WD 2006/ 084075 PCT/ US2006/ 003748 ADAM 9 MODULATORS
TECHNI CAL FI ELD [001] This invention is in the fields
wohodsioskoogy and i mmunot herapy. More speci fi calPCyusRa06/003748
concerns di scoveries about ADAM 9, a known anti gen,
and polyclonal and nonocl onal anti bodi es and ot her
agents that bind to this antigen. The invention
further provides nethods for the diagnosis and/or
treatment of a variety of human di seases and cancers
associ ated wi t h ADAMYDY MIODAY.AIPRG9 nodul at or s
i ncl udi ng agoni sts and antagoni sts, and pepti des that
bind to ADAM 9, including anti-ADAM 9 anti bodi es.
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two examples of such therapeutics. Alternatively, antibodies can be used to

make antibody conjugates where the antibody is linked to a toxic agent and
directs that agent to the tumor by specifically binding to the tumor.
Gemtuzumab ozogamicin is an example of an approved antibody conjugate
used for the treatment of leukemia. Monoclonal antibodies that bind to cancer
cells and have potential uses for diagnosis and therapy have been disclosed in
publications. See, for example, the following patent applications which disclose,

inter alia, some molecular weights of target proteins: U.S. Patent No. 6,054,561
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Patent No. 5, 656,444 (50 kD and 55 kD oncof et al
protein). Exanple of antibodies in clinical trials
wanaiecms4appr oved for treatnment of solid tunorsPCHaiSH®en03748
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event to the evolution of an increasingly “disease-like” or ‘cancer-like’ tissue type
leading ultimately to one with fully pathogenic or malignant capability. Some
argue that with cancer, for example, a single mutational event is sufficient to
cause malignancy, while others argue that subsequent alterations are also
necessary. Some others have suggested that increasing mutational load and

tumor grade are necessary for both initiation as well as progression of neoplasia
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via a continuum of nutation-selection events at the
cellular level. Sonme cancer targets are found only in
wounwrosti7’ssues, while others are present in noPAEIUS2006/003748
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cancers found in different tissues in contrast to an antibody against an antigen

associated with only one specific type of cancer. The antigen would also be
useful for drug discovery (e.g., small molecules) and for further characterization

of cellular regulation, growth, and differentiation.
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WD 2006/ 084075 PCT/ US2006/ 003748 [009] The ADAMs (A
Disintegrin and Metall oprotease Domain) are a famly
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cells that may be used to diagnose and treat such diseases and/ or cancers with

antibodies and other agents which specifically recognize the cell surface targets.
There exists a further need, based on the discoveries disclosed herein, for novel

antibodies and other agents which specifically recognize targets on the surface of
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4 WO 2006/ 084075 PCT/ US2006/ 003748 cells that can
nodul ate, either by reducing or enhancing, the
wdi2emsas€7pr onoting activities of ADAM 9. |t i BCAMWS2006/003748
object of this invention to identify antagonists of
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[016] In yet another aspect, the invention is a method of generating monoclonal

antibody anti-KID24 reactive with diseased and/or cancerous cells comprising
the steps of: (a) immunizing a host mammal with an immunogen; (b) obtaining
lymphocytes from the mammal; (c) fusing lymphocytes (b) with a myeloma cell
line to produce a hybridoma; (d) culturing the hybridoma of (c) to produce
monoclonal antibodies; and (e) screening the antibodies to select only those

antibodies which bind to diseased and/or cancerous cells or cell lines but do not



WO 2006/ 084075 PCT/ US2006/ 003748 bind to
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antibodies are administered, with such antibodies mapping to two or more

different epitopes on KID24. In some embodiments, the anti-KID24 antibody is

linked to a therapeutic agent or a detectable label.

[022] In another aspect, the invention is an antibody comprising a fragment or a

region of an anti-KID24 antibody. In one embodiment, the fragment is a light

chain of the antibody. In another embodiment, the fragment is a heavy chain of
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6 WD 2006/ 084075 PCT/ US2006/ 003748 the antibody. In
yet anot her enbodi nent, the fragnent contains one or
waonnws/08¥dasi abl e regi ons froma |ight chai n andPoOT/U&2006/003748
heavy chain of the antibody. In yet another
enbodi nent, the fragnment contains one or nore
conplenentarity determning regions (CDRs) froma
Iight chain and/or a heavy chain of the anti body.
I n anot her aspect, the invention provides
the ﬁBFWé/ptIPd& apgiies Bbaginent, thayragaterh sontairisisadica gyore
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[ hal
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derdrtrfiinli6sBAATD R Gt a(itbht bR An@PEa heAm b, deiedbt
ﬂﬁ& gln and three CDRs fromthe heavy chain; (e) th

chain variable region; (f) the heavy chaln

[023]ailh aldther S thef mfzé}ﬂlo&rﬂrbvﬂﬂ'e%ély@@ﬁhmm&%é} of N

anot.her as the .inventi ni zed anti body.
maf AU A RSl oraEhE FRE ob (Mo B ) 560y PR LIEDs
(or ﬁagmelnts rthdSIGOQERﬁn e Rglitar-hebuyrahaia(b) tl’ﬁfb@@bl’@rﬂ'(blﬁ QKly .

hghtt nhal ree gb?% erog% fhegbeaf/% gga(ug) &iggl‘tr8§ & ng%:qr}’lb]pﬁ ﬂé}ft ©

Chamdﬁbd&ee@méwm felheavy cieine(e) thedighnthdin dynaﬂe tdagon;
) t*\@ Kgsnztyj &gmcxs)ﬁﬂﬂlg J.Ge%‘g (H]gf {RE f'irr{rt?— D@fg three,

srebf mhlch are
10241 h én gm’rbelam/ectr thedemmm ifn &.nmrtatneze@m(c@))dpf Irt dvene

| |
emﬁdl%glﬁémt#@% H%ﬂ?%au%‘%%g c@’gngbé%%b @Qé/{n oH'CDRTE ngn—
hurpis arti-KHP24 antihastye (I8 pome embh»érmamtw thg hpEhngzeti am@bo‘éﬁ
bm(!lsntoﬂﬂ@gi}ﬁé o?éﬂ%@ént e&aﬂ%{_né(g)ve%rgth&rhﬂtf‘K 4025}{‘[%?[1%

antl % I‘ISIn ereglons eI‘IV
- Genggallyap Hra@gae@lr@témdyavf Hesaipyentieyi epraprdses ong ghmqrhénrm

twoofhr@e @@(ﬂ’ Ruaask @Pfrh IIﬁEIQg4h&Q$f) @8ty RRLH a‘f@{}% s@ﬁ%e a d/or

i ons _deri V@g rom const ant regi ons of a heav al n
deriygd frgn) thers DR f fheqrieana) aarhuma Bk IDRH2]by

sonﬂr@ﬁﬁ&ﬁm@ﬁ@?ﬂ{e hdrhén hﬂ%&l‘y' HRdd & BB shSelodldeGkrent
otlde hat encodés_ an anti body nu-anti - Kl D24

nud
ePltf% )%Sso Pt %%ﬂf&ih?égeﬁ Epqpot Wpactd*éﬁe@rqnﬂﬁaﬁeo@r
ch1rﬁérla°e]fﬁ£50mj%n§ﬂr?sﬁqg ﬁdndbl[é)@gﬂ))ﬁs 6K e8 from! Véx@aﬂl@iﬁ%‘iﬂﬂs%

enc asses .a dy tldes Vi t her ent
bGP ARG S5 o hr oA  Bor PP Bk ogRend
congthovegivpe defived frant tdeeing :Beglcbr[s @ndidaey cB&ﬁ%ﬁH,a llghlﬁ
&m%ﬁ%%qu#&go d%gs pol ynucl eoti des encodi ng any of

i ncludi ng anti body fragnments) as well
[024s IIaﬁI}Otbd:li‘aBpegDﬂyepn‘m}itﬂﬁSs gleolatdabpolhrtidedtide that encodes

an antibody mu-anti-KID24 that is produced by a host cell with a deposit number

of ATCC PTA# 5174, or progeny thereof. This invention encompasses antibody
polypeptides having the inherent binding or biological activities of any of the
above-specified antibodies. In another aspect, the invention provides
polynucleotides encoding any of the antibodies (including antibody fragments)

as well as any other polypeptides described herein.



7 WO 2006/ 084075 PCT/ US2006/ 003748 [026] I n anot her
aspect, the invention is a pharnmaceutical conposition
woaoprossi7ag any of the pol ypeptides (includi ngramysedos/003748
the antibodi es described herein) or polynucleotides
descri bed herein, such as pharmaceutical conpositions
conprising an anti-KI D24 anti body |inked to a
chenot herapeutic agent, an anti body conprising a
fragnent of an anti-KI D24 anti body, a_ hunmani zed
lozﬁémhﬂ BRI IASPECt S IRYATEIONRE DPhammdentier} competitiner i ¢
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agef o7 BBHy WS URPBERE AdiAGRIENf Phikbant 24 antibody, o
humzhﬁzmi hﬁibaﬁgzldf ] moaqaﬁﬁaﬂ RUST afibddy 2dliaaetic ‘éﬁtﬂ%’d t y

tic acce | e exci pi ent
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KIDgn aatibodykhidP donséarit irbgidis devinedl ﬁ'@n@ lﬁ&ﬂafpﬁﬁﬂﬁf&y, 8ha a

hfls? BB S 8RB Btk Boreuyioe B Sarhteuat b oiPRhe
antlgodm prod s gttx KQDZﬂf arkibodg yesar et drereih Umged pr ®st at e,

B3 e 1, A LSERI SOPRST 6|y ey
accepitfdeierimiens; the cancer cell is in a bi ol ogi cal
[OZﬁaﬂp!}ﬁe as &eﬂféll entfol?lqs cglln J% §?I%EB.|Si%ﬁI o ORIV

i ndi vid SUC as a her aspect,

--antipady Pﬂ%htq W%@ras%ph@dimﬁas eigraostnags ik dageeferredn -
semBodGih Mg URE cBYced @élﬁﬁtslefégteélf% ﬂgég%l%ﬁ% lrc§ 1§tg{£ défhgdney,

i ndi vi dual particul ar di sea ers
OVaaé%dE%tPéasfaﬁet PRTICRIatignerie epd dreasticasicameeile. Fresgpumses

edeathﬂb Mhe R ®r célfhs gkd. aﬁpé%?rtteserﬁf)oalﬁﬁn‘tsn &{%%hgé}’cell is

ods are_ provided for nodul ating inflammatory or
in agf& %lﬁfiirﬁﬁ@P}eg gally, the hiolagigalsampie is foseas enxlividual,

sud@@ﬂﬁhﬁm@ﬁs resultlng frominflammati on and aut oi mmune
y be subject to treatnment using the

or s t hat

["282 ﬁb bt rEecl e MR HEAE Tof method ohdingrasing dinese fean by
1ndmmpablf>y détbetiig ID2GHnadRs f6#n tﬁﬁ %dlmuhal p&rﬂmlﬁﬁﬂlytc%l%a&s

rosis encephal itis, stroke, "other
or Ry 50 -2 Bl s b emaflY oF gl e i
indivithdatsd iln gther (aepea:ts ofgthe diviehtion, anethGil ok sodidse @&e

| upus, rheumat oi d 4&r hr,it]

mod SRR RPN o B Bl P R P G408 e a
andgph@];tmg@re@ubmgsfromeﬂpﬂlmnMaﬂpn nad lantohmmurﬁt(ﬂ@jrders that may
be sqﬁf(e&BcB 'tlte'aﬁnerﬂstgfﬂga&escbm%g%% LR34 methods of the invention
include, by way of illustration and not of limitation, multiple sclerosis, meningitis,
encephalitis, stroke, other cerebral traumas, inflammatory bowel disease
including ulcerative colitis and Crohn's disease, myasthenia gravis, lupus,
rheumatoid arthritis, asthma, acute juvenile onset diabetes, AIDS dementia,
atherosclerosis, nephritis, retinitis, atopic dermatitis, psoriasis, myocardial

ischemia and acute leukocyte-mediated lung injury.
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I schem a and acute | eukocyte-nediated lung injury. 8

WO 2006/ 084075 PCT/ US2006/ 003748 [029] Still other
wondiepata7ens for therapeutic use of anti bodi esrPamas2006/003748

ot her therapeutic agents of the invention include

adm nistration to individuals at risk of organ or

graft rejection. Over recent years there has been a

consi derable inprovenent in the efficiency of

surgi cal techniques for transplanting tissues and
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noth as |nv
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on_,S cel ls. from.the individua erein
(ot gkt R ot st Ehenab Fom ol e mes. ve
[0303f Is andthér; aspeet; thelinvaraton ie abnethog ibisdiag R texwhess! an
er.mn usi.n ntir- Kl D24 ant | body.
indf b Gl R R e St Moo & et
KIDPheniseleetedatllsdrppahe )mheslﬂlab mv}felr@mh@deﬂp&?essfﬂﬂleafﬁﬁm on
said QBLECRURAT A5 URPCDEY Oh Tl ISR Q8L BLLAE: 0T/ O

uantitati ve ete neasurln
tih Oefermisfed rt@mgeart @taKHbfm mibodbrorsﬂs]omerenylmchamtsh dte

e e

L. n an i ndi vi on or rele
detection caa ysed thersin tlwbldeﬁ quelut@m: and (dreentitative detaniomr | S

(me‘éﬁhﬁ% @eelt;mﬁhto@%g{owpefe&ﬁwﬂd Do,y not limted to

adrenal gl.and tunors, DS-aSSOC|ate cancers,
[031]) I yetamothsr PSPRSE tthe} HvenHen is ealg‘qet}@@yqﬁd@agn@ﬁmggancer inan

indiRiagds d@@@ﬁﬁg K(@W@é&@é& 6 CUPBBE BB Shdividual,

h ransi tiona carci nona), bone cancer
w E(rﬁla'éﬁﬁﬁﬂcﬁﬁﬁé‘e eﬁ‘ﬁ@ &9 Hhe steBRENAYding but pet limiedir on,
adr@sil ghedrtanioey, ATDBissbcanell sRicBR| alvos1dr SANEHE Sarcoma,

astrrreta tatic gpg tunprs, breast cancer, carotld bod
POHS EmOESeP &1 cansrid e pis el sarsinaspaand HppT e cel

carcnzlm‘maﬂ)opdmm&nbaf(aﬂamehﬂmd}ﬂ& Céln@ﬁﬂ?maﬂb&@cy%' |
. ol on ca r cancer, cutaneaqus

oste Ol SR v b o FICPiSCmEfific brain
tumooy bdeaseddncen noosid bterlg mdly\ﬁmasrwdﬁ‘l\tmeﬁ chod¥b8arcoma,
dho?&((;ﬂ;lQ,Sc}ﬁ%lggﬁlllobryl)éggﬂdcell carcinoma, clear cell carcinoma, colon cancer,
colorectal cancer, cutaneous benign fibrous histiocytomas, desmoplastic small
round cell tumors, ependymomas, Ewing’s tumors, extraskeletal myxoid
chondrosarcoma, fibrogenesis imperfecta ossium, fibrous dysplasia of the bone,

gallbladder and bile duct cancers, gestational trophoblastic disease, germ cell
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chondr osarcoma, fibrogenesis inperfecta ossium

fibrous dysplasia of the bone, gallbladder and bile
wduaaede/osanser s, gestational trophobl astic di seaBeT/Ugen06003748

cell 9 WO 2006/ 084075 PCT/ US2006/ 003748 tunors, head
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[032t]hé“ 8535P8HY Bre iRy ppipn ip ﬁn%aﬁfb@@f@@il@ag ds@mplsleof FWEL
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of 4 is _determned usin anti - KFD24 anf |
brea}sﬁc% 13 4B dirishvpd comprgn elegaiag therexprgspignioh KID24

in alb@oleicalf saklgIe frogxple @Sk Ritial.  RNBoaR drbodiR@nts] R4 xpression
contribute to el evateq

fromthe cancer_nm
of KB £ RalermiPE ¥oe 2 90 KIH aniHeR Eofh: s pgbodiments
the detleet alleeecting todlvél of KIB2 jgﬁesm&{ ﬂ@ﬁ% ceHal TN@KPDLQI

ous secretio
rele it IR B el B FoRETEA e e v e REBRA St awpmion
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secrbB@ls)Pi nds to KID24 sufficient to reduce growth of
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adnﬁﬁfg&?fn éff‘elc{ﬁe Qﬂlgu teéfea?\ta%%]b ﬁ%m 1i:»h edsQo %’ff@%}l su ﬂlél%ln

Imted renal
to reduce growth of cancerous cells In some embod1ments, the antibody is an

anti-KID24 antibody. In certain embodiments, the cancerous cells are selected
from the group including but not limited to adrenal gland tumors, AIDS-
associated cancers, alveolar soft part sarcoma, astrocytic tumors, bladder cancer
(squamous cell carcinoma and transitional cell carcinoma), bone cancer

