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

I NVENTI ON This invention relates to the isolation and
w@e@dogtsson of cancerous di sease nodi fyi ng ant PODAA2®S/000150

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

conbi nation with one or nore CDMVAB/ chenot herapeutic

agents in (?Aﬁéﬁﬁétﬁ%'q&séﬂﬁla M@gﬁ%‘mq«mmmggs The

i nvention furt ates to binding assays which
utilize the COMAB of the instant invention. BACKGROUND
OF THE | NVENTI ON NORBRIShEHE RVENSHs as Cancer

Ther apy ThEQﬁlnﬁMeléfeg H?the YQBHU&[ SRS fucibnt &F chitBfofs dikdase

uni que an a cancer is as different from
modtfshm antibodies (CDMABand t@@p slshoféhqsq EPMAF aloppergn cambipgtion

rren
witht gne oF ntlont: EW/ﬁﬂern?o%e%ap@% acga%’@ﬁtlk ﬁﬂbﬁaﬂgéﬁgﬁ%@@% protRSes.
Thd masmoﬁ ﬂmherrnehtes toolfindigeassayp athichnutitizashe CDMAB of the irfstant t
| ine therapy, thus leading to further rounds of
inveHiolt nent and the increased probability of treatnent

failure, netastases, and ultinmately, death. A superior
approach to t r RACKGROWDE) GF FHENENEONM zat i on of

t herapy .for the partj.cul i ndi vi du
current M‘H’é’fﬂgﬁ@ "\Hﬁf’%‘iﬁeslaég:ragcef R E%Chc"&s gﬁr‘ﬁz PLSsents with
canSéHigfiyue and Ba dancen at B Asl diffecbnbfrord Other @ateremt that parsord’s

be tailored to the patient, and sutgery b itself, in
idepfifx Despite this, surrent theigpwtreats %‘rpaBF'Haw&ﬁﬁﬁ { oipe Sfgapter; ¢ he

sanféds‘t’a%@tm &fe same %ﬂ/ ORAlbast B pdrOSht §thest Ibﬂldﬁﬁﬁﬁll il thé Yirsbfine
devel opi ng nmet hods for custom zed therapy becanme nore

therapy| thustl¢adingite, Sustherrernds of irepsiagnt @ahthp énceraped prehgbiliy of treatment
fallﬁ}enﬁ%%stgsgé tdf?cp&ltlp {éﬁﬁf B%EHTDA ?upe ibr dpg %'t}eﬁtﬁlehﬂv&ﬂ@%@

nat’ion o dies 't re directed to
custoprisdtioh Ioﬁlhr:lapy fok tlemattmwelsmdihedmlu flhe owlly gurtent theeapx Wthh lends

e i i B X SR e
to thepdtient, sndt dafghr)dﬁyritsellf Gl mosteases icinadequate fon pnogm ulnesst

are speg|fi sforme the s n .
comuni t 'ﬂhé'g 1? H’éqna"]f’i’?iﬁmﬁ%?ﬂlﬁﬁlmmg‘h% %J&aYei%P“t%n
me&@dﬁ@ﬁ@gﬂﬁﬂﬁm&ﬁ@%&mw réafift@Ssinck ewn&hﬁmdw darckd difected to

by binding specifically to these cancer ant

a sigglg epilppe; Ewthegnerpdt E@P?S@I‘e topsadupi,hermignation g IB%?S&E at are
dlr&:ﬁzﬁ t8 ﬁfé\égns?e?latl&zp@eﬁlt@ég {nat ¢hi JeB' a%k'hm paHiGul&aiti@bual’s tumor.

However, it is now w del’y recogni zed that no
s. ngl e Havisgiresoanizedrthatiasityificant diffarense betwaen canepseusgad gormal

cellge p@%&gﬁ{emu@ lestcpl"& @%ﬁ% fﬁgfaz{re %%Ellﬁp defrﬁﬁfoﬁﬂéh &:ﬂs the

as a c cancer treatnents.
scievitifio coromaityehas idng dield shat mhaﬂmal antibadicsogan e designed 10 t he

spe%n‘f'%gl{} t'ﬁ%%n @Sftom?e c];nl?/s t?rglrlnél ﬁécp%g gga;l@g ghg%egée;%e? Ont }S{se, thus
giving rise to the belief that monoclonal antibodies can serve as "Magic Bullets" to eliminate
cancer cells. However, it is now widely recognized that no single monoclonal antibody can
serve in all instances of cancer, and that monoclonal antibodies can be deployed, as a class, as
targeted cancer treatments. Monoclonal antibodies isolated in accordance with the teachings
of the instantly disclosed invention have been shown to modify the cancerous disease process

in a manner which is beneficial to the patient, for example by reducing the tumor burden, and
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in a manner which is beneficial to the patient, for
exanpl e by reduci ng the tunor burden, andw ||
wQo a0080885b6) be referred to herein as cancerous PCHEA3®S/000150
nodi fyi ng anti bodi es (CDMAB) or "anti-cancer"
anti bodies. At the present tine, the cancer patient

wiltedidbily bd'Rferfed % RRdih & Gn&rouds dR_4EBYdifyihB EntitREieSECTHMAB) or

approach to _cancer therapy has produced i nprovenments
“antircapgesaattibediosyi val and norbidity rates. However, to

the partAGd @Esehttthe! thd Uacer Mi‘i@ﬁt%sﬁdﬁ@ ha¥ R sptidis oF b &ment.

do not necessarily correlate wth an I nprovenment in
The tegimentsd epryoach te pangerithesspy h?ﬁnt@duqefl inaprareantentson elghalwaryival

an(leBrb d(?t?'i-%esvmﬁo%v k?llleerglrti far H{dﬁﬁadaf ltl%@éairm tﬁ'eﬁ LafkicSREIbt

€ ende er patients in
neccsshmytcprrelhm svithao Indplpmnnt mtthmr pensogalesitaasiono ac h of

cour oo ot Acy AYodhl §5 pbrdits A% bR pERoRy o e

each WirB6r, mc&pdldpmgobmmeb@reﬁs iroié sameacdhort, ks e)oyldmnlsmy umigue

a felt ed. Historicall he use of cIo al
appawﬁ Sbialigringhera %@M@@&nﬁm 0} éwle B gourRecaf, P ideally,
inctea@ahdRM of Slired) AARProdiite BT ouﬂebﬁﬂ'@sh ﬁﬁﬁ%{) %ﬁfﬂl@%ﬂ@ﬁ@ folt need.

have been treated with hunman pl asna ut there were

f ew pr oltsiercally.dhg uss pSPPImlonaé@rﬁ@ﬁ%@%has begncysed Yith Bmited

sucl':&@ irfth nﬂ t%?ﬁurﬁ’efn dafief0q. hb&é&%d?&ﬂeﬁxﬁ@h@ve%én tRédted
ditiona ene It conpare to chenot her apy. Sol

wnh bwnmsplssmn butsheine wers ifeve protongerd remisision ontespanses- F em:lrmore
the%ﬁalglg 3q£:'i(%!f Ec%%ﬁclg anﬂ ltl‘?e? Qgser{b Jdldﬁ*aﬂfﬁ %er\{@é'& Eorn;%@lr}o

chi anzee serum urran plrasma an orse serum
chemotherapyr Selgltomdisrsgdhyas lbrqast@dmcmtsainbhn(am andl ea‘nﬁhxctl |cavre1nomas

ts., T h
naf R e it 1550, e e Sty e s S serum
with b@fespmsr@yalnp}ea&fdblefaau ineffedtiveeadltd.ri al s for human
whi ch produc only o

2{ e?éfasﬂ%af? v besm many dlinicg gﬁls % mrl@ionag%rf ﬁeﬁl s f&q?

tundr. (DGO 3986 tASKde MNedst BoHQiInkA Sfalsify Hu\han |bFea¥iz@§nc@P$vhnch
until 1998 that there was a successful clinical trial

proguged gnly oneresprnderdraamatileasid 7patienis using astibgdies against specific
ant%ﬁ?s; (]‘} %gi?h gg Elgslle Eeﬂec‘ﬁgi@)' IP@H Hu it 1'§9§{h§P&1éI W a gﬂ&mﬁft@ h

I'ent's were assessed for responses
clirddabtrial esing rtnimenizhdiahtieHgrdineu aitibodss(Heneptin ") irecamtinatinn with

U erhdmnor st abl e di.s
orsgR AT s W8ing St Pbese o eBipnses OF R Roons  aparer
hadraﬁmrmsm dasponse/\aie ﬁdén additidnal quiattér hae chisot of etalple disease progressnon
tion mont hs.  Herceptin p

T e BiardireS R AnAaLE FRIE Rt PR i sponse
dur&lonf 63l maithsdy results showed an increase in the

medi an nme t@ di sease pr ession for thos

receiv eﬁieaﬁmﬂb Ot 2PRRYeSdY ?g%@ TR ey m(@r@nmﬂe Hith
Taxol®.CONad] is@@y reb@ltstshewdl daUicréddein themediiemd &xdidase progression

al one, (3. Q nonths There was al so a slight increase
for ﬂllqserﬁglég rggeived antibo y therapy plus Taxol® (6.9 months) in comparison to the
group that received Taxol® alone (3.0 months). There was also a slight increase in median
survival; 22 versus 18 months for the Herceptin® plus Taxol® treatment arm versus the

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

pl us Taxol (r) treatnent arm versus the Taxol (r)
woe@ansssed al one arm I n addition, there was aPCT/CA2008/000150

increase in the nunber of bothconplete (8 versus 2

percent) and partial responders (34 versus 15 percent)

corh@et‘é gir?veg‘%h% b?)gr%%lt%qlﬂspaﬁﬁﬁ% or‘on)ie A \e/:*:egrag if E erge{ ﬁEIP Ehe Ontj lﬁdy

plubl@ﬂ)ﬁé@tcombmatwncgr&mxm t¢mparisactoTaxel ®algkeowever, treatmentofith

el ST OL M P HloBR ot et Bl Biny i CoRPRGEoR o Tanol®

treétbélﬁlemnb (I@rvetshet payemmmﬂ{/e}y)ef\fse clﬂerV@tnﬁ%me@pﬁ Wa dndy
er.express (as determ ned . throyg

ST, G R T BTG A et (RS rRaeg SPQsEh enphisipehemistry (HO)
anay3is) e Waadégiddrial 6@ rfao?&@&i@ﬁt@f 2 a{&mé‘?/ d¥edptor,which

receptor, which currently has no known functjion or

curfsndly Besinodmpyn fumstion omolwgaém dmporpt ligendhapproyimatsly 25 percent

of @ﬂéﬁ‘@{%o Rive Wsﬁﬂ& Breddd Qarﬁ@lv erheREGRS tiRtdrd 5 s 885 e ﬁﬁﬁ@ﬁéed for
herefore, there is still a |arge unmet nee

patigats vhtbecaglcancen ﬁea%thomwn benedi ﬁpmdk@cenm wnnent would still
t d

req Q?ﬂuwmuuwﬁ.b mﬁf oF geghén@lx y%ginsglg %&g@ﬁt tdeé’i&xgégr ac}%sa%ﬂl t%) For%ea(\i/egree,

thetside dffedts ofithib kind bf freatra¢ntt 0 sone degree, the side

The. c trial

ef fects . of hi ki nd I eat.,nent ni cal
oot J36 cliléal st Bueblipat g RUBRN cobiRt ol E piBapistadiin
botﬂg@bméteibahdl gigtolipiagesi IAnﬁlStdh@sN&QisllWW\ wich @asSsome

s such as 17- ch h s, sone specificity
SPC?\@F% EABARE RS has H r&ma BL@S%@ ipige] drialpin e 0 patierts with

only 1 ipadicht hﬁu@wartfa@re@wnh@ Nth Dthét &rid1sOnte f 17- mtpk&méecmw ng

parti al s onse. In other trlals use
cmpﬂl%l t?éwsw minggyigpRoBses ames&%a@e@m in molimiwsmg additional
[oBR 11QC
cyca?g di i o n a 0 %ﬁos p §ﬁ1m e tljla{Fso(ﬁrctl Zt 1(% %ﬁ n&sdeﬁg?smted

impeoved effighcytas |aéllusaub thetapy farAtagellbcolont cadesrnitbe uﬁtOé a humanized
i f Vi t her ap e |l
ol e L B

reg@ssionbody initially approved for inaging also did not

Deon ang Rl BeEIRGT Dien P s Pl in el cancer

clintdal mdiﬁ|w1ﬂithdu§é?of MOhbblélﬁﬁaﬂﬁbGdl@sf 1200 E’RBETUX® was approved
p @@tlbggi In 2004 ERBITUX% was _approved for the
or ing {zeaiment ohpatients yith KG Brﬁxgreaﬁne&megmwaew@saé Fapger

whd@é AsHadlohyGio SiHoRicREbatkd Sitfifofieraph) ORBRs FrEi R £%h-4R Phase II
i ri not ecan- based chenot herapy. Results fromboth a

clinicglstydyianen siggle prm stuiyishosed dat BRBHANK ainsombinaticar withsirigspean
had §r?9s‘ﬁ€£§e thebs ﬁ%h-iyééfc%nt ngé &gﬁtfh |2 Qe dfintiind b lald 3&5@ can

a response rat 2 ercent respectively
proquwn af fAd @hdih.5 mmstrespentwelas aemlte @pmstber samedo-4rni Phasel I1

3y 8 R WY 5O A B

resuliebinedl 1l laad 9 pereertt nspénsevrdtdrekeBlivELPWith a alediae time wdhk@@h
i n.an an er.cent response rate respectively with
progg @R o o Be Rl S
Consequently in both Switzerland and the United States, ERBITUX®
treatment in combination with irinotecan, and in the United States, ERBITUX® treatment
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progression of 1.5 and 4.2 nonths respectively.
Consequently in both Switzerland and the United
WEL@BMO8956€ERBI TUX(r) treatnent in conbi nati on WETICA2008/000150
irinotecan, and in the United States, ERBI TUX(r)
treat nent al one, has been approved as a second |ine

aloBE Gal @Hta &Bveﬁ%g QBecofd fnfe tred én?@lt&lomgn&ﬂf“?tler@ Wh&Have failed

|rst Ine i1rinotecan t erapy Ther ef ore,
firgtitine sipoteernrtheranyr éféaf:wﬁm likeyHegktindy treatraent in S)mzyrland is only

apﬁﬁ%d%%@orﬁﬁmﬁn F\ gé‘éléxﬁf‘an °"§/§t G‘éh%h‘?(?lherg;g{. HP Q&b A eatment

t1on men
in Bwh Swezdrlamﬂardrthb Uﬁ & dofy approved for pjEnts\asd séoond [t thaays Also,

in §0a A RRSEE Mo poiolEl RPYse ihtinatn Wi bR PR s hitpuracil-
baééd Chemutiddpy @b b Ifigs e L@t bEmhepytatikcolordctdl 8dnckrl Maase 111 clinical

reatrre t of tastati ¢ col orectal . Phase 1|1
studly FesplESementig &Eraé’éfd?'%gé 'wm@ﬁwwavaﬁpﬂwa&ﬁ@m%ﬁﬁ' it
AVASTINE %lu@@ -fRidFobraéalcomparbibiol pafidngs trdafR@ivth SMNkdurouracil alone (20
AVASTI pl us 5-f] uorouracil co ared to ﬁatl ents

monthg Yerses w mgnths respeesiyelyd  Hewgven peie k@ﬁerﬁ%ﬂﬁm and JRBITUX®,
tredifeAObAS apFSREGS & X%Mﬁatlommﬁﬂc’lonﬁ%hﬂodf 8 chemotherapy

Herceptin(r) and ERBITUX(r), treatnment 1S only
appr ovedhgre alsocontiiuasitoibe moorfreswlin & llungabraimnevaban pangreatic,

;%fe[’%i;kg{r&g}{ canblE e ﬂlo§tﬁor&ﬂf§ﬁxg TeLEHL rEs%lt? for 6 %mﬁl?@elﬂ d{u?g

pr rarn, ovariar, pancrea
canstromene tiroosmBlese 1 Ehicatiria wherme tiestimegt mmlmdta mesxloha afiivody

| Ph |1 ..
(SIS B BRI b SR PLER SR gl the Sing 35 drqrabicip in
corﬂblhathmd@lth(tmﬂe&loﬁleraﬁﬂmc BRSO TAXUTERD®A I’IWX&@Qb E® i 1s the only
Xoru |C|n

on the cell-killing dru
FDRHBIEHE FiSroemd (e FemgiRe e ?uag gficer. Inital data
indicAX @A ERB0Vdd ovEANGEERE( éo\n;ia?edtt@ TAROTERER uISRD 'GU 6Fthe 62

chenot herapy for the second line treatnent of |ung

patiepis o wereeuiged fonihg studpitwanthirds receivpd SNl Sdv é@rablnatlon with
TA%T‘ERE@ w Vﬁé@ﬂ@ Fe'?t’fiuﬂﬂ?g M&%F&@d{ﬁ&f@?E%ﬁi@t o(ﬁt:_ft Iﬁlregétlents

pa lents O were recruited
receiging iS¢ 1 B@Nombinatiorcwithi T AXOTERE®, niedfmmwwyal whas 7.8

mopfh€ ] SHFBaR AT, OB Fidafhs Sf RS ¥ wrg KRXDTERER flot” Hvepal

surVieX@r EREzriand 18madnthsiwas/29rantl 118 percetit yapectingly forpatiemnd roceiviig

(o) ri 9 nont atients recejvin
SN EARO TR B somees fo 3¢ aq Bietyn el for Hiigptsssosiving
TAXOTHRE ®\&l6ne? Burtheel clificap laseid plaishegect i vel y for patients
receivi TAXOTER (r) conpared to 24 and 8

NG 15 pl
per cent rﬁ?@gﬂ‘é@ Y {})g{e;}lag B?enﬁglpp pited sucesss iy thguse of monoclonal
antibodied foRmclahord. OVéry fdwbftth&e aftibolics Bdvelrédchddicl@ical trials and to

pl anned. Preclinically, there has been sone limted
dat% pRNedave hegn appsovsd or demanstiased f@varrble raswltsn Phase g elinical trials.

mel anongpe MB’EMeBﬁ‘d‘F n@¢v I‘Jgg&?trépal'stg%éjfs GihdBRY B

clinical trials and te none ave een pproveg or
idenfifivation ofaclevant taxgets amoeg the produets pA3MAknowh Eensh that caild

con rfﬂugJer d dsl{;&g p%h(?eg%ﬁgs?{ I &Eolggyvregé’ayc%spgtgntitaf(? 8 taggle Hte gﬂen

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

O

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

of 30,000 known genes that could contribute to di sease
wQaiokogsnesi s. | n oncol ogy research, potenti al P@r/ag2008/000150

targets are often selected sinply due to the fact that

they are over-expressed in tunmor cells. Targets thus

pofeﬁltFﬁt1 En{ltL 88)dth?xra lce)%i'plg%ll%en %ﬁﬁﬂﬁg %&Hé&{: gés %Eg ﬁﬁ% p'iegdfru'ﬂ tfditional
megheds piodgnotionsl apiitedy gerveation ecoulingstd dmeofom;wuumalsprmce’les laid
dogﬁ H?Elo%lelda‘?xdll\)ﬁ?gﬁrg Q‘a% Naﬁﬂlé t2|58 Q@.L)A?ﬁtl&?ﬁjer agé I\/f“l?t f Sp{een cells

enera n"dccording t
armllcmdpﬂaasmicamdmdmm Woigh afilgerede. gamwtlolyicklts; edlinfraciéhé Spurified

Natr,26 495- 497 hl.er and M |.stein).. | een
a2} 4o 89 Wih fampallad DG Pnetin T Grstie Mopao e
scr(:c&ue@ andieietted € lsécstion ®F antibbdies WRIbE bin@ vkt dvRilly @Mkd taigen Many

i zed hybridoma partners. The

theraég‘&r%nﬁ glaﬁ%w el %41@0@ pensbeanss gellie includisg Hegseptin® and

RIBEXINA BOavE bechprddaosdl Bing k€ ﬁe@b&%nﬁ@&&ct&i’érﬂhé/ bdsR of Bir
target. Many therapeutic and diagnostic anti bodies

affigty. eE'Pf‘e%P“éfglaWﬁsﬁtra@ah are twe-Eld. Firsiiy, the dhoigg of epprappiate targateifor
thefﬂparﬁ&élol}/eé R %t%@@}’hn?({n?éjﬂ %ﬁﬁtewﬁ %E@@%{Ei%\{l?a%m and

sel ect ed ont asis o herr a
suraynding tissue epgyifia caycinogenicgirabesses arsitthtyl;esulm snhplllsl:le methods such

t h eutic
o SRENRY] SLEALE & 16l DS AR Sodiord S0 e
assiunptidnehiag ¢hestug moleclilenhat birds we the peeptbi witle the greargaffinity usually
si nmpljstic nethods, such

ses .and. the.resultin
hasihe e'?é%&‘?‘z?ﬁqmga %&%P@gﬂ%wgaﬁygnwwaam ways hethesaps
ar e i demiespite®6me PRIgABEWIth the lﬁ@atﬁféﬁt‘—ﬂfﬁ%a&@na B&ibn Edn€erthe!d
d fJec;ule that binds to the receptor with the greatest
Idenfjljcp 'i’ﬁ“t%? deYpigpmpentpfetiicagions @H y theramiesoeithet g5 singje agents or
co-rébitrhérd, hikChelr inalddut Firafl typeSbdfder ™Y NOt al ways be
the case. Despite sone progress wth the treatnent of
breast and col on cancer, the identification and
P“‘H@\‘?@P@pment of efficacious antibody therapies, either
as_si noles. 24RANo.31750.003 HRASER e el @é\ﬂ%&kgﬁén?s

for all types of cancer. Prior Patents
tumepare transfestetlypithdVIEE) gsaesovhichmayclssaloned dromi eells e tissueffrapmihe

patiBfil T@egé st R belRofe LA BVaEdlndth d phfidy 9Cnes whi ch

one romce or trssue om the patl ent .

Th ese t UehPhteot Nal 4861581 disdosehe proosse domhgrisitahs Aeiseft he
61, 581 di.sc| aoses a

obtll bl FShoclinalipubE b o gl Fion g img el rigorpoRent of -
neoplastictand hermat &edits oﬂlhe napetl bit@of 10 emman&&rpaaénw ®ibkhtgahe

t of neo | a and cells of the mammal
m°'15’u[ggﬁ P‘B &Ye%?f‘@? ﬁ%@ﬁfdﬁ%ﬁl&&y Withy sk @f & mgimmal that has
recemeﬂ mlcarapyad) kﬂﬁkb}h@ﬁh’ cel&oiﬁdaiéfehﬂﬂlﬁghﬁe éfﬂ:@ﬂeﬁgss%mﬂeﬁﬁf Yy

hat has received thera

meaﬁ‘ﬂfmg ‘&"e‘ﬂﬁ‘ﬂ%& 9{ the E‘B?IF%amléﬂ‘b’ tgdhedptgmal wgukan@mponent Of the
deg@efatifil hatpRSEScens. Egﬁép?gﬂ{% mlbaa@ssa{eb §1d lP.FnaP it

the | abel ed anti bo he | nterna
antlg,e@%bq]@qtﬁntqgfreqog@zes at malignant cells represent a convenient source of such

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

WO ewegstsees t hat malignant cells represent a CPCIWEAR®BD00150
source of such antigens.U S. Patent No. 5,171, 665
provi des a novel antibody and nethod for its
production. Specifically, the patent teaches fornmation

of a ran@ Patadt Non b1 bReks pm\hads alhaveltahboay @ﬁkﬁlh&thod)for its

bndln ly to a otein antigen asso i at.e
t%@ %aqgéxapatw&%@ flon adﬁ"“é?ﬁ'ﬂ“ QM'WE has
th@prﬁﬁ@r@g)fbihdﬁl@rsﬁ&l 5y5@>|a| protif aﬁtlgEHQEhol:lﬁﬁa With(ﬂﬁﬁﬁ@ﬁmohl &g. those
Pat ent rovi des a met hod of cancer

Off‘l?éP!%;?"é blﬂ&rwfglerbgldwrte neral gells mwﬁglefsemfswm ssue
from a hyrap.eRRGES 40859650vidds" %@éthcra@oft:memwﬁy Jo'm%ﬁk'iﬁg

to obtain tumor cells, irradiating the tunor
suggically egipioxing qemerdissue frany ¢ bmanccancen patient, frepting é@éure@ﬂ tissae to
ob&a‘ﬂ'ht’a{;l%??e;l]lg l?‘%&é%r :é éﬁtﬁt{g&%{ ce? Eﬁ) &%Arlrag%ut flﬁpmﬁ]?‘lo% 8{1% and using
these pallst@prepanrs & yadcinh ifdrithe pagenttealatbteasf exﬂubnfﬁig—repnteaw of the primary

nt monogl onal . an
e G b G R e o oG bR PigPh or
manetlofiad aitibodies ehich ark, redctiveewithl furfate siftigens ofignd@atiBNASSS forth at
aut oc t honous .

coly sk 55,10 the A e citsf Blberons Bar Fol 2 (s dbveapment of

mAnGRToD hiﬂﬂfoﬂiéye)lp\i’esﬁihgfﬁdilvs G&Biﬁéﬁﬂnﬂ}unéﬂh&pﬂ: athemhn Noplasia.
5,693, 763 teaches a g}a coprotein antig

char act e¥SsFatent ffo- H8 36%"5‘?%&%?@1’% ﬁtsngeru@p@ﬁ@@mc of

hh'a@@!’:‘ar&ﬂ&nfs ' atent No.
480 iy O ANl SRUEUE 06l B DigheL T

i nduce apSpbaset o h78318p iedrpwe s Anij-Hes) dntibodigsthichgnduce
ap&;%slls 1h 'H%?ZSe Fegg ée'ﬂg hSIF\‘EdO?kﬂ\t eﬁ?g%s odu%ghhe antlggdles methods of

treating ca cer
tregtingreamoee uding the ambmhesartdl pharmacautical domgositiind inghidingcsides .
an%oﬁ Patent No. 5, 849,876 describes new hybridoma cell

ﬁ €% for the production of nonoclonal antibodies to

nmuci n ang 'ngan Mol 5,848 6desumibes HERV h Sy@ﬂabrﬁwwnmmor the
ti ssue sour U S.. Patent Ng. 5,869,268 is drawn to

productionigf op O%Eﬁlé&ba‘i‘f”ﬁ@ mHCH ARHEFTS PHEIRI AT tyFtop aRsIoRgumor
tissaB s@ddsbody specific to a desired antigen, a nethod
for produci ng a nonocl onal antibody, as well as

nonocl orl&f- Batnt Blod?. 869,368 dedrewn taymethed fop genstting auman

o P ARSI S O ot

mogpciepabantibodys ds welkag menoclopdl aoalmdms sprodLIb@ byt reethod\dlhe patent
is pért%ﬁ%rlg ﬁév\fn% ﬁlte dtthw%Bth'a}P grﬂ} ﬁ% mbo% l(ﬁ%a'[i %Igrgeg‘; seful for

y conj ug es and singl e
therdmwwdmeattnehwfmanocw ci noma ceI I s. The

U.S. Patent No. 5,869,045 relates to antibodies, antibody fragments, antibody
conjugates and single-chain immunotoxins reactive with human carcinoma cells. The
mechanism by which these antibodies function is two-fold, in that the molecules are reactive
with cell membrane antigens present on the surface of human carcinomas, and further in that
the antibodies have the ability to internalize within the carcinoma cells, subsequent to