(adamantinoma, aneurismal bone cysts, osteochondroma, osteosarcoma), brain
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associ ated cancers, alveolar soft part sarcong,

astrocytic tunors, bladder cancer (squanous cel
woanwioserta and transitional cell carcinomg), bBa®US2006/003748

cancer (adamantinoma, aneurismal bone cysts,

ost eochondroma, osteosarcoma), brain 10 WO 2006/ 084075

PCT/ US2006/ 003748 and spinal cord cancers, netastatic

brain tunors, breast cancer, carotid body tunors,

cervi cal_cancer, chondrosarcona dhor domma, chronophobe
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meﬂﬁb%?om%él%rﬁglrﬁéxlﬁhgloﬁ}ég%ﬁ le Ql%gc%%le %%E) a%la

neuroendocrlne tunors, “ovarl an ancer,
muléiplemyelomsy p‘r}fql%dxspiaﬁw éﬁrrdir@mﬁcmmnh]sstonwanmﬂwn@mcdme

mmmﬁﬁlarp@mc@it %bﬁcr@%c%ﬁ%ers %ﬁ)ﬂ%? ﬂ‘?}lroﬂﬁcra\f&n&gggt h

Ennrs haeochr onpcyt oma tunors, prostate
pargthpoad tufBB’SSt Beqigtyic C@ﬁ%&lper ErphoeEve Shéfrtb thewwes, ol ogi ¢

phabb@RbEFontae PalitaB ARSI fro GRREheer ARRIQIE RS

r habdomy sarconﬁﬁﬂéarconas skin canc soft - tlssue
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Can%e&rﬁémdt EICRY ATMY reatnma. iR CopRRIoHBERF aitcinoma,
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cer P SO BR el cris R ec P ey Bk PSP R e {0
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card{dYEnting or delaying devel opment of netastases in

an 1 ndi vidual who has or has had a primary
[034] In yet another aspect, the invention is a method of preventing or delaying

development of metastases in an individual who has or has had a primary
tumor, comprising administering an effective amount of a KID24 modulator. -
This modulator may be given alone or in conjunction with other therapies, such
as radiation, chemotherapy, or surgery. In certain preferred embodiments, the

primary tumor has been subjected to at least one round of surgery, radiation,
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tunor, conprising adm nistering an effective anount of
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t mﬁﬁ?ﬁﬁﬁﬁvntderlved froma naned antlbody herei n

[037] 9&&mad bﬂlbo@il}ﬂen@@tth@%?@mﬂ i\ﬂ‘hbod‘f/qg'p Fﬁhﬁ{c?q%egrh%tﬁgﬁ%

rtial or |nta ant
de“é’ﬁ%g&??rh% reed pREDoG ﬁena}rdz&n%rﬁﬂy,mwor gec@smﬂnn

corr@alﬁisir@&dye dddlrh(bke%@tlélrorriﬁtra@t CDROBEMe £8b8fy)L NG sBARET
enmbodi nents, the che ¥herapeut|c

embgégﬁ?ntel he ﬁnﬁ&ﬁ%ﬁ‘ GRIROGY 15 humppaptlhady wisheeglosmare
propﬁhes/efr thd niafited dnfi@od@PNTesori@bmbodinhents, @E@EM(’)%@%euﬁ@

MR L AL
(is ictaredized)n Iagome nmbadﬁuadlts,ahaager&umgapaﬁm ni steri ng an
038 b 3 PR e By DB T B ot PR BT R4 P ko
1nd1pml}1ahc0m}bmmg hdmapgating aagﬁextnvteantdmt bﬂ&i tothgodtion
comprising an anti-KID24 antibody associated with (including linked to) a
chemotherapeutic agent to the individual.

[039] The present invention further provides methods for modulating, either by
enhancing or reducing, the association of KID24 with a cytoplasmic signaling
partner. The association of KID24 with a cytoplasmic signaling partner can be
impacted by contacting a KID24 molecule presenting on a cell surface, with an

agent that modulates the binding of the signaling partner to KID24. Agents
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[039] The present invention further provides nethods
wo 2dvenserdul ati ng, either by enhancing or redcCi/ugpood/va74s

association of KID24 with a cytoplasm c signaling

partner. The association of KID24 with a cytoplasmc

signaling partner can be inpacted by contacting a

KI D24 nol ecul e presenting on a cell surface, with an

agent that nodul ates the binding of the signaling

artner to KID24. Agents 12 W) 2006/ 084075

whiggiogsporEeo A ssspetorpvEb its bindinglaed/ susimpling

partﬁ@@%h@te heed W hBdith& ﬁibl?o%id&gaﬁﬁétﬁfalo%%cglf‘@gc@&es which are

can g& to nmodul ate bi

mVOB Qédpe%‘ﬁ?gé FETROBIV S Re Ao et (Fathological
prod‘élse?ﬁ 41|wmdm atieid abtit iaomEe |t@1&o?ésdo@ﬁwaeceﬂ eeHRASES. ! ud

at hol o 0 es .i.nvol vin ion include
040f  ren B a8 Bp el RE R o HEFotehge rre=edoe
othéresdeatdod@intetthe hisoalbhglh byﬂm@d«:&hlﬁ bnﬁcﬁd rtn@ﬁ Baﬁi:% at

e _association o th a
ant R BBl e Bty sngeant bl o by
modpeeishilc ah iryeraamrdgeimtubﬁmg%pé}ﬁﬁie&dnﬁ;ﬁfsm%eEIQD|24t y
mte}a%h?lqglgeu {: gal m 1ts q{)aﬁlven ¢ ertﬁ%%at??q} %sy 15% qgtg qu éll‘tttagt living
ceHS() tvwh @hinldymg paxfaw andtal tes agent, endrdticonirasg ithether shetesn
I I t n r

agedtVefiles!dr thifheel Bl ihaile!d? o Bl G AL LD B B3

test agent, Ster ing test ~agent
peptd@iuces or enhances t he bi nding of the binding partner

[041] oAthﬁlsél 4 ozﬂ?t@tér@eo PL%%%Eég&ﬁ lof kK322 REARE0R 'a?é S

her ITD ul ators 6] ction are expressly
eXPlieﬁ%Y era?élad% within thpscopeep thipinventisni Fhesawgonists, antagonists

and ThE&$8a RFP Moy ae?ﬁﬁ@@%‘t %&1% i8I BB A &r tﬁe @flﬁgemc

pol ypepti des t'h rise ne or nore .
detezpynayy sites mo‘%@é’#n?rm&mprm% crrﬁmmemrn%wts @thstes one

vari@hts 5P El&—‘chf sﬁl@gr@ %Eﬁtl@émﬁﬂé‘t}fts%f &€& s1te¥ ath&e ta%oﬁ’ifsﬂcs uch
hese

S|tes IP%%% netics of such sites.
anfa&gmﬁﬂéﬂné i RIOTY eomBRnda 35 2rvpded Hy rspr or
cycmgmun %d&{;ﬁwﬁﬁlﬁ)}yt&ﬁﬁrlédﬁlﬂ lédze algle SrhinoCted te%ﬁﬁhegtﬁ&m not
an 0 | (0] r}se a one no acl
comPSf R ot AR B |e3S: s Ay e s ke spgpGFnds
majyl mj gl’gzc@;lyﬁtain'[tﬂx_le_ ﬁlgéﬂlstsem&aga'ﬂﬁ%,ear@@@@ﬂﬂ@auldgmtcﬁ &ID24
C at ed e ant 0]
rundioh s HRon A, SRR afea At 5 O edtins BREnEAng! o
methl@@s desbtijedisladyeiwitla kdfexwhce heareitodtisnent s and  net hods
ORGSR A
and jrefiered fto aereinnAUR4. Thirhntigksis sdtable fhensd as eas Kl D24.
1mmmo%eﬁaham %& b Pekgéa%ﬁﬁ Yja %tléan&&ergg%ﬁ%%gu%ﬂd

for~a vari ety O esearc nostic an erap
[043p yEpesstain aspects, the invention is a method for aiding in the diagnosis of

disease in an individual comprising the steps of (i) assaying for the preserice of
KID24 in a blood or tissue sample obtained from an individual; (if) detecting
whether said sample has an increased amount of a KID24 marker relative to a
normal (non-diseased) blood or tissue sample; and (iii) correlating an increased

amount of said marker to a positive diagnosis or correlating the absence of an
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[043] In certain aspects, the invention is a nethod
wo 2b08fosai7sli ng in the diagnosis of disease i n BOT/US2006/003748
i ndi vi dual conprising the steps of (i) assaying for
the presence of KID24 in a blood or tissue sanple
obtained froman individual; (ii) detecting whether
sai d sanpl e has an increased anmount of a Kl D24 marker
relative to a normal (non-diseased) blood or tissue
sanple; and (iii) correlating an increased anount of
increserdchmauitent seid markes o @ vegadva gHesiasisder diserst &R CHEP P he

emb&ﬁﬁu%ﬂ%e l-g-:rmgfkeil% R 2QPB4R ﬁlq 4Rt REDPWSA G064 O céBain

creased anpunt said narker to a negativ
embefimgnisalse mefhodiis Ssaed P e PITT S BABEAHBIES B Yo
consiggf\% BF re{cﬁoxqf‘éh@@ txﬁg%ﬁ’%' Sy Ptodititly, khOZAnamohBestherigtry.

aln nbodi nen t he nethoarls effected by a
t echni que selected fromthe group consisting of

radi onucl peeri PRGCRIPTIOSVOE INES

I mmunohi stochem stry. BRI EF DESCRI PTI ON OF THE

DRAW NGS [044] Figure 1 shows the results of an
{0447 ”Figﬁ@@![ gEdPé ﬂﬁtrbsﬁﬂts(df RRihrigiopgedipitationt(ippk] D2dg om-

ceI fr e ey carc C
anti- KNG O S ottt B e BrGrirh G, Aebs sofsd b
westafit bl@&ﬁh@ﬁnth?h&aaﬁrlﬁwzpannb@heg Thﬁearr@WEﬁoDHS o fic
d e . nmu-,ant i
7k e A SR Tt a st b SRR B a*f?%%% %“ﬁ?ﬁe
results bfigh ﬁnmuﬁnp:mcmahﬁ&mpﬁ) ataltnglac@}mmtﬂﬁla)\ AGRA & antibody

f 1e
on 4%@ ﬁ]? fys%ﬁ) cﬂ&ﬁxﬂet : &&&rﬂlﬁ@k\g%ﬁ@ﬂ}edﬁt%mmz; I%rélbod S.
Lanee pragkahiths R resregéntp sanplen obpprtein peg-cleyriongel

- concﬁgggé 98 m a&fﬁéaljt?e Jﬂa’g\#@’d r@s@ntslﬁﬁ lés%ﬁfﬁ&%?r%aﬁﬁﬁ'@&es

nopr eci pi ontrol G anti bodj es. lanes
wﬁlnmrkmli Igﬁ} phtlbcpdxgyg Lanp@gya@lg@qw P4 srepresentsisamples

im 1%&0?%1@&@ Mo aﬁﬁﬁédlgsl D24 anti bodi es.
e e 12 o gt oo

Malf Qﬁlﬁkgﬂtaﬁﬁ @; a%@ll%@&jz B& atbch.l@o SHOMA offthé gfﬁiﬂh o\ aan

car ci noma c i ne and hunan ancrea
ovaga @ar@@ﬁﬁtacc@ |mr—’45$e? an ARy Panere3fif § rﬁ’;&"Eﬁ‘o‘iﬁﬁPﬁe

HP AR 8 gulceUb K s dhe b tRE e 11tsff thaleffett Df HhubR -KHDRY

Mab- ZAP on .t he gr.o f ES- el | ure
andd¥ahel Athgn B%H%gt V%E% 2 p{—:lE 36%1 I%Egre}lfgxows tge grap%%d
resulté-cEMhé edfddDBAmanshtVEIDZAR OMabiEA R powhdgmiv thiRAFIR AF-11

cells. [046] Figure 3 shows representative tunors from

celifver kel cell's implanted in the subrenal capsul e of
[046) UGgzuTe GehoMs eepramsneativesatres fibtrhMeilkeh eellspB@layad fthe

subf%}a??%n‘g%(&%@g rr?u:(te Nf(njt Qgireg'&%{el&oxgitﬁ Ritked PEESONMREKE 50
mg/kg mu-anti-KID24 ant1bod1es 2 times Weekly for 3 weeks starting at 21 days
post-tumor implantation.

[047] Figure 4 shows representative omentum dissected from nude mice
implanted with Merkel cell tumors in the subrenal capsule. Mice were treated
with either PBS control or 50 mg/kg mu-anti-KID24 antibodies 2 times weekly
for 3 weeks starting at 21 days post-tumor implantation. Figure 4A shows the

14



post-tunor inplantation. [047] Figure 4 shows
representative onentum di ssected from nude m ce
wonpleastes with Merkel cell tunors in the subreaalus2006/003748
capsule. Mce were treated wth either PBS control or
50 ng/ kg mu-anti-KI D24 anti bodies 2 tines weekly for
3 weeks starting at 21 days post-tunor inplantation.
Fi gure 4A shows the 14 WD 2006/ 084075
PCT/ US2006/ 003748 _ di ssected onmentum from a PBS
dissggiRt LB PR ATER 2rffiRseontiat Hevigd mayse oW aaraavheads are

diredicd@6 hedadt el Bt@shesahe BRHRAAR. Fidutds SHRD e
Omeﬁff\%élgt ovvsat hgggl ssect ede oment um Pom a nu- %ﬁ{%dl% %gg

B Aot @t IRA A rented mers t s désible meetagpes wese .

obsédzddl LED DESCRI PTI ON OF THE | NVENTI ON [ 048] The

i nvention provides an antigen, ADAM 9 (KID24), which

is expressed on cancerous cells of various tissue

types, i MRETAIIED DESCRIATIONWDE EHETNVENTIONS, col on,

| ung, and prostate cancers. Further, the invention

provi des nonocl onal antibodi es and pol ypepti des t hat
[048Di hble tmret(h@iprmdiesrmlt droigen, of D ABKD (IIITRAY, whish RexpR@s&

on GALB0ALAS 0L RE! HRERL LAES, it BDOS ARGy S e

| OUS eases,
colopalymgr @Chpmtﬂt%ltmem tFordep Itbsmvelmh(&nﬁfcﬁiﬁdes monoclonal

antipGRYEL aﬁcr?&ggé%g&sqﬁa#ﬁﬁ% o4 B0EE Rl HE SR Mg 049]

prac the resen |nven
usingtheseangibpdiennnd POer}PﬁPb@tseﬁd dlc”(gmvemd trall varioth disases,

mcl@cimg@h@ﬁéltl 13hitdd Q) 19%% é Ezﬂ{"cleféqlls teecf:f?fﬁplle sglssm and é?r

techni ques), mcro ogy, ogy, och
OVeLs@Npre k24 which are W|th| n the skill of the

art. Such techniques are explained fully in the

literature, such as, Mol ecular Coning: A Laboratory
L Gopsraldiechnigaesnd edi ti on (Sanbrook et al., 1989) Cold

[04915prh@graldaééo@frth5’ P&8nt iQb&ARMUGE 119&%11516 éﬂ@ésftﬁ’g%@m& Lrana

i@ ‘i« 9]8 Met hads 1 n Mol ecular Bio
indigste §°n‘cfémon fs%@guesmf nlp@takielpsxbnelging fe3ombinant

tech@Rfules)s mlﬁdb],oldg%@ 8l K %16(:}%@ 38y ﬁH'n@i%llur@J)%re Qfﬂl&y re
are‘gz%gw éﬁ‘ﬁ E gl Introductlon to
i e it e 4y R iean ppEinedpringe 1998)
literlues Hgﬂ:lﬂi@ﬁfﬁo,lecﬁlai Cloaﬂ@ IQ@W@OT@M&M{(}ZE sedoMRAUIBES Y
I hs

(Sarﬁ;ggf Fllrj al é§92§9%‘ %&%ﬁg jilar%rl %s Q&g(gﬁﬁgotz%&mgs (M.
Ga1t&¢y]%4bg§etl(oﬁmmdﬂnﬂewld?r%8@y, Hogas Pﬁzb@ngamkmgj A
Lab ¢ al.0

o AR T O0h e 8 oy e o
Freslvagyl, edU1R87); Introduction to Cell and Tissue Culture (J.P. Mather and P.E.
Roberts, 1998) Plenum Press; Cell and Tissue Culture: Laboratory Procedures (A.
Doyle, ].B. Griffiths, and D.G. Newell, eds., 1993-8) J. Wiley and Sons; Methods in
Enzymology (Academic Press, Inc.); Handbook of Experimental Immunology (D.M.
Weir and C.C. Blackwell, eds.); Gene Transfer Vectors for Mammalian Cells (J.M.
Miller and M.P. Calos, eds., 1987); Current Protocols in Molecular Biology (E.M.
Ausubel et al., eds., 1987); PCR: The Polymerase Chain Reaction, (Mullis et al., eds.,
1994); Current Protocols in Immunology (J.E. Coligan et al., eds., 1991); Short

15



MIller and MP. Calos, eds., 1987); Current Protocols

in Mlecular Biology (F.M Ausubel et al., eds.,
wQ2806)084PER: The Pol ynerase Chai n Reaction, (MCTiUS26/003748

al ., eds., 1994); Current Protocols in Immunol ogy

(J.E. Coligan et al., eds., 1991); Short 15 WD

2006/ 084075 PCT/ US2006/ 003748 Protocols in Ml ecul ar

Bi ol ogy (WI ey and Sons, 1999) Innunobiology (C A

er 1997); Antibodies (P, Finch,
P ’O%@gﬁm‘%&?ﬁlﬁ%g@ éleb pRd §P%3ai199§|27ﬂi”6%1ﬁbwl€$)’ (@At Fepeway
anderd T,rax}elf%l, 1997351%}1151%9183‘3@1 9&@1, 19'9@)’1 Q) 10Aks: ADS dcg&@l b;gﬁozrch

©. Bags b e IRPy R aohox Monglioy snelodtes 4t g eyoich (P

Shephhdraaﬂdr Dean b, G{)&@Id‘ﬁﬁiv@wngflﬁied@ 2008)) @IS@@@H@Z)&EJS' N9

labo%%;g 7%cmu ; Rg r@t %}‘X rsﬁjz,s[.aga igold'%r&-gf}a% gﬁsl?rgtsory Press,

199PuBhd Arrténdies (M. Foinetthat mncepra RIsl, Mdrploed AndeRiact i ce

T, \i.
pufhnRaBkaRn T PR S e % 0P oyl

edSSkﬁﬂﬁﬁpﬂmemébsqmoyxhﬁmlnovel pol ypepti de antigen wth
a mol ecul ar weight of approximately 75kDa (under
reduci ng condi tions) agai nst which the antibodies of

I Defigitiprsesent invention are directed. The KI D24 antigen

[050] S “RIISRY |refe%ftﬂ%&fepfaglkﬁ p&%%p%ggrgn bl 5 mogecgilar W%%I%t

anti bodi es and present” o an sev
of agproxpaipaikRa (tdes rediuqiog convhorshugaingrvehith dre one

antiBbdib&bERE pr&%ttlﬁg&h(ﬁpgfeﬁ%&e mpRdiiBa %gnt? en 19 %ell

. i nventi o nErlse nndu ators di'Fect ed
surfaee protgin E?u‘é“% Y B I@Wﬂrﬁ%‘?%@%&ﬁd Rree@tmp@mmfas i

«sevéﬁlﬁ?ées cﬁﬁhtc@tﬂﬁnaé ITHiS aftidreRhy YaRelogy 8nt %tdlfﬂelggf"
Over ressed incertain cancer cells In

ePiERY 3R PGB SPbOLHBFRS M6 HRITvER Son eosBine KFpdd modulaoss]
thatAgeairsdted agiha@aBios twe oRRtbroLh&LH TBAdpaE 8f heQfsh D24
anﬁf ;l;[ lson ar ﬁ fgg‘ﬁ:z]stgl i ncl uded w'thin the scope of

$HI- St ISRy el ’g’é@ﬁ%ﬁy QAT Rrresed ingepytain
cana@p cellsah wmpaﬁsz)melt}g(ae ﬂbi‘rﬂﬁ&mbtﬁ@éo&%ﬁf@e one or nore

f the nt| en| termnant site n Kl D24, or
0518 PR AR il Hheimant ot ook Areson e
expregaly antigledfwishiolthssdops of dﬁs ?ﬁ@ﬁﬂl(ﬁi@{ﬂ"}[@é bg%né?KtlE Sgiﬁ&é’bmsts
ant agoni stic, a
and B flarp 08 BoRRRMIAR Bt FPuiRRt e dhe prisenic
detegmpirian eldesfu) KHD24 g coptprizaaink y)r mmafnagmeats dfeash sRe
[ fou d in

vanm BPsiith sﬁesr 8? gg@t?dc;lﬂﬁﬁet 3 of & such Sl %/_ﬁ%%tgs &Corrp ounds

nat ure or one am e ISOS
antaggyistie agdg(é@g‘% Pededatof08 29 pdvinde asqapxzwidadahl Iiheat bve term
cyclizKh Radh, AR Bbﬂ&ﬁ’:’my c%?hﬁﬁs%%t REEEIHR 'n‘?mg acid'] res1due that is not
commonly found in nature or at least one amide isostere. These compounds
may be glycosylated.
[052] More specifically, the term “KID24 modulator” as used herein is defined
as any compound that (1) is capable of disrupting or blocking the interaction
between human KID24 and its native ligands or an anti-KID24 antibody; (2) is
capable of binding to human KID24 and its native ligands or an anti-KID24
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as any conpound that (1) is capable of disrupting or

bl ocking the interaction between human KID24 and its
woabies4d7s gands or an anti - Kl D24 anti body; (2) PCE/US2006/003748

capabl e of binding to human KID24 and its native

i gands or an anti-KID24 16 WO 2006/ 084075

PCT/ US2006/ 003748 anti body; (3) contains an antigenic

site that can be used in the raising of antibodies

ca andae of binding to hunﬁn KID24 and its native
antj PB&' EC%‘Falﬁ%a%ﬁlftﬂgenle siedhaftranbsayed fudhegaigingiafs an

antidbtliege iblé@ﬁtﬁn&lhg&o RamaB K28 dnd fts hﬁﬁvéﬁ%%ﬁﬁ'gg gn Ig%ltsl-

abl e of binding to human Ki
mﬁgﬁf@go‘fw %?rFa’ tagps agpandjgenic %?rﬂﬁt CaR PR HeeR/in ths pereening of
antibodiea Icﬁ}Sab@d’lof&fhﬁdh%ggcb Buﬁiah@(lglbﬂbn? fts Qﬁtd&stﬁ r{c@ otr B8 anti-
i_si odi es. ca e 0 |sup|
Ky Pﬁ(éy’t@ecofl TENERE ST th24aising 9t s
antibatliey eaﬁabgaaaifdhsmjpuag oabldckitlgIR4 uﬁ@ﬁabﬁ@&ﬁjMetV\(e@}\ he@nal ns
t. e that t he screenijng,
K i idse S lisahds g e a&ﬁ%@?&g}? 5?@’ 5 cOBfaRIATRT haELC
sitejtiatern bt user inshweanedingaf aﬂ&iWesaﬁﬁablte of ﬂﬁhhpfcihg cbrg ands

blo&&ﬂ%gfqm&acué{l B%twe%rﬁt%ng%ﬁ %Dai‘glolrtnﬁod gfe or S éﬁaﬁy?fgaf&h

Km%@mhlbﬁdy h&ID24ao o dwlators mdydmc’ﬁ@D@& agaﬂmsibi’ 8 “KiDIR|
antdfoidls e AB G FRLLY fls: JBORPEELYon LA, NLTAS

gonl sts, ant&goni sts an r's
D24 biclngisal acwlmllesfpeﬁweﬁse ant agoni sts, pepti dom meti cs,

[053f}n @tl@ﬁ@béorﬂ&& S eBRistHd mBhitdatbrs Iﬁg‘iﬁcpeolgﬂfzti ?nﬁ

|nnunog bulin v rrants, am no ac varl an
KIDR{ pertide stperiise p&mlﬁ@memﬁ@csSm%,smahh priodarulagedrat- KHhZél

anﬁBBdleélQﬂd Irh @Y SIobARL 5&1‘1:%’[3,%1110 %@iqma%ms% WS4

and chi nmeri ¢ i fmunogl obul ins. The Kl D24 agoni st's,

including soMne ?%ldéH'EP%w é@kﬁt@noefndt aflditiomvasiantaer ame  based

combmnattfm theneen bl Shlmér@mmuﬁﬁﬁﬂﬁlsoﬁ"hg IﬁﬁDﬁ %OATHQ[Q mai ns
nvol ved 'ng]t;]{;e bi ndi.ng of human KI D2 S native

antetgloﬁé‘?ﬁ%%“do?m Forg PHpys HWFPB% pEecbasqgh gy ’fhft W@eﬂﬁﬁ’v% ntion

iderpifuiiciest ik BaB24 d@ﬁlﬁh&hﬁvol&&l 2008 rb‘ﬁ{cﬁn$ gﬂg@% hﬁbg& %n .

th I I t I
its n\l\%lv%g%l Col'rltaﬁjé K;(hzﬁ %R’P e%l 'ﬁmsné‘l%d%}?ﬁémqg wevidaskiP24
agoiisBdntaf G5eth akd nummbtbgrwitn mc%létﬁle%r%fﬂﬂibtu'fé%%t dapli@ndor
mnrlgﬁ g?«g, g moré/ ofat Eﬁﬁbgﬁﬁ 1?15 td]og]%m E@ﬁ}d
[054%d @smsgrh hemar, th'mtsm "KIDMWarEHhIﬂ'bdd’i‘@itésQﬂytahﬁhe atid vhi@nt
or o8, SISATRESRES IR on TRLEEH 5 DL
varipiplis e Ary'scombimaionrtbbredé drhmdetfheumeémawﬁpamesi chiraerc
molgz&ﬁ&r@?ﬁfl athufﬁaﬁII@Eﬁél - Rﬂ&ax(‘lqgm%rg% ?]né hé‘} ggf?;p I Ses

he vari ant or regi on
molecules Also included in the definition is any fragment of a KID24 variant

molecule that comprises the variant or hybrid region(s) of the molecule.

[055] An “antibody” is an immunoglobulin molecule capable of specific binding
to a target, such as a carbohydrate, polynucleotide, lipid, polypeptide, etc.,
through at least one antigen recognition site, located in the variable region of the

immunoglobulin molecule. As used herein, the term encompasses not only

17



[055] An "anti body" is an i mmunogl obulin nolecule

capabl e of specific binding to a target, such as a
woaodsmlyds at e, pol ynucl eotide, |ipid, polypeptPd&US2006/003748

etc., through at |east one antigen recognition site,

| ocated in the variable region of the inmmunogl obulin

nol ecul e. As used herein, the term enconpasses not

onIy 17 WO 2006/ 084075 PCT/ US2006/ 003748 i ntact

ycl onal or nonocl onal antibodies, but also

mtqq; B@]ﬁé]ﬁ’f@ ¥HBPRYFONES aRibosties bt alslaﬁagmgl\‘l@bhgreoﬂ:(w)lch as
Fabs Falg) B(aBhAIFR), @§%Eé/aha1rm$t:ﬁﬂt Sued1RE ﬁ%freofnﬁéﬂifﬁfyl (%currmg

occurrl ng variants, fusi on }?r ot el ns conmpri srng

variants, IR PO FPIPEHNG AN ARtPBhPoTtenayith B 0 BRig € of

recdgiﬁtlcﬁreﬂté dfebe fR@Gef spdfiaitynHIRRhZLY aﬁﬂBbc![—iQéj 'cﬁﬁmerlc
meric ant bOdlﬁé and_any ot her nodifi

an’“g’8ﬂ’fe|5 D et tRbfigirEBnOf fhe IFFEP@@QBI@bItIHht

moleoulp thatesmaphisadin @&l’gehﬁ&ﬁt@mﬂdrpéite&iftﬂ@e Rk uir@@ sp&Stdifyed
nonocl onal antlbod refers’to

p CLfICIt
[0563 ondg gﬂgéﬁ% %‘ﬁg?%y digB pUR Bemwgensasaatiody gopulation
whereinobk analockntl d&mbpdy gs ampmeﬂeﬁ a@linaatiae (eehdgy

t
L R N kT
of apnntigem. Mwnndom:'lrmahbmhm imedugﬂy apexifid, phing diperidfdgginst a
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particular cell or substance than it does with alternative cells or substances. An
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amino acid sequence is identical to an epitope appearing on KID24 as it is

exposed on the surface of a living cell in its native environment. Such an agent

will reduce or block the association of the anti-KID24 antibody with KID24, or
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conjunction with another drug, compound, or pharmaceutical composition.
Thus, an “effective amount” may be considered in the context of administering
one or more chemotherapeutic agents, and a single agent may be considered to

be given in an effective amount if, in conjunction with one or more other agents,
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sufficient to reduce the proliferation of (or destroy)

cancerous cells and to reduce and/or delay the
wdevwlosgiTent , or growth, of mnetastases of canceCcows2006/003748

cells, either directly or indirectly. In sone

enbodi mrents, an effective amount of a drug, conpound,

or pharmaceutical conposition may or may not be

achieved in conjunction with another drug, compound,

utjcal conposition. Thus, an "effective
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[074] A “variable region” of an antibody refers to the variable region of the
antibody light chain or the variable region of the antibody heavy chain, either

alone or in combination.
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exanpl e, unnatural am no acids, etc.), as well as

ot her nodifications known in the art. It is
wanaerstosd t hat, because the pol ypepti des of POTAIS2006/003748

i nvention are based upon an anti body, the

pol ypepti des can occur as single chains or associated

chains. [074] A "variable region" of an anti body

refers to the variable region of the antibody |ight

haip or the variable region of the antibody heavy
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"’78£87§‘1’&5 SATEERS Yoy Bl SR8 W BRS80S e Bk
a celinFerpxempde, ndgpnnldectailtthiamancerous cell would have an adverse,

sometimes deleterious effect, on the cancerous cell. Examples of toxins include,

but are not limited to, radioisotopes, calicheamicin, and maytansinoids.

[079] As used herein, "treatment" or “treating” is an approach for obtaining
beneficial or desired results including and preferably clinical results. For
purposes of this invention, beneficial or desired clinical results include, but are
not limited to, one or more of the following: reducing the proliferation of (or

destroying) cancerous cells or other diseased, reducing metastasis of cancerous
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a cell. For exanple, a toxin directed to a cancerous
cell would have an adverse, sonetines del eterious
wehbwms4076n t he cancerous cell. Exanpl es of toRCWAIS2006/003748
include, but are not Iimted to, radioisotopes,
cal i cheam ci n, and mayt ansi noids. [079] As used
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nucl@fé%ﬂisﬂ)%%ue.Tﬁeoﬂe%%r%gnt, human fetal kidney epithelial cells
are used. In another embodiment, human bladder or pancreatic progenitor cells
are used. Methods for isolating and culturing human fetal kidney cells are
detailed in Example 1. Cells used for immunization, for example, human fetal
kidney cells, may be cultured for a period of time (at least 24 hours) prior to their
use as an immunogen. Cells (e.g., human fetal kidney cells) may be used as

immunogens by themselves or in combination with a non-denaturing adjuvant,
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can be, but is not limted to, primary cells, cultured

cell lines, cancerous cells, nucleic acids, or
wOi2e®m084075n one enbodi nment, human fetal ki dneyPCT/US2006/003748

epithelial cells are used. In another enbodi nent,

human bl adder or pancreatic progenitor cells are

used. Methods for isolating and cul turing human fetal

kidney cells are detailed in Exanple 1. Cells used

for inmmunization, for exanple, human fetal Kkidney
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The selected monoclonal antibody-secreting hybridomas are then cultured either

in vitro (e.g., in tissue culture bottles or hollow fiber reactors), or in vivo (e.g., as
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(PEG may be used to fuse spleen or |ynphocytes with
nmyel oma cells to forma hybridoma. The hybridoma is
wohess/osul7sured in a selective nedium (e.qg., PCT/US2006/003748
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durmg the humanizing process (3) the actual humanizing
methodologies/techniques and (4) the transfection and expression of the
humanized antibody. See, for example, U.S. Patent Nos. 4,816,567; 5,807,715;
5,866,692; and 6,331,415.
[088] A number of "humanized" antibody molecules comprising an antigen-

binding site derived from a non-human immunoglobulin have been described,
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%gﬂllcatuﬁg 6L1those noi efi es in hunman

&f anibarderof Shis irvRRgioR M bai-E3D24 naingleshaial so

varlblﬁle liéglbh Zﬁgrn@h% £b &C‘dd@ﬂ%ﬂlrﬂ&ngﬁ dt/ Yr Bbavd! chaif&hable
71-24 in U Patent

resiBL0Y Ui o Nkt o D ol B9S) Se
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used chét ap ?f%g) (‘T_Al'il(ﬁ(é}s Y& fnatum be modified for additional functions,
such as attachment of drugs or attachment to solid supports. The single chain
variants can be produced either recombinantly or synthetically. For synthetic
production of scFv, an automated synthesizer can be used. For recombinant
production of scFv, a suitable plasmid containing polynucleotide that encodes the

scFv can be introduced into a suitable host cell, either eukaryotic, such as yeast,

plant, insect or mammalian cells, or prokaryotic, such as E. coli. Polynucleotides
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regions by using a short linking peptide. Bird et al.

(1988) Science 242: 423-426 describes exanpl e of
woOimleiosgp7pept i des whi ch bridge approxi mately 3PETRISR006/003748

bet ween the carboxy term nus of one variable region

and the amno termnus of the other variable region.