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

two-fold, in that the nol ecules are reactive with cell
wWOoreeoBsases ant i gens present on the surface of hREEA2008/000150

carcinonas, and further in that the antibodi es have

the ability to internalize wthin the carcinoma cells,
coﬁjg %ﬁ?sg :i{r?n &tﬁghgwtt}al@ dﬂ’g%\ tﬁéga%gﬁ(gnés%?sﬁ‘n%%& Litblo¥ic pripbities at
ﬂmmﬁo@mdymammmnconjugates In their unnodified formthe

Cpeci 11 cORoPRERAE ST ART GARLTIRR foee REBALGEHpmymor

thdappind $)ﬁ1phjllh}as Uhsveoér, thistanﬁbﬁdybs)am z&tﬂnlﬁdbdfar hutoantibsdyerompan aged
antj bod

el AR S 3 BT B ¢ sl e e yBEo8 astal Rty fqynd in the

im@ARE systehf BatHuSthE hiReAYibody comiesIfrbf "Beaged enaimaig", tere is no
natural antibody _found in the |nmune system Becaus

requirsmsnfthat thejaytoatihogdyactually gamessfrom e patientheing treatede rl'é angtlon

th@ﬁhténe Gidél()é:‘egﬁﬁﬁraf mtmdn'aaoﬁdl' hﬂﬁﬁ&k&%ﬁﬂ%ﬁﬁ frbih 20 AB&Emammal,
fromthe patient being treated. In addition the patent

ang p iprisioss celhling produsing armmenselons] antinualerautdagtiody.
aut oanti body from an aged mammal, and a hybri dona cel
|'i ne producing aS@W%W%@@ﬂ@#]@ﬁ@HﬁH@%ﬂ aut oanti body.
SUMVARY OF THE | NVENTT ON Thi s appli cat@?ﬁon utilizes
met hodol Bhjy afpbicatipnaitilizes mgthedelognfor produdifig patigmttspecifiorantir

P e L 0. By By s
enocah darcansrais dizesse modiflyifig/mogpchmalantibedids. dihedelantibodies can be

n odi es _can made s ifically for one
myd SREieRRlY BR o Rmbooha BB pRIE it Btz of Gicer therapy.
Wﬂlﬁﬂ @rcohtBRrof fhis aﬂﬁllédﬁlbﬂl, ahtiaf@Nirtilbdies haV g Sither cell klllmg
pl.icati cancer antibodies having eith

(exipyic)areri-aipe W@etas&(@)tosam);wmr@ffscww hereafsrioe taforepd to 2

cylofokicQ Sithdel anlibdicAREN bd R3d W did of \BIpRR{ahe Blagﬁosfsfoﬁ Eﬁrﬁgr 5191 can
as cytotoxic. These anti bodies can be uSed in aid

be yi5edgp iept Atmaoranesastasesi Ehese antibedinvean alsa be ugsdrforshe nrswtlom of
cafdePB W&Eﬁ:@giﬁag@% fizent. | ‘figg?]r@{e%ﬁlgsogévr\xgéteg?Qco%ir?goto%ditional
drygrdigshydra paradigins, @atibodies gerdritédde thiswaymay asgegmnbcuiemd

poliEPA Pl RS BF et LS i S A Bt

tissue OFypthtivuag, shetddimy affinidiessdfthesd ammbodis &€ suitetl €dreqdirentents for
f malignant tissue.

zhe % wt h and/ or $u|i'6v' val g . . )
initigiop s&w@wxwm Ay 7er Pe AREnaRE tepirangerdfinity interactions.
Alﬂﬂ itiid0ihie hePufyicwbf B lﬁv@nﬁdh(w bérﬁﬁ@&t stanlftd chéthdthéhpetiic
{ he cytotoxic events that ma be anenable to

moéﬁhltl?ﬁgee% ragiqruplides, withythy GOMARGTt N@@m inyenfign, ergkiy foqusiag the
usManU%HérﬂéthérﬁBeﬁtlésn"Iﬁ@tb@v{hﬁ Qalﬁﬁw Bé%gﬁ% daﬁﬁqgr[é% cytotowe

chenot herapeutic nodalities, e.qg.
mojgtigs, VNS 6&- biptin ¢oningated emzwm@mcmhmes, mr&wxs;‘ terggisdrmeporter

moﬁéﬁ@s SSnffo fgg’tgiug cAREHTE ﬁ Qrﬁlb ﬂgémsg%aébm%ocan be

be conjugated to toxin Cyt toxic enzynes
used alpne loF intcombinetipruwish ent ce m)y&@EMkB/t:l(dmomesa,peutlc agents.

interfe rﬂ%%rosb&t 9FhaivlaubiBR8 hitElancer treatment will bring about a change

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

W@ o0vBiosmEsé on with one or nore CDMAB/ chenot her ap@errCAz008/000150
agents. The prospect of individualized anti-cancer
treatment will bring about a change in the way a

at ﬂx%ttin@rUf pteSentitioA,gmd barfked.| KOh)this karhplé, dhe mBNENIbE typed frbmta
nor sanple is obtainedat, the tine of presentation,

Paa‘ﬂ d# PrarsKRIstng wsﬁmsmsgasg Megitying @w@oé'aﬁoThedJ&Heqs ¥ilf beyeq

cohfc‘ﬁﬂbrﬁll? agdd taf the beriRbIk BhtibddieSs SHMAR 0P Usk if! 'ﬂﬁﬁl@nsﬁagmg the patient.
nodi fy |r:lgﬁant|bo ies. The patient will be

The paticsheandis dreatpd snraegiately with theeexisting andibpdiess and Hppapleof artihedies
sp&@f Ob tl'ﬂ:stﬁmhlrhag WE h‘m?g eﬁteﬁ‘%r ﬂgn% Ex% n%ﬂ“d? Bﬁtlme-hh\%roﬂ%r'tﬁ'ghgh the

can be treate e exl st
useipff phegrodisplay lmwa lrmnnlhctmm vdthtthbsrieamg gpadmds harein distlhsed.
e t he net
Al} M?Pﬁtlb%%ﬂ% ge%gg%gg‘?ﬁ?%?%fﬁa E t!’lﬁ P g‘ra f ghtl-ﬁ?{lger anggod qs 51nce there
is 4 pdssibilitethati ather umyammubea'r smne bf nhb eama:erpetepnsrag tlﬂBhdﬂthdlSls being

her'ndLs . Al the |bo ner d will be

e o s Ploss pocst ol B i e Tl BF st Gire spogerous
diseve rieariyshubpost patints who Hahaeaneérh tHat bild'RY thess aftido@ias. SONe
topes as th ne that is belngtreated

The' ant | BORE ioblrsewsr sbefes Hg Pt A RrE O eRs i

cuRéntly $€doHimened! th&@aies 3 Pae bLHRuMLASAT R inﬁbnq}f‘ YrefthiEtRe ThOfact
pati ents who have cancers that bind tg hese

that, thejaptihadies isolaged yipthe prgsent methmqlogym@latlmir noris4o nere
ca&@foh?églls QASWS P mYifitibRST 'a}ﬁ?oohn:g af‘lﬁél{e c?(ﬁhg tX bk ﬁ&ﬁ”&lﬁ&dﬁ&e

therapies as part of a mul
or inrcepjunetion WIfhrtemfeamnat thertapy. HEhednighi thexdpemﬂc nsle)k wilbalsosieemit re-

I t
el S OL REMLOER AR P58 ! BT i S eamens
resgstant dedleli es at  hi gh doses to be used, either alone, or

in conj ion W th conventiona ther The hi
t her apej?ﬁ@ PRYRALLS Teraciongio ‘Bg‘raﬁotursFé‘? B@@Phﬁh‘!’e%%asﬁs
de\&lt@[ the ptd¥ess DE @érlratii@épe&ifie BhttbodiRS fARS Aol Bar! Beh&ieht’%@ 5 re-

errergence of treatnment resistant cells. |f

tfeifmte Furthesmprss the asthpapcer gniibadies gan begoniugated to red blp%‘?eélpy

obt@inedRbiA A BRARNERY G- Mused R tRARCRST niitasB6RC Thirk ASve been few
speC| fic anti bodies to the tunor can be repeated f

effgctive teatmens for mgtastatéc eapees and metasteres usialcportendia pbm@u@gme

resﬁlﬁﬂ RteERNIHIGRE! qnét&tz{t dap I%%ge &Fllllgswé]p\;a?éula?&eé Iidthe

patient and re-l n ieed
delwetyag" apti-cancerzntibalidsdy eedidond delincanfhaecthe effedt Dﬁ@ﬁl@lﬂhﬁng the

S cetr._and. net ast ases usual |
ant{b%lre%tt?ecsgtﬁé)f&lg gl%F T, EVCII Wo& alpﬁtas Wéﬁ, ﬁ%{;ﬁ@ qﬂ:gen%ent
on thahosﬂssblcwdsup;ﬁwﬁ* th;lr\smivivallﬂﬂcau |aﬁtli-lcim& aﬁhﬁﬁodyfbenﬁgﬂttd/t@ rdd
bloo%cezﬁnt I - ca%%etr ant.i bodi.es b red gﬁ cel s _can_have

o4 o8 p e e tveagainstr st tyorse wall A Besmative e aRbORKE By
be @fnjdghed toLgthsr herttBgenpiis @Ils, le@. Wﬁipﬂ&éy@e%eﬁacrémﬁéescﬁms'tes
dependent on the host's bl ood supply f
"at‘frﬁlé?‘ﬁer%lfsviﬂeal and an anti-cancer antibody conj ugat ed
to red hhee@reMlelchissedbf Qﬁb@élésefﬁlh'e%{&l lggs‘ﬁé‘%&%éd Mth g hInUtlon that

tunors as well. Alternatively, ant | I es
is conferred by its heavy chain. Itis generally thought that cancer cell klllmg by naked

antibodies are mediated either through antibody dependent cellular cytotoxicity or
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be conjugated to other hematogenous cells, e.g.

| ynphocyt es, macrophages, nonocytes, natural Kkiller
w@eis®es9sed c. There are five classes of anti bodPE@ECAR®S/000150

each i's associated with a function that is conferred

by its heavy chain. It is generally thought that

coﬁ@ Bt &E‘Lrldenlﬁ' cHo'td}%brg YF &?&Qxﬁﬂ% 2 ndtrﬂg gél\ff ﬁvcﬂl’g%ZMib%lggcan

el t rough” ant
acnxﬂtt@hmn@pmplemmtdmhlmwe de@nwenﬂnt cfithocamplemndny systeor

O AR ARG B 5L oo

lysio rijolr bureat ansipadiesthd inest effyctive tomplemery atthatmg asibodicslare

¢ acti , . d i

o S RS A R ok e e

re€rOifipg eyvBtokic aatsltwazehavwcameptbﬁdv}ﬁal willdeddas e¢lbkilling by Moasdites,
anti bodi.es of the Ra and | gG3 isot

Mu
mag?(ghé&eﬁ &E{'}I“E’ZY‘S% andecerajn WP@O@Q%SO ap aptghodies phbpth Wsi%ﬁl and

1268 iso§peRkdne Atch will lead to cell killing by
nmonocyt es, macrophages, granul ocytes and certain

| ynphocyThescytatprieity madiateshiough b Fp eagiontrequirnesth presence of
i
ef&&;ﬁgﬁ:ﬂﬁ%cﬁtﬂ&r ep%?lglgé%g%t?r}gg tc#el{?% ér)ésl’\gl%gégls r%?)mp?etnﬁqt and
T-eq‘lls,geapmtlvsbl rUhaahSCItCh ef thesmﬁeeielpomlhamgns, dtceﬁ;ctportsm ofan

enent, and T
anfPSQR 3 s e BB bt dian GNPl B0borpesifagpfect e
phmbdmesmsofahlaﬂtllﬁﬂiy poY¥itd, but inbinenhid ikridoOpkyative. | nert .
The Fc | n of. an antibod confer_pro
that af f Do PoRedoin dR e g RRieE ue gt 'Sﬁaf&wwlsgi@"qt have any of
the\/dffwt.or fb¢hahismy | pﬂeﬁéht tafid &re c&rriB@butOP BB TheSe asdd}B do not have

t ot Xﬂ@&@% ays under. which we test the antibodies
°rrf6 eges,tqq d-Gef15)et complgmen RraseisSipgedhesp assays are
copteR RfGEH & .
? e?t’ REGE l)‘ @H’at %‘H’ddél\(/falg%’ég%é'r gaach &ﬁgﬁn&ﬁ éﬁ?’ t%s Qra&grtlzeaaﬁﬁ
assgysTsFd hasein cpntein @nlw targit wells, miadis endisor Fhe targst mﬂmﬂb aetdiaye
[ onent
oS foRY ssld My afe BAEKT Utls 30 ROl AP n® STRPREN b i
ha‘tﬁmf@emr fuabti(m ,propediea thareds ﬂ@beﬂlulail'blémbt&ﬁ that have tH1§fudaloﬂ0T he
Pa%p effectar fUﬂCtl ns singe L cancer .cell s {
PB4 QAN GHmRpiEMent A Y Hbh I he 819 USef{ 4 SURPOYL g Browth of the
tarﬁt teltdomof kve torplenémn B&Vity @S disél6dee bﬁ theRVendod. IFuitiRrmore, in our
nenhf t hat E@ﬁe this function. e nedi a does not
WE Hehayeyrsified i absspeeqf gomplement agtivitydn the sergdiged: Therefore,

ouISMFHa @Wﬂeﬁc@@thl R thE effddR Jf BleGBlibddRls |a§: die eﬁl%ly RS effects of
| enrent activity as disclosed by the vendors.

theyggbeeiTAAE G 1S hstliatsd P Bghth Eatn R Fisctety, Hiedargetvells are
seefH22R8 Siferdting WHRlRIVARE FAC §ihdd they dorho? Hﬁe%&{]gto}ésfﬁldthe Fc.

Therefore, our work evi dences 't he
Althoughcthe hyfridome isseeretingiiomplete @mrmglehmlm\elhyh was tested with the
f Ea6] '
tar{e oﬁ gtﬁe : ly bmgﬂﬂ% hun glogﬁl'im?t‘tqime%gtrs 3‘2 c% Fﬁ 54 the Fab,
Wh@beqttrilga@tlgstnbmdmg:fmgmags with only the Fab, since t hey

do not I'W‘ﬁ?rersr?e% ttl%r lrslstan?lry c almeJ: antibodies and antigen binding

fragments, the application, as filed, has demonstrated cellular cytotoxicity as evidenced by



10

15

20

25

30

Al t hough, the hybridoma is secreting conplete
i mmunogl obul in which was tested with the target cells,
w0 b@swostdsye part of the i mmunogl obulin that i ntePEDCa2008/000150
with the cells are the Fab, which act as antigen
bi ndi ng fragnents. Wth respect to the instantly
th€ A4 REAbRNT IARQRIng ANEboRE ah@ S heRlinnfomEd ﬁlg lﬁﬁl%tﬁfe elilénce,

application, as filed, has denonstrated cell ul ar
thi gtfent s entirgly due tepindinady dhekpbrie theduraoricalistabl e 1. As
poi Nt ed_ RipicR e AR iftthe R oPhlibb@ed ﬁl@dﬁtg'lg;c'y%toxici due to

obj ecti ve evidence, is effect was entir ue t

diggtrbinding dfyhetantibadatio the targes antigen indepénident ofieffidceor enechioismes

Lt it . . . oy " Coit
S AR R oln ST R 3RS B
suppi¢mantal cellsdepemginteniafo fofrialyteacludethbsemiezhanisnes).rThiedeatgpes of

by. t he .Fc.. The hest evjdence f.or this is in.yitro .. .
xR RV oot FATERT Ot B COMBIte DpEpElRkuogr vith qntigen yinding
frang et suchat Faby2 fragmetd. Jn mmlrt]y;sée o{) HPEEmERS _Bﬁtgﬂoﬂi@ or: a_ntiﬁen

.These types of, experinments have been carried out with,
DR AEER S RIS L BUHGe PO LG CE IO 85 e g of ant-
HerZ a@NRBIEGIR$Hibéded bak bt whith ABRRABodics that A8 36prbvea®S 1Rf US

experinments, antibodies or antigen binding fragnents
Fytor miapketing ip caprgrberapyopt osi s of target cells such as

inthe c | = : | = ' j

bot h of ARy h PR echBfin SPéhBdy mEduk BRL AT E Ry b
thryghrtpuse of antibotties thatgfunation smeatalyze Ither ydsolysisrod tviriaus chemical

Lhl of antjho nedi at ed cancer killin .
boREI R oFy HERBARG R ) as led BRI E o B TR priglied e
antplaxlizsyze t he hydrol ysis of various chenical bonds in

the cell.,renbrane and its associ ated, gl ycoproteins of
gl ycol i plif& arg F&ﬁﬂ@a@a@wwm’éo Hitib @%F‘@ ?teq'Fflg\c%r sl e
kiltiny. ekhedistiid the Gl of BR{dARE @@va@éin@féﬁ%ﬁﬁg ﬂfe%@jf' ®tpeshuce an
i s e use o

. cancer cell killing. The first i )
immyRg ﬁawpgsaga'gstéhwg%n"ﬁ antigsn thatigsides apdheepngericell. pFhecgeqnd is

thealle b AMBEIIEsQS RIPEE? Erome&?)l‘org e iHﬁéH@rreivﬁﬁl. theit ﬁgafbntopt%tdown

resides on the cancer cel The second is the use of
regylats thgdecsstor & thatilgSunciemiseffeqtively posd The ghind is the sffbas o&such

i ir.f i I t hat
5 i 4 YA i ST
ligatios of fi¢atictecaptors sich anTRAHORI esTRAILAR2, @€ intdgrrig aidlernledfuch as

I rface ieties that may lead to direct cell
alpgggtbﬁt,%%saﬁlgﬁheéga igation of death receptors such as

TRAI L RITherclifiRAltilifydf a @incerdreg)isibascddh SelBeRelit DA e dAf under
i ke. The clinical utility of

al V.heta_.3 and the a
an %céﬁ%q%?le i RIOTIE 19 he gariept, &‘{ sances dhrzany suyival has sgremyly hegmthe
mostisoaght efidrdbnefit,Hotkve tiRfd dr€a h@nbd? @ BRér vPeM-recdghize@ B&HRFits in

her a survival has generally been the nost sought
addif gt PIAATBINELIT. TR P PriEe Yhass Geaems dpesaiot sbResly affec

surVi®al| mElRGOGRpecHt pdIRAIRh] Prétedtidn against adverse events, prolongation in time
to recurrence or disease-free survival, and prolongation in time to progression. These criteria
are generally accepted and regulatory bodies such as the U.S. Food and Drug Administration
(F.D.A.) approve drugs that produce these benefits (Hirschfeld et al. Critical Reviews in
Oncology/Hematolgy 42:137-143 2002). In addition to these criteria it is well recognized that
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addition to prolonging |life. These other benefits,
where treatnent does not adversely affect survival,
WO pBgis6cynpt om pal | i ation, protection agai nSPCHAX2108/000150
events, prolongation in tinme to recurrence or
di sease-free survival, and prolongation in tine to

théte 8o ?Eri?i‘i}%mty?ﬁa? ‘?nag %ﬁ‘sa% itlt?eﬁé‘{yge%%ggeg%é D@gg&%m

regul ory ies's
appmvalrprcxtssegrarmd byRhdU A, }f Daepmchml@ﬂgngtbattthqc aprsumaa@s that will

I T

unidérathie pricedseand af thbsei, founkdve gommgn iful Eapptdval, i. hefoﬂo\a-lup studies

ot her end nts t.ha t hese t s. of .
hagl R gr e direpCpafich PrE T A RSP U X EDEHE VPO B o QRS rportant
endpRtt fEEdeRyminiy debgeffectsbh Alidaaliore W thdgessihérabof fubr Elraérﬁby
surrogates that wll _|ikely gredl ct atl ent gene Lt

moasurTe TespaRse &y easment (Thepassees? J@"aféeﬁ he Natienal

9280916l 20{1@? Ghe fchl'léal Qﬁ@ﬁ§ ﬁﬁiCI@‘F @nﬁzfla)t f0LSiRh e%l’lhhhonhﬁﬁ(/@ been
gone on t proval . fol 'ow up studi es have

pr@rematgd bsaR@sdow E@dpatpaﬁr@ema in §ﬁ|€¢ TlthIS Warking Sraug, agroup of
mtgglra{é(?r%?%ﬁ)ﬁrgﬂg QQ%C@I ?Dfrueggmth e OFQ’%‘ﬁd%@?ﬂ :?lgm(ﬁrq{urden as shown
byaﬂgmﬂmsnonszﬁ a¢cording th REGEST brjtenig drsconipagjsands fherappropriate
{ atne ra e et
coply e el T RRES, a3 AR BspCHont Tt P Ml seting
tulki;bt buddends gdlﬁaallﬁﬁowsuh@mfa—)vafd:b asylesshne\zladumht tmthitgweclinical
een OﬁU a onse ,Eval uat i erja i.n..
st ot B s S ke & 4rUgS Aoy FEInge gl in pre-
cli‘ﬂi&ﬂﬁ’ﬁ&&ls‘ Hﬁve@tﬂ@ g@ﬁtest @ﬁ téﬂ‘ dllhlcﬁ‘l WD NSdaloab@to pfddasihg Sutitive

tunor burden, as shown j ective responses

TCW@BQS’F i Ghigicelfreptagnt drugs ﬂtaélfeﬂepe tvrnordwfﬁsa in the prerglinicaksetting may
BLERE A ALk SRR A e At R B
mdzsm mh@meddmlqakowfmm wnnmdantmaan@htﬂﬁm gvaothex l@neﬁts that
8658 ne t hat n| G S
oSSy AR E e oartih O o Se it S b e W ey
in [drsea:hel pgrEsidm mgeldled surviviladr both, maﬂsbllead mﬂlrem:)%bﬁts had/leave

eat nt| at ed clinjcal uti ous
el ot CEkerdiref T E PR ThéRpeytits: Bideised PRESHRES
c1dﬁ¢ag$n£1 mlgﬂﬁsﬁmaﬁetddmpbuﬁdéensco Hdti@naﬁae Bobik, 39 Alhnual
setting may al so have significant direct inpact on the

Meggtigg 2083, PAEQSRB?J‘% prol ongati on of survival is the nost

sought aﬁéﬁﬁreééhﬂ iflengtbn @é&&n%ég%efde%ﬁx?éﬁﬁﬁ{d wiE HQAR9OA56 11
treatment, there are other benefits that have clinical

identifipd by itffect in ajcytotoiceassay jgad inanrapimab modelof humeneapess, This
mWﬂh&hdegg%seg %%@gﬁhﬁ bﬁr@o ?%cqiﬁéaﬂ td Se%h?;g:gmg %{) ! pglgérgs;etﬁf Sthe

ext end
targetmedlequis, anddthatalse havei in il cytqmmmronﬂﬂsh@radtak@t angibody, against

I
ma} gﬁﬁh El?s uﬂgg n@.‘?xﬁag%% gr%%hg%eags%(dgre&gﬂngﬁéé xlgg%ak%d
anﬁhhwamhlbnmh oBtlmior gr&@/ﬂh Abfortherladvdned lsrm@thc%@é)éf anfizaesr antibodies
09-219). The present.invention desc
S“‘ﬁb%%& B)rféﬁgfﬁﬁﬂ ‘SS§@°§§1‘“8AP§>'{?§£5"’6“‘§€“1“‘?’!5%‘H F"&&e fygnor growth
intibiti6s; land Bthér poYitioé endp6inBDF dancértfbainitnn ani mal nodel of
human cancer. This

-
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i nvention describes reagents that bind specifically to

an epitope or epitopes present on the target nolecul e,
W@eassms6 al so have in vitro cytotoxic propertPEFCAADS/A00150

naked anti body, against malignant tunor cells but not

normal cells, and which also directly nediate, as a

naked ang, @l??lys’ inVeRBbPlehdnBhe fisel dF IR ARMOAWE N 1 aﬁtiéeH ad Qﬁ&get for

advance Is of the use of anti-cancer antibodi es suc

a therapeytic agept, that whan administered samrrednst Hhy teroephurden gha cageer

) _ : ' A At A or
exBRHE e b oy e P S EHHOR ol el i b I
(ARG0AHG.1 Dyand ¢lzitiesivatives, asdbantigert biedingRBogddtsithdreafhandggtotoxicity

. as.a.t t f th ti t_ that, wh
indiing 1isBnd Phegeoltp Parast el Bbifsn g FREYCR by tRRF RISt of 2 sanger
exﬁriepuirtg&ﬁé ffgigkiin aafidn @ﬂnl;ﬂﬂggﬁwrj&déa ﬂm%n(\)liisﬂmh?lsb IBactiek '(tjlﬁ?lﬁe of

a (0] e e se 0 . , . a ) elr
deEFé’i?‘?gvtg‘f m@?‘%ﬁo@'“g‘ﬁ?ﬁ g é?PCB‘TOH%I?‘*ﬁGﬂPF %f‘é‘ﬁ’@ Hﬁéz'ltfﬂ%‘F%G‘f‘g"OS‘S’
prédiélion YoF ey, Ghd Prokmeiisof ﬂﬁrﬂrﬂa%éﬁﬁn%thﬁbﬁ@ﬁat ekpess @fidtigen.

their antigen to reduce the tunor burden_of a cancer

expr essi figeordiagharit is geabieqiive oftheinypntion e viilie gorethodifer

bdh¥in i
SRSk A8 AR 480368 COMED B bl Sapsrs i
deiyedffedm # partieular individuabsir one prmactie partioarshnech eslidings, veich

. e rS.