Li nkers of ot her sequences have been desi gned and

used, Bird et al. (1988). Linkers can in turn be

di fjed for additional functions, such as attachnent
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[ A ng amgl not significan eteriousty
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sub%ﬁ?% rvatlvely s stituted for, one = another i nclude
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ongirsﬂ) beleo aed/ Sﬁ&%@@vaﬂﬁ@s@sﬁﬁi’d&s /areglkﬂﬂvﬁmrﬂ%e art, and

exardSha zglcba0| thy am ¢, aci d; ne / threonine;
*Pl;’ 7 PSP AYe phER)? aFid e ifipatiqng gan pangefrs e

chal]cg:hg pe ptodi@m@d)ma)on mofewdmegl Y RBRIY Ica t@P&lesign of a

I | at e i des oI tldes
regifi0HKER T BRI KRTR et B Rrictle Pl 4R
bindfing aﬁmlmﬂnd/ or :gjeylfmﬂyl @them meathbds aichddifientonstgads usmg

Cw%%%]%k}g%lhg krE)bst | i?“ﬁl ons' vvo%ll1i| o@éﬁ I&%ﬁﬁ’gﬁfg{) é%zynilﬁg

meappexidaitystsiibsittetdomaidchedaticoh. \Mudnﬂicz}itmezss bs uséd, &br
exarf PRMdrltaPEARR I 182180 r L RuSE assay, €such as the attachment of

radioactive moieties for radioimmunoassay. Modified polypeptides are made
using established procedures in the art and can be screened using standard

assays known in the art.
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original amno acid. Such conservative substitutions
are known in the art, and exanples have been provi ded
wahos®s404mi no aci d nodi fications can range froRCT/US2006/003748
changi ng or nodifying one or nore amno acids to
conpl ete redesign of a region, such as the variable
regi on. Changes in the variable region can alter
bi nding affinity and/or specificity. O her nethods of
nodj fi cati on include usin coupl i ng techni ques known
1091| n 1R énvgnioniala qngprigasses &sm piloteing eempyising wny wanicze
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ol ypeptide contains a |light chain vari abl e regi on and
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[093] | RlygestidéEhifshe menthxm aag bﬂpbmﬁﬂﬁd’ltlys pregared using sohd
phaggeﬁmlﬁgfh%&sw&rﬁkqu Vj'nA 0 dfags 8ol kég iﬁg (19%4} ?fougilten

Proc. Natl. Acad. Sci. USA 82:5132 (1985)).

[094] In yet another alternative, fully human antibodies may be obtained by
using commercially available mice that have been engineered to express specific
human immunoglobulin proteins. Transgenic animals that are designed to
produce a more desirable (e.g., fully human antibodies) or more robust immune

response may also be used for generation of humanized or human antibodies.
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(see Kelley, R F. & Wnkler, M E in Genetic

Engi neering Principles and Methods, Setlow, J. K
wedoge/oBkeaum Press, N. Y., vol. 12, pp 1-19 (1990Y/US2006/003748

Stewart, J. M & Young, J. D. Solid Phase Peptide

Synthesis Pierce Chem cal Co. Rockford, [IIl. (1984);

see also U. S. Pat. Nos. 4,105,603; 3,972, 859;

3,842,067; and 3,862,925). [0931 Polypeptides of the

entio be convenlentlyqsrepared using solid
ExaBrPi fﬁélgle fe&éﬂ% \PRY 1368 Xenqmese; Hifedra AbpenjgninCffénemont,
CAReM HubARMRist@ 364)1C M&J@m%bm M Riex, Nad | 11’&%?(91 NJ).
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2:4 ?é , tobacco) or transgenic n1|k N@thods for
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Ed hanf %gg dlsg gsed See, for exa
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"panning" can be found in the art. See, for example, Aruffo, A. and Seed, B. Proc.
Natl. Acad. Sci. USA, 84, 8573-8577 (1987) and Stephan, J. et al., Endocrinology 140:
5841-5854 (1999).

[098] cDNAs encoding anti-KID24 antibodies, and other KID24 peptide

agonists, antagonists and modulators can be obtained by reverse transcribing
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used to design probes or prinmers that are used to

clone the protein of interest. [097] An alternative
worbtesmd40f cl oning the protein of interest is BgT/US2006/003748

"panni ng" using purified KID24 or portions thereof

for cells expressing the anti body or protein of

interest. The "panning" procedure is conducted by

obtaining a cDNA |ibrary fromtissues or cells that

ress the antibody or protein of interest, over-
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calchi@n h@sl:ﬁaﬁag@‘EAE' c@é&tfa&ogﬁ&her ?JB%@Q@E) var%?roc' Yahhesi zed

are then introdtced into an ex vect or

bo“'&’@“ﬂ)‘%@ul‘é@fﬁﬁ@nﬁ Ard befasticoy (eygr @\tf@mtf@fvecm & «Hsinfethous
ager@@utls adfacRinsLEiony. TP @hmké of 1h§roHH§+1% S8ctbik

|on vector must be re In the host cells
POIY&UF{?QP eigvillafteaciapend Pnaf%afarﬁspﬁt}@dmt cgdart of the
[0100hAammlls El}é%ble%fldv@pleﬁ R¥ph ﬁéﬂeﬁﬂo%d{{%%ﬁzx% chiBL HE%

f F are no E@ﬁ dto Iasm , viral vectors,

ort ﬁé’l“ﬁ%‘?sﬁé’ 138 ? ESEs, ené%@ﬁ% ﬂa%%&oa]ﬁ’eﬁd‘ypm’fs@sol
protest O’f(im‘ﬂefdss agon-{iﬁd’flﬁ@ sxdrlp ltes Bp&ghnﬂ']ﬁm\}%@@ %ﬂ@ 1nc1%de but
not KRN tL Dl 1P B ke isele Bersly iy Bt catinariese s
CDI\H’m:Htcaﬂeve&bé abvaaBold ighetlintge @éf@l@bryoﬂpﬁoﬂi higher, even
mort EROR RS A RLT R BB BRL e b Hpni et oseneiter
antilsadyseraroten ofmnmrequlb pessent, & tHedrbardler Bireehinp @h&€Bbdton;
cells3Bfla E;ggc Bu‘?&in%‘?o &IDZM eff%ct ?%y%éh@%ﬁoﬁa&ga&forgﬁéé X us

agent accinia vituas
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[Olﬂﬂ]evgﬂ"&socgc}{lﬁ@!(éé £8a18b a(zg?abl? x%riuc% may now be employed to

produce mutant KID24 peptide agonists, antagonists, and modulators which
encodes for additions, deletions, or changes in amino acid sequence of the
resultant protein relative to the parent KID24 peptide agonist, antagonist or

modulator molecule.
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[0100] Any host cells capabl e of over-expressing
het er ol ogous DNAs can be used for the purpose of
woOaleas#a1y t he genes encodi ng the anti body, poPgpaSLi06803748
or protein of interest. Non-limting exanpl es of
mammal i an host cells include but not limted to CCS,
HeLa, and CHO cells. Preferably, the host cells
express the cDNAs at a |l evel of about 5 fold higher,
nore preferably 10 fold higher, even nore preferably
[0102h Tieﬂe [V eRtigh Ercludes pobipsptidés qomeprising & pordi avid sequence
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| D24 anta oni s nodul at or
an B g BRI 8T 1306 /dd%fg.‘r?ﬁﬁé’“dfomzl
Synﬂhszmnvapbym@thasMuﬂphmﬁohyheal|des conprising an
am no acid sequence of the antibodies of this

i nvention. The pol ypeptides of this invention can be
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[010@?96}\%%1%%%&?&& Ye b Tt(?&! n%ér{ néol?{o?%%fcp csga (n%rgo% oniaf’
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mayQesHpvaen an imgHinoglabphia inusagdri st ege htgbmoajcmrqrbmdig@mdt
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oo SYREE LS ol LR LSO ST LR MR
DemgOHW@epﬁETK#EERM|rected It does not refer to

ORI [ ha occur
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cancgtyaisritstues and non-cancerous cells. In one embodiment, monoclonal
antibodies which bind to KID24 and that are also cross reactive to human
cancerous cells or tissues, but not to normal cells or tissues to the same degree,
are selected. One method that may be employed for screening is
immunohistochemistry (IHC). Standard immunohistochemical techniques are

known to those of average skill in the art. See, for example, Animal Cell Culture
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a non-specific target. In one enbodi nent, nonocl onal

anti bodi es are screened for binding to KID24 using
webterdasdsscr eeni ng techni ques. In this manner PCaIS2006/003748

KI D24 nonocl onal anti body was obtai ned. In accordance

wi th the Budapest Treaty, a hybridoma which produces

anti - KI D24 nonocl onal anti bodi es has been deposited
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reactive against the species from the primary antibody was generated and
conjugated to a detectable marker (e.g., horseradish peroxidase, HRP, or
diaminobenzedine, DAB). One alternative method that may be used is

polyclonal mirror image complementary antibodies or polyMICA. PolyMICA
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anti body, a secondary "reporter" antibody linked to a
fluorescent nolecule and then analyzed using a
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or a conformational epitope formed by a three- d1mens1onal interaction of amino
acids that may not necessarily be contained in a single stretch. Peptides of
varying lengths (e.g., at least 4-6 amino acids long) can be isolated or synthesized
(e.g., recombinantly) and used for binding assays with anti-KID24 antibody. The
epitope to which anti-KID24 antibody binds can be determined in a systematic
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| HC perforned by any of a nunber of nethods known to
one famliar with the art. See, for exanple, Stephan
webomlos4@ev. Biol. 212: 264-277 (1999), and Stephans26/003748
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in blood after their release from a solid tumor. Such circulating antigen may be

an intact KID24 antigen, or a fragment thereof that retains the ability to be
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paper, and then probing the blot with an anti body

(e.g., anti-KID24 antibody) to see which proteins are
woawsthskyst he anti body. This procedure is det aPCEMS2006/003748

further in Exanple 4. KID24 is associated with

various human cancers of different tissues including

but not limted to colon, breast, ovary, pancreas and

Iung Further description of KID24 is given in

nple 6 and 7. VI. Methods of diagnhosing cancer
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[0118] In aspects of this invention, methods of radioimaging of tumours or
neoplasms, or of measuring the effectiveness of a method of treatment with a

radiolabelled antibody, comprising the step of administering a radiolabelled,

39



dosages and routes of delivery of the antibodi es of
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may include comparing the level measured to a normal cell for an increased level
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[0120] The invention also provides methods of aiding diagnosis of cancer (such
as pancreatic, colon, lung, or prostate cancer) in an individual using any antibody

that binds to KID24 and any other methods that can be used determine the level
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[0119] In other nethods, the cancerous cells are
renoved and the tissue prepared for
wonmensii7st ochem stry by net hods wel | known i npPCiasane/003748
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paraffin enbedding with or w thout various nethods of
antigen retrieval and counterstaining). The nonocl ona
anti bodies may al so be wused to identify cancerous

of KtBP4 éxpaéssibinf fAey @Rt Ietdgasetbbddatehaling dtagn&ﬁh&" means that
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i h
use{ﬂ gf%ge}{ebtrﬁggé X ggg Irﬁﬁﬁhegss%g%jfor ﬁ@ﬁécﬁﬁgg n%@?é’d &9 e

a to a nor an increased | evel
secrgfeddsqan Egiison dyingaameer Gefls ErbrElydhdde drqleding bybppt The
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[012d] Nk e}l cellp g LI IR FIH@reéﬁw‘yﬂ]a‘?fPF??B
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S .,aSSI S nl C al

madfo L R AP OR SPEbaT P meY 4ot 1 S4EMRe dheherctt e
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caneére’ps aimdtecbxea:bﬂopgy sdrepleenat b@fesﬁédlﬁ@ﬂexmealdm Qﬂ Kgpdal

di I , i N

usi PRI R0 R atA Nt R R IR BB MOE,

express P4 aregpuiitableamndigetesdor imnmponetherapy Wsingoitipagiesl so

dlr%%id %Sa?r%t KD Ai el 1% %%%?&1'—1@1]32’1%’393(2%9%? ais%rbe used to

I'ng an I'gen refeased or secret l1ving or
distdyguigh cadesrs gedues fiom homhalyisfuedi ds, i ncl ud| ng but not

[01&% %Etﬁgd'% ?f uﬁé’ %I-Iéﬁb‘!: Xﬁhbdéﬁésrfgr dﬁgh&@ﬁ%ﬁﬁf bded 'a% udeful

0121] Not al [s7Iin a artlcu ar
both (hefare @flduaﬁ@réa@éform of arékﬁarrécgl‘str%twm e e BB RBY) 8T

radf4t olnsché ?t ’J%Qfetéﬂnﬁﬁé‘ @ehiEY(nserR 'é?esﬁoﬁll td RRbSordto a
I ndi vi du shoul d be _screened for the cgregtugence or
sivem SeplErends PIRBTRNS {08 Tpdividrbudthcanre, g e origi

of MeRbidtiPasESas ahwwgib@w@mhb Qiseh® drdspondelad tredeent.
anti-KliD24 anti b?CL

[0123] The compositions of this mvention are also suitable for diagnosis of

disease states other than cancer, using the methods generally described above in

application with other diseased (non-cancerous) cells. Disease states suitable for

use in the methods of this invention include, but are not limited to, diseases or

disorders associated with inflammatory or autoimmune responses in individuals.
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made by the nmethods di sclosed herein may be used to
determ ne whet her an i ndividual diagnosed with cancer
woayoshms4deenmred a candi date for inmunot herapy uBCTAS2006/003748
anti bodi es directed agai nst KID24. |In one enbodi nent,
a cancerous tunor or a biopsy sanple may be tested
for expression of KID24, using antibodies directed
agai nst KID24. Individuals with cancer cells that
express Kl D24 are suitable candidates for
Thei mﬂmlts Riesafbedudbiongmantbehsdd der mdidnlating dnfegaiatry or
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er an I -cancer treatnent .
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prognosis for individ th cancer, tunor
inchglibg yb:era@we aahfgq and Gfohpstdisspss, ey agiheBieEavigiapUs,

rhe%&l}gﬁfa&ﬁte CQsmﬁaea&&éﬁ@&%l@éns@@aﬁg&%g A1DStdeaaimant .

onposi tions of _this invention are Iso
athezesiclentsiise nephirites jingids atopic dapedssdseratie mcArral han

1sch&ﬁﬁca§{da addsd IQGkéc@’?e ﬁﬁﬂﬁ@éjﬁluﬂ nguay.| y described above in
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S0 RS 8 L ATIPL LA 4 LR, e
andbeau hidragy f Peitaps thel painviptal ontstardling) pmbﬂmnl methdiladrafer s
subj ect .10 : nt
sat%g&ﬂg ?%él?s f8 uc%ng&ﬁr%mtgt}] 2;8@9%11}1 ﬁ{%d{eglﬁéetnlrt %%e}%fl on
transpkahtﬁdieallogb@ft waqrgaﬁ Wﬂ'lblm sﬂoglmmpeaﬂ dr exgengére transplanted
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er cerebral traunas,
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ast hma, &cute |uvenil e onset
wmuuamet@@henp@sﬂ@@ﬁé@@&@ at heroscl erosis, nephritis,

[OlfSI <Rl Bés%nb@& Wh&@ EBid A }ﬂ1caﬁ§1‘i’ EhASbSte tHRIPGRY fl: Bhti-
and acute | eukoc nmedi ated | un n
KIQ?Gm]vogeﬁ plso gnerRIRPass dhe e er%hﬁr&md%‘la?@ﬂ%’gts @taﬁ%vla?
and! ABHARENE b€ dbEbEd haRtd. HRdiuESs em®Bdiriéthe ithé Kmm@gmm,
agents of the in éntlon ncl ude dn1nuf%)§% }4
antq gRayistiod o4re nen-aritidrdy m R rsugplpfed for Over

U

antibBE§ Mh theed s dReidNasd Ble@atidns within the scope of the ordmanly
skilled practitioner are made to tailor the method to the substituted KID24

modulatory composition. -

VII. Compositions of this invention
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consi derabl e i nprovenent in the efficiency of surgica

techniques for transplanting tissues and organs such
wagpoek#a15 ki dney, |iver, heart, |ung, pancreaBCTAIS2006/003748

bone marrow. Perhaps the principal outstandi ng problem

is the lack of satisfactory agents for inducing

i mmunot ol erance in the recipient to the transplanted

all ograft or organ. Wen allogeneic cells or organs

are transplanted into a host (i.e., the donor and
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) I to @0
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bindt RO BY RTDSL Sgordbs aﬁ@&goﬁﬁsﬁs, el 1aRE laak 5061501?esor more
descri bed here| n. I'n such enbodi rrents t he g

polyysifiotices comptigigeRPEensss SRS B1- Oaﬁfl‘?ﬂs&&y En at or
01%;§ep$1ub§hﬁ& wﬁélnfsqnattbn@iﬂsllamz;antl body in the steps

| teraf S wWthin't of t
10125} af?lﬁ awwonrs}%tﬁ?rem%ﬁﬁé? Tt OBREAISE aﬁ%%ng‘bPi—‘%#eor
agoh3€ arelbadt bﬁrriddaleﬁﬁ(bib Sﬁcﬂ hdldhﬁdnéﬂl dBBﬂfuchr@Kﬂud:tate@rﬂyat support

the %%cfeo%%&%%v' T AR Lk L Ty
antzﬁghc&(ist 62 e@t&jmﬂastsm ESTIGHBBD@Q}J%&:;cmludedﬂmSiA pgptide agonist, .
L e R L S R R e g
mscaubhemﬂildempppﬂlwatux lusest indbs dizgmpstis sargergeg)aepesfication
progycfuggé %193?5%5& hélegg hlit%‘lte 'él?a%ﬂk ?L%atefﬂlg 1r9:imrang%ﬁ%t§n&3
escri pe erein. use ereln, onpos ns

thaf iachéreicalip immart, des highepooesitymmel }astlaﬂg@ divaberpef fypetpiiaties
groaﬁ? éaSJo b&r&tfghﬂﬁg; 43@51&*&' lﬂ&a%%s/ Mtﬁ%%gh& Qgrgh(ﬁg %lbﬁ‘l&ﬁes of

ni sts ators
mapity patesiabotridderecedpy fos pngvag@tmm%fd@stréwmdrﬁgnmte_é pre
des@ﬁ@d anbé o&'a?? ds_%_%?ﬁﬁ(l @Mcgﬁasco%ﬁ?ot ﬁr KPRk dat roQ&H‘d

to Kl D24. ent| on er provi des for
IRLCRiepaldA8Ds @Welaw Irirpguctigayioi AfEinity (dupawatoganr g o \Werk
et a@(edd) @'&lb@ﬁa@@n gggd &'B%@!enﬁ?c%ﬁ&i\do‘lé&%tﬂi&@g% atz,
en

ction or ?tl ons of

Parbgrﬁpﬁi}r%?uwcbgﬂ 7P télgoﬁ}%PEd IaNMEBhi st or
Chigelitbatphy", Th 8Rer&RR} MIRIIEH Th@@k@l@ﬁs]@ra?eﬁ PaNLl, §. 95-

NI LTI A T T
[01Z8)t AlsX puSAEed Refelardicagjngates of KHD2EpEptiy agonist, antagonist
or %&{1 alt(g:raatndo any reporter moiety used in the diagnostic procedures
discussed herein.