CIORBRELy e VAT RS I S8 ldiky o
toxietoarohicancetans télls) inoedeatorimdlate tyHridomp celthiness and tha oaresspargling

sUREEPBunaniie ks And wien Bivine Paphoncy Perpol VORI
hybriidopidecell linedr€enRadddl cul ar cancer cell |ines, which

CDVAB ar e, cyt Ot'O’XiaE W th respect to cancer cells_while
si mul t and &8 agdiienah gbieetive of the inyention to tsaghrcapgprous disease

mdAHng %ﬂ%ﬁ%ﬂ%ﬁﬁds'aﬁd antlgeR bifl@ig faghafd @bRof1YDr i doma
cell "lines and the correspondrng isol ated nonocl onal
ant i bodi & é afuaheebiegfisg obthednstagt vendion ta produse canseroipdisease
: c . col L Li et
AR DA by hAAGE Ao U RARE el
toxieitycer ous di sease nodi fying anti bodies, |igands and

antigen bindjng fra ts.thereof. It is. a further
obj cot VB IF Pl RE RS LB e s oaueS cancerous
diseasn aexdifying dntibediee whosdichtptorpitq ik mdisié lirodBlp Semplement dependent
{ totoxjicity is mediated through anti body dependent
CeURITONHP  t oxicity. It is yet an additional objective
of the imgtsant firthéPoBjéctie bOthe IMREHGRVERBOE R PRoRicltmEHoR
.hodi fyjng anti bodi es whose cytotoxicity is nedi ated
disease B1PGHYiES ARIbesisn hese SRy isa fupgtion 0¥ i @bifify to catalyze
hydrbiykik oPcelifat BRMiQPH&Hat] ve of the instant invention to
produce cancerous disease nodifying antibodi es whose
cyt ot oxi4 ptil{/furtherzpbjegtive af ¢he instant knvientiomtis toi prgducecancerous

dis&Rt ﬂloﬁffﬁng antibodies which are useful for in a binding assay for diagnosis, prognosis,

and monitoring of cancer.
Other objects and advantages of this invention will become apparent from the
following description wherein are set forth, by way of illustration and example, certain

embodiments of this invention.
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hydrol ysis of cellular chem cal bonds. A still further
objective of the instant invention is to produce
w@ 200808066 di sease nodi fyi ng anti bodi es whi ch BCECA2008/000150
useful for in a binding assay for diagnosis,
prognosis, and nonitoring of cancer. Qher objects and
advant ages of glﬁflﬁbﬂgé N'GF THR$§QOREQPPar ent from
the foll ow ng escrlpt|o erein are set forth, by
way of i Figuestlrcomipanss the @eremgglcetotWWandlbledmthvcienf the
h)}éildcgrnal st rﬂXt&?xﬁg é%ﬂtsﬁg'll%ﬁemET% Iﬁhﬁ), ?ﬂﬂj- =231 and
ure onpa percentage cytotoxicrty an
H$3|881ﬁung IeveI s of the hybridoma supernatants agai nst

[l -H23, - MB- 231
Fiesss, LuF B g Piresns bpie o AROBRNY L e RabtkatA el fres
Thealatads tabulated @ pi@skntaid medni fl@fescehbeCintbasiey dsa foldntraateboto

(}oresent the nean fluorescence intensity as a fold
isqtypec@BEl- above i sotype control. Figure 3 includes

represe nF %ﬁﬂe%ﬂn&%r&b&&&ﬁﬁfv@ FACK hi6EAPEF ARF0A38A 1 and anti-

anti - anti bodi es directed against several cancer
E%Frmarﬁ@ﬁdle%@eﬁed agdinst pqverakcanear and ponscagesrselblinest es t he

ef fect of; %ﬁl@n&rages B LA AROBNSE) 11 Bn ﬁr’nor gowth ina

prophyl actic BxPC- 3 pancreatic cancer
prmélb' tecaBxR(x3 hangrdatia eeslceprmndshﬁ"he véticap éaShc;blllmta indiegteiie peniod

g

AROOAS6. H.lg]redrdebmm}ram itglefedtof AROOASGIYI an:uso'dg vBighCin3:

PR R G P T Epede i R RO MR PR GSEM

general, the follow ng words or phrases have t he
i ndi cat ed déJETMILEDrDEﬂmiP’DE)IdOFrTHHWEJ\Hiwa

< used e BF SRS e R pue e i) Sl it when

usédin tiRxsamminlagy, decﬂQlidh emnpkk.anaklagnd. i bodi es (i ncluding
agoni st, _antagoni s and neutralizing antibodies,

de- i nmunFBederm AR ‘P‘?ﬁfé{ iscsediB the-braadest serss podgpecifically covers, for
ex&HpIL, bsﬁ%leﬁﬁ&nocf%ﬂi]'m @imgﬁh# %@)ﬁ%t, %ttagorﬁ)%oagﬁ RideRRkifi

specificity, single hain ant I 6s

antlqueﬂédﬁrlmunizndmmmemhugmces hanmmdtamﬂmﬂ}es)‘, aratgnémt S
coﬁ GfidAE ﬁ%’olgg@%p cesbéé@rl] Ji]%nsgr%leo m %n hb#) gsd31ab§d?esu§1§€odxes

rernre
lmpmpodoamgms amfl asmbmdyﬁ'agmaitd @eehmlm@eneous ant| bodi es,

i.e., thleh |tnd| i du nt th())gol; es

erm “monoc onaq antibody” as used herein refers to an antibody obtained

from a population of substantially homogeneous antibodies, i.e., the individual antibodies
comprising the population are identical except for possible naturally occurring mutations that
may be present in minor amounts. Monoclonal antibodies are highly specific, being directed
against a single antigenic site. Furthermore, in contrast to polyclonal antibody preparations
which include different antibodies directed against different determinants (epitopes), each
monoclonal antibody is directed against a single determinant on the antigen. In addition to
their specificity, the monoclonal antibodies are advantageous in that they may be synthesized

uncontaminated by other antibodies. The modifier “monoclonal” indicates the character of
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conprising the popul ation are identical except for
possi bl e naturally occurring nutations that may be
wWEe@smesHsed n m nor anmounts. Monocl onal anti bodi BGT/@A2008/000150
hi ghly specific, being directed against a single
antigenic site. Furthernore, in contrast to polyclona

th@ﬁﬁibgtgﬁa\é B E BRGAL g&ﬁ a\g‘ﬁﬁs&mnﬂw ot elqs'og Gfdtion of antibodies,

ant | Irecte agalnst rn1nan S
and gggiot tmrk@s;)mstreab#s requinig pyedvctiemoefi tm»ylbo@ byi ang pargigular method.

Fof g%frr[ﬁé i n‘?dngﬂl):?al g{%b%ﬁf:% &%@tus&ﬂfl %Qc%rcﬁd%é ?Wthr ln%sent invention

on to their specl e nonocl ona
mayriei nivaald by ﬁe&nybmhniw{nmagemlmman) nkthod fitsedeseribgd b Kohler et al.,

ntlesi ncont am nat ed b t her anti
N 45208 SR D e B Mtk 39 copbu D R melitps i, p o 5. Pt
N(ﬁnsldgmry The “hmddganﬁlbin&bdd;wé” fnag glsg b&1sblatea filomaghkge antibody
onrogeneous pqopul ati Q Q nti bodi es, an
libgzgsics HsiRgs esfgﬁrr 5 Aescrbpdip lhgkson gralo lafuse %ém‘ggwtl@%ﬁand
MaRYeRA! J. 'Mdﬂm&l B3:59ds597@9915 48  Blafiplel he monocl onal
anti bodies to be used in accordance W th the present

i nvent i orAntikgdshisagments” pymarise appmion @bamintagi antibedyepreferably
co%?féﬁﬁ%%@?n}t&?fg )bfdd(f)n%torrrgéﬁa‘gfg rE%%é {hrelsP ﬁ'xﬁﬁ 16 of%htlbgkgwﬁrﬁents

) reco I nant
inghedetesd thap Sklength gntjbodie s FalRdiab’, F{@b%, adiy, Wl)ents,'rm@odles linear

antllg%?egcgl rﬁle-%h nanlltl %a%arpcﬁ%culirﬁgsllrllqgge-f bne%nlé@ at eg%le §8Min antibody

m(dasltes i fosion prbte(ﬂs,aeé’cslchinaﬁt praleins aﬁl&ﬁlult@pecffﬁ%nﬁ&ﬂhe@ 2&med from
élQQ%%a and rks et aI J. Mol. Biol, 222:581-597

an gmenifs)-o v anpl e. " Anti body fragments” conprise a

portion mh “ptact’Rhiddy & Bnke MBEth comphies aﬁibﬁﬂgeﬁcfmrng%mm
t he antigen-binding or variable region thereof

region:asyyebkes aflightphain saystant deypaim () prrbhegiechagseonstang domains, Cul,
JfZeaﬂg chs.amk 'c&ﬁgih?@omar' r%k?nayﬁﬁkﬂaelve’: &e&% coﬂ&gnt’f%mams (e 2 human

ragnments; diabodies; |r1near antrbodies; single
nagyst Seﬁimg;e qenstent domeins)gir Agine-acidasequenset vatjautitheseof: §?r¢fgllably, the

mtgé%'mﬁr@dgﬂﬁé?@%}’ TR SRULE nct[ Hsc" on proteins,

ant protelns an I'speci fic antibodies
for msd fDepcndmg o thel ywmirocagidesadueage of Alre constarai doihaiaof theiv tigavy

h ) ! bl
chiily, et Bt Sl be aynghio ElFH Eamer  bheretin e lasses
of &itstt Hirdudies: IeA, NgD.AGB! @Gt arﬂqgm, m, setdrhllof theSdaybrufthé? divided

The constant doma nat i ve sequence const ant

i CTHRERSE gty PFio el 1B G2 e A8 Tet 08 4642 dBR heaNi:phein

comianf@drdinAthat CoFQPHRIYS TheVBftéraft el fes B?aﬁftlbof ESirEEARA Y, 5, ¢, Y,
the intact antibody has one or nore effector

and priespeeively. Bepwhenihgruetres ped Girderdimensionalronfigmtionsof different
claGRb st MUHGQQEM{;,S g,fe &J‘I%ng eavy chains, intact

ant i bodi es can assigned to di fferent "cl asses".
There ar/éntfhodle“Qf&pm fupttions’erefen o thogediologienl adsiyities sttributable to

the Igﬁ? @ nah%;sv ﬂlgpglgé If%l{églo’] gﬁ%nﬁg gglé gé/q%%rlﬁlseo?xflan‘i F; iseglo gf an

antﬂgﬁ' Exlagtﬁ&s of aBBodyl affedtor fugetionaindludg 62q biﬁﬁfhgimxp}enmhal n

dep g%\i @8&8?‘ gghatFn E%c}aptggblg&rgé giﬁoga-dggenagn% é:gﬁ-&fegiztgg tcytotoxicity
(ADCC); phagocytosis; down regulation of cell surface receptors (e.g. B cell receptor; BCR),

etc.
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and m respectively. The subunit structures and

t hr ee-di nensi onal configurations of different classes
w@boosmsasnogl obul i ns are well known. Anti body "eET/€a2m8/000150

functions" refer to those biological activities

attributable to the Fc region (a native sequence Fc

regi on o« ale] ] L VAl ant. ke fe ) .

anti body. TERIAEkn  SRARMRA Bl @y ipd A rebr e
medintédreatiGh tp xﬂudqumgpecrfmrcpﬂommllsjmmd@sﬁh receptors (FcRs) (e.g.

N (R RO b, e BRTR: o e RiE) B A6 SRFBEF N o

tangetg:ull aid snbseqﬁenﬂg lchuse lysisa€ gle (I;z&geé pélh ﬂge pemary cBllcfel inediating
ti1bo ependent c

ABEEIK R, Sxpross iy R i WHRGHAS op BV ERpresedgyiak B and

FcyRAE FtRBx Fpr&sm bft hexﬂawi@ icbllsGs SummArzsd f Tebld Sor pagé 464 of
expr ess Natural Killer

C receptors &3{1@!2
R"é’é‘F\‘ and Kiael Agpmfievs Im'aml ?ré T é%)ﬂgaasio pssess K eaghiyy
mARul T GMereR, £ ih @&Q%@@ L\isayﬁ RekhSid %?Eéé@rrﬁe'd){n oayps, Nysi s

of the target cell. primary for nmediatin

5,50362 0m8%1e337snayé>;@ wpé@meitdéqqfql Pffmryeellwaewhsssays include
peﬂ@‘[%?aﬁ Bloba motdif %féﬁr JéﬁggP%MC)Fa%geﬁ Fuﬁqallggﬂngz%llzs.e Agﬁf%?rrl]atively, or

ressi on on hemat opoi etic ¢
add‘labm%lymBGCpa@xetym meoﬂolmlcs:tf (riterast chal(iba assesséhimyivoReg., in a

aninf O 50t i Bistdsed M vl 78 PRAS AR SR 0ot 1o,

that d es‘dif?abﬁd cdlR” hdg &%ukdligrtefs fvdHﬁbh eﬁpx@&lcblng 6f2m@fe RiRBRﬂd peBf6rm
e performe eful effector cells for_ such
ﬂggéfa@gcti%ﬂ% Prrferaiierthe erlls erpress adeashBrBH, andpgrfopm ADCC effector
ful BN B amps Muﬁfaﬂlleuﬁbéylté:é rwhﬁcmlﬂed?a% JA@CC%EI@Je"B%}lb}Y&ADBlood

or additionall DCC activity o he nol ecul e of

mqnﬁﬂ@@@é@elhﬁBBM@),a@@e% kidlar GNK)@F% moeocgtes qytptexieihicelsland

A MO WSS g Somes

frameaskativy s@scethéredt, eg groassloahar RBM(ﬁmzseieEn:ide hmcinper form
ef fect orof nctl‘ Pr ef er.ahl, ress, at .
east ol sk Resatn hriRctespEioierpe f ERRRF Il binds to
thebearegibe sf ahfanhbmﬁl’miequﬁﬁ@d ER ¥4 mmemeqiiefilteﬂluﬂ@ﬁ:&& Moreover,
i nclu peri pheral. ear cells (PBNMO),
» FELEERLLCRER PHEYIPI R OvE (EG SMGHOAS & auna tegapi b ardfides
redefiotsSof @A RN FéyRIN bhcsn:cymnfsum&% ﬁaddlh!ﬁamb Ivﬁmi@.esl and

preferred. The effector cells may be isolated froma

altaRtvoly litrd demsios e receplags. FeyldhrenrsessiingtudpBridlAxen
“afliRatilg B&LtIPYafd PeyRIIB(ah @ﬁlﬂﬁmng getcE@&@Ptv@ﬁch lﬁ(/e sit %ﬂg antth&acid

used to describe a receptor t ds to
sequerges Hhabdiffer-primarilhisdhe cyfaptasmicdamains dhereof A@lvatmgawep@r

F w @ 4 Ié.H E%ﬂ L I e

cf\/\lﬁl ch&g‘jﬁnds an lﬁg%ﬁ%@fﬁ%? lzaasé‘dg%%ﬁ%tﬁ)ﬁnengogg{f or 5 o 39

cytoplasmid dgmuledeblbﬁmg r@kptbhEmRI*Iﬁ cahtainfer Rhmunomwdptmoﬂnb-lbased
N l |IC ariants

int G ASTTTIM) TE ot ey (@R S A B g, A e

Immemd PSa03-234¢1 S\9(2|)3 FoRg R¥elréviéwéd in Ravetch and Kinet, Annu. Rev. Immunol

9:457-92 (1991); Capel et al., Immunomethods 4:25-34 (1994); and de Haas et al., J. Lab.

Clin. Med. 126:330-41 (1995). Other FcRs, including those to be identified in the future, are

encompassed by the term “FcR” herein. The term also includes the neonatal receptor, FcRn,
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"activating receptor”) and FcgRIIB (an "inhibiting
receptor”), which have simlar am no acid sequences

wa bas/oghisbd er primarily in the cytoplasm ¢ donaP@BCA2008/000150
t hereof. Activating receptor FcgRI I A contains an
I mmunor ecept or tyrosine-based activation notif (1 TAM

whibh is@&g&*‘b@@foﬁﬁ@hﬁns@&@hﬁtetﬂaﬂ@(ﬂ!t& the getﬁsggﬁlmr‘yt aE‘?}_gBlr)nﬁol.

contal hs an | nmunor eceptor tyrosine-bas inhibi'tion

Lt87 (197 p)raniKimres gk, Lueyt ypheb2e:26R0E09))- (see review M

i n Daer ong; .. - 2 2 -
FcRs ar e”(r}%r@PEerm%né ﬁ%ﬁn%\% %ﬁ*lgﬁé:%ki ﬁétc ?’e er% uaogtﬁ%%%hty ofa
méleenlatollyse a4dget dPth¢ p&Sehre ofCapplenent. The conplernend aetvhtdahgpathway

. 4:.25-34 (1994) : d.de Ha t | . . Lab. din. d.

s ey dotadhe oftRe aifediRRe o Bk condlemgftiindh il I

T o o TR R AT ErS To dotass g ctrei
.FC| I Nn. e

acrltsaé'@&taoffﬁ BISEA Suh pdrseribed mRsaonantorQ, ¢! &b Tl Methods

202{16301906)) Alay b@pfor@ed.Ne fetus (CGuyer et al., J.
| mmunol . 11%:5 7 (1976;r and Kimet al, Eur.

J.

| munol . Thettenm griphlgtuelers to thedagsthateertainipasions ohthe variable
dofmhin e EJ{tEﬁé'f"ve in 'é%agce ﬁﬁgﬁ%&tﬁgdig%d% dskd %ﬁ thE biflding and

mol ecule to lyse a target Ih the presence o
spediiityefesrh parfivelacantibddyrfenits pacticulas aatigen. Faovewery the gariability is
not weh‘y%%l}eéﬁ tfujgﬁ ﬁb@ﬂé Og'agfe dtonl(’finfs of ?nttlb(éc?lg@ R &tnc&ftra{eg f

conplenent” syst em q) 16 °a “mol"ecut'e e.g. an
thige sageoly Kalted iyparxaibleirégions bothgm dtedighrdhaigand tHEheayshaia
v PR T Pl B conferved poR iR oy bR s e e
fratirih‘il?ﬁc) r,e%iﬁﬁétj(FtRﬁ). Eﬂ'ﬁé w{am_e domIihtegit 1Rk %ciéétajlil hrabtight cl{)alﬂfs @hch

0. c certain portions o e variabl e

COBHA fﬁgr_ i P&&ef;@k‘f’@%@ia\ﬁeﬁhgeti cAnigRtioRcRonBRREAPY three
hyﬁbérﬁﬁ@'r@gﬁo&[‘ﬂhi@ﬁ fort36hs béhrk%lﬁlgpérﬁlqh gan@&geslsfeﬁﬁhg bt tYthe

each particular_ antibody for its particular
B-dheetisusture+ Dediyparvariahls regiorisameach chain srerhold tegether ip close
. 5 . | . .
i oSt L AR p OB 0 Rl Bl comre o
thectatthatn lof the antigen diridingrsétg bHamibbdies(seerK abher i Setyuenbaiof

e o Rt eresh SR e HrBhR Soruibe Netged ittt e
Hehltla iBetiesda, Mag(10919). (ThEsInstati ddomaisiapddiod indoled disectly ianIg;ding an

1at.i ve heav nd ] ight chajns each conprise four,
an T‘aﬂdé “ap %{'&g%b S\‘&f"g’bg vatiqus £ifectorrhmgtions, sush as pastisieation of thy
anfifd én diBedydepbriehteeigsH c%?oxidad?i (Abdr m | oops

connecting, and in some cases formng part of, the )

b- sheet Sieier Upeervarisblersaien’”\weten amgdehereinyrefus tojthe ampigp acid
resfdudd &F 2 aRtibial WhiAGRS R§Jondible ForARBedABIdiRg. The RYpehARabiERegion

and, with the hypervariable regions fromthe other
geWbrFPm@B?ﬂs emingtasidiresidues fromrargemplamentarit determining region” or
“CARP (@EeduReh N84 & C | i ﬁ%h t

Se.qlgegcees dg?tﬁp%?g?ﬁg qgf(ﬁ?}nénrg (r?glgggll“%éﬁﬁ]en e?%ahgﬁ va@% le
domgain amd; Bl -3 % (HHOAT0-65 BB end-95-1024H3pincthe heasy thairt wesiable domain;

.« Bet hes M. £1991)) . const in .
Ka§$ gl {7112 erqureigc&v 3@%‘0&1@ é’é fn{:rgu gmazgfq{ t,gﬁh @EtPugl?cnﬁealt?l Service,
National Institutes of Health, Bethesda, Md. (1991)) and/or those residues from a

“hypervariable loop™ (e.g. residues 2632 (L1), 50-52 (L2) and 91-96 (L3) in the light chain
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anti body to an antigen, but exhibit various effector
functions, such as participation of the antibody in

w@nioshgrdye dependent cel |l ul ar cytotoxicity (ADOE)T/CAR®S/000150
term "hypervariabl e regi on" when used herein refers to
the amno acid reS|dues of an anti body which are

valiabiP Aok b f 2 ' By (Pb?&“d% IOTgﬁiéﬂ%{ @gh&g@;&?ipgﬁigle

region genera nmprises amno a
don@mr@heth'@méLeslcyl Mol Bioti 19619914989 (19RT)).¢Franediatk Regian” or “FR”

e e kel o
hemmdddﬁhed. @P2p4i lIl-Blgestlnn bﬁaltlberhaswrcdlmeﬂwaddn&bdl enttgmmlﬂding
oD e Blcd Eah FRMERR fch Vi 21 PPt d IR et o ebidual
“Fehfrhgniant, sehosd nabieatdets 1Babﬁif}&d @rystilize (ch@il P):psﬂﬂl@éaﬁﬁent yields

t e.resid esfroma" rvarlableloo

r*géﬁs)aﬁ *{aﬁr‘yo aﬂf,'@elsgmg ing yiteg 3ad @fﬂ@ear{alzlspf assrlipking
antig@hht cha| nvari abl e domain and 26-32 (H ), 53-55 (H2)

and 96-101 (H3) in the heavy chain variabl e domain;

Chot hi a &itd 1188 pinjmumntibady dragmenevhichicontpins ¢ compipty antigen-

recd:gﬁﬁm:r‘w&ﬁtlgﬁlgﬁlﬁan Ste. TlEBreg %o ssofaarcﬁmyh?%ﬁe He%w' @}Bkn and

dommi n residues other than t ervari abl e teg
ong éight¢hain variablegiogiain id ¢ightyeh- COPdplatl assodlagms ftioin this conﬁguratlon

e R0 el ol ot b Bom B Sk € i e

biralirtg sife on tiersdifang of thic &H-Wmar CoHéctivel, thd€ix hypeA@riEsIé regions

ose n reflects it I|t to crystallize
co‘\ffg%m%gvage%lﬂg chﬁc&{%@?‘ {l; wgypr,Iﬁ(vgxba }rlgglf Wg@lﬂgﬁ{omam
(ot Hatftof BRBv totRprasiigiofiBthiek Bﬂieﬂﬁnﬁlbl& ?e%lllol?\E‘ Spek¥ic $ori dnlantigen) has the

'glﬁgabl e of cross-1i.nki n%pantl Fv" is the m ni num
abilia{ toisagnies agrhk antigene Mihoseh atibriaver adfifyitaandhe entre binding sice.

The Phb E@@ﬁ&n@&%‘édnh%l t@tﬂg)nﬂgﬁt'dg 1nkblfﬁﬁ'1§ﬂt c?nhn?:lleand st Sonstant

reg i on consi sts of ner O one vy chaln an nd
domw@r{finhaﬁ the hegry elisiine Fel fagmentsidifferyfnom Falofragnoents hyrthe addltlon

B T T T -

mdrfnt)fsmt frbm thbeaﬁmbedﬁm@negxge Iﬁbljb T&H 8 thesdebignation hér€in for Fab’ in
ace of Co cti
W et st ot e oo Pt sk e thof roup.
Fabeaitibodyi fragnieats oFiginaliyt wdére groduddd e pafs.of NS ﬁa@n&it@ﬂhlﬁh have
vari abl e domain (or half of an Fv conprising
hingg, pysteigs pemset ﬁhsaﬂi @herehemical copplines peamlbpdyaﬁwamts g@ra)lso
knévas the ability to recognize and bind antigen,
al though at a lower affinity than the entire binding
site. Thierhghtchaipsrefentiodies Gommay vestebrate speniestcambe assigned to

éj&rfﬁ'b ’EleQrfl &lglﬁ‘l& &t cefflla@k{})pgg\ﬂ ahdl En&ﬂ%ﬁ),fb%%aso%wé amino acid

domai n the hea aln ragne
SC%FW%@fthb‘Pﬂnmdpmagﬁents by the addition of a few

r et CUeSileld diinGRF P I iThdl Fra fsttge?{lgtgf%¥ g il ve

domai n~1 n ing one or
doraznns df@dtibddy ngkereie tiesedontairs'areJrkeset ihB elngE?prypqitide Bham

N AT R ER G O

domytineiphich enables the scFv to form the desired structure for antigen binding. For a
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F(ab')2 anti body fragnments originally were produced as

pairs of Fab' fragnents which have hinge cysteines
wheisegased hem O her chem cal couplings of antP@DAX2008/000150

fragnents are also known. The "light chains" of

anti bodi es from any vertebrate speci es can be assi gned

rediw 9F§cF9 ed l??&skﬁlug ﬁ&?%toymﬁocl%} Jﬂb%gbob'z@p R&1. i ﬁ)
and ase on t no aci d sequenceés o
Raspreiurg a;ndrMQcmmdsd SmamgweVeﬂ& Ngwelarkpr269315¢t 9945 c Fv”
anti bOdyﬁ{ﬁWA}gbsotdﬁgxm € ds s}nhﬁ ar}{m)crl])gfrz\te%‘ne% S w1th two a];mgen-

ant i body, onmal
bimdimgyites, Mﬁthfmghente carhprisa a vaﬂmbﬂcﬂteaw domdihé@/ 1.5‘¢onnected toa

I tide fyrther conprises pol ide Linke )
vafigd B aoiin (¥ i orsSi Ry at g B (VD 5 g Ak the s
tod Stokftd BovelSifitingebrviden Wil two @om8ins Srithie Gfthe eHalil tHe omiA are

arevi ew of scFv see Pl ckthun in The Phar macol ogy

of
forgedh tpnag th thegomplrameatary desmainsof gnothes shain ambcrmtwwaﬁlgen-
bl&ﬁ’l’fg sxte§@1éﬁéﬂi%§ arvﬁéﬂcﬁged Ih&‘WﬁJYB’rlK fonoe&amgfégE}'3 4@4 69599 -

he term "di abodi es" refers to snal

o3 6o Holined oC &l Paos Nbvdart Jon e AL 1595).
fragment %&&W%&&d@g"&f "tr‘?\g eﬁt tgiﬁ%}(s)‘ éji%’n{gﬁc; the (:M'F%matlon of three

connected to a varia onal n
singlsl ohpioantikhdies. hﬁtlabO(ﬂa‘B-larVIcgmstrBytedmntm gheanimordcei tetnkisuts af'a Vi or

d
Vi el vl Renn Bk, BT el e S e e
potybmtmlemﬂ'mgahh grcycliﬂ:olimﬂ-m@taﬂffashﬁﬁt Aegossibia lgmtamhg@g ebthe
i ndin odj es are described nore
"‘?‘ﬁﬁ){ i et e‘smﬁﬂegb ag{rlaa}@egsw&angm 12Q,glggrees
frdnbédel aﬂ@l‘ﬂér qiriabddiesRRaPbe mNﬂIsbecﬂﬁC BidpeciBicior trﬂﬁénfic

90 6444-6448 (1993). The term "triabodies
"trival ef “iselatadt @*lb‘P‘b’f@?@ which has bessritkntified emi sgparatid awl/or

reo%'v&gcji froth I&Qbﬁ& Gii¥h 5}8 ral J:Nn%h%ﬁ@l{t ﬁﬂﬁn%é@#&ﬁ@ OF its

t he am o acid term nu
naﬁuraé envnmnmmj @te raateridls which wewld irdertare with tliagmdsticlyr tharspeutic uses

t . ds with the po eptide rranged in a
forgh fiinbaly. AR, el eimBLhorRhoRés Setodi pidRcetal on
nomgfroteineceous @hmd;lylsblsteﬂ hﬂtﬂi@ﬂy mmheit?@ixgigbcg,embitﬁl d'ht]l:iﬂ rédoh®fnant
ocate I N Dl ane at 0 eqgr ees romone
°e‘§frf8}°ﬁ at?‘easwrreaf%’a?'&gt%fé %?F&MPFY‘@"%BP%‘M&% bepresent.
Ordlihariipdowelet, isdited aribbdyt Wﬂlll be"—'}ﬁéﬂaﬁﬁ (Ii:_Y/ at RasPBfe pHrELtioRakp.