[0129] The KID24 peptide agonist, antagonist or modulator agents, polypeptides
and proteins of this invention, including anti-KID24 antibodies, are further
identified and characterized by any (one or more) of the following criteria: (a)
ability to bind to KID24 (including KID24 on cancer cells, including but not

limited to pancreatic, colon, lung or prostate cancer cells); (b) ability to
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procedures discussed herein. Suitable matrix materials
i ncl ude any substance that is chemcally inert, has
waigls/oer7esi ty and has | arge nunbers of functi 8aalus2006/003748

groups capable of form ng coval ent |inkages with

peptide |igands. Exanples of matrix materials and

procedures for preparation of-matrix-ligand conjugates

are described in Dean et al. (eds) Affinity
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progeryi therepfpTbe present mvenfionialpyerfonzpasprANRrions ;form@zm
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antxbﬁd@h or n@@l}meip@dﬁ énagmwtstieay Ffab &by Sl >a4 By Fwﬁfd)s chimeyic

antfdB lﬂe's t s)fn%l@ cp&HQS&Q/) q'nﬁ’@fl@s' tﬁ&eop FudthDBbtéigtorhprisivpased
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ant(ﬂ@ylymrm@rt,;hurrtaéu%ﬂdﬁdmbe lgsf@éﬂidﬂrwmtb?r rpgifiedicpafigiation

of BRI e OR bR afthk hR@so s thhtvdodgpERB6RMnESEA quza)u ch
as but not I|n1ted to ovarlgﬂszrostat anc

recpgfHon sibi @ffhe spaupredspeciieihi e ingeption %@9 AaEe f%‘
antiiRUicd Rlispayahe oht berapeut the bﬁg@git:amhaﬁetee@ﬁ@mfanrmlk er

ancer ou as,.bu
KIREL{AAR MEBEE s cyR 0o Py ghe *BBIIH2E Y east
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ther utlc en ncero s _ce as but

RS e R e e G L R
chafr&t@Med by sgntene mb adirakoftthe fitvh eritental desdybef alidve.

Lvention i.s ant t
[OIHJVI SQIE emboaf‘ mgrslgt {h%u% 1bJ)<§1 @% ﬂ'&%&%ﬁggg %?ngpcéi%z %9 ﬁ1
invention that bind to KID24 are ant1b0d1es, polypeptides and proteins that
competitively inhibit preferential binding of a herein-specified anti-KID24
antibody to KID24. In some embodiments, the antibodies, the polypeptides and
the proteins preferentially bind to the same epitope on KID24 as the antibody
mu-anti-KID24 preferentially binds.
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progeny thereof. The present invention: also

enconpasses various formul ati ons of antibodies
wonomwseds by these deposited hybri domas and=eqBCYAISEW6/003748

anti bodi es or pol ypeptide fragnents (e.g., Fab, Fab',

F(ab')2, Fv, Fc, etc.), chineric antibodies, single

chain (ScFv), nmutants thereof, fusion proteins

conprising an antibody portion, humani zed anti bodi es,

and any other nodified configuration of any of these
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chemotherapeutic agent fo or into cancerous cells to reduce the growth and/or

proliferation of cancer cells, to induce apoptotic cell death in the cancer cell, to
delay the development of metastasis, and/ or treating palliatively) is generally
retained, although the extent of activity may vary compared to an antibody

produced by a deposited hybridoma (may be greater or lesser). The invention
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not have CDRs identical to that original

anti body, ot . anti body. produced by a host cell with a
wdepsgisto7aunber i dentified above. Determ nati oRCOUSEBIDR003748

regions is well within the skill of the art. In sone
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alsogpvisisayneshestiunt annliyg ame obtheshantilimlies. iNMethoild pethaking

antiB6Pies hfqu‘lola%piﬁl' tHe Qﬁsdn(i%e de&r b%& gxgg%gg odi ment s

subﬁt antial Iy honol ogous t of one of these
[0133h{ hp gpremEon Yo e&m@emlymﬁtWe cghprifiegenaminbadies)

sequ@ncadt teagyibpaRY UE B 19Vent§d?\e Iﬁ%fngo Ceglhﬂodﬂnkﬂtsath%epos' t

1nurrbgr identified above. her e i ments 1 ncl
POLYRSPHAE P RS E¢sANeRs yeorg of Iﬂé%l]éghttohém arigy/ eehedwyighairf i ve,

van@ﬂﬂe&eg@o@&ﬁﬂa ahhBddAr B soptd&hBAdihRnky t}{boﬁ@#zﬁ%ﬂiﬁ% to at

five or _six

com S e L o B o o (i dhe

antibakgnt inf dogtk diRb@iimensy t}féQde}/}@é%)tﬁerc%m;%}é@@ﬁé@e @mRskb? e
IS I nventil on,

S u erstoo t.ha ses
tight o s AGIREPY Ehdi OF e GHeBOET B Forms prypegagipthn. may
polykpeptlde tanpﬂsesfan(m:iuhw alr:ﬂdr@ qBendehE mipd zﬁf&ﬂa@ﬁ?%i@a@%ﬁ bfto
cells tor e et an
the MIOW§ £ g{%‘qon of %% AEFEEI s @3 SF%%% RrgEnal
antl}éféi}’{, atileastt® dontighenscanine racldsl eht lezistﬁ abdi&llay:oﬁﬂ‘l@ous amino

it SYELOPIERL O IBRL 81 AL SR e

, amu@(@céﬁs@, apleagtabpyi 35ycombiguvay a}mlmrqzraiseait st abowtroi. body
: contﬁgﬁ%% GRHNOYcifls, mgéhta@feigy% tgggg}nég%%%sare H &R arSbte

I'esser). The 1 nvention
regipieg} hszmibpdn 3uene embaslipreoyithe saralt ogsorofs frmkmrighany
h ﬂfof t t S n di es. are
i hesint g A6l TR, 0 AT BRULES
from ’ﬁgéﬁf}i &?%P@@eﬁﬁébp%slmmqib@mmmneomm Siogmare)

RN affh6l acid®HFAGR aQbnifiem
C(fm i‘gr?\?e tal on. a(I:In sone er?‘ood|14r1nent@1g1ttah qg@ﬁn?ﬁnpérb%%i (CDR)
© théc?ﬁﬁ‘EPéiés one or nore of the light chain and/or heavy
[0134]hia srd)mé/e&ﬁb(ﬂﬁh@nfs@ﬁ I8 $n v tibASceRY b BRGMvehfors HEE express,

K R Rl PR bado e or i g ©

polypeptidesdyf thib mventien erdghifiRasd dirBelPRlYRASHIHS to
ht “chai n_and/ or heavy

modﬁﬁ g@ﬁlag %ndt%@uglﬁte%g%e}murs i g@ﬂi&@%@@ 1qgqel activiitye

pol ypepti de conprises an am no acid sequence of t he

h
VIIIL gg&néttlgﬁgéﬂ Q%ﬂﬁﬁ% an 91%{5 ; de %hgégﬂ ngzbfn%%s ]ngl zﬁ?gytic

PUrpedss | body, at | east 8 cont i guous am no acids, at | east
[013ﬂ%5ﬁ0&9n£ %HHJ&HQ% I@I@Zﬁ?nay be used for therapeutic purposes in
individuals with cancer or other diseases. Therapy with anti-KID24 antibodies
can involve formation of complexes both in vitro and in vivo as described above.
In one embodiment, monoclonal antibody anti-KID24 can bind to and reduce the

proliferation of cancerous cells. It is understood that the antibody is

46



acids, at |east about 15 contiguous am no acids, at

| east about 20 contiguous am no acids, at |east about
wa3ommsta7guous am no aci ds, at | east-; about 30PCT/US2006/003748

contiguous am no acids, wherein at |least 3 of the

am no acids are froma variable region of the

anti body. In one enbodi nent, the variable region is

froma light chain of the original antibody. In

anot her enbodi mrent, the variable regionis froma

admp{gigiRjedt Aigd ePrSEntrationdhel prodyoted rindingt i hy sinbgitiaireeryt, in
vivol BehBtib®y. Imhgi)her QﬂBBHigﬁJGQH Sm@x%ﬂ&a@%&%@yﬂ%?}oﬁﬁ@él can

ﬁcﬂ)errentar{l determnin regl on
be ug By <341>Y Hirectedat @{ﬁﬁ@@l‘lﬁéﬂi@fﬁﬁ ferapistissues such

kMR, coldn, kak! '
as p n, K@klo? %stét@ 'aﬁd om’eﬁﬁﬂ)%rb[f)%%ﬁ%eﬁ t@ﬁ%{) %5 Arcoma.

ortron of :
In a’&?%? e%ﬁ%@‘&“ﬁ"ﬁ&%@ﬂ"% POyleqstyi aesKgP24 #lpse ranvkintitoand
redwe@cRditisibs i tRtafid el | Ih drdtah ehida%h@aln ohB8cional
tgqgf Egbgg i.ndi.vi dual ' s endogenous in vivo Kl D24

antt %"3? &1 RIN o capepious peisrswkdelry thei deyelepmeat of
metamakid. dhofes a%’cﬁer%iﬁlbodﬂn@ﬂt‘} adh nﬁd1bﬁﬂié@$vnﬂ1tctran{:<él}%% BNt g

Se ona Ies to ma e
palh%%vg Qr]go’cfm r& é/fla-Laex}B{b Rgﬁ%ﬂlﬁrﬁg@a 1aF1ﬁ@ frortanext of @\,Fstr}%:er
mdlv:minu@bmvotveettﬂeenngl brskea@aﬁ\g thb aﬂa@lyée Wﬁlbtcﬁ;ﬁﬁ of thé Bfase, or

1atrc%ré¥1{cbsglgllnp§8{nﬁ rgglu\}% Bfogle% et ga %tlngegeﬁ/%iver? %l tgée?segs%t hin
witherh diteetbnaffeching dd @nedr mangicbsioy. Ahisiindkhdr@anchts ek t 0

casig0 B AR b B B e YIS SR 807
ePﬁ@ﬂﬁ%B@@Q&i@@B¢W8H0éﬁnnhisteuam'&Mn&u@pamentratlon
101361184 b QTR IR G RANEL A 000 §8lachnflicred fich! V©)

condi tions. In anot nmonocl ona
*ag@%ﬁﬂ@%éﬂh%gfpédKP@QWJn@WﬂhbéSandnﬁnunenﬂpmmkhﬂmhpyan

agerdltlieﬁ%h%ﬁ Hen$ @ﬁ% S‘éﬁhéﬁt Rl {zt%?o‘%ﬁ it (‘lAh such

pchreas col on, or prost e an er ypes
l013?>1f1 eiefmiediments, e@p@&s@ae fuqoge rgsituvarresant adlament-

KIDZ@&hQﬁBdeﬂIS réfibi RPEYmant bl'1§$s@8&1a’i’ic@9 Bt ﬁ%@ a?t'l Xg? he and

reduce cell division in't cancer ce
an iR Rrhaneg AFE e nélllSlna}ﬂrueﬁt’cmdllaﬁnﬁsfmlcwe@dnem| nd

presém‘t 1ﬁa1hc‘a@1|’c1OMBDZZL%lnlt1§o@ﬁ Qre‘iﬁbéﬁﬁeﬁh@ afleV@LARBEMo éo the
te teaat a gi) ot her enbaodi nent, an [ n
exteqf refuiry E%‘F“}raé?% C%P?ﬁeéttwlée PR garhEnmodifiad

antilamtyl. - KI D24 antlbody Pal l'iative treatment of a cancer

|dua |nv es reaI 1S Or |.esseni ng. the adverse
["13@%}& ettt PO dF Stk %R’ffb&g‘é(ﬁﬂeccogwaf
aSSOn_e@dIWntlmg rzichozmtnvé hesedite adxie (Hgs glidteanfi@h),t he di sease
Ched%]tlhgl%ﬂ ﬁé %\ i’é g{)(];s%%%elgn? 8%1& V%sal %g Eo tglgl r{geSSI on.

chemotherapeutic compounds and administered to an individual in need of such

treatment to target these compounds to the cancer cell containing the antigen
recognized by the antibody and thus eliminate cancerous or diseased cells.
Without being limited to any particular theory, the anti-KID24 antibody is
internalized by the cell bearing KID24 at its surface, thus delivering the

conjugated moiety to the cell to induce the therapeutic effect. In yet another
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anthracyclines, antibiotics, antimetabolites, asparaginase, BCG live (intravesical),
betamethasone sodium phosphate and betamethasone acetate, bicalutamide,
bleomycin sulfate, busulfan, calcium leucouorin, calicheamicin, capecitabine,
carboplatin, lomustine (CCNU), carmustine (BSNU), Chlorambucil, Cisplatin,
Cladribine, Colchicin, conjugated estrogens, Cyclophosphamide,
Cyclothosphamide, Cytarabine, Cytarabine, cytochalasin B, Cytoxan,

Dacarbazine, Dactinomycin, dactinomycin (formerly actinomyecin), daunirubicin
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or wth an additional therapeutic noiety) is nmade. In
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not limited to, saporin, calicheamicin, auristatin, and maytansinoid.

[0143] The antibodies or polypeptides of the invention can be associated
(including conjugated or linked) to a radioactive molecule, a toxin, or other
therapeutic agents, or to liposomes or other vesicles containing therapeutic

agents covalently or non-covalently, directly or indirectly. The antibody may be
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mammalian physiological conditions. Microcarriers may also be liquid phase

(e.g., oil or lipid based), such liposomes, iscoms (immune-stimulating complexes,
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to thiol groups on proteins are well known in the art. Examples include disulfide
compounds, a-halocarbonyl and o-halocarboxyl compounds, and maleimides.

When a nucleophilic amine function is present in the same molecule as an o-halo
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I'sul fide noiety.
[0150] This invention also provides methods of preventing or delaying

development of metastasis in an individual who has or has had a primary tumor
(including, but not limited to, pancreatic, colon, lung, or prostate cancers) by

administering an anti-KID24 antibody or other KID24 modulator. This
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[0147] One of the cleavable |inkers that can be used

for the preparation of antibody-drug conjugates is an
weaciw/Babs| e | i nker based on cis-aconitic aci dpChais2006/003748

t akes advantage of the acidic environnent of different

intracel lular conpartnents such as the endosones

encountered during receptor nedi ated endocytosis and

t he Iysosones. See, for exanple, Shen et al., Biochem

Bi 0 Res. Com nun. 102: 1048-1054 (1981) for the
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[0152} Id a&ﬁhercandoc{)dﬁn:mﬂt aﬁy BH f}@a(ly)%rrﬁ@’dtﬂ?io@ﬂ ,suf(}?%gélrpﬁnti—
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delaﬁodé?re‘;ern@ %é@@eloﬂn@enqt I? et s%gl TR k%DZZI moduial;c)zr may be

administered alone or linked to a chemotherapeutic agent. In some
embodiments, the antibody is a humanized or chimeric form of a non-human
anti-KID24 antibody.