been identifjed and separ at ed and/ or recovered froma
conponerfih #itibpdys “Wigh hinds emmtlgem pleinteresidp Anegepehinef binding

tha€ Qﬂfg@fﬂ%ﬁﬁ §ufﬁ£1eﬁtta?fid?@tswh5that%\/dnﬁg&§q§]Eseﬁfl Gs ﬂ&%%gélﬁilc dr

which would interfere with diagnostic or t eutic
diagagstic agept infasgetingielseld gxpressiig theyantigen) Whiere direzantibady is one which

bmh?fhg'aﬁ‘t?g%mcmetf}t&ﬁﬂ ua{a ef@&%ﬁltl}gbl% hﬁ ?Jlﬁﬁlgl%gyea% dBposed

sol utes. 1sol ant| ody 1 nc
to ather geogptotsi andrdeconmib inchade incielental lsndmgesuah ad msdpenﬁch contact, or

bmﬁfﬂgpcgéfsp Urarfd atI%)ll;h? m%ﬁﬁcg%%g comrggrg & o%her arrl}lglerrxso 1 r(‘iremay be oncle which

does not 51gn1ﬁcantly cross-react with other proteins. Methods, for the detection of an

antibody that binds an antigen of interest, are well known in the art and can include but are

not limited to assays such as FACS, cell ELISA and Western blot.
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O dinarily, however, isolated antibody will be
prepared by at | east one purification step. An
wa@eaoslogadye " whi ch bi nds" an anti gen of interestPCEHCAN®S/000150
capabl e of binding that antigen with sufficient
affinity such that the antibody is useful as a

t herapeut, ﬁ%eﬁrhel%k g\%%%rjc 99&31” I Qell I{eg gatéa;/ ngellacu&u e are used

expr essi ng ere the an 'S
intervhergetblyded tlhsuch Kibmgmnmts mnhldetpyogehy \lti ik bisol andﬂsitqod that all

ti.all i et
prieil e Aot 2 ookl Bl i B R i Fetefils RS Hen:
mhtamnhsrfgut'anthino@ﬁy thafha@gﬂx]:eIsimcﬁlﬁetlcﬁﬂmb&ﬂ‘dglctabﬁctlbltﬁﬁb Ogeried for
ost-transl ati on no I comuon
S‘F‘égﬁ y § fPél aa%{ecmﬁﬁadch @eg clggyiiram P?rrt@gmry distinct

de@ﬂgm@ngﬁaqﬁen\ﬂbdh ot her proteins. Methods, for the
det ect i on of an anti body that binds an antigen of

i nt er est | ITsptmentor freatingieforntothioth therapeutiel treatmentiand prghylactic
orkﬁi’htveﬁﬁt?ve'?ﬁgasdrésmﬁ&gmttﬁk %ﬁo ﬁr‘é&!ﬁﬁ 8516w down gskén) ﬁeltacl‘ééted

and Western bl Ot USG her el e exp ress
pathefagic'conditjer ¢r dlqordgr . Thasedn ‘heed| df trcajmemnac‘lu@'thosg gb@dy with the

| t
SRR Vet L b YR AT O A
prmtlted).Eance thesrdnymaldebé ireasdd hefeerMy ka8 bedfixtdlag@lu.@dhﬁhavmg the

i berate or..i nadvert ent ti Mut ant progeny
dlioﬁ { %fa%bem{%d@gﬁg‘ q’ﬁ‘l‘?&?ﬂt‘gﬁ%ﬁ‘ebﬁ‘s&d&bl cal activity as
scr eenedTRaermyYcirter@hd Kahedruy” Ffans biodesEibe € physib61Bgical
coax?gl uded. It will be clear fromthe context where

o1 i mamypals Gt ppicallusharacisrieaddy gnregyiated cotb growy or death.
ExfaﬁxSEéE b'@ncer fcfide, BuPard AbNink i REN romal l&@gﬂm Bla?tgﬂa, sarcoma,

|aCtIC or preventatlve neasures erern
ang) [ﬂugqr@ ia jog lymphejd anadigmaneies. M(@'q\paj@Mar(elxggglgqgf suﬁecancers include

sqﬁa%c%? E‘?fjcaﬂéetr I(pn% %?ﬁl&ll&l%ﬁ%ﬂéﬁ({ug Qelptgan )S ﬂfdlg%gncegﬂ?lﬁgmé hall-cell

nee treal ose a
lungj Oamedelonamall\eéll lusgcantey salemocamnoma olﬁﬂ:eéurtghmd dqmmmndaar
tho n whom t disorder.,is. to vent

coffnolrd O i AhgE AR of e eGP, BipasF LT By AV Srotapach

cantienigoloding gastrofheesiing cdroer, pinsRETan@dr, diRBlaliSma celicaDAnER,
or susceptible to the disorder. The terns "cancer" and

ovarian cRRSED hyer capqe dladder Gancgp depatemes, Prrast 5aResT, 6pley Fangsr rectal
caicer) dblbicol daﬂcé?@!mh&nﬁlhﬁhtehﬁe &a)‘cﬂh&ﬁ’ei, kéfhvﬁ 1&%%1&&9 kidney

by unregul at ed cel or
or geRplcancer, meqsaépecanmtvu bcaﬁ@ﬁr, thyrnidtceucer,dlepamrcencmm anal

carcIORBERile QiR 1Bs wlPdsHRATana WAk Lpeem a o | ymphoi d

mal i gnanci es. More particul ar exanples of such cancers
i ncl ude A Gehemothsrapeitic agentitie m chemigal ceppoundluseful is theareatrent

of Eblr. BRRGHCIr ciehe PO arb ML e s puch B Bicyepa
and mmsmgplamﬂ@(@wam Wa;raﬂ(ym suifonatks $udk as busglfans iipeesulfad and
pob RS RS P A BOFARES pofoh S oot
ethpmmmtana:meaymelanmies ﬂi@hﬂﬁigcamtanﬁbl dgé , Wit lereMBafine,

a er cancer,

o e e e oot sl

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

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

W@ 200808956(r ost at e cancer, vulval cancer, thyr oP@I/CA2008/000150
cancer, hepatic carcinoma, anal carcinoma, penile
carci noma, as well as head and neck cancer. A

novémlﬁﬂﬁﬁ?) RERBEH, ﬁre fhiktine! t?of@sf&ﬂﬁ?‘ il frELQprd) WitFbstte&fstih as
int r eat nent o cancer es

caghusting, bldprepasocin, dotagusting, lpmstmd,emaustlye,aammgstmgeemtlblosmsmh as

acﬁ%np@ng%s?.i egc?in&ﬂ cn’%éﬁ%‘lp&%ﬁmﬁl %&'Hnn% r%(])és(,ﬁlgﬂ?x%%t W&:mal kyl

arfa

calichearsiging ennablmlcamdmyea c:atmimphlhn rbroncuigis, daatipogaone,
da%qr%?elg,o S‘f‘h?‘!ﬁj‘g gu 1?12(9?50%0- -Nn e!(u?lgllf: ﬂtgbi%ﬂlijepimbicin esorubicin,
lddrﬁbnahhyérwlaﬁ@blamn@nydiﬂsg ﬁyévphaia»ﬁa heid Hogalanyaie olivomycins,
triethyl Pethlop osphoran1de trlnethylolonelan1ne )
peﬂﬁowga,é}?t Oy SIp,puramycH, gge WCH)‘, gﬁi@ﬂ)@iqln streptonigrin, streptozocin,

tuleididih NARRAEk, Yhosatie) | Z0RBRP AR Nne@bol RSt sheabThéthfrexate and 5-
i fosfam de, ‘mechl or’et ham ne, nechl or et ham ne oxi de

fluggaurast K3-BY); delic asid asniapues swrnas denopierin, mesheireate citgroierin,

trlﬂEt‘?&Qfenﬂrﬂﬁfnla Qﬁ‘alo% QAR TR Hne, Bl 4 to?ﬂﬁﬁ@ﬂﬁamnpnne thioguanine;
ni trosureas such as carnusti ne, Porozot oci n

pyfimidim snglogesuch anarsitibine, azaritidin,i ngunidsm, narsvﬁmg:ytarabme,

dl&G%(W fd%t I (foxﬁﬁxglghglg :e?lpcﬁgeabmg,: t&z}&%@hﬂ§$@%§{lr§§%ﬁ§%ﬁ%ﬁ’s calusterone,

dr@mbstanbleampmpmnata &piibstariof) ,mexparomm; oasmlactbaé ;antiaplendls such as

chr ns, dacti.nonyc ICI .orubj.cin,
a%“%?%?% co PotRNG, &l P%g%’ #?Sc aﬂ@%‘@ OBNEiSHE @%qalﬂﬁuaelidn
ac@3Q6n¢DAlabphosphaiRide Rlyebdide; BRMGRVAIMIY £did) amBackiagIpestRibucil;
mycophenol i ¢ aci d, ol i vo

alanyC| cins

bisgatngRlatraxate,daf ?@memgqmﬁco Iging;shigzequane; n&mﬁm ¢iliptinium
acétﬁg%dém&i Ballidih nRPIE Ry dHokyRireaStehiRh A Ridhdine L ?d”%:ﬁioqé ;N

ubeni mex, Zi nostatin,  zorubicin;, anti-netab es such
mitpxantenpiotonidentol nitragrite; pentmﬁatmuplmamet( ErMcmfmﬂmdiyamnccacld;

1t

2GBTS, RHEAERe IR0 Blodly; TN by gguazonic
ackd} widzigadnes %2’ 26-tnir&nlarétpéﬂhplamlm;?ureﬂ1hl &indpsine) dacarbazme

t hi oguani ne ne. an such as an .
ma OB R orgGl; B i BPohRhamdpviosiys RaP RS (Rr-C);

cyabﬂﬁwmﬁdegithnﬁepad@xan& ¥lgl plchxel NAROLE) BHStol-Myers Squibb
fl oxuri di ne, ndr%gens such as cal usterone

%P'@%é’ﬂam%h‘e' )mne decstaxeld TAXOTERE®, Aventis, RhgseFoglepgRerer,
A& Paide); RARranfkl; RACRIVHeS 6-MiGdhamine; %r&%ﬂip%ﬁet Hiefﬂoﬂ@xate

mtotane, trilostane; folic acid repl eni sher such
platingin japalegssusheps cisplatin amwophrlwrm@am platiBug; q}mglﬂ@ éVP 16);
ifoSinie! ﬁﬁb‘ﬁly&h €; Afthhntreis @iﬁlfzﬁ fie: VARRID ﬂQlﬁﬁh%lbme, novantrone;

bi santrene; edatraxat e; ami ne; dereco cl ne;
tendftosisieifaummanycist; Awineptetinnelodalibandranafies GR Brd bsttepodsomerase inhibitor

{ Xy I

R0 R AL 9, ALy b ins
phamlacwmallyapcepabteasltsaamds or derdvatinestof ap)y dsfctheuého&e Mlso mcluded in

g%%?lﬁ%l ll n ﬁgénag?gfmsltlp%ﬁcq (gr:g?\l 6‘@8}' gﬁ{—mone actlon on

tunﬁc&ﬁl SR @ﬁbrﬁl-@ﬁ'bg&ns iﬁcluﬂﬁiﬁ%&%&@mple tamoxifen, raloxifene, aromatase
‘-trichlorotriethylam ne;, uret han vi ndesi ne;
in tg qn‘H@azoles 4-hydroxytamox1fen trioxifene, keoxifene, LY117018,
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mannonustine; mtobronitol; mtolactol; pipobroman;
gacyt osi ne; arabinoside ("Ara-C'); cycl ophospham de;
wao hiosngyses t axanes, e.g. paclitaxel (TAXOL(r),PCT/CA2008/000150
Bristol -MWers Squi bb Oncol ogy, Princeton, NJ.) and
docet axel (TAXOTERE(r), Aventis, Rhone-Poul enc Rorer,

orﬁfiﬁs@ﬁﬁ anbt i Rene (FAHtRomHAY ﬁhtt-andﬂ%éﬁé §R! h@ﬁutamlde, nilutamide,
hi Oguanl ne, nerca topurl ne,; hot r exat €; p ati num

bl%ﬁlfﬁ%lde leypralidg,and g@%m&m and ahene%ﬁuseadlyatwemabie salts, acids or

de¥ivaRESSHanP8f thehdvenum et oposi de (VP-1 6); ifosfam de;
m tonycin” C; mtoxantrone; vincristine; vinorel bine;

navel bi n@vlamweli ﬁqrrp@msespém‘:qeomt aiefers @kaam/@nyml alassified as a
mﬁ%ﬂoﬂglﬁ&hghmﬁﬂs Orq B&gg&%%ge or%lmg of mice, domestic and farm

0l soner ase |nh| ’tor
andnaﬂ:*. and Zoopsplosts, @ péttahimats, olVEGheep, dogsnivirses amatsticows, etc.
fSPE tg] ci ns a eC| t abi ne; and pharmaceutically
EX é’t Bma Ihupany - derivatives of any of the

aboveh N‘Glegonﬁm&dmdeﬁ are{]bhbﬂﬂ-ll@g(ﬂﬁmg]é-tdr laaubaé-arandedh .
or No, nts t tattorguateorlnllt
pOﬁV PRYRY] %06'5 hat%f? sized bafﬁfflpwegwhs&%ﬁgc as

phb%bﬁl@été@pﬁdéﬁhl@@'ﬂ%ﬁ)hb@m fcﬁ‘é?mstba hsig £cﬂﬂ§)has%rt&ﬂﬁﬁhﬁ’e%%uch
4- hydrioxyt anmoxi f

i nhibitin &%g‘lmdazol es,
as descpibgdrin 833 ppklished 4 May l%w \@h@a%macbﬁede Hrphosphonate

mtEﬁEJe?gﬁlnﬁfng‘ﬁes(:ﬁ%H%gtFﬁ%}ller%rygal Ut dc cﬁgqi’e??gﬁuﬁ%%ﬁg al§86 ghey are

theyqueified OmPOIMG'lapmd‘r gdseutically accept able salts,
of the

aci ds o f any " " f.of

o o aumSEdr L VAR 1R or O ibenddicniRRN Beq ANBAT i
formrss ofl norehuradn, (F:Jgnmhmch) i}gmhxngibehnsg‘bi?ﬂo abfibddied :wtﬁuhdﬁntﬁinc e

or ra ns o onest | arm ani nal s n
PS4 R P ﬁ*@&lm% Pranslond 8 phaifs & ?féeaentﬁtbargofd (such as Fv,
Fah,crras-ges(,ab'yzaﬁ Sthef&iiBen-Bihging Eilb@éq%&xﬂn@& ¥f antiB&icER0HRh rd28KSih fhe

is hupan. "digonucl eotides" are short-1length, single

degjpasg eﬁ%ahlé“agltqngﬁ%lae HB! 9%@&\%}; hawen atischimeric aantléody (HACA)
or & h@lﬂhtpﬁitlmﬁn% %ﬁlﬁﬁk ré§&91\§@ cﬁﬁgﬁﬁ R the r?na"llﬁntlbody, and
osphotri ester osp h| or pho oram

phosp
coripa ieTEaysiteportiops Gt C@Rlﬁﬁeas’ég@’ebmﬂmgwe@n@m olhnabée domain(s) and
198
o AR ot iR Rt RS T ol L S the deec

effd@swhlletseﬂulbyledﬁsl@ehhmmgebindaig chﬁilaabnstxés:wﬁlsh Re<omparable to said

nonﬁ 5399- 5407, ? The then B‘f on

&Y %{tm‘w‘aa g the pbst Do, faRZeq g IESAre, hureag ¢

1mmnmg1‘dhuﬁﬁs (recipiém Hiltib‘bdy) 1ﬂMifcﬂ residubd fiGh ithe cofn?lei’ﬁi:n@f’ity
efer. to

el ot SRR oL ek SRR arecpRIied pE reiducs rom the

CDRY6f 8 agh-Atadan $Scied @Bﬂﬂﬂ@ﬂh%@ duEh SAGRE, rtfor tbBA NBASthe
t hereof_ (such as Fv, Fab F(ab’ )2 or ot her

desigg PI&&H“*CBY ANty aad papecite hb@glednstaalmsp Bv frmeyorkssgion (FR)
res?dﬁ&s}'ﬁtttﬁe mamﬁmqﬁsgmﬁﬁae efladal! %and UG- hah Pﬁdy

MA), human anti-chinmeric anti or a

resiues. Furthesmorasthe eraanizediaptibody sep oommsewldm which mtﬂwd
neiffet ﬂ'tﬂ@ecnﬂfé“ eﬁﬂgydy n%pgl the imported CDR or FR sequences. These

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

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

bi ndi ng regi on(s), variable domain(s) and so on)
waletoswgxded r om sai d non- human i nmunogl obul i n, NECEE3200§/000150

to reproduce the desired effect, while sinultaneously

retaining binding characteristics which are conparable

dobrfin3 &h WhitB 1114 SEbRtah Gl 20 9? B ¢IDRregioRd cotnléﬁpo‘im ¥ thBR/0f a non-
hunani zed anti bodi es are human i munogl obul i ns

humag émppraglobytin ansadhor substagiallysllof e diRargsidyes grethese of a human
1n§r9ﬁ9él§61}ﬁﬂtc§ﬁ§eﬁ§6s geﬁhﬁ{cg" THe IHGmﬁxﬁQéd%ﬁb((edgggﬁéaﬁ}t algch\?lll compnse

reciprent antib are replaced s fromt
at &@fa poftion ofiaminmunaglobyimcionstant cﬁgm(Fe)nWPb@léwt}latsﬁ @rhwasn
nﬂﬁ@§§01fﬁt or rabbit having the desired specificity,
a ?y and capacity. In sone instances, Fv framework
regi on (‘FlR)-lmrmmmd’émtrbbdee hnmmoglahsrrlmtﬁtatuﬂonnmmuaogemc,
n FR.resi.du

repl aced orrespondi ng. non- hu
I B iogre, SO HE L TRRFS D RARHGR SHRypeaahByes Lirough
stru@titalalR Fatiohy 16 thedhBbddyUARY A ithi@hizAtion tdthniGRCkidWANS those skilled
nor. in the inported CDR or FR sequencges.

. anti bod
in %ﬁégé:aﬁ%ﬂ?mwem Qpessuitalie feghnique for der imfaypnizipg antibodigsiis

deQPfbbdlifGRxaARpIL, L’iﬁ’% nmimrmmsﬁed Jufle 9872006 . the
humani zed antib X nprise substantlally all of
13

at | eastAp ﬁ@lboérn ich md@@ﬂsr‘g/pom@rs” iseng ablcb@aﬂmsmograrmned cell
dedi Ib Qnﬂnle rlllééﬁ? H%?g?ﬁlo Hm dto% ndﬁ%ﬁg&' s f se aatmty,

cor espon ose a nonhuman
fraamlentemormf@iﬁawbil shrin;(am dilatibn bfendbjptasnes reﬂlmﬂamaczeél ﬁmmtnon

| i.n.C nse u equence. The
an un@#éz{g 8‘8 %c’b? sr(r%aI"F g%c&f‘flfs conprise at
| east a Aﬂﬁste?i ﬂéremf“aﬁibo]gﬁmdﬁhaﬁ lcsatbtdxicity’cia:ilﬁ%e’tftbod 16 Ge@Mthe
Fc , | ca t hat of . a human i mmunogl obul i n.
CY‘%E% G %ﬁ%ﬁ%ﬂf %%31 f&asmﬁ@glaépmm ﬂb@ngm producedipy the r o
hy&%lﬂam&fﬂitﬁ theADACES AcdeSSBAHAEDRE 651 26610?w91cH €ffect is not
speci es. - i nmuni zati on can be achi eved through

ne%e@m&trelamdt%ﬂh@ém@wfrbsnm the antibody. Any de-

a1 oan DEOBER R AR SRTNAGGE L HEAA R gy e

isqlaﬁqdum)rpphgal antlbddmd whechiage nteduccd therdfrofoare ebtemq:uively referraflo by

theq)rol‘atgmgl é‘eg DR.F&(EASI%;JH Sr e (.b Q?%ga%té an gﬁg@ ?5%% @9

cell de aAshusb&' héreiyi "aftibady- llgdnHUﬁlt:ludésQﬂn&iyty eHichrethibits binding
se activit

it ed bi ndi n f nnexi n .V, ca
PR ook B AP RGO B PTESLARF B BUCV Rl Mfy Pt it antbody
moﬁ%dﬁp&r&ﬁ&ﬁﬁégﬂ{ehﬁ Ldnbl hy melebulé hé\@lfg%ml@&ﬂ a@'?mtl%ﬂfyuﬂﬁng region or
nbrane vesicles (called apopto

PO'ESIBH qlas ?(l;&s thSapabieparion o fapentikady malgsyled ¢-8- an Fv molecule, Fab

molechie! E¥b! @bledule 'F?g YRGS foRedle ta°m§B°eé‘i'ﬁc H&ﬁmﬁ%’ LaGh Qe frotein, or any
effect derived fromthe hybri donma supernatant or

gensticalysaginprretiueleerinyhich @ehrﬁsﬁllyorm@ew@.bma atieashonergpitope
of Jhpéqlg%ﬁ b Eb?lst &iSol &T’H.%ﬁ%c%é?&%b&?y ﬁ@%ﬁgd ﬁ}t lfhg ﬁgfbrid%mg Uit

necessari | ate tot egree
line designated as IDAC 051206-03 ( the IDAC 051206 03 antigen).

As used herein “cancerous disease modifying antibodies” (CDMAB) refers to

monoclonal antibodies which modify the cancerous disease process in a manner which is
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Thr oughout the instant specification, hybridoma cell
lines, as well as the isol ated npbnocl onal anti bodi es

wokioshsese produced therefrom are alternati veP@I/CA2008/000150
referred to by their internal designation, AR90A56.1 1
or Deposi tory Desi gnati on, | DAC 051206-03. As used

HQ’L {5 th @;’% ex; Bg’?{lg’l re&L[éﬁlgfl{glﬁgra ur eas%ﬂ%lo\ﬂhm surv1val of

turoér hehmgtladlgxdtlalalahd gmbpd)ahlgimddﬁethoﬁmy be an int aCt

o oo YA REDREA g RIihdiEdeen® S T8 Richresfiensd Ppdestons o

inqhade} bud is robEihitef to dnydorm éfthamdm bl r&hlenpﬁ rahﬂnmne@fanﬁlsbdy

ant i bod cu
ffﬂﬁﬂﬁf&&&f"ﬁ“@&ﬁﬁﬂ% ik, whighgo “)Pegh‘lf‘fbb'ﬁ‘g foct ong,CDMAB
tarpdtepiespef | ¢ antibody, a fusion protein, or any

genetically englneered ol ecul e which specifically

r ecogni z&sCupRstibysRiadest is prdesstoadrie inspide apefogn of humnan or non-
huf24 bﬂﬁ)ﬂdl@@ Hﬁ}ﬁ)ogy F]rg%%n't QAti%Bgyﬁlé‘QP{i]sg g} @Q ﬂi(e @Hi‘éh g&g)sfnqlrg AC

roduced b OMa C esl ghate
a mm@t@ast@mﬁ@m@r@smm 03 anti gen) As used

e

reftao®rcamoes Refracioryeanas pfchﬂe amdrsntha ﬂmrmefpomm brcdte resistant to

e b B oS8 Sl T 7

combielationgl thetesf. Iaéﬂ'ict%l‘}t mﬁaﬁwsb |eﬂ@)ﬁﬁﬁsstthlﬂ61§@ﬁat appeartPWERhibited

rel ated hi ndi ng ent", in [ts broadest sense, is
by {FRIBER GBI 5RG Wifecur yp o five Years, Sometimesiun t tenegrs pplopger
afté@ftreRt{®RNs AlscoiRndguman anti bodi es, anti body fragnents,

anti body |igands, or the |iKke, whi ch conpetitively

bind to Tumarethatcap h@“@!ﬂdﬁ@h@r@e(’m@m aromet vascularized, or not yet

SRS S BT o MTERLAGE B L LU

Carabﬂacwdlyglb' itngatad) Snchale brdast chﬁck:enmnu@cdncaﬁodm, ndbregtal carcmoma,

for B tar i.t ope Tu
padali0bdroindef, gPoma FR kBl Sy SO PR SR e Mg
epnﬂ&rmofdstumas sy@hthodSuh&@%,/sach Rhead ahdesk tulefs! sléreétM tumors,
unor s |r1)cludeturmrsthat fail to respond or

ar e
Pmﬁ%@.t%'{'%rﬁ’t reast marsy lopsumprs includngsmal eelandimop-smalk palklung
tunﬂirﬂg&créiﬂé AR, Biyrdd Ritfors, bafiad tinRids, %@ﬁ@er?&mors Other examples

i nations thereof. Refractory tunors al so encompass
incjuderKpRost’p sarcomap ENS neeplasasi nerdblastethah gapillery hemangioblastomas,
meRiHEBmagSHA R reBH mEﬁgt'ages i Jngmfa,t %ﬁ?tré{ﬁ@gt?lal 28 Tl BFSnchths and

to ten years or onger a ter
Sar@:ﬁr@édhilbdnm@lsarcvuml@blaktama,mferbblytghelammlna moltifitme, and

lei&w@yf&rﬁ,‘{]at are not vascul arized, or not yet
substantially vascul ari zed, as mell as vascul ari zed

tunors. ABuserpiesgn tintigan-biodingiregios’ medrisalportion olf the molecule
whidh fb 'i&glt%érrgt%gg i ncl ude breast carcinonma, |ung
carcinonga, co £ [

Boree car ci nomg,
As used herein "competitively inhibits" means being able to recognize and

bind a determinant site to which the monoclonal antibody produced by the hybridoma cell
line designated as IDAC 051206-03, (the IDAC 051206-03 antibody) is directed using

conventional reciprocal antibody competition assays. (Belanger L., Sylvestre C. and Dufour
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pancreati c carcinoma, glioma and | ynphoma. Sone
exanpl es of such tunors include epidernoid tunors,
W@ waneniss t unors, such as head and neck tunor SPCT/CA2008/000150
colorectal tunors, prostate tunors, breast tunors,
l'ung tunors, including small cell and non-small cel
D! 493 1 §hnl&a rﬁﬁfhg@{ a',sé%y tfdf"mﬂlﬁ fet&ﬂ?&éiﬂ'b? cBMB&ftﬁe and sandwich
ovarlan unor s, tunors. hef exanpl es
progedbingsi élhmp@lmlsa Acin d&rié) CNS neopl asms,
neur obl aits 088% reﬁla‘%r% g‘fty Qb%*?f &%EWantigen or portions
Meni ngi onas and cere ases anoma
therasft r 0i nt est i nal and renal car ci nomas and sar conas,

r habdony i.0bl ast oma,. prefe
P on! e R R 3R, #h AR R B DhEAS A Cinticuls.gr GRMAB such
asha Iaﬁlilkbdy alivhiigAin obbidlbigically laked ' cymms Adpactive @gemn‘, C)tt«bi&nes

EJ cul e which reco?nl zes the target, anti AE

ingEprons, targst ALAEPOTIEF Rofefes: ﬁ'i‘ﬁYBﬁef%@X‘?Fe%‘Hbt“B'é’F g’@;‘g%\%‘ e’i“l?““c

age s, OB brtebody or ODRA BmaebElinked Bthe SjtotBxih radibactive hdesit, cytokine,
nmonocl onal anti body produced by the hybridoma cel|

inferferan.CRTgetr FPETIETAROIS TYRRZYINF SO anfi-tumds drugn thempeutis@ees at
an n(;c'amang' the AbIeEE &FohSsBis QS’IQ (fﬂhd Rﬁlﬁl'gef %ﬁbrﬂﬁl%:@ﬁ

antibody cConpetition assays. anger L., Sylvestre
m@unamtjmtﬁs)mplude :(n1196<39tox1§nlzgrmal lcomjkgatesiandrantibadys toxinf fosion
pr a fetoprotein by conpetitive and sandw ch

prodedures. Cinica Chimca Acta 48, 15). As used

her ei n " Radigetivesapenty euitable fortuse ad dntidufibrlapefis @i kaown gethose

th of d hereinp,
sl R e fargaasie, AE 2XFAH needc hése Gptoeemeatished ta e
anﬁnod@mxking @@Meﬁﬁ&m téchinlqies.gPPA Y 6B IBrYJ. Cander 68, 169-73 (1993)).

cyt ot oxi ns, radi oactive agents, cytoklnes

Almaélwlértbwtl tumppagentoyhisheis aitached ti%heeqmb@,dy ig Aty GrHEe which
acfn%srésprocﬁﬁg A &;ryaf%g 1s%mﬁst§} t'e AR i it@ GBIV forkl\htil it

ant i body ne cyt ot oxin,
regchef tb%lmov stea@m it lsayumtpd@ itsicpitotaxinefoon onweathgmtlb@ciy complex

is 5&9%&% !ﬂp r%t%e tﬁ@%ﬁf %nggrh xﬁlﬁ%re 1§ y(ﬂ? hlS%F Lﬂiﬁo e patlent

her apeut i c agent
ané alldvmdgo lwallzb in the adgian df theltisnigt to be treaed) e'mm plodargib ﬂren of

RS A 3 R RO o L R R e e e

tisitedd bardatede Ad@aiatively thet aaxhlt@n&cargems‘cenjagatanb ithel dAfTBGdy is a
ents are known to th skilled in the art._ For
y‘é‘g'é‘ﬁﬁ‘l‘cé‘ as fnser|eufing, (L2), figrienlgingd@er) an e negissis dRetor glpha
(THFlo3.CMR Anfitddy mgeime Sind 4RI tRiOrumBP YR RAL R @hokirRGRdHiAisse S
(e.g. Pedl ey ah, Br. J. Cancer 68, 69 3 (1993))
damﬁgeetp ﬁaéqsmtwn Of ﬂ’é tlamruwmlemffe@rgtgrmhemssspﬁ i Ehe gytokiah isfused

to the aﬁt'il%d?gﬁ thODHM [evel @8inS Y ERioNANir E%nﬁ‘) h%@ﬁﬁﬁe&mques

prodrug. A prodrug is admnistere remal ns 1 n
Intprfeyonsaayt 4lsocbefusedn unt i | it

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

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

reporter moiety or protein drug.
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reaches the tunor site where it is converted to its
cytotoxin formonce the anti body conplex is

waehvsnssser ed. | n practice, the anti body-enzyneCT/CA2008/000150

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

to localize in the regi on of the tissue to be treated.

The prodnfwg,1 }}éQB Bveritfon to which

t hat conver§+eglﬂg{] { e cy#"g{noig{eg) utﬁpg‘é ﬁe‘r.Séérﬁl not &n o whie
tangetgir caportér mdieties aredinked oTdrget modxaiesare fifdt mmbaltswﬁ binging p#its.

nti-tuno ent co ated to the ant
AGbiet B R Srefen s PR 1S PR Bhberg B angre
thérbBy- dgx)ectedl tol thidTite vﬂﬁthH thsamigémbinding ﬂ}oﬁihals(%hiﬁ- aé) confthen example
antl od targets. .the, cyt okl ne e nor So.t
of SR bRng KT ALn &%\‘h‘ﬂé‘é“ o Bretered pmbRdimgH: Bt fgoniested to
thé H4FBRf antiob\Giihe GDMAE bfitBe FERAT intdnEdnl QRd thERBy pioidés &iRrgdesfor

fused to the anti body at the DNA I evel usi ng
an@aHBRAriageid r other areieth which inganiugeatadioqyidin on streiaYidinons
Al'i@ﬁ/atl%lg,%laﬁhdtl §§&her'0§ch%&9t% tﬂs\?}}r&k&‘to tRe tafgdBArH gerp&qficeCﬁMAB of
means any chineric erein an antigen bindin
the pxgaseohinventiommbtscdaajs a repaxteh ifer cagrpla inl 3 diagrtosticesystomaheree,
. SGEN r um nescent
de?ecgklle mg%%ﬁ Cﬂrddugmg m%t js coﬁjg%a?ed(‘tg a\tlldﬁ’l o?tst?eé)@q%édrl% n, target
or re por Deuecwhh ﬁgr)al-pfodmlmg aPents dfeugeﬁﬁhm viv\aed tri vino for
further cont rrpl at es B of the present .inven
iR P e TS GTEL P IEME Aesr pogeels B AR LY DR 1+
detiablt b extamel théan§, ﬁlsﬁmmfrﬁeaﬂfrerhélﬂ oF ElEctﬂ)ﬂiagﬁetlc radiation. For the
Anti-tunpr agents, for exanp are conj ugated

{
mask psh thersighpldredusing ageot, lsea.epem&rm ChromophEs, OB G} P@é ped
ﬂJoRes&eiﬂ@e ihcgsShd’i&%Erﬁ:e top&eﬂlrlhfngﬁﬁbeﬁéen ‘t’h%d}ih@k@ i31ude dyes which

bound common exanpl e such a binding pair is
absarb Hight imthe ulttagiole or visibla rqglcmf andraan be phsiatergrdegradasion products

Ofeﬁ &%%édg@%derga&gn% he target antigen of the CDMAB of

res I'’nvention, and thereby provides a target
for an aMbreovernincludaglovithiothe stdpe of thie peesant itventioniisuse of the

conj dto av dlno str tavi di.n ter
prsspalGNB SaiGe Atk matenfor BERERRE of 1insilic BeRls. Vil e we
knawh irf88 ai®fIn biter lobiBokifthd difenbstRSRhods BY Edhitdniplatedlibrdis Qi
as a reporter, for exanple |n a dia nostlc system

insjie frevenion anay furhsr @cglid@lﬁ%a which aortpin {of the'present invention.

Suepﬁhwmtbe%séfm fevidettiticRon I iR dialstk Ask Q?Ee%ﬁhﬂ%eeof cancers by
I gnal - producing agents are useful in vivo and in

de&ﬁpturr&pvr:mxmsagm@@he €Dy tasget anthgen on gellsiof puch dudividugls.
%E“cz?gs%dﬁﬁgs a neasurabl e signal which is detectable
exter neans, usually the measurenent of
el ectr onhgawmemptamdltaumlan theFPMABeofithespreseat inyentie in the form

of 3 Idggl?(l i ‘ris%?}plg{ ﬁ)?fi et nlgm%tche %Pesgxﬁ% %F%tu%{or CH t%ep\g{llegengrally

or escence
be dbtected inrd patiet ebmed on (Herpmmmh of emc ormuirmdmod—ymxﬁmfunngens e.g.

hsor n .the uI vi.Si pl e regi on, an
Prlee o Syl Rt P FprSling i Poogl St ok a
bladd} satay afhk dndE tuntod 3lop51es, whlch samples will have been obtained from the

patient.

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

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

WO Ra0B084566 | nvestigative or diagnostic met hodsPCTHIAZI98/000150
are well known in the art. In order to carry out the
di agnostic nmethods as contenpl ated herein, the instant

cohf&i ﬁ&:ﬂ %t m%)éntfnééﬁtvhﬁ haveRi@ilityd6r thé Hstectith bF&h&Qﬁﬁ&kdﬁs tumors.
present invention. Such kits will be

Inelsfé«pmm thqﬂlagna%marsw kits ofdvinding ageris comprised ot DMASS of e present
m&e?nﬁ&nﬁ IOPEB% fglat&ﬁﬁﬁ:dﬁﬁgs?éaﬁs dabied deEEEu&H’ Sfr th@l)épél S8 tigth that

s targe I gen on ce such
bindsdé the dgeat in. théhiglgsisaltsamplesynukicotide| nrlmese mmmmw legused to
aefet e L3 iR CORMARG Rhurd SRR s BKE Rl dF e Fesence
oryabsesemf @ cadcern Ih order for ﬂteelnrtdmgnssapmtd) be djegresta, Idgta il have been
ete e t bas sence 0

eRES pinh FOaglaby SRy SR Ve obhRER Aretigf Biind present
in pOMMAN i€ @b h.dﬁS‘eﬂdbt thb reeogitili of binkingrdefisitively dﬂglibstlc for the

bIO|O?I0a| sanp such as glood urj ne an

, /0
PresGRssOr PH}S%POE%W“\RM e contamplated that p Pl ?féjew%w@ be g ful

fof the MlaptRtiPAsdy T ithe pHientihRhfbd) 8s irU RESWPR tRsse BRSMRAS skill in the
whi ch i ndi cat'e the presence or absence of a g(?rtl cul ar

art, fprwsing ¢ bindiag agant to dgtestnalypeptislearaskers inasgmple. Yorgzample, as
ilthstaRA in h{ir]d& ridl‘tahg Al &LgSnR 1364 otr?l@ﬁnﬁtp 1Cdd Sérg'%g-la\%dr

ave ut or the etectlon of er cance
Labomatory Chhwtcds 9sli4o1988n Fuitther dorsgmplated are as:sagd il cpmbblﬁtions
i agent.s co t
penﬁl\ﬁ/}%tn n',%mm‘l ”«%‘Vdme TR 8“%% T Ogt [ earr%fa Y %'g’%‘g | es
det ect i o’nﬁh@pﬁresteha: dr akx@hcem‘f adfideinr ;iahait will ypicaliybd degermined

ent int b|oIo a Pol. tide prinmers
byl optetithecs el Seule obBRETkGh o pRvEH: M BPingineARigs (5
defiaRMCin Ak samblérmévepbmowpepnde/@m Bmuéstoah@mnalﬂgiag"eat laf{dE(cEf
the presence or absence of a cancer. In order for t

coppawigthe level of wlbspe@edwa'ghe@éfft@ml@fdtcat-oﬁ v#lupave been
gener at egh Mhi1ga W&Tﬂoaﬁ'rﬁzﬁt i & dnieh piAld HatShedRsdy il volve the

| evel s of antig In relation to that present “in
usg of HeEPMA R based blsdjnasgenbmnmbd@pd pme solislsyppart to binddé and remove

LA Dk 8 A0UFHAL ol S REARERRS 1

detetctefl osingas detedtioh rdagenti thaf edntalinsra rt;iwtedgmmmstspeclﬁeaﬁgymdi to the

.the present invention, are. known t
v fearpoBiepp i b s TR tgegenis R R g GRMAB
bated Hii&ii@(‘dgeﬂahaly l@;&l&tﬂcﬁl@y tgﬁdshe e p:o[ypeptﬁig 6¥L3h1ﬁant156dy or other agent
[ ustr ted in rl ow an an
th%ﬁﬁ"ﬁjﬁa%@nds/&o therhipdip EASGNNBS Fﬁa%an aearlalﬂswglﬂ'aﬂ'ﬂavre'aw G,
protBiB N @tadedtin. fmRktenativ -ehbodidiRBS it ifdbhteRPplatddanitAEBmpétRIe
are any and all conbinations, &;errmt ations or

asyay dnap be Htilizsdsin ehighpepolypeptide delabgled with Ureppmeroup 2pd aliged to

bufd)t()'ﬂm:tlﬁlmo_ghﬁecpﬁlﬁ&ﬁgg npiﬁc? ﬁﬁ@ﬂh‘ﬁ@n of thél bﬁn@iﬁg QEenlt With the sample.
atient wll pI cal Yy det erm ned contacti ng

Indjcasive pHile mptl\slaméth@ samvla Mnfédhef imombilized, mdmg aggnt,his the extent to
wlﬁé%ﬂ?)gné?lgse(ﬂ{the sglpn})le inhibit the binding of the labeled polypeptide to the binding

agent. Suitable polypeptides for use within such assays include full length tumor-specific

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

wo ewsloswste pol ypepti de with a predeterm ned cutP@F/A2008/000150

value. In an illustrative enbodinent, it is
contenplated that the assay will involve the use of a

CONAB. DaielbinRicht A0 prob AEPRith b G Sfkh fay be i he

support to bind to an m)vet e poly tldefromt e
forme peeinyi srateriak knowe tetags! of orditaey skillimdhepart gﬂprelpch itie protejn may be

at&&%@ a@lﬂtaﬂl%te Zaﬁﬁrfg%tr}éé} infud® adtggt Geh 1r9 ", Im?c?&ﬂ?ﬂatlat% Hla%I dmtr?cellulose or

contains a group and specifica
otlich suitable mm@mgahltdrmlvglpﬂb&t support map bex bealdlok dis¢, rsedhi as glass,
det ection re
fibgrelass: t'*i‘?f‘a‘fr a§%’§8‘f ?‘F“SB‘I‘ |S§}°“o*15 R&@S%m? P |“§YE E&Iﬁa SFQPA’R“
ma#dldolbe dynz{ghetm;hﬂfcleﬁgﬁiﬂbeﬁ dpéit senperCsuch a?ihgsel didchoded, fop ekdntple,
agent, .such as an antii nmunogl obulin, protein
mgglg ?’81%% g;&"@ll a lectin. In an alternative
enmbodi meRts cohkmbﬁteﬁ@lﬁit ﬂ%irﬂh%‘i &ﬁi Hill Be ﬁnﬂﬁ&ﬁﬁieﬁ loH the solid
assay may be utilized, in eptide is

suppoFdisiag awprigty af tﬁ%!}@éﬂuﬁfelfnogmé%ﬁloéﬁﬂf sgqlh I@W@eﬂt whish arg amgly
degctﬁ%ed fﬂqﬁkbﬁa'téngfrﬁ S flgm%ﬂgergﬁf‘e'q tTh@fténgnr"lr{HHSHHﬁtnPf?nrﬁgis th B6th

bi ndi ng agent w t e sa icative
nonewalentasgoyiatidn, sueh as adﬁptp@aowanﬁ cavalent amdbnetnut,z’érilclbmm engtext

ot Ao ek, AY BEA ey MR pa PR Rl rdBo BRI on
thdxuppbir) gr maebd a lifiagd Boway gfalcygeinkidg Sgefnt) fin &l ﬁefemeﬂ hilbeit non-

. Such assays. i.n e fu th tu speci f

iS5 ROy BIROB B 0B K BRI & Ve B BRTHE PRI 194

megfRdte iSyefeRibRdiAUSorpiidn Myt e abhievedi B3AOAGENG thd Bindihg AgeRin a
prowded with a solid support which may be in the form

Epblefferyith thegolig ﬁmart fos atSH'é?é’é? agrougt @f; tm Yheganfact tirpe may
vaatyhﬁtrﬂeﬁ]pér&umrfammgsmmlglbwth rahge FeffcdR Shoutt| h&ﬁ
éxanpl es may 1 nclude a test a mcrotiter ate
abeyt lalayri t r ocel | ul ose or ot her suitabl e nenbrane.

Al t er nat éy\?!‘% P’ﬁne%'tjgjﬂﬁéém mk{S a%ol?(f S%gp 8“188 lnsdﬁ h e

as gl ass, PR 8l
acamnphisiied dy firs motmrg tb@&upporﬂwith h b[funodenal Tdagers thapwrll reachyvith both

a ne i rt|c i ber o t|c
tneyBortra B REOR sfonBatth a5y ol ceming afbug: an Mg raingagent
FobexamPlebtht bindingiagert ﬁﬁS' QB‘B&)\iﬂeﬁﬂi’ bRbed tb @uﬂiﬂoﬂ:ﬁ hﬁﬁlgﬂﬂ%ﬁﬁropnate
wll be imobilized on the solid su rt using
polygier egRagingpsinghenznayingac arhywAndepsating ggarbarldeélquq $r°'i‘l3h°"t the support

withlah.amitl 4al aR h&ive Adryg AR Gid hiffing ﬂarfngle pat ent and
scientific |literature. The term™i nmmpbilization"

refers tibisduther ponsenlatediiat thadiagnostiq assay kituwil take the form of a
tw@gﬁt%?(% ka?hﬂwmﬂ %a? R Uy ity 1R P Hed by}%gs"f gon act e% Bfantibody,

conte pr esent I nventron,

e.g} the m@etlbémlee@d CDMAB ¢hat hasdheen mumhlluzgd ah a golist guppat corhgonly
theWatr?lcr%ﬁte b\glt Clil% g}ﬁgg’ﬁﬁy thw}#%ptﬁieé: &ﬁ%’ﬁ éd sgllﬁk)fa%re

er re nonl
allwwndtib bind z@thie mmbbnlnm;ﬂsanhbddyoﬁnbomndasanqdlé is |tln:naema>\(ed dioint the

B TR kB By Pkon

antibody capable of binding to a different site on the polypeptide) containing a reporter group
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sui table buffer, with the solid support for a suitable
anount of tinme. The contact tinme may vary with

wao esopesEbar e, and will generally be within a re€meAf8/000150
between about 1 hour and about 1 day. Coval ent
attachment of binding agent to a solid support would

is 2dddd RE 'aJnXurQ %f &?Hﬁ) Hagéh?ﬂlapr)émgi’ng §6unﬁ?@ﬁﬁa 's&gi &uBfort i is then

support W th unctronal reagent hat w | I'eact
dejgrminedusing qm@h@lﬁvpmlatarﬁ@tbpm @rapmﬁr ggrupup such as

a hydr oxmlahsgé &Fﬁri]bdﬂﬁé?lg@ms Ohtdniliarld & &Q?fl‘xg%‘t’ibodf&re g

exanpl e nt may De cova atta
immpbdiaghaor the sdpamt mgdmnbaqb pboyprthatemamiigpreteindialkingsites on the

su i B SRR B G 5 o SHRBE Rbnk g ke oM OForainary

skiiyid thegetnsuoh ad Bueineisardinridbundi bimEween|20™ €Slémﬁ Cheniiical Co., St.

LR BT ok o RERhfs ARl i brlCh,

polyp¥ptide waakdfe ran&{ded&zes biridit& the aﬂﬁﬁoag tmgalaﬂe e B@ﬂ’i}’utecﬁwlﬁ) a
the instant|ly disclosed CDOMAB t hat has been

sujtahlptilupntzsugh asphasphaterbyffered saling (PR prighio\inqubatiofeln gepgralgan
apﬂﬂoﬁﬁaﬁé éJn%rct Rhetie, 1ﬂ%$§ﬁoﬁ hﬁ‘wf@&ﬂ& Be set #fela td E@H’espond toa {)erlod of

epti des wthin t he sanple are allowed to bind
tlmerﬁel cmﬁblbudeteztéhle m&enmnfwolymuq withinzasampleiobtairied from an

ig
Y S A BR85S 5 ¥ o
ackientel adevdy oltzipdiig thatdi§ atdeastiabogt Wpetcent dffiieat mhhevsd ateqoilibtidne

vefhe R A ineBRT BivReBSisC oS bordaesRith Bl bz
thas Clieltﬂhe&id&rmiﬁ! tol aBhieVeedquilibtith Mayed rébdily GeterniBidyGssaying the
for the speC|f|c reporter group. In a

ri a
l°V§B‘§r&1‘ “‘tgt EEHTRYSE 2 Periodiod tikgnt enpl at ed that once t he
ant i bodyit isFuiErBRitrhAREd @5 dnBSurLRIRRk Wkl tﬁaﬁ&rrbﬁs@d by

above, the remaining protein binding sites on
washing, e solig suppasiewigh ancaperepriste huffere The sccotd antipodyy wh@b [centains a

reﬂ%h@rcé%lﬁg nﬁg@ nlﬁg QU Qthe Igglfcﬁsuﬁorpr ﬂk 1Xn 3{2!!8% bﬁ%&loﬁ pe%gent

ovi ne serum a
Wl(hﬂlfgmcuiand autibodiopolyeptidd comipdex wdnld theﬂ'heacammdﬁut for amamount

o 5 PR AT, S, R o
wo'ﬁldeheﬂ)mémomd ahdibdumd detectiondeagertivoaldshe detdote@ usthg the Rdporter

such, as s fered saline PBS r| or. to
gf(iﬂﬁcf‘}ts efﬁﬂ &36& fifrecﬂ% s&mﬁé ﬁ%ssrelv speCifie to the
typeiof ﬁ:portdr lgﬁd&b%&lb&éﬂ FrRRAmME Er dadiduchR) Q@ﬁ;ﬁ Gcinfillation counting or

correspond to a period of time sufficient to detect

autpprdiographic meghogs arp 6Frgﬁﬁélpftaperemtq pertrascopiepnathagis may e used to
detbdt @R s unditdéant %’d@és anli Bllofef8n &ﬁ)k TBi6@ MYy ?@&e@&}eﬂ%smg avidin,

tunor. Prefer t he conta ftine iIs su ficilent
coupladite g élff&rqnémﬂ%@qyp tesmaoniharadiogctive o Suerescaf@RUPYS an

enAyfles: @ALyrd rem@ér gaﬁgg xﬁ%fgen%llggyh%té&{ dqg,;ﬁé £ g@ﬁ%fmwge

and unbound
(generallyafor a gpeccifi crpemrgcvf tinee) thlbawetdtby spéctrescopices sthenantlysis of the
rea@t?dﬂﬁé’cﬁcﬁqu' ['ibriummay be readily determ ned by
ng th
In order to utilize the diagnostic assay kit of the present invention to determine

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

is further contenplated that unbound sanple woul d then
wheoosesmseed by washing the solid support w th BEI/CA2008/000150

appropriate buffer. The second anti body, which

contains a reporter group, woul d then be added to the

. . ¢

R BB ) RS Sl (RSl BB o

snguahﬂhat cbirespoisls tazapnedﬁchmmﬁd Chtamﬂ’ aerluca Eomxlampfe an llliestratlve cut-off

nt to etect th ound .

valf it 0t ot 0B, e B BEATESa aeBt (iBtaing yhen g

mfnﬁﬂiﬂitediarﬂibdd)hﬁ incobatkel veidt samples Gagqratientowititbub the daricer {regeneral,
usi the reporte u The net hod, enpl gyed, f or .

o ol cheTT e Ene by Abops s ST e et ARy Syt Bfedtgomined

c&@ﬂtvblae (a be torlsRIBRA ipBSiti @ foriAe salcefc e, altbbte emaminem the
for radioactive groups, scintillation counting

cutrgff yplae might b datermined fhy ysing 2 Regrive PRerptpr prfﬁm@% to the
m§9&f’<§ffsg§l&9¥2k &l. @BQQI@@WOIQ . Wi Riedsd ﬁ?thﬁﬂﬁ%edlcme

| 'um nescent groups and fl uorescent grou Bi oti n may

Ligle Brewe andLo-ud8hp- 406-@i hn sush apbrebloctlmera, ¢ wt@ﬂé\mue could be
de'ie%ﬂﬂl & ?r{)m%r %{ Q)f ézﬁl%;gmﬂé osﬁw% ?ﬂé C@% t §e¥§itl\ﬂ{}?) BJI(}JBJSQ ﬁgs‘;r’tﬂk rates

roup or ar yne repor
(1 g@pﬁnwat—kppcnlﬁeltﬁ dlhat cdxrmﬂpdnyl to Eaeh apds.*.nhle an-offfvabig kﬁs‘ttheam@nostlc test

L1y f Lf ' ti
e T Bty o g BRE ek 7085 o ol OHEG.2ne
valllgeoﬁ efictosed the ttai‘géelfaréa? isithé itnbs't ch;ui‘we dit@ﬁ{\ﬁﬁb) ahdasaple k| t
0 e re nt, Jjnvention to geter ne .ese
EeRRRA el thatcs g thas e 5?'&%?%}?@1 o dhis mefhd may be

conéi@died podRive A 1RehatiVaN thd \QH-8 R fuE nad b blﬂﬂéd"'t@tther IBfiBloRSthe plot,
bound to the solid support would generally be conpared

to minignizgjthgfalse pwattvee@ip,r%scp@ﬁ fight; i minjiizathe &lsginggative rate. In
ge\ﬁ/&%lhé%ma;?f@%%@rag#é’ o n o hlgﬂé} thdr! tHS L %ﬁ’[’b%ﬁle%%nﬁﬁéd ba' this

cancer he ave
mMSsmrgwatedpbslmafedamw the i mmobi | i zed anti body is

i ncubat e I from ients without .t.he
camoor: Sflis SobibpRiR € dhedittnb3 hSBY Bnalca B the it b
perforneddan titheh s gew&hlaﬂ%h]?drdtr?ﬁwt &irmlﬁg s;gabmvcﬂe blgding ggent is
. pr rm ned, cut-o val u u e. consi dere
lmwng on § BFmPREC, sl as piroge|lulfse.dn therTlost Broush fssh Relypeptides
witHi@the YAmpIE bind 2 48 ifitnEbilizdADirdficipBitAS the R¥mpre | bah@esathrough the
Recei ver Operator Curve, accordi n% to the nmethod of
‘b

%‘L’k‘@t A seqond,) labeled hinding-Agent thendinds bmAmsag«?r%-psidpmﬁlé@
[ex% h Eﬁlﬁﬁ’dn Medintgife sebéﬂdtﬂlrﬁiu%]&\@ﬁ} R tirBugh tﬂ@i%@mbﬁne The

. I'n such an €enbodi nent € cut-off value coul
de@étlmfépmdfe@prﬂrbmwrm agensmay fthendieipsrformet iagidespribedabens- In the

tripat%% q’or‘ﬂat Gne exﬁi%?%ﬂetrﬁéﬂl e t?% cE %knﬁﬁl ng :‘1'4 l%’%n& %lﬁﬁe immersed
peréent-specificit corr
in p oolsidl @nmmmgihé sapgplle) & hé mnnlmnguhtagrlmgtthmemlsraner ﬁbmugll a

reglﬁn co%yamu? cf %nduggn%gtgl ? t‘ﬁc grea o{ I[]rgn(%})é rzﬁé 'b{ﬂﬁglﬁ agen
C@bﬂiﬁﬁﬁ@ﬁoﬂtﬁ&eb@fdgﬁﬁﬁng&fg&a)at ths atch of imAdbikd afitibody indicates the
ut - of f val ue a sa ener t| n nal

présencg of gnee ot T T Ry T R 'aﬁﬁﬂehw@ch can be
reddBfisuallly, RBN b®fdicative of a positive test. The absence of such a pattern indicates a

negative result. In general, the amount of binding agent immobilized on the membrane is

29



10

15

20

25

30

consi dered positive. Alternatively, the cut-off val ue
may be shifted to the left along the plot, to mnimze
w0 bwssdsee positive rate, or to the right, to PCTCAR®E000150
the false negative rate. In general, a sanple
generating a signal that is higher than the cut-off

se*é@éeél‘t% HRdiE g‘vﬁﬁ&ilﬁﬂse&ﬁhbﬁe %ﬁ% Sh OB LiEA I OsrtdihstBlevel

or a cancer. I S contenp ate that the dlagnostlc
of pelyngptide that wmpe sufiici¢nt to goneratelapopitivg Bgnebin thotworankbedya
sab 5 4O e i ek Piloud, BFked DSl R bl e sant
diggnbsticasdal eedlsecinstamilytdiselos¢ doantibdicsugritigere binding fiagpents thereef, and

oo e I g b bl ety AR,

infheodilized orl thé flet®raae nall bkga@gﬁﬁhnttelﬁéﬂlvh Itdﬂﬂsdlicm atdiwgnostic assay,

i ndin eptide conplex as a
ang 510 S50 s el s BriEmsias ég@ﬂpgl?wofr@rvlfﬂiycﬂ@‘hteﬁﬁg‘ay be
peffBRIRdaNIE: a VEREsHALRE MtduhOT biflogaéal Sdhpiecond bi ndi ng agent

may then be perforned as descrlbed above. In the strip

test forfdditionatly tanGDMAR pitherpresant imuention may Or ussdrigithe g
1 flageec1a sl eyt i on
a@%ﬁt |fgﬁﬁ%%;éﬂguggﬁ%agm&me sg 1 gn& Ees al ong the
menbr an elrtdndemﬂg:htla inveyti@rhecaimdescritied glayebsamne fuilly gndegstood, the
ent asnrq tlon o se f?[hea of i mmobilized binding agent.
%F 1on o e second binding agent at the area

of [ nm)bne pregntintenkionlprovidel CBMASB (g IIPAE 96 11206-03{CRMAB)

Wi e bgcpres myiind e A SRS R0RdS Go8ar' . i1 e

i ndi cat i Yee ODMAB&RhE isvlgtell @dhocldlaCardiBe@®Nsreduetd byithb hgbridoma
pattern indicates a negative result. In general, the

depsred it hedPAG A gecsguon numbRe Y 120831 man be R orBH agfens as it
ha %ﬂt%&t-ﬁﬂdﬁn? r&%e\ﬁlﬁé}?co%p\éhﬁw inkibfs &E %ﬂhﬁﬂsﬁecﬁﬂ:t Bisdif of

he bi ol ogi cal sanp cort ai ns | evel

theysplioe plon@monahattlb@bmrddwed bohyorigpiERIDAG O5 M6 ie targe
enfS) Tk e ik 0B P B e TR i

cofmbined Wh |arse¢ohé protes such asla bygipbskincorassmyr iahibitory growth factor)

i NS an dsclos ant ' ti,9en- bi ndi ng, .
hay g PrBE abF Heihas b SAGTRAR3rREP sy MLy the scope of
th@g@eﬁtﬁmas herel n descri bed. The anount of anti body

i mmobilized on the nenbrane will be any .anmoun

of { oot | v a6 SpPediER of e mgAE the GAUAP € HRdDAR S 20
antibsdy) about 25 nanograns to about 1 m crogram

Typically such tests %ea‘F erformed with a ver
smal | a er smbedigeRfg;t is@n antigen bméw&fqagmeth@lch may

be TRV 180u1d (BEhRE §§ﬁ2fe-ch£ﬁ{ &9 frﬂo@&u{@?% F3b nibifle] A FdbBolecule, a

Iaboratoryfor research due to s ability to identif

F(al)3 molgeylst a Busion greaiein,larbispeeiie antibady, etheteraaniéhady ohanye?@m%nnant
ég@c%ferﬂapﬁg RN tiDh- tSHPé 1@ xferoh%SEHl@ %A&tdB?i’qé dsha%n&?d P BEMAB

escriptfon 1s"set resent I nventl
of thedmvedtien iI€DviAEed(to te. epntbﬂBA@v&(hﬁ:th&GID)’(C CDRBEP3 monoclonal antibody

is directed.