[0153] In yet another embodiment, any of the KID24 binding embodiments
described herein can bind to KID24-expressing cancerous cells and induces an

active immune response against the cancerous cells expressing KID24. In some
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adm nistered prior to or concurrent with treatnent of

the individual with surgery, radiation, and/or
wohewmshesapy. | n some enbodi ments, these met heds/usefo6/003748

preventing or delaying devel opment of netastases in an

i ndi vi dual who has or has had cancer conprise
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enhancers.

[0156] Suitable formulations for parenteral administration include aqueous
solutions of the active compounds in water-soluble form, for example, water-
soluble salts. In addition, suspensions of the active,compounds as appropriate for
oily injection suspensions may be administered. Suitable lipophilic solvents or

vehicles include fatty oils, for example, sesame oil, or synthetic fatty acid esters,
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whi ch anti-KI D24 bi nds. Accordingly, the invention

provi des nethods of stinulating an i nmune response
woaoprossi7ag admi ni stering any of the conposit PONAIS2006/003748

descri bed herein. [0154] In sone cases, antibody

bi ndi ng can al so activate both cellular and hunoral

i mmune responses and recruit nore natural killer cells

or increased production of cytokines (e.g., IL-2,
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capipispisle daldgts, l@du&lmg cositeal tdblbtse«fibars&nspaﬂrm@semum ent s

1nhall£ﬁ3n'équk35ﬁtr§ﬂ§d reﬁ%ts e k3 LR P Stabilizing agents,

enul si %ents salts for varying
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[0161] Empirical considerations, such as the half-life, generally will contribute to
the determination of the dosage. Antibodies, which are compatible with the
human immune system, such as humanized antibodies or fully human

antibodies, may be used to prolong half-life of the antibody and to prevent the
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encapsul ate the agent for delivery into the cell
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to mtﬁ%a%%ti %fg%‘%bg’gg%‘%g\%?v 5 Eyldfblgf ARG fee Brsk and ponqueent
treatnostts Beingwete system Frequency of admi nistration may
0165Pq AR SRS BNt Bt BRI Aot beregropamchong.
inclugbhg, dut naf livp et gatriees suetue tiposords. See, for example,
Mahato et al. (1997) Pharm. Res. 14:853-859. Liposomal preparations include, but
are not limited to, cytofectins, multilamellar vesicles and unilamellar vesicles.
[0164] In some embodiments, more than one antibody may be present. The
antibodies can be monoclonal or polyclonal. Such compositions may contain at
least one, at least two, at least three, at least four, at least five different antibodies
that are reactive against carcinomas, adenocarcinomas, sarcomas, or

adenosarcomas. Anti-KID24 antibody can be admixed with one or more
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cancerous cells, reducing the proliferation of

cancerous cells, or delaying the devel opnent of
wort@aBawss. Al ternatively, sustained conti NnUOBET/US2006/003748

rel ease formulations of anti-KID24 anti bodi es may be

appropriate. Various fornulations and devices for

achi eving sustained rel ease are known in the art.

[0162] In one enbodi nent, dosages for anti-KI D24

anti bodies may be determned enpirically in
antibodiesirdataive agililﬁsthﬁ!ic&ndﬂﬁsﬂ) ageN@RAr@NEMSY, sifb@as, or

adc® rreilrg(i)rslgsiaté on S%\ ndiglliltdu th % %¥ven |enc ment al

GOSHGEE O 4h MR B 83 8“%?%@@ 1Jéigficacy

proefatcamb]ionmt@ﬁéy akin, l:}qzaimeisbozae, ngpploedigedtiviettencs pedifancreas.
d. . TIh I

i SRR R50 skl B AR e S A YR ThRe D o0

mixtisuefl angbeéies, ats itbery arie oétien glehoted as mhleearErInayobe pammularly

usemﬁ txk%é{mzf%a@}’oa(a « kgL 513@@91'3&& Efﬁﬁ%&l&eﬁé

as asse tunor ibiopsy and

[01651 ci@é@wmgmmp&@tamprmdqdi@ Hlusteate, farrpbeto lithig, the
invOB@syr ement of an indirect tunmor nmarker (e.g., PSA for

prostate cancer), a decrease in pain or paralysis;

I mproved speech, vision, breathing or other

disability associ at ed WANMREE tunor; increased
se |p quality of life as

SEFUBYEILEEE | on of

[0166] rHumah fethl kliﬂlhé)l’s dzegestaapmlargte beov@me10ab 18Kidelks mreré he

t .t.hat .t d [ ] di th
bR TR A R R ietsre ReReh o Ened SG e alifeera
Kldlmyi; here. Ibﬂmeumﬁmarshna&dhe glumlabﬁlﬁiumaﬂltase meditu@n oh hest

ati.on.n the i
ice;, BRI YobH Sl e MiBiens M b5 BERL 1 Phshmedinm
(cofdoPBfutamtaioing penaillid éstepitdraptie add Igien’earrwcfrr)r ke kaewn i n
mehﬁ!ﬁ?&rstwere E]gmggédp %ﬁt}lq’g%cegg anﬁll Lclnr!e1 ﬁlﬁg Qwerd rr{elfl?frv?Tgiﬁg)m

Rat'ocet a
70%’h‘éﬂanpl tRew ringet] 868 BB@as}medmmaTh@hdpaymemnsmced into 1

mu Ql?tgeg d%th %i#g i Lis0Rk 1h L 4 £, ﬁla ?qrg heg! 'Tﬁ§ tlssue pieces

r vesi cles and uni ar vesi
We{mletﬁ}i inA0 sdreé aalefodd remins fregrorediuhanfeored ta htexebzo gyl /38y

Thl@%é?ﬁﬁ?ﬁ%gcnb-ga% A ek RAdhbes mQ&omaoai /802k7O%he

ycl onal . Such conpositions may contain at’ east
dlseiﬁ@lrezﬂf whigsis hemby iggorparpded brrederenge. Whier vRgal, ofat

corh®R8ly dde¥ @l bbb @eOREdiARTyIRAIsES in tHAGIradlR of 8RS Iﬂv‘éﬁ‘uon

agai nst carci nonas, adenocarci honas, sarconas

PregeriioRISF T ERRRMbodimenty 15e AeBHR TS dlFuetare-Brsed gall gl ¢ b
me@i2€ or nore 56 WO 2006/ 084075 PCT/ US2006/ 003748

odi es reactive agai nst. carci nonas,.
l‘"ﬁﬁ Jii&%ﬁ&? H@ﬁ%%wefg&iae%%ﬁad ipfo a Ly SeRF EiEeubs A thans
tissuR@lietds Wgrdshtrifaged b0 0@ SaMiYes. HheaBtue pibig .were

resuspended in I/3F medium containing insulin (10 ug/ml), transferrin (10
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ug/ml), epidermal growth factor (20 ng/ml), somatotropin (0.005 IU/ml), pig
pituitary extract (0.2%), chicken serum (0.1%), gentamycin (100 ug/ml),
penicillin/streptomycin (1x) and collagenase/dispase (0.1%) and incubated at

4°C overnight. The following day, centrifuge the digested tissue pieces were
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prostate, colon, kidney, skin, thyroid, bone, upper

di gestive tract, and pancreas. |In one enbodinent, a
woiadose78f di fferent anti-Kl D24 anti bodi es i SPaTa82004003748

m xture of antibodies, as they are often denoted in

the art, may be particularly wuseful in treating a

br oader range of popul ation of individuals. [0165] The

foll owi ng exanples are provided to illustrate, but not

to limt, the invention. EXAMPLES Exanple 1.

centrifgng af 08Pk eofor Fumantaiaaf ayashed fica svilinl /BhmavdgenThe

ellfem@@ﬂesﬂﬂéﬁﬂecﬁ &t mﬁ@?@ﬁ(&h@rﬁl c%ﬁﬁaﬁ kg %%llmgﬂ?ugfi}\ﬂﬁen
to, 18 eks were obtained rom
anﬁ%é@a .%%%Zm&e%é?wl grovihafaeien (Aousringl), somatétoopin40.005
U/ Kily @eg/@tumyexﬁaag@lQ%ﬁaﬁ@@iua@npseﬁﬁnt(m%ygn& tdr@d in

pell SSUE cul th iumon wet ice. Innediately
1bransefyArec é‘;lﬁ:?ei/vere transferred to vvash rredl um

[0168F UndePBSs€ @Lﬂhﬁ*e RbAGiBAY)ted hikrh B fe'i&lﬁ&@ﬁ%@éﬂé Qtté’éik@ﬁ to
the%%s%r cin The oater rrenbran?s were r
ég% PRESIENG#E0Y aR@reciaeEr) Culiashegdivn wago,
chawgedamate tvekdyr i nsed tw ce in wash medium -The kidneys
sgissors. in

es w th surgical
o169F Tﬁ&a”es ?“e B 1 T aﬁ%%wtefes@ﬁ% neg @dth Gplgigm
and p_nh@lesiurmfr@@ Huankg$alame delﬁlltmﬁﬁn&ﬁj’dﬂm for EJﬁqMEEDTJ‘mn Hanks

d. .t 1/3F. . Thi di bed
s LSO B4 IRl e Nt TS SR
Surfél¢€§6}| gradlegipéttingi The tedl dmpe’mwn waopgintat Byiicdﬁjmfugaﬂon at
1006x§ff8f §Hﬁﬁut§:¥wl"hg s%e\fﬁlgthx%xxas 1fetrrhove X a@tc%%sgwgge Jiceglllsspended

ture nedia nma
in sqrpprefiee Bredivp (HSEmpediupmy eﬁ’éw:ceddmdmdngmah]usam&e
appssphidee free, fructose-based cell culture nedia. [0167]
The tissue pieces were transferred into a 15 ni
centri fuge_tube and the _tissue pieces were

Exargile.?.. Gengration of mopashyue] apibod®s mi nut es. The ti ssue pi eces
[017UFAQ10n£&éﬁé dulht! (/R% H%é)' @H}&Q 'ﬁeﬁhﬂoﬁ ng?ﬁi' in
nsferrln (1 growth

/ m
rehsp g o 82‘61 IH@ Sphate bulderas éf‘ﬁ%ﬁpﬂ@p (t%pfob@ relufdramd) pi g
ad]uphﬁﬂﬂvhﬁﬂﬁén%)éhﬂ Gﬁlxé@w&%son{émf@llf@&l B bR E’x@m le 110 (tl
X

beugﬁfg}%g%m n %agg)él BF%’%‘&@‘ en| |II%{1]f/étqstrepto mr 4C

mouBY erent gij\stctedr ineo Balbl/ @ml&gvﬁ @(}’ot rh%’%&é%-%r}él 82006/ 3%’%%8

week BT By lﬁg Ryt @%@C}}/\eg’ru S AR Y S B PR
plusilibihDiay 3RnmedhizatiorT hies Rebil Elaywaﬁnmaﬁit%ﬁ&m grd Ribi. Ty,
imm atiOh S’ﬁﬁ{{{b RAA! ﬁlay IZQ qmlrrrllérﬂzatmn(mmus%gd )Day 32,
immunization minus Ribi. Day 36, immunization minus Ribi. Day 44,
immunization minus Ribi. Day 51, immunization minus Ribi. Day 69, bleed for
titer test. Day 71. immunization plus Ribi. Day 74, immunization plusRibi. Day
81, immunization plus Ribi. Day 91, prefusion boost (no Ribi). Day 104, harvest
nodes for fusion.

[0171] At Day 69, a drop of blood was drawn from the tail of each immunized
animal to test the titer of antibodies against human fetal kidney cells using FACS
analysis. When the titer reached at least 1:2000, the mice were sacrificed using
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transferrin (10 ug/n), epidernmal growth factor (20
ng/m), somatotropin (0.005 1Um), pig pituitary

weoexoreast07§ 0. 299 and chi cken serum (0. 1% and ceCTWS2m6/003748

in fibronectin-precoated 10 cmplates. [0168] Under
these culture conditions, the human fetal kidney cells
attached to the substrate-coated plates and grew as a
nonol ayer. Culture medium was changed tw ce weekly.
[0169] To harvest the cells, the cell nonolayers were
CozrfPH%’ld B cervigal Hiskesabipuint-yrant nedgnesiaimiested Hanks
}Wbﬁabkﬁqngghqhbgn i ncubated in 10nM EDTA i n Hanks
ine solution at 37C for 15 mnutes. The cells were
l“"ﬁ@k&l&lﬁéacx% HPPHRE I 76 feseduith theempysgymiyeloma line X63-

Ag8m85p ekt fgf’ﬂg% pélge léneg%%ﬁﬁ?{tﬁ)bo OB, R)eﬂohg\;vﬁ% {R¥ fusion, the
a

ntri atlon g or 5 m'nutes
i

hybgﬁs%‘ﬁﬁai’ WAL WeshBvedeaier beirresenet ef eses frinldddneyi n

cellss epedifid hefodIBHl laﬁtlfad)dlﬁﬁﬂﬂd)fémenw idﬂlva% HB RS glt Ingn

1 Ex . Gener
FAGS). i Sieg ARRLORERLGich brboroma B ettt far j0
minats uitnn 41Rm|t of Rid@n f@ﬁlﬂdld@e ddﬂgl %}g’c@fﬁﬂgﬁ%g}/@ﬁ the cell

u re S |
sempREHSENES i st St B P Pl on e 1y i kel
of FifiG ¢rrgagreedF(abh@ fogmenpef peit aﬁlflﬁﬂb@@aﬂ%g%@r 30 hﬁnfalgt@; I
uma

The g8 & BN A RS R, B FARG Bt s P o
FAGpcan t@kﬁqa@cter ﬂiﬁprtcﬂb(lehirebly, SafdesepCA) V\H’ybndorrm%}es The

dul
e PEAE P TS R SR .1 1 0 RSt Doy B
bind@pgto, thpgyrface mfrtha hitzainifenl usy Rillsiby H28¢S.24 hybridoma

makﬁr\‘%}‘ﬂbﬁ@élbﬂﬂ a’Ru%Ba &anat@}{qu gﬂﬁ-![(@‘g{? LZaLl ch%(in W%sh

t1on m nus
binds r‘flﬁ@ﬁﬁg%n Fl@ﬁﬁglﬁﬁtﬁ@l KR4 Thefggprtlpma making; matanﬁrKIl'Dznus

antitiid¥és whPr by ekmﬂ%ﬁ%f&ﬂh%g&iﬁnﬁtgiabquay Slﬁ?%nb eed

for titer test NeDay
hybridomg grayribzand %fﬁlhﬂdbfémﬁfﬁﬁtw@ay 81, i muni zation pI us

Ri bi. Day 91, prefusion boost (no R bi). Day 104,

harve t_ nodes for fu5| on. [0171] At Day_69 a drop of

[01739]nB-Iﬂﬂiantf&aI lﬁﬂhef' BéllstWér@ Hef&fch@frbﬁlot@sﬁé c @ﬁgkﬂﬂqﬂg
fetal ey S us g FACS anal ysi s.

prespiiegy 16 Miﬁ 19884 g0 rpﬂwefom@nms@nd

resugstied CPBE ctgita mKQQQ/ZQM@ﬁAP @@3@%’[92@&? éélrse

Werehcountcec{ a&ﬁl\e cg],l?t\éd %g EW ﬁs/ rr?]I Rlbggta (t) I1 (r)nq of ce)/llr]spwerg ?ncubated

with 100ul FACS diluent for 30 minutes at 37°C. Monoclonal antibodies that bind

to human fetal kidney cells were purified from tissue culture supernatant using
protein-G affinity chromatography. The tissue culture supernatant may be first
passed through a bovine IgG column to remove excess bovine IgG in the
supernatant if desired. The following materials were used for the antibody
purification process: hybridoma tissue culture supernatant, inmunopure (G) IgG
binding buffer (Pierce #21011 Rockford, IL), Immunopure IgG Elution Buffer
(Pierce #21009), concentrated HCI (for adjusting pH), Corning 1 liter PES
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hybri doma preparation. [0172] Lynphocytes fromm ce

were fused with the nouse nyel oma |ine X63- Ag8. 653
wa00s886% pol yet hyl ene gl ycol 4000. On day 10PCT/US2006/003748

followi ng the fusion, the hybridoma supernatants were

screened for the presence of human fetal kidney

cell s- specific nonocl onal antibodies by fluorescence

activated cell sorting (FACS). Conditioned nmedi um

& m each hybrldona was i ncubated for 30 mnutes with
(polygt Fﬁ‘qléfate JF2niaredHter éCaiming &ﬁ%l@%élctrgmgANYéxAmersham

{ ded
R R AT P AT S L e e
Profegy apse¢ ApstBlow (Agresshanp Biogoiancea r#ﬂmm@&) $tgl(ﬁpfny

c i |
buf@0 cosibtiab of 8 PothGiGR!thD Pk /\Qgﬁﬁlﬂf Sris E)?IS*@%%@C i C eI N

CS di |l uent and analy usi ng

(Ph%ﬁé?V%%ﬁkﬁgé%@Bﬁ ), BMEKERBE0-San Jose, CA). Hybridorm
[oml UBESIrMR Fe I&@h@cérﬁﬂhﬁﬂlﬁnfmm@ %ﬁn@&%ﬂ%’?ér%a tocllle(}&hrég
mu g#§§ ra t%r #&% based on their “ binding to

§B tﬂ esEPmatang ey %e@ﬁmr@dwdmuah
volybbi ldiﬁﬂﬂ\g H’aﬂ@r ReasadaRAes RN ﬁra&arhop!ye P8l anghed
allo5ant lgbzié was sel ect ed, i ch i nds an antla

desi %ﬁ%ﬁ‘ FOROT R RRI BT ¢ dhe SHREIAEAHAS Slarifier Dy
passgt |tltmodgbs Ovg2urh il teh efheaxpan@desht th%éﬁéﬂ"brﬁ@ﬁ“p%‘@em—

Se Isl'aros bl lor SS'FEE % ybrl dorra grow h and anti body
oo R Girn S A LA oo blien sy iAo iipscianoms)
andah@rwgdmﬂswﬁhEdbuﬂhﬂgnnuh@mﬁkﬁﬁhﬁﬁﬁgB@ﬁ&SkhéMﬁﬁ@FBﬁ&ﬁ'

r tissue culture asks
e ke 1Ll HELES 5Tt e ec S ol Thaco
fractumﬁ Wene r@utmhm c&miutlmeszm&xpha d@dhtlloﬁ I?Pgﬁ ’mﬁtpal ND RY
The ce wer. e
e300, 08 2 ETOERRS KPP o TIREEL ST
monggjongl %é}’o@dynm:b avelid. W‘net podledbarRpleSwais linjested frab a:‘}Qe-
bodj hat, hi.nd
e @uthed 2 Al NOBREAMIAL AR RO S8yh s, DRG0
PBS @i £3G,fveiths bgffﬁlaql‘@ngem@ﬁ atdpasipt b‘blﬂls lmf Gicdf fid p]sl:rtdhange) The
fi ul t uper nat.an
porf RSO0 BE g N0 e LSRR, T
2-8°excess bovine 1gGin the supernatant if desired. The
R T e SR N
ConcgabéhmbzamV alpsoniamap A g,)(@GH S0P olbadrdiingidus f er
G Elutlo
oyt SRICSHLOE e TIPS L
redugiig eonitignp Eyr, anglyisisi of gnqle duildrewei EE&@UW‘M%Q&/’(E@ A1kl

band® /MQZQ/IIQ&%%@IIQ 2 mfilter
(Grning #43108 ERRIUEL) SUSBRR of s
[0176] After pur1f1cat10n of the mu- ant1-KID24 monoclonal antibody from the

hybridoma supernatant, it was re-tested for binding to human fetal kidney cells.
The cell samples were prepared as described above and incubated with the
purified antibody at various concentrations. After incubation the cells were
washed, resuspended in 0.1 ml diluent and incubated with lug of FITC
conjugated F(ab)'2 fragment of goat anti-mouse IgG for 30 minutes at 4°C. The

cells were washed, resuspended in 0.5 ml FACS diluent and analyzed using a
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Phar maci a AKTA Expl orer System (Amersham Bi osci ences,
Pi scataway, NJ), Protein-G Sepharose 4 Fast Fl ow
wOAMBrsam Bi osci ences #17-0618-03), Stri ppi ngrChbultms/003748
consi sting of 3M Potassi umthi ocyanate/50mM Tris pH
7.8, and PBS (phosphate buffered saline), 3MTris pH
9.0. [0174] To purify the nouse anti-human Kl D24
anti body referred to herein as nu-anti-KID24, the
vol ume_of the supernatant was nmeasured and an equa

FA@%qaarﬁéll ertey; (Rartag Dickinson, farsloselded)). toshifiéo thepighnatathe .
FAGS@nIHitbshagh Wafcatedl thovVWad plu ﬁﬁ@gva leﬂgtﬂa?&g%tﬁl ﬁcg,tr{)dotgrﬂuman

; ai eratfre. The superna fant passage
et &ﬁe ©0.22 mfilter. The supernatant was | oaded

[01TIIR ohed @s’qb@txﬂeﬁs tRE BRRAAS ¢ &%‘Mnﬁ%{tﬁmﬁgﬁbw fo

E&éplorer ?ﬁ Tt Anershant%8050|ences
desieq Ho188 1i5e e EinpAv dibgdeldowinginethiodyapubddr . The
althongh oten ahethédd doa@eynIvaG oRrtihaHe Wbidhrb Qﬁpl‘?&aﬂié €R11s (HT-

re collected fractions
29, g%%ﬁh%‘ﬁ?’%gﬂr 5@@%@%@3%% P Ak weteeranaiinilah ol au
bovire ﬁrurpl'(lFBS)Q:ohfmmﬁgE{e}ﬂld thenfludndy &POtyak uaﬁu&ftréa@@d 96-
ea co I nin
wal BRELENSko, T BSEK LASFL A CON RN NE. L
desined antitjoeli¢sed ald@htﬁecbco@tﬁ&trafbﬁiggg%{eﬁtk@m%&élg Balk g@ﬁ@f‘olhe
ce lalyze I n X
GLLTh, alﬂtﬁ‘g(l\% BRA S G 1ot R & tor 100t B0 hour &
tempéradjuual "i]ls& eallp evere Hengejshed lilgree mtmesfwle}dlmmpéﬂ ®R8Rbf HBSS

erll filter Acr dISC and
bef&? or eg are Wit s i %%}’ef&xg@%%ﬁ ?@Ré ?Wé& 19?1@3’ S
per weedl dilkehirf IdBSS)gbﬂGmnﬁitésDzﬁ 18bm @ﬁﬁ;ﬂt%feath@&tﬁxv&é/
ya m de
fina YR RED G rL (e Bl Pahef ks aacs o ate GRSy
substtoatth Kiﬂﬁ-wasohd@edgo eath waumnoogt FAVMIL ThasolbPEhARal YSi s
ular t, identification of the typica
reaflon qPisG opafat i BF Hoim wad e Pt M Bhesbhoric acid
The qﬂ&eSWﬁm’]fﬂteﬂfredﬁLtftIG D, 450047 6Th¥ekElis ﬂ‘é%hfﬂrﬁ%ﬁe@%eﬁw 'ill[] e
Thbp%:antl-KlD24 nonocl onal antibody fromthe hybrid
supernatant it was re-tested for binding to hunan

fetal _kidney cells. The cell sanples were prepared as
bove 9nd upcub. (] MAth the ourltled'd
Ao C

rcz KIT)24. e

[0178h51dmlyl ceraernea callElfieetl498 e s andt@ctohﬂu&tcgz ol 176Icht38 nt‘
Clllt@l%‘%llé}{ég u}?ﬁ% gglsvt\/q{etrg 1%\9ecpw1tﬁ IPE% @a%,fqg%rltj aatt}?eﬁ ﬂgl abg latttffegc

ragnen I -nouse
(HBF$rewithed% Erltvew)él%s’r}h@d PMSF 04 frestdibainianid®, fndrl tBAEDer

5ml Wi disiifer JAADANAYZ L 6/ AR49Z
_PCT/ Us2006/ b3a74% bttt ind pRef2 AR BN Rotecutar
Biochemicals)) and the lysates collected. Lysates were centrifuged at 14,000 x g

for one hour at 4°C. The clarified lysate was then pre-cleared for 2 hours at 4°C
with 5 ul of human IgG conjugated (1mg/ml) CNBr 4MB Sepharose beads
(Amersham Pharmacia). Human IgG beads were centrifuged and removed, and
then the pre-cleared lysate was then incubated with monoclonal antibody mu-
anti-KID24 conjugated to CNBr 4MB sepharose beads (conjugated at 1mg/ml)
for 2 hours at 4°C. The mu-anti-KID24 beads were centrifuged and removed
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FACScan cell sorter (Becton D ckinson, San Jose, CA).
A shift to the right on the FACScan hi stogram
wondicpatoes t hat the purified antibody still borad/use006/003748

human fetal kidney cells. [0177] In other experinents,

the binding of the nu-anti-KID24 antibody to KID24

was tested using live cell ELISA. The foll ow ng nethod

was used, although other nethods comonly known in

the field are applicable. Cells (HT- 29, SKOV3,
aftelsﬂ@&{@'ldur iDMRBion SKBR11% hafan BAEhd )rhewueargr KP4 eall® %

wert Gl Yoy LEH IE%S%V&E@ pFelly o0 il Reppaphe

thref Eahasomith 1ﬁie HBSSwWeT e w«aﬁhé@emdst WweRBSuteddytthe addition of 30

u of SERALCHE st eR s e wSHERE B PR Re T o “ChBses

[Olwpmhésﬁmpgas L%rB%n&ﬁ@bl@edl% s@eﬂO%rN@zeﬂ graldoent Eehour at
erature el l s were. then shed thre
ERE Ok s Rk e Y AR P AR L D)
andWidunlied ¢ madieh bpetioxivithsetheHRRY / slet ohtaran eI dogty
HBSS) for 30 minutes at room

5 ed, |
5“&@1‘?}58‘?g‘l’ﬂf@é‘“’#ﬁgﬁ%gla@b%@? finally washed three
[0150} mrelsdwe&tlierBﬁﬁ Rl cdi atéwét@éptﬁﬁdﬁg ﬁlesm&@tﬂan@se(m&

N R N P

buffeetdi 4alidB cohtailBRd 0.08% Twedeh-20f(TBIT, [Stixoaplbeindcatsd.i HRP The

conﬂgﬁ#i%h%%&a%'cii?g/vc\?s{cﬁ%gefgﬁt%%T %%Q;E& nél-r%% éx%%‘éé& tsb t%cre €

nitrbeeliuleyeriec 3 Pmti@itb Ot racal tyﬁlipﬁraﬁuﬂél D2 Iewmeﬂss:»se fvasrthen

wasf Bl en S8 et PO e R e SRR e Mo ur 6

T018dij Reeslts ddieg tad potovel and inusedi-KADH ﬁ%odmd shinem ‘specific *

moB R peide St hiFlun b PR M ol e bRe R

spetifis bandaf fhersaofe tblfAldreeigbowps else présant when geatenti-
t lsequl .

ADFSE S Do ERFe ML TEL B B BREE BB AR I iy
Flglxregl for one hour at 4C. The clarified |ysate was then
pre-cleared for 2 hours at 4C with 51 of human IgG

conj ugat ed (1rrg/rﬂ) CNBr 4MB Sephar ose beads

Exa Reeey dhBACPHIZ# R o) gl Anpgemn Wiy el=t=1el K P2 ‘-'u~ HBTHLE 4 Uged

Tangggmgg@g&%mar} (MERZS) t he pre-cleared | ysate was then
‘1 ncubated w th Tonoclonal antibody nu- antj-Kl D24

101824 Hihegatisan towbMBrmuRpiddpRA PEYES ibisglated aushiubipst td at
TanHE8 Habs sﬁé&fro&o@? Wedratngdbthel hRthivd G drreltk B4 I8 aflsn.

were centr|

200pdvme &b @6&2@0227145 a8n %’r(gtgmng a?g se%%rat\/\gd %9 gg/ 917848124 and the gel

was stained with a colloidal Coomassie Blue reagent (Invitrogen). The proteins

of interest were digested in the gel with trypsin. The tryptic peptides were
sequenced by microcapillary liquid chromatography MS/MS on an ion trap mass
spectrometer (Thermo-Finnigan LCDQ DECA XP), as described in Wu et al.,
Nature 405: 477-82 (2000). Alternatively, other commonly known methods of
mass spectrometry, such as MALDI mass spectrometry can also be used in the

practice of this invention.
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after the 2 hour incubation. Both the human 1gG and

the nmu-anti-KIl D24 beads were individually washed three
woiomaswa7sh 1 m of |ysis buffer and t hen washedr/uskoeso3748

times with 1m HBSS+. The washed beads were el uted by
.the addition of 30 | of SDS-PAGE sanple buffer and

boiling at 99C for 5 mnutes. [0179] The sanples were

then resolved on a 4-20% Novex gradi ent ge

(I'nvitrogen), and transferred onto 0.2~tm

nitrocel | ul ose nmenbrane (lnvitrogen) and visualized

Exai¥le We Sl A% Ao Qb4 28y Welida i ther 5 g /bl ot of
nu-anti-KID24 or 5Rg/blot of goat-anti-ADAM 9

lOlSéh Frossaitiegue sapden fregrcapear @etipol weare emiRidedbin Qgat ed

At 0 S S 5 i

Wlth RLeitn SOBGHA ricsrptams £l dkan st Hiywp 208oTWEB RIS on
Supér’FEé‘sTPh% Jides G mhﬁ]ﬁoab'"?ﬂxe SRAbRIRERY SUNERE 849, di N

ed int BST ~tg/m and exposed to f he
acetﬂ?"t‘ ) ?g% eﬁ%‘ﬁﬂ‘%@é 6‘1: a alﬁ?"ﬁ‘iﬁ Té%alﬁtirY %ﬂrﬁ%ﬁr@fé‘mﬁm e. The
tempérbt@6eTha iRe® satidns Hefe styanBBIPONLE Likeres Wi th PBST
“n8?h£ore VIS alization with ECL+: '[0181] Results using

& igpghy P’foah%{nﬁtryaﬁli\@ itisgyeoEtions Weksdilieved ovashed in

Trisdusiprel (03 TARELE CLH-ay aﬂ@bl@hﬁecﬁ%ﬁﬁo@&nm& Eﬁﬁa o%’ ZE
ana a

under red ndi t.i ons. ecific
“‘mgéﬁgeoaﬁﬁ?ré‘&b ﬂ%ﬂﬁgd i a\xféiténbﬁ% go 5@1@& it fRRER teypperabme. -
The Al Oer@ théDRRIBSIRF) US %%—afﬁ'i‘-@lb@@ H}u‘:'l lc(gl{t?cmrﬁ&'lo%lonal

eX 0]
o GRS DS hg e o6 Senes e room
¢ temparataat ThKb&Ribnbiwveasthes ivitghed ande M%tﬁﬂ%@lé%%‘% ry

ant. n to which nu-anti-Ki )
bt U o Bl ARt fro S i st movise
IgG sght (ﬂ‘bﬂﬂj(ﬂﬁab ﬁ@@dﬁ)ddd&@ cbjubhes ARl Iﬁlﬁlﬂpé}f)xﬂﬁ@é@s&%trﬁ{e ,

U A P Dl KL 0 St

buffey pH 5a)5ca;nidl Q)ﬁ)QIB% hizboges pé@xilesi o (HITO00S.r pigen) .

t t.ed t I
staln-gﬁesﬁeéso gg«ﬂﬁ)m —sltatnmee xf%scfe hﬁ%ﬁ??’%(be‘ eé\%g(ree al"“@‘@i{}-gﬁggd by

Pﬁkmﬁﬁﬁﬁbawmblary I|qU|d chr omat ogr aphy MS/ M5 on an ion
trap mass spectroneter (Therno-Fi nni gan LCDQ DECA
XP), as described in Wi et al., Nature 405: 477-82
(2000). Alternatively, other commonly known nethods of

01 @]Bﬁlssog[%e& metr,y can

013 al so be uggﬁﬁﬁhﬁﬂneéﬁggggﬁbNg g%h?ﬁg%xgnven gnmy WO

usedz@ggpm PhEMigP0 ety GPRTARiate antigen retrieval methods

were employed. One such antigen retrieval method is described in Mangham

and Isaacson, Histopathology 35:129-33 (1999). Other methods of antigen retrieval

and/or detection may be used by one skilled in the art. Results from
experiments performed using frozen tissues or, where appropriate, fixed tissue
with antigen retrieval and polyMICA detection were performed. The binding of
anti-KID24 antibody to a variety of normal and cancer tissues was assessed. In

all cases, antibody binding in control fixed tissues was correlated with that of
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Exanpl e 6. | nmmunohi stochem stry nmethods [0183] Frozen
ti ssue sanples fromcancer patients were enbedded in
wQCHe/sertpound and qui ck-frozen in isopentane RCTHSZ0$/003748
ice. Cryosections were cut wth a Leica 3050 CM
m ctrotome at thickness of 8-10 ,um and t haw nount ed
on SuperFrost Plus slides (VR #48311-703). The
sections were fixed with 75% acetone/ 25% et hanol at
10C and allowed to air-dry 2-4 hours at room
frozen Hesutes;t ﬁ?%?est}%%frpwfé@ze@é@ﬁuwewéy siedribthedtwo d@ot
nuﬁdﬂﬁﬂheu@ﬁnﬂB0184] For innunohistochenistry, the tissue
018 tions were retrieved mashed in Tris buffered 0.05%
[ %rrFOFYg‘lﬂceaﬁauWV@éth%m@@Rd reyubie of eqve(alB- T, 5%
expatnérab ugagtfrosen bioddd tidRR I af¥dShiboutRE 1@5@10%%%1&%
inT€§lﬁf§$ﬂ§ﬁEB§ﬁaﬁfre The slides were then I ncubated
£ - &% D24 and control nonocl ona
antibodies diluted in bl ockl ng buffer (1 g/ m) for
60-90 _m nut es. at. room erature. The sections were
t hen vi@slel lPﬁFré‘éuftQImsz WP #4ingieamigl bukiandisstwest f er . Thel
bound monoclonal antibhodies were detected with a goat
Tissue I'ype oo | gBesuli$i v (Hel) F(ab') 2- per oxi dase
King o ugates_an 11+ rwepglendseaslet /s ipeal epidermis
Live; ami nobenzi di Nesetivery/ i Si g _cat. No. D 5637) 10
Kidney1 M sodi um hkbfuhwes huffer pH 5.05 and 0. 003%
Lungydr ogen per ok]Ng&24i® gnm cat. No. H1009). The st ai ned
Pana¢asges wer e chhiegelivest aisiringion s fenhtcok wilish and
exam ned under N kon m croscope. [0185] In sone

cases' paraffin enmbedded formal dehyde-fixed tissues
: used—for—immunohistochenistry after

||u._yl IJ\/ T

::: appr o nti, val nmethods were enplo ed |
" one sﬁtw‘i‘sﬁtﬁ iiBRBoR BLAIPHAin Ronar tomesarssed i 0

R N saacson—Hi-stopathol ogy 35:129- 33

. 1V am u.llu T
glsf Y ot her R;-Eﬁ'ﬂfﬁ—ic of antigen retrieval _and/or
olon t ection—may| batQesaiing a5 IR mers in the art.