The CDMAB of the invention may be modified, i.e., by amino acid

modifications within the molecule, so as to produce derivative molecules. Chemical
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whi ch specifically recognize and bind the | DAC
051206- 03 antigen. The CDMAB of the isol ated

worwsoswsral anti body produced by the hybri domaPCT/CA2008/000150

deposited with the | DAC as accessi on nunber 05 1206-03
may be in any formas long as it has an

madmaasﬁmhy A BéJszQGI'e %o&?ﬁbﬁi&n G? &t hﬁxta‘ﬁﬁnlx ¥ndthYak Bf dffinity
he i mmunospeci fic binding he i sol ated monocl onal

m@tman%abagp disglay: exichgip shy%hngdmmlaodmomgoa 03 toits
target a!&?ﬂrﬂa?%nd gd%gﬁmf‘% b%%%mg R HpriNed s nﬂﬁat{ng c@)R and/or

fusion prote rei’n the antibody 1s cofbi ned
phendalaminsiryptaphan (FVE)residues and dcreeping kiraatigen bindingrsies havmg the

oL B LB B R0 L RN AT SA O v o

randmnmmdleldmﬂ résituss orivembinations of residnes se wtaoihi apwpulatién dfthe
051206- 03 ant.i bod

nvent t he \B i.s A )
°4"°HW o4 Pt‘céhﬂ’é‘é?'ﬁ@%% S‘{eﬁ’é“'éﬁ\%&égf’%‘ R} %WFP@@H‘“E&% %bqy SR
folice paEreitulipositionsa A Hemativehy, nmadtiaﬁsuéaﬁ bewbedaﬁeea range of
si.ngl e-chai n Fv_nol ecul e) | ecul e

refigea by, prgor pgone PGR Iyzthm(%s uHewklas s1di b M%r%9%|(h9925226 889-
96Y. 17 BESther kLanfPid, 'pﬁ&éé)ﬂispﬁy Redi&is Qé}ﬁilh@? H¥av Emdil"‘ght chain variable

reconmbi nant nol ecul e havi ng the an en- bi ndi ng region
regipn genes sanAe pompagadesl io mutateriseaigyof Ficeli ?qm&wwr .k Mol. Biol,,

(RBYS8GR0 S PR R

thnnhszmvhhmnmammay be nDdlfled i.e., by am no acid

nodi fi ca Wi th the no ul e oduce
dor | va | OO mthEr ieiFastRe it e caRosieS eRlpR ARG pe
mmﬁ&i Rlitecarfydt EHafmoshi@ing) Whéte tRHeaviltr dight@hain 3RS raRbs1Ppaired
i.on, phage display or chain shutfling

ni t ura
Wlﬂh‘gﬁ* hs%ywé ighy <hainy ta preppiciap aptbody itk higheraffinify, Thg Ha%%ls
Clﬂl@éjéfftheaﬂltl%dlésrmdf}ﬁh\fs%qveguufﬁw With (8 cSIEpaREHEAEDRs in other
F enyl al ani ne tryptophan (FW reS|dues and screening
anfippdiesint | gen bi ndi ng sites having the desired

(1005) 205 al§Emfiafles volfihul ng Rngrlonalfbpery it polypepide,

nainglyj the choldcule davinigimsh subsnttutIMSWﬂﬂ istblh peroiiit theelsinding of tho

polPRics p @ FERE o3BGty BHBRTE vty e o

aci ds ar thésonmino atid pabstitutionsdfichides biitiaf¥ ot necessarily limited to,
nutatlons can be induced over a range

Al tet glveh%
Yo Jeigu 1995 kpawngp the 8t As "enseni#tViiods (e. g., Hawki ns
et al, JFor¥RAmpl8iiOk a well t8@RIshePftincHRIof p%iém chéimé‘tﬂoﬂlﬁk%rtam

exanple phage di spl ay vectors containing heavy
aminqacd substityfiopsentitindd consefivaliye garirosacidayd éutpm@) a@lafteaaeqtbf be

mddb §rPd ﬁﬁtefht \l’vﬁﬂdﬁﬁal&ﬁngelﬂfép{hle chiffothatiok B¥¥hE hm@hon of thd\Rbtein.
Biol., (1996) 250 ? These net hods

mut agenelich changes inglude substituting any oﬂeolmgp (Hevalml §V), and leucine
(L) for any other of these hydrophobic amino acids; aspartic acid (D) for glutamic acid (E)

and vice versa; glutamine (Q) for asparagine (N) and vice versa; and serine (S) for threonine
(T) and vice versa. Other substitutions can also be considered conservative, depending on the
environment of the particular amino acid and its role in the three-dimensional structure of the

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

WO poognsdsen is to carry out chain shuffling, whBCECAR®S/000150
heavy or light chain are randomy paired wth other
heavy or light chains to prepare an antibody with

aldhirgRARd vaink (V). tMethibhile 1), which iSFRgivell hidrepvbic, baﬁacﬂ'eq&iently be

al so_ be shuffl ed with the correspon
m@fc‘%“rge‘é}’ﬂth Isyeing and ippleycing, and sometimes 1y ‘E‘s H&B‘TJ %%gﬁﬁ japd ar. ginine
(R? e ﬁfeHﬁBﬁHy RHithaREQBR A Yocitfont EwiREH the Siphikica foat@dfithe amino

he nol ecul e having such substitutions wil] still

acisresique it iechpiea andie differing Pis of thessttiva aming aciigesigygeare not
si@ﬁ%&%@?ctﬂ&t& s &in HQbh d# iR LORESRive | feuFEVfronments.

stitutl Inclu ut are not necessarily
limted to, am no acid substitutions known in the art
EXAMPEEdservative". For exanple, it is a

i {am?ﬂoﬂ@édoﬁhg@bg;ﬁgrﬂ%bgﬁ EindARRDRSEY N chem stry that

cer aln am no Itutions, entitled
" conser vEhd hybridomacelldine ARMAS6.11 whs depesited gaaccordance with the

Bt i it Bt a ot s Hhinft9 shcifabf fIDA). Burcau of

Mprabictogy, HEMhICankda) OHS AringtodiStreet Weinhiped, Megitasyy Cadada, R3E

s e 2006, e e ey OSL7ed. JehecpRnc g

CKD). 8683 FheQlepdshbis @ssafed tﬂat(ali}esan;ﬁoﬂsl ifPoséa ofi Bie aFhildbaity fd&he public
; or aspar.agi ne (N vi ce versa; and serl ne (S

of hfrdemﬂtecbﬁrnﬁ@alﬁ wjll mewce@y varavgd upaniths rantingof @ pateRin

depésht vitli 90 réﬂﬁacé:d)ff' ﬁie%f)&ﬂo&%m ¥idhdn¥EviatlEDAEsNG on the
environnent of the partrcular amno acid and its role

in the the prodedetkmisyibidema thatpredugessthoanti-¢ancesantitedyi. For

@@grelé?aanﬂe%%+ﬂesué{§}ns&%%ifgéﬁgrnfuﬂ§a%ﬁz af&(bn(ar @@Uﬁfﬂs&w be
(thhhcs)@mlhbor@twe, Cainbridgei MAr) elas pieparkd/inRRS: mﬁmmssc%@agen

t h
Vel RefiEants iyl S8 PRARES f ufe Woiaerie MBagH Five q seyenpgpk old
BAIB) ﬁ11ébave(r8)mrﬂﬁ1ﬁzd‘dl'lﬁ%j€éthb%ubcﬁfaﬁédixhl? ngeidton&ellsin 50 microliters
| ocations_in which the S%dgnlfl cant

eature of t . .
of fiviantieeacadinvantsRergaily Rrepared antganpdiuyaes wasdses tp peest ﬁ@ immunized
m@é(xn%a&frlt&rEﬁEﬁZtaH@S ALRARBGhinktRd indHESz2868 WIRL2 million cells in 50

significant. i 11 ot her changes can be consi dered
mictoliesse Aviplerny e/'as lilsnd frafusianthrge dasis aftergheriasitimmupizatiom, Ehel

B AR e g o Yl A oy it ARCETHD A brers
Tha@mnmaefrqm thia fumms Bigrbtpstest frofn eubclopesifithe ltybedomas

I nter nat

Bur eau o & gﬁ 6ﬁge§ [Hé ﬁ@ﬁi}otlaﬁas fé\yetd; byq%%%’%gg’ 'inQAeqis gre of the
IgGbr BM isotpean [FRISA hizay wakmnpl§ieda el micadhtasRell of]goat anti-mouse
Igﬁggﬁ@l&&z aﬁ%ﬁ?@ ut?o%e({f Z'Q(:rﬁi(ce:rsosg{'a(r)nré/ledJ n coatmg5b %f%r (0013M In
carbonate/bicarbonate buffer, pH 9.2-9.6) at 4°C was added to the ELISA plates overnight.
The plates were washed thrice in washing buffer (PBS + 0.05 percent Tween). 100

microliters/well blocking buffer (5 percent milk in wash buffer) was added to the plate for 1

hour at room temperature and then washed thrice in washing buffer. 100 microliters/well of
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CFR 1.808, the depositors assure that all restrictions

i nposed on the availability to the public of the
waelesnsesed materials will be irrevocably renovedr/apznms/000150

the granting of a patent. The deposit will be repl aced

if the depository cannot dispense viable sanples. To

hyﬂfl&ﬁﬁé%%pérﬁﬁaﬁ WQE h&ﬁﬁﬁn& th@blaférlﬁéw&tﬁ@f& N R0k | l'doﬁﬁt@ﬁlﬁérature

anti body AR9OA 1, a single cel susgen3|on of

Tlfeméﬁzeérwerwgshqu@ﬁ@q:wle WASHRS ‘l“ffﬁﬁﬁﬂdtl(lé)gi% didution of either goat anti-

mﬁﬂm&@% h\rég‘ser g@g‘géeﬂﬁﬁgﬁnmga Hl‘% gﬁ%ﬁsﬁ;jcdggljnﬁ r\%g‘rn;t)ercent
milgs1 00 maipratitsts/ walk WGS@dbg' Agbnmcebam the glatq:li‘ov b hews atwomn
te?sﬁﬁegﬁur% It eﬁﬁé‘ §/a§: \Egghgf hifed &’ltfl lu}?}ﬁmgéb%gf&p le'OrﬁJl [ﬂelr%gzvecl) l]c of TMB

cutaneously |on ce n1cro
sotutien wad ingubated (ﬂc)ruv.hminuteRatmnmltgmmaﬁmar €hee color reaction was

oS AR S0 oS ART ) Bl @nd o B A8 AL T o S a

Perkii g thot MTST000 plate PeaaermAshndict’atdd&h Figuter, e A(RQI)WSBJHI aylgidoma
r fusion three days after the | ast

@ﬁ@ een_was . used
seg H‘i"?%{”’éﬁlboﬁﬁéo{fgﬁig(h'é?ﬁge were prepared by fusing
the i sol 8§ gderniheAROGIBERS IMahtibobiPsdcletd®t TRy bRBSHAEIIS, an

The supernatants fromthe fusions were tested from

isafyping experiment wanperfopped eringgsMouss Munoelenal AatibpdyvtIpdyping it
95 A SR8 SOl A SRR Bl
addéddip tHei tese stsip _wa’lthmmg raj @ai-manse subalass spelcg'@ antithaglhds ( Ea(h)ncaﬂlters
ofySR Supeatell wRuactad b e MR RaR oG eshils Reelci
Caplicedvasuse thak@ohdglvbhifirg velrd Mectﬂdaﬁrestl}myef setqpidtrat rﬂ'chﬁclonal

angi)cgg M§?ﬂw h(ggﬂlltopc{lwlqlﬁs S 4l nga; out {‘ tisqe R pﬁ) ins creates
a Vaduhf sﬁf%na( Bed & S8R Le e isbtypé! Mtllwﬁd‘eﬁmnbw,mm 110s of the

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

of hybrid d .

houbat oy, one et 8 fifthink QudtiCbriBoils Spmlals Sore tested for
antijeqdies that bewd thtargstcel ira cellFHIlB4y assay.f Errecimunaty lt.mg)caom cell
lmgé I1 Lﬁun%] br%%st gzlmtclgrecred Qiggst anﬁqthuggéjﬁ :]a%f;er(?un \l/lliE;'Bgere tested:

orseradrs ase conju ute
AS6yNal- HlmgNCII Ti460C BIDA -MB- k:)l anﬂl@ﬁSSﬁ u mlspet:ﬁvelji il dell inesswere
dded. r i.nc n at r hour 00
oot dPm th Smeriias Tse ColleBiBARTRR, Mingioienvias Jhe Aled
celdnbére fixedlsior B8 wse Olrhd Flates were Iwaa{edm&e S¥th B SOdbnid@fing MgCl, and
i ncubated for 1-3 n1nutes a%aroon1te erature.

he, .
Caldpab Footgmperatrend 90 misralitars 084 Pergens pefe gngeehyde diluted in PBS

walla8deltd ERA Well8brl 104MntiesStosn & tu?é adahdedischried e plates
450 nmwith a Perkin-El mer HTS70 pl ate reader. As

wergrgaiavashed wittrPig® eentaining N@Ckméﬂaélz 1hr1e tifpesrat ERpFptemperature.
BISRS Sl RAoht Wilkidd M@ﬁerygém 655 %gr%ffnhﬁllk %C%vé gaf(ﬁg'sm 0.05

rmne the subclass of anti secrete
pCNyran“@gmbefox:bhmg at lanmn@meyapumg The<pienes wenctwashesl thrigefvathrmeash

bqulj and e h%H&o“?naNs%Bgrﬁl\tgnq was a@c{ed QP ﬂX) nlu‘?n%m/e‘?sllvr\}gl olrtl hour at room

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

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

W@ 2008089566t ai Ni Nng rat anti-nouse subcl ass specPdT/CA2008/000150
anti bodies. 500 microliters of hybridoma supernatant
was added to the test tube, and subnmerged by gentle

(ddgtd mtABSContiiigUr pwceﬂpmme) wadudedg Agiek!l héli indabation at room
det ect e]geﬂl rectly a second rat npnocl onal_ antib

tefReTatHretee REHYVEE “taﬂleé gitimss dvith ayash byffeg andr}{l0 re'sw!ﬂef{&'sll eﬁTMB

subitratd Ve GndubRedfoP { Sinfifutes AERS tep¥iafiid | TH reHAbn WaSEmlifated

anal yze the is Myfl? The anti - cancer ant i body
wiliRhpisepliery welk 2MrH S feand gonlate reas plt S0 g0t Yitea chkmeElmsh e

HTS106 {)Bfe rledéi@i’ 15, gesmttéﬁ Aéﬁ?lﬂzteidﬂg ?f%ﬂ:oln@er% léﬁ?éﬁ@& %Qﬁesrﬂmber of

were tested for anti 1 es ound to
folds abpve badkgmundyompasedyto al nrleesdigdsotypengntod litaehascpeévllously

ncer | e n
e 88 e R B SRF IS RORGEL £ b Tl e I8,
AMASEIAas@hoMAtrb@ lﬁﬁﬁn@mdhd-NGBﬁzllung eaeecdell ik ¥nd the MDA-MB-
| | nes re obtaine ican Ty Ti ss
23%%[?%3?‘?°8‘n° PEXIA R 8@%% Wj’g tﬁ‘ﬁg‘g = led E@F lines g %“0“'
cahdex iuelg péll ife. t 0 use. The pl ates were washed thrice with

PBS cont]gl ni ng MyCl.2 and CaCl 2 at room tenperature.
100 i cr¥iepibnctiop with testipg (s antibedy bigding) thesxetaxie pifest afthe

hyblndo‘RﬁS;.u pafatAO@idoRy fRIEkd Wo&oxﬁ&%@% B h 8 &l 1heCRs549,

n%:rature and then di scard 'ates were again

GhiH4R0,PEBAMBt23il ranch s 38§ diu. &hﬂ:emamzwats lobleined froms
kPR LB Y g ot

pl%ed@eﬁ@e the assey at tHewredetermined ipﬂmprrateedenmqo A ftee Ddeysat 0or e

mlgljagteg %tSl? supern u ef Wg{l g'ﬁﬁld S\é‘g r@%ﬁl@{% ifre pi%%g Qvepeutgng errecl1 to the cell

plalns @ndincttated/ine 5 ipefcerit CO,ltubatd fof D@4Ys! THPREIR thdt Bervdd R the
imes with wash buffer and 100

poﬁ_{néercgplin\ﬁg wl{ategfunﬁlt ezg)tbeq}i 190 myerolitersf sgﬂjlgp azide (NaNj3 .01
per@éit] iR TRkVUE m)tdrfw@lxhe%ﬁﬁmy%% 4 fﬁlé?&ﬁél%f §1ghé,h? ville,

erOX| dase(di | uted in PBS con percén
selirsdin culnre medivmpway added; difigt 5 dws@ftrmmmq tbnpbteamreéhen

emil)g&i kr% 1@?%@}%’%? i |g o“f' % gﬁ%gt r a{gpﬁv\gg[) '?ﬁ%:cﬁ 8P ﬁ‘(%%?ate
buffergd sefing)tcentainingNeCh aretwwasrdspeﬁﬁbémtcemh welh fromsa

0 | it 2M H2 dt
ARG Sha 8 Lo e bt e 0
mlcrreladre of th'gh’haonemml dakeinslyt dﬂmétﬁilhglPBSboEtaghﬂgeMéCléﬁﬁchaClz was

as, t ol ds roun

LIS MBS Loy S b s,
plates evetecedd iyl alPeskin- BRI TSPO00 fuokistilcd Plate Peadecdnt the d&&swas

The.antib d fromthe hybri doma AR90A5E,
ane B MR i B Geuls A 1 T o psrem T e

ARBOASS. BINEY bEiBEM 0ded spelifit c?fgﬁﬁﬁ:tity SRDE fdrcdnEbil thL: 'N'(‘ﬂ Wsiidhe

no detectable binding to t ot her cancer cel i nes
canggr cg %\Kagr?é@pd 4 ggcqpé pf the gytetoxicity obtained with the positive

controls sodium azide and cycloheximide, respectively.
Results from Figure 1 demonstrated that the cytotoxic effects of AR90A56.11

were not directly correlated to the binding levels on the cancer cell types. Although there was
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In conjunction with testing for anti body binding, the
cytotoxic effect of the hybridona supernatants

W@ a0v8iokmsely | nduced cytotoxicity) was tested i nP€Ti€A2®BI00150
lines: A549, NCl-H23, NCl -H460, MDA-MB-231 and
Hs888. Lu. Cal cein AM was obt ai ned from Ml ecul ar

snﬁﬁﬁ%ﬁﬁiu%’%ﬂﬂ%%l-@ Q'MIDI\IMB §§§ lsV\%? otbiéi Mlya&tectable in

outlin S were plate ore the assay at
the Néll-pﬂé deltseAsiahdldted pylrigyre il aA%9QzPe5|691|1td}d notpradpcecythigpdcity in the

HQXQQ megrg Qalncér%ru[%ag fll{}'\lé%?ﬁ[ll%atr {f{nofvxrn -tgp‘f‘chfg:yc?{e(%t@ 3 ents

ransterre tes
cyalmﬂemmxda bad NaNg genarally predicedtyt@icitynasieapdcted. f or 5 days.
The wells that served as the positive controls were
ed unt|I enpty and 100 mcroliters of sodium
Eﬁﬁﬂgi@ .01 percent, Sigma, Cakville, ON) or
Ino:;mjmhdamgm de (CHX, 0.5 mcronolar, Sigm, QGakville,

days of - SRR h RSl i) e 8RB o i Ty Soridoma

iniQLV R0V ifiagks FBD Bibselehdéad Ddkiville, BRPWith esTiReticHs dhEreb¥Bing occurring
( Dul becco phosphat e _buf f ered sal i ne cont ai ni ng

toggCr sk Sepderdantioasy puTiEqEAR pracadutes With Frotgia (i Sephagasect Fast Flow
(ARErdnha 0L RhceS %@3’@1’@,&?@ ﬁere f(ﬁ‘l@@@&i I% istw S the QE0pk beais

by inversion and then otted mcroliters of
inygpgion toyiliesmennclonal antibadiagyhat emeldgtn@mumﬁedahmzﬂdt eimerifcpr
m 2 and Cad 2 was added to each well and incubated

at 370Cin a 5 percent C® incubator for 30 minutes.

The pl at Bndingro ARS6456.hl @ e (KiS#9, NCGIE23HNET-G302M, NCI-H460,

s ERPE i Bheo SRS R LA B 05 B P B b P
andl ovariap OV EARAS) chiicefMahd fordEAA0AE finek fﬂ@ﬁiﬁkﬁrﬁ(@@-m skﬂamlﬂﬁhg
totoxicity of 23 percent on

f 3
(ﬁsgﬁgﬂ% 'av(é& assessed yllomfytamet(FAG S) Adl o2l 1‘§E§> et fsnt%
cafidek BN NEIYH MR WRRLODIMIAdA ftREthE ARderibHET R MidsRé éollectlon

sodi um azi de and Cﬁd ohexi m de, respectivel Resul ts

Af ConMangsstse VA). N FHHE22M e obtained frofa twﬁﬁrﬁgfm&ﬂa@@r BCTD
_ /S*Bﬁ /}F ei,f,s'ho Bk, Wgectly correlated to the
i ndi n

n t e cancer cell types. Al though _
t here ma@slﬂswdrapreparcﬁtifon QACS by liratialkgi waskidg thecte/DandiBye? J/ith

@I OXI det blLe in ~H23
DI} (uitnofiC BNk ) G Rt tion PRl gt BuMfpal, ONS Has
thqﬂnmdd,lmehstgdgeﬂmdehs fryn theirtchie cMEl&B;ﬁatbsLm 13GYC.CAfRereentFifugation and

colffile syl SR P rBEHHA RN SGRABEIVECS oG Bt perent fal

bo@iyit edrniaC44Cy(sRmipA&TL)abd ccﬁmmlau&ed o a\bpntobﬁatBbémddﬁgty, spun
AR90A56. 1 1 nonocl onal anti body roduced

dopry te pliehtye cells ang rspspendsd instaining pogiap 48kia tl(eamesence of the test
anBb &R TARIEAS6. 1 153K VdnkroBanti es%s&tr}"p&&l ﬁ E@Fﬁg dla?/type control

reséeedi n‘% occurring twce Sta antl
ang theitést anttbodywene assesied a20wnitlogRmstnd] wh@eeS@phdﬁGi@ewas assessed

at§ ﬂ’ﬁ&rogthXYmL on ice for 30 minutes. Prior to the addition of Alexa Fluor 546-
conjugated secondary antibody the cells were washed once with staining media. The Alexa
Fluor 546-conjugated antibody in staining media was then added for 30 minutes at 4°C. The

cells were then washed for the final time and resuspended in fixing media (staining media
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(Amer sham Bi osci ences, Baie d Ufe, QC) were foll owed.
It is within the scope of this invention to utilize
worwsoswsnal anti bodi es that are de-i nmuni zed, PCT/CA2008/000150
humani zed, chinmeric or nurine. Binding of ARO0A56. 1
1to lung (A549, NCI-H23, NCl -H322M NCl - H460, and
cohfalningd 2percenOpapafotmalideiyde) OFIoaSl tofiiPR-ablrigiddn of the cells was
ancreatic (BxPC-3), prostate (PC-3) and ovarian
as ‘-‘éi?&h!@)""géﬁe@?% O%’E}Rﬁ%wadg'rf@éﬁgt ACSariayd’ Systsm Sqfiware

(BDFBxcRehsds) oii:l%@lclséj éﬂ% Fﬁ%@ﬁ?ar# kﬁsdg@ﬁd Q&é&ﬁéé? g§§tphdghﬁ"8eus were

cytonetry ( | l'Ines, except ung
sethyrpadistingthe voliageandampliggie gpinsver the §6€ andh83C fletentorshEhe

A G0 USR5 S A AT Bt

suhOR® cFllmhad /2a0alforni peak with posddian fipolebeeatiatensity, of Mproxifbetelys] -5

r repared for .F i-nitiall hj t he cel | .
onffE 8 SR RATE poBriaall (gt Baied Bveple et b gl Fer scquired
foxkinalysis bl the resiiltsfakpredeheit id Figgen. Burlington, ON) was

t hen use%to dislodglgthe cells fromtheir, cell .

cul ture PEYEEPresentythemean flugrescence intensiy fald incrgase above isotype
cofit@dl] RepeSdhtativl RisfoRtas oVRROOA SEHSREBORES wéte EARed for Figure 3.

cont ai ni ng d 2 percent fetal bovine

a - caQ
ARQOAG a1 bfie'ﬂ@y\s/gétﬁﬁﬁ‘ﬁ?‘ﬁ‘@kiﬁgﬁi% todhrfuepNGI-H33 (Bi-faldothe breas
.5 Lok I C ) _
MBRRNIBRS} 6 .5.108), the %gﬂel:géa&lx BxPEY3 @%@égfe a;ﬂgétultgféc iﬂ?ts Afold) and

s and resuspe I'n staining
thaveda{Q¥CAR-3 Re0-fobh canxar ¢ell disigs. THeRO B/AS G0 detdclablerbindimg todhe

B3 R O bRt s
TheFA €O diralirg/ data anhiameiatentawith th&6AEMAA baiigsautithedin Bxample 1.

m c ans/ L _on i f mnytes. Prjor to the _
Thige et dpomyrals éhﬁiﬁﬁé’%@ﬁgl baggs) }‘lﬁﬁ}ﬁré‘di‘él“é% fangeycell lines
withVafyRrdyvel S uf afi@eh expredson\Uad bl e® BFR retihIMbirhid 1B chter versus

msagl a... The Al exa Fluor 546-conjugated antibody in
nomal ell 1f§s-nedi a was then added for 30 ninutes at 4C.

The cells were then washed for the final tinme and
Exsgpigpended in fixing nmedia (staining nediacontaining

1.5 percent parafornal dehyde). Flow cytonetric
In vpey TwraeriExperiments with BxP¢-3 %H% assessed by running

sanpl es ' R | .

Svot em SorTer o angp g led BuOeR AN TR kit Poroperties
against higman comeCyelblings wiith deteatatile bindinSS@hssaéverd diffeednk sanvar e

. : i ' h |t |itud ins,

ndf o Ry 5 e 938 RO b i SO i e
impflantest witic 2 milliof INmenepaberEiticcbib BaPC\R N FOO) nhisiofithesBBS solution
ol RO 5 B 6l T i g VMol 2
treap et @riupBoES. YOrilthe daynaftes impigtatRACTD HHRP LLARIVAS6.11 test antibody

approxi mat el y 1Q, 000, gated events (stained fixed
or T eopirfas mipdipredinftapertionealiip sachrahorh @  vodimme of 39 ¢

micpél s Bft@ dilltionHfrdih tHR sibck Edridert@tion Witk a @liicht B RBfad 2.7 mM
Iluorescence intensity fold increase above 1| sotype
KCl, 1 mM KH,POq, 137 mM NaCl and 20 mM Na,HPO,. The antibody and control

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

fashion. Tumor growth was measured about every seventh day with calipers. The study was
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control. Representative histograns of AR90A56.1 1

anti bodies were conpiled for Figure 3. AR90A56.1 1
waleomnstss@t ed detectabl e binding to the | ung NEIF/ER308/000150

(9.5-fold), the breast MDA-MB-231 (3.5-fold), the

pancreatic BxPC-3 (3.9-fold), the prostate PC 3

cocrible!i_’edfaﬁkld% cﬁ‘)@& JraRHIUAT | Bé\g' Wb 3hd #hiflalb %@re&ﬁ&@%ﬁce per

|1 nes. There was™ no teCtable binding to the

WWff@rthQ:@mthOﬁé@ studyt Atithe ard ofdhe-sgudyradl anigralcwere entharized
act 3% dﬁ@%u{dgmsl-lsSSS Lu cell lines. The FACS
bi'n at

are consistent with the cell ELISA
bi ndi ng ABP0AFRH neducatamwlr growth inltksBXR(28 @ wvaprophylactic model

%3?1?{' ?anc caggg '%‘Rg n@ w]Ih %\]ﬁ@ﬁ ] dtél;og?r ﬁA% 1 reched the

cancer cermy Rt
grawathiofj BRPE-3purasis bp 57 gerdens (00076 rlf-&a) eahpz&éd foitholbuftyr treated

oS SRR AR iod £ Hieptoe Pocins of b S A 2

d enonstr 'ﬂlldi‘é‘jwéﬂé&hb chviB41Afafis df t&xnﬁﬁ}dhﬂiﬁﬁhou@ﬁa@%ﬁﬂy Body weight
properties agai nst human cancer cell lines with

mepsyred starsekly pteriRln asie sustogate &y velltbeperand fadlyre te ghives The mean
bddg defeh 1h&9a°5ed Wghﬁ}é fnecflﬁ%&m% Bvdr thefdudtioh %f the & QQy &F l%lﬁe 50 The

week ol d fermal ce were 1 nplante
mean|Wejghhgdin hetwegraday d @ad day evasd). 15B(BG7 Ppreent) ihGhe control group
|y
enfiH3 3 0 posgrin % A0S BT BB, FIIEHERNS it
dlﬁmrwegbdtwmtglmlpt atghmmia)f dfe tftatnent peiied.d ay after

ot or ciengeARS0AH Fl welelfietsd g EBtrefed e ey Burden

meﬁs:ﬁunfaaipaﬁdrealuaxammlﬁuﬂ&epf 300 mcrolitres after
dilution fromthe stock concentration with a dil uent

Ewm ntained 2.7 MM KA, 1mM KH2POX4, 137 nmM Nad and
2HPO4. The anti body and control sanples were

[sdl4iRh ofdoinpdtiive Badedshr ee times per week for the
duration_of the study in the same_fashion.

growt h videm@nibedy, alb@dtwdél@lé-‘rr@m@w gkitled 1@596 T ——
coﬁnﬁétitﬁ@l&?nhlghtgg éWEI ; hw gtc@xqf)éfn% Shtitdy WARESis gﬁe that

antib he an S were recor
rec@ﬁ@éeS;ibﬁ Saws@mt(fm (Belprgedly etali Gliniest ChimécasgtetatB: 15418 (1A23)). One

ni ac dj

iR ftis R oy BB, MY R AR il RECRT A0S e
anfibody h@h@aﬁ’ﬁleammm/luded)qo rsoph}jmwtﬁ Cissuls] édolandd ﬂg@tg‘ia(s) or cell

ancer at ment . wi.th ARl US .anti body. . .
l“‘%@{g 8{%@ ‘“gllly%F 'Bafaasecau S‘Q’F‘WP Hsipg 2 gorpRetition 2353 §‘X‘H§) igone that
1de{nﬁﬁ¢saﬂt1bc(dﬁbs @had Gfﬁﬂntdtﬂ'c; bifdihg ofd tﬁ@ﬁﬁa%hﬂsbsdgosubﬁlgs EMSfAeFACS or

re as dete on da a

Wesiemn 18%‘(‘3 dggghﬂfmeé*fﬂdl 086‘519“3?? PRspf @hagf dlspm.aetﬂ%éy @bﬁaes and
parﬁinigﬂbﬁa’ﬂhb&dh%at%co@ﬂ%é ﬁ'léa‘it on reﬁi%ﬁ:@ Q¥ kaid ARigeh Hﬂﬁbms@ﬁﬁﬂ, etal.

intervals was a surrogate

Angl keGP 00,300 eilter s anstoties aeleriepasea o their

ability to displace the binding of the original labeled antibody to at least one epitope of its

target antigen. Such antibodies would therefore possess the characteristic of recognizing at

least one epitope of the antigen as the original antibody.
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body wei ght increased slightly in all groups over the
duration of the study (Figure 5). The nean wei ght gain
wheimsegaseddlay 1 and day 56 was 0.75 g (3.37 perPEnCA2:G08/000150
the control group and 0.88 g (3.96 percent) in the
AR90A56. 1 1-treated group. There were no significant
eXAMPEEGNCES between groups at the end of the treatnent
period. In summary, AR90A56.1 1 was well-tolerated and

Clguiag etthe Yatighie Regigns opthe ARP0AR6-1 hMoneplenshAptiedy eat i ¢
: ; eal
xenogra é\%ﬂ@émcesWJgﬁayb"}e Jgﬁﬁh@ﬁbrﬂ ﬂlgﬁ%?%? %ﬁa({ l:i%\ﬁs(VL)

Bi nders an antib I ndi Vi
chgins pf rehaclonalfaatitandy prsincegdy diread RIGA 56drihybiidomagded] line can be

I nhi bi tJ B,, far ex e, a _competing anti
e logl KB e e B AT R B TRE oA P exracia
fr¢rBele auigjet hybrizloma lusing stamdacdbm&hodyiimaRdigcellBlad solubRlization with

PR PRPee ohesee o Lot iy By wh
cafi bk uded ty prepdiecBIRATOSuBRYuenbisblatildh dTOM;; an8 VR @EndsbiPCRA t O
ssues, isolated protein(s) or cell |ine(s

meshology KEovy Biih mprogk ¢ hecdse Malerular (lany 5 Ghapter 14, Cold

SprRBPRIYoF iaBtaRieressVRIYC (1989)) Ot N-Rathinh eithé £di& Sequence of the
anti bodies that inhibit the binding of the test )
hegyit and diglyt cheing eands imlepa@dentiyategminediby awsomated Bdmanysgquencing.
i.snl . .
ARG, I R e ind] RIf H660afthisR B2 Qe iR D yming acid
sequeocignofzbe ¥t andeVis fragmmatsefynttetie pomers @ardbethen dpsigned for isolation

Rubi n in JL et |_Bi ochem 314: 294-.300
of 5005 Vst aRo0n 8 mion e abitdl bdinbhlntedsag gon b
ligated ﬁrh@in’lf a;lﬁhiﬂri:ateWe&t& idt) &gh@@ﬁglhﬁ%ehérﬁtéicﬁﬂndﬁf: ahdd Ii‘umanizfed IgG,
origjin abel ed anti body to at | east one epitope o
th ‘(%1%@15?15 ang mrfag&hea\gmagﬁt%mué%lomume ap gRRreRTicvector for
expR&ifESS the characteristic of recognizing at |east one

epi tope of the antigen as the original ) o
ant i bodyInExatben embpdimesh ARG 56.1 her itsalerimpiuaized ghimesic of

63 ' .
TS5 b S| B BT N .
trapgehic @hiziah suchf thattirecantibotkylis exptasiedciyd pandebirecateroy. Férexample,

Al A56. 1,1 hybrido cell line ca term ned. RNA
tn YRR Kt XS R AR st MRt dnad facleeet LG and)
purjﬁmtigﬁ. Hl)dnd Eaﬁdhaeﬁ\b_foﬂiﬂfélht, h@ar&ibbdilyf%l}th&iﬂbéﬂitidg !Hlie_xpféiss_fed in the

st anda t hods 1.,nhyol vin C ul ar sou,llzatlon
magRrpary 5{?3%  SRreiion id%‘!ﬂw‘f‘%%‘g’an if"é‘s%e@ﬁ ngalsingludg but are not

linBte@ €@ ite, got md¥bba299 (1979)). The nRNA can be used to
prepare cDNA for subsequent isolation of VHand VL

genBMejipcionst Atibedydol ogy known in the art (Sambrook et
ah, eds. ; ' . [ ;
DPNNRhESd Fthe floRS¥IdHS: an@ 1(g§8 %\égﬁfed%iéganﬁﬂé Y9 readily

. Harbor |aboratories Press, N
isofatedeand seauencgdusing eanventione] peosedurest (egh by using oligonucleotide probes

that are capable of binding specifically to genes encoding the heavy and light chains of the

=

monoclonal antibodies). The hybridoma cell serves as a preferred source of such DNA. Once
isolated, the DNA may be placed into expression vectors, which are then transfected into host
cells such as E. coli cells, simian COS cells, Chinese hamster ovary (CHO) cells, or myeloma

cells that do not otherwise produce immunoglobulin protein, to obtain the synthesis of
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heavy and |ight chains can be independently determnm ned

by aut omat ed Ednman sequenci ng. Further stretches of
wao bh@s08¥Re6 and fl anki ng FRs can al so be det er mi PedChg008/000150

am no acid sequencing of the VHand VL fragnents.

Synthetic primers can be then designed for isolation
mé&ocloR atfibodids inth@RB&RbIHAR HOLEIRARR BNA al¥h R Ibe Rdddified, for

anti body, and the isol ated gﬂne can be ligated into an
exappledpyrsubstiiting theseding seqyensa &1 dman hepyy gadhlighs ehain constant
donlain&| ?l&ce%ﬁle%%%&%qndrg@secfu%ey iR For hly B ar®B8dies also

vari ab heavy I'ns can be subcloned into an
maysrpopated irevitre vsing kifaym rastheds inssyotheti¢ proteitoehimistry, including
th(?sgplﬂglr\r'gﬁr&mal‘ Nﬁ% %%ggnr%} |Fér 8{a Letm@ -S%A)?Ege{%or ggulb r(}:grlilsltrﬂgtE& S’smg a
dlsullﬁﬂecexdnaaga relacting oncbyrfgrmlh ga ﬂmmltm tlgnd. Bxanplesarfsgitableaeagents for

f Byt R hd e R ERETEE oxpr cosed

in @l)tﬂlﬁm&esmﬁwdyc manner that facilitates recovery
and purification. In one such enbodi nent, an anti bOd%lpto "

of the ifpEmanigd antibody has.aneqq more gpigo ﬁﬂﬁfﬁa’fdye@p’a%w?

fro?x?& h&EhFhndikO ThtRGHhAhLAR anlhd 38 ?é%id%esad?é Hﬁéxﬁefe%c‘l a8
but are not Iimted to m ce, goat and rab

"ImeRG eesishies, Whishiatsuipicabindaken dron ang'imppst” wembder émmm Humanization
caﬁ‘gé ‘)Qtfi))glﬁe(f e m%{ﬁui bp%&éﬁnﬁ@%h(%rs]bk sbﬁsﬂ'ﬁﬁﬁg lr&&ént CDRs or CDR

I sol a and sequenced using conventi ona rocedures
sequenggs forlthe cosiespgndihg spgnenctsedftaihimap awibedy (Jhixts eanle Nature

2] 30 BBkt 2haC b ncer EER: SRRk
Sciehes 13915410566 (¢988); reﬁewasm azsara, Iﬁlhﬁafnel rredhyszo m9¢a0:e>t2000))

such DNA, . Once isol ated, ced in
expr essi B humpanigedanti chﬁlh eali’rép"lr atnra% anglysis pfthe parental

se(gﬁ&s afd VabioBd CocéptuaFhuriddlized ﬁﬁdhé“ts us?ﬂg"ﬂlé@-d%s%ﬁﬁﬂn%dels of the

I nese hanster ovary (CHO cells, or el oma cel

parerigl and humgnizest m@wesseﬂwwu@@mﬁmglog bvlmmgcleéﬁ@ n,
I I e
cob ol TR YLTBAGH R e Lo e 5
aV#llableewtml'pllestratw;ané display pmbahhgthrdaehmcnanngl weﬂpuaatmaalfstrnctures
h
of SRR Bfmoe R 2leBo ot Bfon GRS Mtpia B
anﬂydlsh(kfgbh ld&l}&lo}f(bfmyeﬁ@epi‘rﬂhﬁﬂﬁﬁhdnihg\dﬂtﬂe(bahkﬁ?al@mklﬂlﬁlwglobulin
met hods i n rotein c i ncl ydi n
SR P R A R R AT b
1mmﬂm§kﬂiuﬂx tdind Y arffiger’; BéhiswiST BRI rddfubcan bg s&léttdd M8 combined
tghange reaction or by formng a_thioether bond.

RARFITEesEy a@ump%veeu?r@s @%ﬁh@@hﬁ desiredgngibody hasagteristic) sgl as
indréihé@i%‘ﬂhgl 1ot fhe Bt %‘%N(k)‘, f4-a0RiE P’ Héerr RICHH Rsidldsiate

Humani zed Anti body A hunani zed anti has one or
dirpsly @nds roptsubsiandiallieiny @luedsin mﬂqemmgicm indipg.

(iii) Antibody Fragments

Various techniques have been developed for the production of antibody
fragments. These fragments can be produced by recombinant host cells (reviewed in Hudson,
Curr. Opin. Immunol. 11:548-557 (1999); Little et al., Immunol. Today 21:364-370 (2000)).

For example, Fab'-SH fragments can be directly recovered from E. coli and chemically
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froma non-human source. These non-human am no acid

residues are often referred to as "inport" residues,
wobkioshseEse typically taken froman "inport" varPCEOA2008/000150

domai n. Humani zati on can be perforned the method of

Wnter and co-workers by substituting rodent CDRs or
coupled aHEeRGS:" ehtS ECARF &7 PRIGRLRDICRH 10985267 (99B). In

human an_ti%o%y Jonegcet ah, loBl\ilgturge %21: 522- 523lf »
anothgpembodigeat e s fgmnedsing the leymine 2ipper:GGN¢ jopggmote

( | : ) -, . (]

o b ybloche, RERIE R a0l 030 poliat)y
fragmentygen bedsplated dimstly fremnedombinantdwstecdll oyltuse.pr ocess of

anal ysis of the parental sequences and vari ous
EXRN®ERUal humani zed products using three-di nensi onal

nmodel s of the parental and humani zed sequences. Three
A Gompositian{zmpriswg itheghrdibody of thoRresent laventioonmonl y

avai | abl LAl . il '

ot Conn R Prdsbfindfhid R Be Bl B Bork(eh fr
prevedtingy/teqating/ capcep iEte| compbsitia- fof prevesiingia¢atiog cdnoenrarhich nathprises

Sstruct ur of sel ect.ed candi date i nogl.obul i.n .
€ 6t e ProeRlnieRii o WKLE ot iy ShyBPliraids they arcinthe
foan af liuidsprepardtiofs, bi dsgihyirizetRicalicoinPésitions oflsigtable Prepirations to

functioni ng of the candi date | munogl ohul i n_ sequence,
humap or Pﬁ'ama%é?-wags’ @gblfseaeaa SWing;hoving fee|ipgs Fandne, ggian, etc.)

or@Ri dr igﬁﬁént@{agi' gbﬁg.,qaﬁéua%}ggy,i inmapeRdhedy! .J;uBcJt&helgﬁﬂ'f,i eié:t)?{‘ ha

antigen. 1S way, residues can be sel ected an
antibadyiof g praserthinveetiangnaycheadminigtered imdtself, o oy b admisistered as an

orpRfiatt DimSitoh o BBp AN LSRRG S Blsdrion i Lfhin
pharstacelogidallylaccaptahlercatrier witk thiEPRibody iofithe present invientiomtor jts salt, a
. .S tantially. invalved.ipn influencin ntigen
il o tei e SEi R orstioh ooyt it B e A PR .
pr?mtaﬁoﬂmhahieﬁebﬁpﬁafeﬂferdl hﬁnﬁlsﬁgiﬁbhti 0 3 of OIagti body
ragnents. These fragnents can be produced, ..

r econbi nEHMARSSE thesp B°Sctf°é‘\fPreRB§'&t“1fﬁ apppsgAtionafe jnjectable

prépatations mﬁgl_é‘éi’tbrieslétbf’ﬂ@'i ocfatlelSHehratiohd bl facRid@Resage forms such

| munol oday 21:364-370 (2000)). For” exanple, =
as pyigvenaps, sybsyiapgous intpasutareoys anddrtramusaideniaieetipns, daimintusions,

. i . i | '
inFhloy BPACEGHS G5 TRE R b AL MpZhe pepirbPAithos
publichy knowneFereaamplastthe infestable preppations niayrbeepdepareid y diskaving,
' ' 10 pr.agnote assenbly of the F(ab')?2
sl G841 S g O AR B s A s
med{uabor)an 2ilf nediventopvenginnadily usabfoningedtictisr A ttheyaghiéomemedium for
i nant host ce ﬂi:o

. .[eco [, cul ture..EXAMPLE 6 A osition
inbE AT HeREHRE, S o gt e, Wliscionis sohwi e
gluaodeiahd dmenoefux?iae/ RS, 0L, vi'h’iclﬁﬂ/ Ayl R usedin obﬁxbuﬁﬁ&lhaﬁh &

[of0) sitign.for preventing/treating cancer. The
SPRIBRHSEST oiliyineeet stRhctien AR God+ e Do yalctp e
prop9RRe gl$&4, polyethylene glycol), a nonionic surfactant (e.g., polysorbate 80, HCO-50
(polyoxyethylene (50 mols) adduct of hydrogenated castor oil)), etc. As the oily medium,

C

there are employed, e.g., sesame oil, soybean oil, etc., which may be used in combination

with a solubilizing agent such as benzy! benzoate, benzyl alcohol, etc. The injection thus
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the anti body of the present invention, are | owtoxic
and can be adm nistered as they are in the form of
WO p@paioghspe epar ati ons, or as pharmaceuti cal conPpOBCARMAB00150
of suitable preparations to human or mamuals (e.g.,
rats, rabbits, sheep, sw ne, bovine, feline, canine,

préﬂ Edqpusugﬂ lied% QA %{%f)r(g!élgl? I%{nggﬁl@r s Sp()gltcg¥ used for rectal

ravascul arly neal aneously,
adetlmstyatld’m mapbe plbpmigd byfblcddmgﬁhmhodm of vhenressnt ipeeptipeor its salt

rgn%n %Qseé R s& ?)?41Ioheso EFH . dﬁ%_gltlgﬁj EH %l'aﬂl&{n %%T onQﬁbludes

e conp OoSiI Tl on use
soadi m lliquiit prqiarannnnapectﬁcmlﬂ)a tabless (pichudingcirdgees and Ifilm-coated tablets),

cceptable carrier with t nti hody .of the present ..
ot Gt RORIERY plemazaens. Sapsifes DBHUISE Sosiapiytn B o yisions.
suSpRAKIO| étt.08uch cPipPYsititds inﬁndfitfthré@l&ﬁpdbhcl@fkﬁbmﬁﬁthbdmﬂ may
preparations_suitable for oral or tJ’ﬁJ
ORI Afebiclent At Eexsiplencopyentipnally Bﬁ% & theiis qfgharmaceutical
pr@;?a?a@”@ﬁse BampRIbthe LéHidld &bxdipRnt 10F @bleRkeaRtbRPA4BA, is@drSse,

upposi tories, etc. The injectable preparations may
mﬁmslwetem@a@@ forrrs such as intravenous,

subcut a nﬁﬁ{fiﬁﬁt 31;1‘19 E&Hﬁd@ﬂﬁn?ﬁg o}amnr [ﬁ &l luger descrlbed above

i nj ections, usions, intraarticular injections,
are plcparérdwmmhamaecntmﬂlpeemraﬁpmmth Tt dmysmted prffapaiosﬁofbbe

oGRS e B, Bl L B oy

mﬁetuﬁmnqjoﬁlyss)n@pbdmaomt dlztb 0Tiye axfouhiel tlib“ ﬁs:eﬁaid componind mmamed
t e u us r

i BT G P ULE P aFAES C G 1 refPecd ies araodleribed

abBekig CbHtaiigIch dhOuk 8 ko auahﬁnmlx@gl&pe&dl@ﬁﬁﬂ@rfm bfahje@ioAEden 10 to
zsghysn ol og| cal saline, an isotonic solution containing

Imgcfosthe sthgr OrA®r auxiliary agents, etc., which may be

e SRR hEollit B ARR AR, AR b
copwprigiag the lantibogly ofjthe presanp inventiongiay vety, dep@idmtlmyn subgect to be

%gr&a (t%r ?ty os)r%tgllsg{] é?é?lﬁﬁrqsf, 1?0%&: ol}t ynsg'a%oulfé ?tcy?&r &%&e?\ghen used
foht)hd pmgeseaif &datmg@t‘eﬂéntﬁnlgl 9.4., brédsCcanéer ih eadult] i 1srwdantagcous to

sesane oil, so
adipigr tﬁmneﬁn%f ey ABRYEAPY IR QoRE O about 001 o

abS@ 20hd/kZbdag ntprewmy a&ubemwhboh@mﬂ%ﬂcg boJ%e\ﬂéiF}\t and more
al coho etc. e|n ectlonthusg ared I's usua

preferably @byt Oglrio abgut & prerke:body wsighit abouth éo 5 timewdays W?r%kve?é’out 1
to BYmeSARLY. ah oﬁféph?d?érﬁérﬁlaahﬂ 8l BRYinREatRinSRa LS5 & H@laﬁﬂmlﬂé}ed ina
the anti body of the present inventi on of Its salt wth
dose,epyispronding o thedess given abayiep 8dien dreiconditiamis espspiplly seaverg the
dobOhaPbPincraildl Hcdidi tb‘ﬁ{é dopfiligfles solid or 1iquid
preparations, specifically, t abl ets (including dragees
and fil rrTbecmltlbqkiytczﬂﬂieqirss)mt ipventien mgy bmdnemstepdmlmst}nds orin
( n f
thepfoﬁﬂ %f’ & ﬁFo}hg%ggrﬁgés?gogngﬁ] X r?ﬁﬁi)omﬁ ngé ?183 aclt'l(r)n(:i‘rf' ;tl‘atlf)n may
conmmrm)haﬂmblugleailympc@tdbld qatrier with the afmiahbmthy orty salts, a

. t ai n. t
R OB ik Sueh o campostion 1S piovBkd ke [ore ok abacmaseutigal
préparifidsBuitatlé for PO HaRmtcPd] alifiMiswafiorCle g, Mitra®asehlpl BjebtidnOr

tabl ets are | actose, starch, sucrose,
subcutaneous injection, etc.). Each composition described above may further contain other
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magnesi um st earate, etc. Advantageously, the
conpositions for oral or parenteral use described
wW@bwsmes®se prepared into pharnaceutical preparBtT/OA%008/000150
with a unit dose suited to fit a dose of the active
i ngredients. Such unit dose preparations include, for
' k DivEtion A0S b sed i
s AR fens Falicrmore e aibog BFA. Bitpent MVERIGn A be psedin
comfbinatiemwith tberpiregsdfor exampile; elitylaing psrats (d.4- ycyslwhpssm"d@
S © ti-tu
i 505 sl il e g G Bllel s Bkl gi-tumor
angibiotits (&.@Q mimmesipeadriaygin,iefe.) hlentfctenmctmltlrtmpetca@Mﬂ (e.gand

in. 10 to t he Iherf
vinghishis PaéSaeo kgl Bleor mtalor aphon e etopbife sl i ape
angie P! df' ﬂie@es&ﬁt&n\%ﬂﬁdma%dﬁmgsmsdﬁb&smtle may Bé& adm)mslemyl
vary endi ng upon subject to be adm nistered, target

S"E!P’é?é‘ﬁ% Y QF G‘rﬁﬁglgPTSﬁEme? t9thePatientadri ni strati on, etc. For

exanpl e, THhRBhb® StrdafMient H@cﬂéﬂ B2, pdrticularly for cancers, may also
treating/ preventing breast cancer in an adul t,

be qarrjed oabwnﬁmchg@é@ém of gtgm aptibadigs of ﬁ@npmerqvew a&nt% H’er

o e B T, S A R T e R R e

adinidistered,giagigtladp wheyl keptibg dolomeancgint ERW%@énapalsi baenishgvn to

befttRtve o reBnelP S Brprfas W2 Ay BEpROQIRE P BornuiRR s nbllae

Héraépﬁﬂ(@e{fr@skuz&mdb)q;bﬂiculaﬂyfwherﬁﬁ'éaﬁhg bﬂéast b&reerag&'msm‘?m pdrticularly
dm nj.ste d|nmgorre g{tothe do e]ﬂven
w ating ge ﬁafflg cpinenanzsma | op

cadl@s eTHERYmRPstriatiér &Q%tlﬁ&@y%f@ie'}%s’éﬁ ihvatGPWHE bthen. The
anti body of the present invention may be adm ni stered

arlﬂboms/@slaﬂh@ramutw ﬁgepﬁmyacmréﬁn%n@pﬂvw seRafagely, via the same or
Lion. The conposition used for the
g m ni stratl on may contain a pharmacol ogically
accept abllke dwmotherapaiticlageritiethar antibedyi ragimens wiided iweluile any
uen t b
refich Bfisedl e Rt Bl A T e et G AHRER Rt
Difierenednbiégnhediesetimteqoire nﬁsaroéﬁneeuﬁa lantixclmion astiboates amd specific ,

|ntrava ular in ubcut, aneous ect
chgihathapeunt Aecotsy BBeh L RE dRBVIeg on & 2atwrb ek i
préRAtPEmbodiniedt 8Lthé Reritidd) hen6tht@py Elaanhhﬁwfed @)ncﬁerQtly with or,
anti body of the present invention may be us

m%rélﬁ’fﬁf‘?fﬁltIYséHbS\‘Rﬂ‘lqﬂ toraptabody thezapy. It élwu@)b&rﬁmpéaswaﬂdkflgﬂ“@wn@at the

pré&%h@enﬁ@n § not 1EXi&ddB RS RIRG A ﬁ)eth'oﬁ 8P foatt ¢t8dm Riskration.
met abol i ¢ antagoni sts (‘e.g., methotrexate,

5- f | uor oliheerEponderprce)of cverce shmﬁrthaam&%Aéﬁ 1 bmediategpanti-cancer
efm:tts HPY 'i a@(ﬁilr df%ﬂ%@i@ PEE&I‘IZ ))n C%L:é}'&ﬂ ﬂﬁ . efft u)u'h; béown
t axo , etc.),

agent s g., vinc vi ndesi ne,
th@ltm&fﬂz’rﬁ 1d antilnaly atmld be wied jroditattion pf delpwbich rxpress the epitope

The Se,q% t he e . NV 1.0 nd, t.h
whj scpr%pglca gg]éhe}%%i ﬁ {&h %1{6? mélatra%d’ab Plét rlllgg ﬁirg gistg rFACS,
ceHELiSMggJ(H(Bd times to the patl ent .
All patents and publications mentioned in this specification are indicative of

the levels of those skilled in the art to which the invention pertains. All patents and
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15

The nmet hod of treatnent described herein, particularly
for cancers, may al so be carried out with

w@eusnssse at i on of ot her anti bodi es or chenot hECHPARI0B000150
agents. For exanple, an antibody agai nst EGFR, such as
ERBI TUX(r) (cetuxinmab), may al so be adm ni stered,
particularly when treating colon cancer. ERBI TUX(r)

pug@%}lﬁlgéﬁs&ﬁeg ﬁl@g}BM%eh %g d&er@rﬁc{g?& {hle \éﬁ%él (%ger{t gﬁﬁ%ﬁ@ﬁ%dnﬂﬁm

publictierdeastdpedifiqaily aid ndiyidualdt indicatedo bpammrmcatqkbyyew’eecﬁ
treati NGy Psrteges ltmcf%rspoog that A}{&Sﬁ?\l’é %rn) fo (r)fth ?ﬁt{o}ﬁ 1§/\ﬁ1§§?rated it
treating Col oh cancer an |cu

is hateabd lingitadao the gpdcificcfein ot anggen&mceﬁpartﬂ'hﬁem descrlbed and shown.

agm nistration o nti bod res
e FTprorit i Ereokied M o At Ve DR Ba Be are withou
depaaid Forfl B¢ sEspR WF the liiehiick ma tfel iXvenfién 1§ ABELO BE Sbndideréd Aimited to
the sane or different route. The chenotherapeutic
W%@ﬁh‘f"@tﬁﬁ'@ﬂ"%ﬁb‘?"d@&}ﬁ specafisaint utili zed include any
regi men gl §anash M al il %Hl%ﬂp%cﬁfé' thét lﬂjteeprésgﬁt 1ﬁ\nﬁtlon is well
treatment of the patient's condition. ferent
adppied tg narmcous shebjects audipbtain theendg and pémntages mentioned, apyvell as
n e r
AR B e e RO BT HBAR) ARl ROk Ey O
coppelfnds,medlodsrhmzbledmeﬁandftechhquasmvsenbécthe;em:hlelmaslmﬂyapy i's

adm ni. st er,ed ncur r,e I mnth or. fera
rog B o et Sptmetsy o oo T Sty aRPant ot
mte:m@h %llmwwn@@v\mv Sdope. t({hahge% ﬂféﬁdﬁ’(ﬁj aRiilier usod Q\ﬁlfl b&var tohéxet
to any particu thod. or route o
Sk'élaﬁn llf‘sm whichare ewpafseé B g it of the JemRTcand i lefined by

thd $388e oRiR 3@1d3d dlaifR 0 iAMhESzh AR thvénBiBf Ris bebd S’é'é&%eﬁ M Q#8&tion

| igation of an epitope present on cancer cell [ines.

with speciféq prﬁﬁerrmlzpdmen% mﬁhpqldwbq understopgtigibe inventtion as claimed
shérFeH;(‘J frug gg Mrtl g“llqult&igto gﬁ'(&n%?&ﬂf ‘g%télg)? eglg.l:[ Fldeéélre l/;g'ﬁ) %‘ﬂlo&tﬁcatlons of
theuiesdrlbzd mgdttsefmmarrmmg ouf thd: ins¢ntiab ediichyare cthvioumtnthbsemknlledjm the

to .F a.Cell. ELLSA or tents and

anﬁﬁeblpéﬂ%jefi it%ﬁes,wﬁ@ﬂtﬂ?eosﬁ(&f of the; fﬂﬁloé“g%@ﬁ M5 cation are
indicative of the |levels of those skilled in the art
to which the invention pertains. Al patents
andpubl i cati ons 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
wokjsosseand obtain the ends and advant ages nePtT/OAz@8/000150

as well as those inherent therein. Any

ol i gonucl eoti des, peptides, polypeptides, biologically

rel ated conpounds, nethodgap®cedures and techni ques

described herein are presently representative of the
What éscdaimedlisenbodi nents, are intended to be exenplary

and are not intended as limtations on the scope.
Ci&hanges TiRasoptél MebcRhiQntibsds protlutdd bYaRMybtiGohddep@sited with

skilled in the art which are enconpassed within the
thesINAG gs agpessipenymbee AR 286r03nd are defined by the scope

of the appended clains. Although the invention has

CIRGEN desgy hiiddy-lgdna dnaretidoRifedihdrdcioRa ahfiiody pf €iar 1.ed
enbodi nents, it S%]OU| d be understood that the

invention_as c¢laimed shoul.d not be unduly limted to
Clagigeh spet PP*P&HI@%@M@E f@.léqlqﬁﬁéamoctf’agliasﬁ@dy produced by the
hyBREHnld depdsited Witk the TDR CHR 26debsischufibeess 1206-03 & dnyaniigenGikiding

the i nvention which are obvious to those skilled in
fragmentproduggdefrann saichbpapnizsd petibRiy.hi n t he scope of the

follow ng clainms. CLAIMS What is clainmed is: Caiml.
Cidiffs. SO! Bf GHiBBNAEINABRhe RlnbMADantibH $F BMinPY. t he

hybri doma deposited with the | DAC as accessi on nunber

051206-03. Caim2. An_antjbody-ligand of .the i sggat ed
Claignb el ondchigieric bergipn of the fsqlated Tonesignatansibody profuef Dy the
hygtg&ﬁagﬁﬂ&ﬁte& fh IRQDACEH 2BREGGH Rififber 120K0819r A Mppinding

ybridoma deposited wth the |1 DAC as accession
fragomenteproddsedfionn edd ehimenic antibpdyen bi ndi ng fragnent
produced from sai d humani zed anti body. Caim4. An
4 bodya} | Abank3F e UHRNE SlibREY bibashh £f cl ai m 3.
Cl%f#a(?'m 5.Aihrgﬁ)??%?%agh\l§er si on olg tfle ?so?at ed nonocl onal

anti body produced by the hybridoma deposited with the

Clpimpts as stﬁ@p@wtnhm@n@%ﬂzdmwhmofaﬂf apyongehflaims 1, 2,3,
it ¢ ; . . . . o

4, R0 Lol RHRA mBRF AR T FORfE Bl EONTRRL S Gtk bicics
engyfmes) radinackive Gnapounds, cyfbkingssintesfewds, 4a1gét oo téportgr moieties and
heaggoi g)nod;/-lui gand thereof, of any one of clains 1, 2, 3,

JA0BEIGYS & 8’onj ugated with a nmenber selected fromthe

group consi sting of cytotoxic noieties, enzynes,
Claiad8.0act Thedsaatepybnidsma caft liieidepssited witlethe dDAGs accassipmt

Qr r<f5§§<f6t noi eti es and hemat ogenous cells. C aim 8.
nu;ﬁ]i)gr 5!

at'ed hybridonma cell line deposited with the
| DAC as accessi on nunber 051206-03.
Claim 9. A method for initiating antibody induced cytotoxicity of cancerous cells in a

tissue sample selected from a human tumor comprising:

providing a tissue sample from said human tumor;

providing the isolated monoclonal antibody produced by the hybridoma deposited
with the IDAC as accession number 051206-03, the humanized antibody of the isolated
monoclonal antibody produced by the hybridoma deposited with the IDAC as accession
number 051206-03, the chimeric antibody of the isolated monoclonal antibody produced by
the hybridoma deposited with the IDAC as accession number 051206-03, or an antibody-
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Caim9. Anethod for initiating anti body induced
cytotoxicity of cancerous cells in a tissue sanple

W@ 200808%66 f rom a human tunmor conprising: provi BCTIGA2008/000150
ti ssue sanple fromsaid human tunor; providing the
i sol at ed nonocl onal anti body produced by the hybridoma

R B PR 0 M B

bimdintg df caly} isplated nemdclbnal bitibolly toritsdarget aokigeosinded with t he

| DAC as .accessi,on,nunmber 051206-03,, the.chi nari R

Lt CUBRYRETRT R BRI tnab sy, sy hlfii R sl said chimeric
antibodly loe sdid/ dntibodyrligadé thefdof with wdid tissbdr@nmplRAC as accessi on

nunmber 051206-03,..0r, an antibodyl i.gand thereaf i C .

ot VBT B i Kok Rahar P o it e iped by, said
chﬁ%‘f@@ﬁﬂiﬂoﬁ?’ B4 shid dhkibdtytlidahdgherrBf With S fikshSRinpledifiduces

nmonocl onal antibody to its target antigen; and
CYIBMH¥t i ng sai d i sol ated nonocl onal antibody, said

humani zed anti body, said chineric antibody or said

Claint 1000dYA et éf rbiing @ huibi findAbicdptibR S aritiboMd} Bduced
wher ei n blndln? of said isol ated nonocl onal anti bod

cytorguérity imampmel, aerciscaid hugan gmdsierrzesses 2 Hastioae Pitope Ot an
anlﬁgég%lﬂﬁt %&?ﬁbﬁn bHANE tﬁé&ﬁ&ﬁﬁﬁ ?gh&é’&otﬁﬂrﬁlbt) Prtbfuce ABPIe

duces Cytotoxicity. ai m 10. nmet hod “of treqtlnq'a
hyhuidrans deportted witks theJDAB a3 acesssiont riupther/ 03130610 or an antibody-ligand
0 cld Vi . .Sl ot 1
oGS s WAL 06154 R M inin
of sgié bied alonyclémahaigibbdy tolils targa laatiged, cvnpdsihg adrhinitering todbpid

roduced by .the hybrido d sited wth..t he | DA S..
R S o b 3 SRR Oy i thrbeh i A et efibive to
resultén £Ructioh of ShidmbmmarytuliogBitden. s characterized by an

ability to conpetitively inhibit binding of said

i.so].at ed._nonocl onal .anti body to.its farge nti.gen,.
CIERTHE T o TR 2laih Dy he i bied AP lang ankfSe) is
cohfagéd 8 adYtofRicd iGigty. or said antibody-1igand thereof in

an anpunt effective to result in a reduction of said

na ['s tunp rden. . Cl aim 1l. The. method of .claim
CI Uner oTHe Tegthes oTepimi & R TSSO g dy & adionctng
isdiqpe] ugated to a cytotoxic noiety. Claim12. The nethod

of claim 1l wherein said cytotoxic noiety is a

radj oactjve isotope, Claim 13.. Th t hod. of cl.aim 10
Cliielei n g roethastat glairg IhaheemsHRisy isoated Bereylogp anﬂgog] or
anﬁﬁHd&bi%%thérgm@tﬁali@rc@ﬁfaleﬁ‘n‘éﬁt'. vates CO”P' ement . Caim

14.  The nethod of claim 10 wherein said isol ated

nonocl onal anti body. or anti body-ligand thereof

Clamditat esTherinsthsRf claip d Al dbereincsaid ignlated morasiagal antipgdy or

antibody-ligand thereof mediates antibody dependent cellular cytotoxicity.

Claim 15. The method of claim 10 wherein said isolated monoclonal antibody is a

humanized version of the isolated monoclonal antibody.

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

chimeric version of the isolated monoclonal antibody.
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C aim15. The nethod of claim 10 wherein said isol ated
nmonocl onal anti body is a hunmani zed version of the
w0 s@Basweb nonocl onal anti body. C aim 16. The netTioa208/000150
clai m 10 wherein said isol ated nonocl onal antibody is
a chinmeric version of the isolated nonocl ona
anti-body
Clzélgefjlo fi CA Blon%c%na?%ntiﬁ? cagglllg Qfagsectapé %R@ﬁg té)ctﬁf%grlggepgépe or
epitbpes assthé Boladd mnaniémhaiubadbt prbdudyd by thel hyterilotmg deprsited with the
ri doma deposi 1t h the | DAC as accessi on nunber
IDg‘giafﬁ%c-ewn %F’%F?ﬁﬁg(ﬁ%net hod of treating a human
tunor in a mammal, wherein said human tunor expresses
Claiin 18castA arethod pf trexfieg o hurazn tambr Hamaninhalhwhkpeio isdid bahantumor

th d | ' d b
expiEer Rt adhEp ihRp Bt ashen YHC recifeai el (P REBURET
mdHdoIBR1 aﬁm&ﬁﬁo@&e@ by € h@rﬂﬁddﬂ&(hépésﬁtaﬂwﬁh thedDACfas awleism

anti bod gand i.s characterize n a$I|Ité ib
nue@%r&éﬂ?‘%r%ryam aHibastyrligand thessal ¥ wlgav@% characterized by

an'ZBRBLH @&ﬁﬁetﬁ@él}' bt ﬂll?dlh{i of sﬁi@ i dtedRbro8RNal aAMBHAN kSitddrget
adm™ni sterin o0 said manmmal said i sol ated nonocl onal
antigen; ¢omnpyisiog administesig td saigamammalepid dfolated menoglepelgatibody or

vV g
anfib G il or i ZBi ihoy B RgiEP ST Sfedicf] BT Rpmivars,
tursaribairdes.ol at ed nonocl onal anti body i s conj ugat ed to a

cytotoxic noiety. Caim20. The method of claim19
ein
c1¥@01{90pe rQetﬁ hod 3 Bu’mgs %{ar%ﬁ%]safdﬁsoﬁtéﬂﬁbx%gfo%ﬂé&jgbodySnsaI ;
comsgﬂahndcﬂnwumhmmay anti body or anti body-1i gand
thereof activates conplenment. Caim22. The nmethod of
m wh ' r
U0y TR YRR 40 DB e ThaRR AR 30k R
isotape] ul ar cytotoxicity. Caim23. The nethod of claim
18 wherein said isol ated nonocl onal antibody is a

T A R A e

antﬂs(ﬂ&afgaditﬁaasf(abmwdscaﬂpieheﬂy is a chimeric version of
the isol ated nonocl onal anti body. C aim25. A nethod

Cfinign  ulton ot e bt EPhpish R TR B R Gyt o

antitsdidy-gigindnhéredt nsddetdsfantitsddly efdeindehs céllulak Btotogieitat ed
nDnocIonaI antibody produced by the hybri doma

Slt e S _accessi on, nunb r 05
CigrEn & nfhedbepd olGiam T RBFEGres i Srt HRR BB PR
huinSn1Eéalareﬁﬁin&ifltl¥e€1§blhycﬂiﬂoﬁbldnhlajltlbaiycOﬁpet It veI y inhibit
bi ndi ng of said isolated nonocl onal antibody to its

cidig4et

The method of claim 18 wherein said said isolated monoclonal antibody is a

chimeric version of the isolated monoclonal antibody.

Claim 25. A method of treating a human tumor in a mammal, wherein said human tumor
expresses at least one epitope of an antigen which specifically binds to the isolated
monoclonal antibody produced by the hybridoma deposited with the IDAC as accession
number 051206-03 or an antibody-ligand thereof, which antibody-ligand is characterized by
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antigen, conprising admnistering to said manmal said

nmonocl onal anti body or anti bodyligand thereof in
w@oosesté on with at | east one chenot her apeut i BCEHGa2108/000150

in an anount effective to result in a reduction of

said mammal 's tunor burden. Caim26. The nethod of

T S R R e R e TR

an€ifenCtonipiisid ahidistiring Sbdaitl :ayhmblaxidandibtiehal antibody or antibody-

lERHER S 8 SUTeReR Rith o Rh NS HHAT N AR bgamC a1 amount ective
to PRIk Rt ctiSREtaldRinaRdr saghoMat®a. conpl ement. G ai m
29. The nmet hod of claim?25 wherein said isol ated

rr,ohocl onal antipody.or _antibody-I|igand thereof . .
OBt oo b o bot PG dbsiercald e ard Boros ks eribafy is
coffugdtéd 139 cytbbRidméilgd of claim 25 wherein said isolated

nonocl onart anti body is a humani zed version of the

i sol.ated_nonocl onal .anti body. C aim 31. The nethod. of
Cleimyg'm 25TREHBFBIdPICkAm 2P§@Ff§¥ﬂesal WRHIORAFY AR T Fagtoashve s
isdlogehi Neri c version of the isolated nonocl onal

anti body. Caim32. A binding assay to determne a

presence_of cancerous cells in g tissue s le.

Clgin Bt o ereibe HisiRA 25 Oyherein i sclateLmepselamRhasiipady or
anfBs#ydighd théBoft 2R AdsREmpRARA. Onal anti body produced by
hybri doma cell line ARS0A56.1 1 having | DAC Accession

No. 051206-03, the humani zed ant.i body of the isol ated
Claighafe| onkie mibedRi@rip e dhermin Bl isqlaed panaclgplzantibody or
an &f&?ﬁ] ighfCth¥edfinddifics! dRBbods YepnaaR edifRiar BHORRICIPS1206- 03

or the chineric antibody of the isolated nonocl onal

ant i body produced by the hybridoma deposited w.th the
Clrima®. as” Hrecrelednf ciimBé whers il igated- pepnclogplpgtibody is a
huRfaRY LN RSorfofihSiSsigted MBRSForal HFbGRL d human tunor ;

providing at |east one of said Isol ated nonocl onal

anti body, said humani zed anti body, said chineric
Claim 31p o dy Thsrmethodeficlaim @9 Whersin-saidtisnlatedymongelonalantibagiive s

. j r ' : t hose recogni zed by
Cht elci%g‘]é?a gt% gglwn%%(t)c %%Fﬁgﬁt%ﬁ%%g§' produced by a

hybridoma cell |ine AR90A56.1 1 having | DAC Accession

Clain 32051 24 birdingassay dxdateringta nresgrae of pancerpussestls ing issparample
. : : o ¢ i .

b L

antilaly pragdneed by dry briidoah acoetl iline AR 9GAS it having T DACyseeedsstand¥ee of

05M66tb3,sﬁlie Qurtni(nﬁzc‘eﬁeanﬁwlo? the isolated monoclonal antibody produced by the
hybridoma deposited with the IDAC as accession number 051206-03 or the chimeric
antibody of the isolated monoclonal antibody produced by the hybridoma deposited with the
IDAC as accession number 051206-03, comprising:

providing a tissue sample from said human tumor;

providing at least one of said isolated monoclonal antibody, said humanized antibody,
said chimeric antibody or an antibody-ligand thereof that recognizes the same epitope or
epitopes as those recognized by the isolated monoclonal antibody produced by a hybridoma
cell line AR90A56.11 having IDAC Accession No. 051206-03;
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wher eby the presence of said cancerous cells in said

tissue sanple is indicated. Caim33. Use of
worwsnswsnal anti bodi es for reduction of human PCIOA2008/000150

burden, wherein said human tunor expresses at | east

one epitope of an antigen whi ch specifically binds to

the isol.ate noc|

hyb oo ctmg g%ag{s)cln{e og S Prrc])v{a%cll gﬁ%ﬁ%@% és}%g %gtgaso?%{ h%!ﬁfd tlrgr%reof with
mﬁﬂﬁﬁ@@mﬂﬁeamdan anti body-Iigand thereof, which

ant i body- racterized n .abj

c oy P AT B et g e dn¥on L bl fand thercor
wifp@a@lseusahmplef i body to its target antigen, conpr|S|ng

adm nistering to sai.d mamal a d noclon qg

or by RAPrEIERCE ] s3It eangerou slls i saidGHRE semp E&St‘i‘ gate

result in a reduction of said mammal 's human tunor

burden. Caim34. The nethod of claim 33 wherein said
Claigpiat dédsernbmonpaienal ansiedipolayrepuction af ugpandemerdugden, wherein
sa%‘fuﬂltaf? MI&)r rgsjsé/s at ga§ lo néﬁtoPJ Qﬁn%ﬂ%ﬂ&vﬂéh E&ﬂéﬁl@‘ﬁinds to the

erein sai cytotoxic is a oac lve
isolated mpm)cloﬁhlamnbcsls pro'ﬂueedrimtimhybuﬂomdt dépositd withdhelDAG a3 d

seh R EA DR 2R3 f Ahlaiiehly ARG ah B

chﬁiiaetbmea 3y iaiii abiktyno smpi:tmee:ly athibit bivelivgodfeaid lisokud nhmubylooal

antj bod and t hereof di.at es ody d dent
anfiBidy i S s BB oo o AT g e A A TRt G40 TP fana
anfiBod¢foe ﬁlﬂibﬁd)‘aﬂgﬂidltﬁ&é&lﬁﬂi dmoacdfRo@Mle 18 Risilp Bichyretsction of said
humani zed version of the isol ated nmonocl onal antibody.
magalh yman tumor fptdemd of cl ai m 33 wherein said isol at ed
nonocl onal antibody is a chineric version of the

ClamPiat edTHINRbPEIaiR N WA safd isdlatedHhonddfaldntibody is

nonocl onal anti bodi es for reduction of human tunor
copiyeaiedhio aghiofaxicmeiglyd hunan tunor expresses at | east
one epitope of an antigen which specifically binds to

Clhfe3ss 0l atRomBRGPSH Piid |34 WHeteRP@ o%(&(ﬁéi@ﬁgleﬁlyis b RRlioactive

hybri doma deposited with the | DAC as accessi on nunber
iS@ePE206- 03 or an anti body-1igand thereof, which
anti body-ligand is characterized by an ability to

c1519{%3t it TlYeerhé’thbd"&' ith 38iviteitsaff isclatAmbrdi b Bshtibody or

nonocl onal antibody to its target antigen, conprising
antibiedyrligendethenagf activatesicampiement. sai d nonocl onal anti body
or anti body-ligand thereof; in conjunction with at

on '
ClL??ect | vghef‘g&[r]gés J)Jlec;izfi‘lﬂggt“ih‘é eg'gﬁﬂfisdlﬁe Slg(?zgﬂl fantlbody or

uction o
antibodrligandhtherepimettiatcs azmbndmdtipepdenrhellui@tcm@xwit.‘/cl al m 40
wherein said i solated nonocl onal antibody is

clgipgioat gk handd Scih 3% wheF% GldVisolated monoclonal antibody is a

humanized version of the isolated monoclonal antibody.

Claim 39. The method of claim 33 wherein said isolated monoclonal antibody is a

chimeric version of the isolated monoclonal antibody.

Claim 40. Use of monoclonal antibodies for reduction of human tumor burden, wherein

said human tumor expresses at least one epitope of an antigen which specifically binds to the
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Caim42. The nethod of claim4 1 wherein said

cytotoxic noiety is a radioactive isotope. Caim43.
wab@snoetshod of claim40 wherein said isol at ed PCT/CA2008/000150

nonocl onal anti body or anti body-1igand thereof

activates conplenent Cl aim44. The nethod of claim40

d
s s B iy RioBlee 0 RPALoRN PRI Wih e TpAG o
accmknbmﬂumrbecgﬁlat)@m ot ty antiBody- hgaﬁﬂ thefdof wlmtlimdb@dy-l(gaad ()]
40 d | t.i b
cHiERARHE B, AR G ey BB MR 518 BREIE TPHo)
anfibaily 190 ﬂsﬁtarg&'tf@tlgﬂﬂ; bsfibrizingelmiinBtethg Wb SdieinBmal did hiédosloasl
nDnocIon antlaody is a chinmerig v rsion

anfo S SHOHOAERS Refeok GO i Hisert onR B BERep i aeen

in 8 ARGint Meecli®! totrésBR A Nk dactiol BRRICANRMECHRuriad fhor burden.
conprising in conbination: an antlbody or

ant i body-I|igand of any one of clains 1,
Claim 415 ¢ oHjeuethed fclagm A Wz&ﬁtet“ﬁé’&yso&‘eddﬂ°‘!9ﬁl°rl§‘é‘ﬁf"tﬂ%ﬁ ng
cohjugAEbh ¢ @&gqﬁma?th a menber selected fromthe group
conS|st|ng of cytotoxic noieties, enzynes, radioactive
ounds, cytoklnes |nterferons target or reporter
Clwm i esThepethrdafchia Abuberc sid. cytsmaﬂcam?lew afagligactive
is unt of a pharnacol ogi cally acceptable carrier;
wherein said conposition is effective for treating
sai d human cancerous tunor.C aim48. An assay kit for

Clafex4Set i nhetmthqdrofslee 40 weralmfaﬁawlaé@rmewsma tapiinady or
athSb%WllgﬁhdStﬁérgoﬁ%&sgaﬂ Rheys tunmor expresses at | east

one” epi tope of an antigen which speC|f|caIIy binds to
t he isol ated nDnocIonaI antlbody roduced by the

Claigiddi donkhedegilensi af slaimi@ whersia spiaglages ra@r@ebgal@nnmﬁ*@e r

= [WeTotel T
antgon%tlif-%g%ﬂ%ﬁ?éoa d?dggsgﬁ ar av d!fe&lﬂz ed% %‘B*"dla |tf'y to
etitively inhibit binding of sald i sol at ed
Clm%cl onkhe mgthddsd glaim 40 whereingpig dsolatast menenlonaltantibgdy is a

hu@gm{?'v%t]ﬂ% 'gfelga t@t%g@&%tﬁa&gmam' body produced

e oSl t | DAC as accessi on
nunber 05 1206- 03 or an anti bodyligand thereof, and
Claimefs f oFhedesthoshaf alaimA@whereintshid isolatidamendcional aotikadalis 2

ch{f}{}f-lh Oggtxn 8%\61\/25&@6@%(}?188&41 LgARg, thereof , is bound to a

pol ypept ose presence, at 4a partlcular cut - of f
| evel , is dlagnostlc of said presence of said human
Claimrider dusompesitipn effective for treating a human cancerous tumor comprising in

combination:

an antibody or antibody-ligand of any one of claims 1,2,3,6,7,8, or 17;

a conjugate of said antibody or an antigen binding fragment thereof with a member
selected from the group consisting of cytotoxic moieties, enzymes, radioactive compounds,
cytokines, interferons, target or reporter moieties and hematogenous cells; and

a requisite amount of a pharmacologically acceptable carrier;

wherein said composition is effective for treating said human cancerous tumor.
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Claim 48.  An assay kit for detecting the presence of a human cancerous tumor, wherein
said human cancerous tumor expresses at least one epitope of an antigen which specifically
binds to the isolated monoclonal antibody produced by the hybridoma deposited with the
IDAC as accession number 051206-03 or an antibody-ligand thereof, which antibody-ligand
is characterized by an ability to competitively inhibit binding of said isolated monoclonal
antibody to its target antigen, the kit comprising the isolated monoclonal antibody produced
by the hybridoma deposited with the IDAC as accession number 051206-03 or an antibody-
ligand thereof, and means for detecting whether the isolated monoclonal antibody, or an
antibody-ligand thereof, is bound to a polypeptide whose presence, at a particular cut-off

level, is diagnostic of said presence of said human cancerous tumor.
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