7

t ot
Breagt e il ts from | DepEIVe ARt 4 BEROS, ed Lsing frozen
gancn?agsues or __whldo2arateiRe o/ 4tumeds t | ssue  wi t h
TOSIZE | gen retri e]v*a’FO Zhefaiseng w8 Hunerst Negrtiveran 1/4

jzzﬁfepﬁgpngd__lhglﬂnWﬁlnn of anti-KID?24 antibody to a

I NG%r i oty of Negatire P i aimars s stpiniag oaddsdgmdrs | n

Lung " " cases, antT‘Eotﬁ HtHBIngPn &Y “comars|Ndgagize onildEues
was—correlat e t hat of 63 WO 2006/ 084075

| Ovarg~/ 52006/ 00! tivie oIy A FRQiGes  The results from

frozen tissues were only used if the two did not

match in the controls, [0186] For conveni ence, a

summary of the conbined results of several

Table 3. KID24 Overexpression on Tumor Tissue by IHC Analysis

Breast Colon Lung Pancreatic Prostate
Carcinoma | Carcinoma | Carcinoma | Carcinoma | Carcinoma
Tumor
Source:
Clinomics 7/13 12/12 9/12 9/13 5/12
Tumor
Source:
Lifespan 3/4 4/4 5/8 4/4 4/4
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experinments using frozen surgical tissue from

di fferent sources is shown below in Table 1, Table 2,
wandoehakl7e 3. Table 1. Distribution of Kl D24 i RCT@SR®E/003748

human tissues Tissue Type Results Skin 1+ sweat

gl ands and +/- basal epiderm s Liver Negative Kidney

1+ tubules Lung Negative Pancreas Negative (1+ .

staining on a few ductal cells) Table 2. Distribution

of KID24 in human tunor tissues Tissue Type Results

Colon 1+ to 2+ staining on 5/5 tunors Breast Negative

Exaﬁ’l'ﬂle‘?/ Gk B B0 chnBRES RSt/ - 10 2+ si-aining on 4/4
umors Prosfate 1+ to Z+ staining on 3/4 tunors;

[01% gdenareorghantibody muyrapiJIDRE dvrsyishid tratebtieadiviy wlts
varioUBeé1Blines ffom dﬁfe@érﬁ't?}[ges%} tiksties® ThE TRuSts weld %o_;eé as’

3+ sta|n|n% unmors; Negative on 1
for wgakk posiayatrpngy i for maderede H%m‘ee gainjqigppia-+ for strong

posﬁvers%ﬂhg%ﬁdwfd?@le &Wgtéﬁhtﬁ%ut e b>éa | HC Anal @:r s nshgast
on Lu ncreati c Frostate rcli nona
01 R o B GeT PRBRED P B LS5
techh2ick?, & dsdc@beBinSV OD1 / B30 WelS frbuMBiffered@ WbtGBlished cell
Lifes 4 4 4 64 WO 2006/ 084075

. 3/ A 4/ 5/ 8 4
lineg e F O E300GAD EREhSTE R WihREhEE)E Beterres ragked
andrepshddidsd ﬁl@@@fﬁ] coM}mDmIdO Mk cald woedyoA#H aaltsbcttdidd 4heas

staulrlescﬁlgsﬂig a5B3Hal, | Vl’coé/olwI th
[0189] Results of the binding of the mu-anti-KID24 antibody to various

established human normal and tumor cell lines are compiled for convenience in

Table 4. The experiments represented in Table 4 include Live-cell ELISA and

CellArray™ binding experiments using the methods described herein.

Table 4. Immunocytochemistry results

Reactivity [ Reactivity

Live Cell
Cell line | ATCC# Organ Cell Type Cell Array] ELISA
Normal mammary
HMEC | CC-2251* Breast epithelial -
Endothelial
HuVEC Primary cells Normal human adult +

BT474 HTB-20 Breast Ductal carcinoma -

MCF7 HTB-22 Breast Adenocarcinoma -

MDA175 HB-25 Breast Ductal carcinoma -

MDA361 HB-27 Breast Adenocarcinoma -

SK-BR-3 HTB-30 Breast Adenocarcinoma -
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vari ous cel l

The results were scored as

weteaicrusags ' ++'

] +|

for strong positive staining and '2 for negative

staining. [018

obt ai ned using Cell ArrayTM

8]

lines fromdifferent types of tissues.
for weak positive
for noderate positive staini ngPCTAS2006/003748

| mmunohi stochem stry results were

t echnol ogy, as descri bed

in WO 01 / 43869. Cells fromdifferent established

cell lines re renoved fromthe growth surface
wi t hoput usi ng |proteases, packed and|enbedded in OCT
¥dBpoinBAVERE |cellieg welr e Limgymeser imd $ectt/oned, t hen
stai ned using|a standard I HC protocol. [0189] Resultp
%% he GFhdBhg of-ubthe |mu- aBakngthd24 anti body|to
variopis_ estaBl i shed Human normal anfl tunor fell Tings
CAd 30 c hrRAVEN flor Leemv gnfwsiteslicacingiabl e 4- The
exper nent s rgpresentgd in Table 4 inpclude Ljve-cel
Ceiy3sal aHdB-Tell| Aleg TNI bidetioprgcimopeer | nents usi ng t he
met hofls_descriibed hergin. Table 4. |mmunocytpchem sty
SKMESH 1 SHRBAYS if vi {yneRedcYaugmaeug carcingma Cel [+~ Cel | 14 ne
ATCCH| Organ _Cel |l Type |Cell Array ELIBA Nornpl manmmafy
EWEC 0 DV84 HP¥Et lepit Gaspiperba - Epdot el i Al HUVEC
égi mary._cel | s {Nor mal Human adult + BT474 HTB- 20
SEOUS st " BB Al | caP¥aionn Adworrcipgpm 2p Br dast -
q@ nogcar ci hona MDA17H5 HB-25 Breast puctal carcinoma| -
NERA3en RAVEN By Bapsteand o nddonpedrdientp - | SK- BR- 3| HTB- 30
St engcar ci noma |- 65 WO 2006/ 084075
As?rg??. qgﬁgml/é)& g3 7izmcrean 49 PRIGIRGR? | ing ¢ancer |ine K1
HﬁXfﬁ -18 lung Cardi noma - CA130 RAVEN Lupg Snal |
ol Panerepy,d  HFgensearqingis Aendlciar ¢l nont -
§<NE§ ggjL ng Sqyanpus carcinonp +l- ES-2
Hs AW T 1 |y FhIES] CIeRT nocarcinoma
Ascites colorectal
Colo205 CCL-222 Colon adenocarcinoma -
Colorectal
HT-29 HTB-38 Colon adenocarcinoma - +
Colorectal
SW480 CCL-228 Colon adenocarcinoma - +
Colorectal
SW948 CCL-237 Colon adenocarcinoma +
Transformed with
293 CRL-1573 | Kidney adenovirus5 DNA -
786-0O CRL-1932 | Kidney |Renal Cell Carcinoma ++
A498 HTB-44 Kidney Carcinoma +++
Caki2 HTB-47 Kidney Clear cell carcinoma +
Kidney
(African
Green
Cos 7 CRL-1651 | Monkey) | SV40 transformed -
RL65 | CRL-10345| Lung (Rat) -
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SKOV3 HTB-77 Ovary Adenocarci noma + -

9926 RAVEN

Pancr eas Adenocarci noma AsPC-1 CRL-1682 Pancreas
PCT/US2006/003748

wadawsesar7si nona + HPAFI
Adenocar ci noma ++ +

Adenocar ci nona + Ascites col orectal

CRL- 1997, Pancreas
Hs700T HTB- 147 Pancr eas
Col 0205 CCL-222

Col on adenocarci noma - Col orect al HT- 29 HTB- 38 Col on
adenocarci noma - + Colorectal SW80 CCL-228 Col on
adenocar ci no - + Colorectal SW48 CCL-237 Col on
adenogar ci noma Embly@ansf pibrmdsys Vi 293 CRL- 1573 Ki dney
sadenoyccusss PINAvIod39- |0 CRlanskSdqKi dpey Rena| Cell
Carci phona ++ [A498 HTB-44 Kirdney Car cinoma +F+ —Caki
2488 4)7 oRiLdrwey | Cpeatat el | cagehgiaa +|  Kidney| (African
G een|” Co0S 7 CRC-165T [MDonkey) SV4A0 t1ansformpd—REESS
DORL5 1D3MPBLUNY PRAtae -| 6RIMELAQQ8408A075 .
PCT7TUS2006/ 003748 EMDryo Fi broblast] SV40—SyT2
LKCLP 158RL- (D US @ostaha@nst or gBEnom22RV| 1 CRL- 2505
Prosthte Carciinoma - DULZ5 HIB-8T Prpstate
Pd®noL @RCi 1485 NaProstaCAP  Sfaodafdbniyr Ot at e Caj ci noma
PC3 CRL-1435 Prostate Adenocar cinomal  TDH T VEN
TPHobt pt RAPENS | aP&se@ Cie ProstafR@ancer line -
Hs746T | HTB-135 | Stomach Carcinoma +/-
NCI-N87 | CRL-5822 | Stomach Carcinoma -
A204 HTB-82 Muscle | Rhabdomyosarcoma +/-
G292 CRL-1432 Bone . | Osteosarcoma +
Connective s
HT-1080 | CCL-121 Tissue Fibrosarcoma +
MG63 CRL-1427 Bone Osteosarcoma +
RD CCL-136 Muscle | Rhabdomyosarcoma +/-
SKLMS-1 | HTB-88 Vulva Leiomyosarcoma +
Consistent with
SKUT-1 | HTB-114 Uterus leiomyosarcoma -
Connective
SW684 HTB-91 Tissue Fibrosarcoma +
Connective
SW872 HTB-92 Tissue Liposarcoma +/-

* CC-2551-- BioWhittaker
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Hs746T HTB- 135 Stomach Carci noma +/- NCl - N87 CRL-5822

St omach Carci noma A204 HTB-82 Muscl e Rhabdonyosar cona
W6 /200608R825 CRL- 1432 Bone : - Osteosarconma + ConRETHS®6/003748

HT- 1080 CCL- 121 Tissue Fi brosarcoma + M3>%3 CRL-1427

Bone Osteosarcoina + RD CCL-136 Muscle

Rhabdonyosar coma +/ SKLMS-1 HTB-88 Wul va

Lei omyosarcoma + Consistent with SLUT-1 HTB-1 14

Ut erus | ei oi nyosarcoma - Connective SW84 HIB-91
[0196] Ssldlétiqriabpereal bomariarchimeartcell EneSWBZIeHEB{@anTiantue

Km%%%}%ﬁ f8570e Jé{ca%/d ﬁsfz'pg%%/ 0374@ Bﬁl‘%ﬁa@dd‘% %ﬁéﬁ‘own m

the fgldndihe remvdn asprumpmasredisl Takle hbdower e tested for
mu- anti Kl D24 bi ndi ng using standard fl ow cytonetry
protocals that are well known in the field. The

results are summarized in Table 5 bel ow. Table 5.
Mu- ant L2iReSe Muiangi- KED2binging vsing flosvrextenetayshi f t ed
on Flow Cell Lines Cell Type ¢ tonet A549 Lung 94.8
SK § u 81 5| HT 1080 Fi br osar copm #9Shiffedan Flow
_4;&%&1 NCL- Hasfelluhypeso 2 H1299 (chitpanedsy
Cal u6*4ing 49 HT 29 Col b®2. 9 HCT{L16 Col 09483, 7
SKMES Lung 81.5
HT 1080 Fibrosarcoma 89.2
PC3 Prostate 88.5
NCI-H460 Lung 59.2
H1299 Lung I ‘ 95
Calu6 : ',‘L.u'n'g ‘ ,, 49
HT 29 Colon ‘ 829
HCT116 Colon 53.7
MV411 Leukemia 25.3
NCI-Ovar 8 Ovarian 994
B16 Mouse melanoma No shift
SP2/0 Mouse, myeloma No shift
Normal human PBL White blood cells No shift

Example 8. Mu-anti-KID24 binds to immobilized human ADAM-9.

[0191] Further characterization of mu-anti-KID24 was performed using standard
ELISA procedures and purified human ADAM-9. Briefly, purified human
ADAM-9 was coated onto 96-well plates at a saturating concentration. Dose
curve of mu-anti-KID24 were allowed to bind (0-150ng/well) and mu-anti-KID24
antibodies that bound to ADAM-9 were visualized using standard ELISA
protocols. The results showed that mu-anti-KID24 bound to purified human

ADAM-9 in a dose responsive manner. These results are consistent with
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MV411 Leukem a 25.3 NCI-Ovar 8 Ovarian 99.4 B16 Muse
mel anoma No shift SP2/0 Muse, nyel oma No shift
wolaoosa4dtsiman PBL White blood cells No shift BrRamsk®e/003748
8. Mu-anti-KID24 binds to i nmobilized human ADAM 9.
[0191] Further characterization of nu-anti-KI D24 was
perfornmed using standard ELI SA procedures and
purified hunman ADAM 9. Briefly, purified human ADAM 9
was coated onto 96-wel|l plates at a saturating
precione &vdstarh ibiot redndts QSeeCEb(eMﬂoleﬁl abuvernthat-skbb2d theyrmu-anti-

150 and ti- Kl D24
Klrgr%tcaﬁgﬁfr%lgof’ﬁgtpl%ge 995p\f%¢1ggvn sual i zed usi ng
standard ELI SA prot ocol s. The results showed that

Exa:rﬁ’éleagl Mu—an%?ép&n%locﬁ) A&%% ffj e%g% h&%iﬁmt_}% Ai%%} 9ina

nsi st ent
[0193] tih vB8 aNDy2R0EYi 08yl 058y PEEIHISAOQBIQ0B AR recombizian s

hurx\ﬁrg k‘ﬁfﬁ\/[bj e?&ra-c%"l%g 8&%‘&?@?@"3&%& _2Reh4Lhabghoved

can opreci pli tate an
ADAMNM9- E@AM@Jlesqgef&anﬁ e Peatide sEberap @K&QD Syttermp#E- KI D24

soogm tme g%ge&%%&c%%m Bfitd dbd¥a) eﬂe}%}gﬁ@e JLQ;QZI I'n

activity assays wer e’ usi n
ﬂucrreé@nﬁ Elﬁa#tthatmaﬁévﬁ defssiadousing p ﬂn@@smyllcaplad%amdﬁr %tE@D)

excﬁgﬁlorm'lfa%lgﬂl tKlopgﬁOrﬁ‘H (dROh Eiissi AR eRnEdal @5?[94) eTh®in

cl eave a peptl e substrate (R&D Systerrs #E S003) in
vitrp KBZYIP@ S8R & B Pe PR ACCATENG. o e Rqterey § ProtoRel-

Br1%f§,?&0(§i% O/lem éﬁh@DéI}/I@E@DG(RI&&) ]ﬁé}?é #939&%130@0% #8s added

et ect ed _usi uQresc ate r .at an

to 2eM his g %@@%gﬁﬁ S% o0 561(5&8{%@ SAHEE on

coﬂ@@ﬂ@étﬁﬂ@toh matarftRNI4 wmeamdwaddedt il BRZYARIASSAY Was
%) $r med accordi ng to manufacty rer S prot g%

incghaty If‘if Iﬁﬁb‘ﬁ%s/%tiﬂ(’f&ftemﬁ%me@’ M

ﬂu&%g&u@\ge]gtm su\B@tSat@‘dH&@ S}s@erﬁ@#mog)' \Wﬁs ac?de%l SM tBRGHE final
% 5 at a’pH 9,0. Vario

Vol B TR L GRheGe s Wit BSHDHER 8V 43RS s

platéalweré%la&iﬂew oﬂ@mudré&u@@t@gtefreadé AOWIABnAL. CBRMI
nperature with mld agitation. 10 quorogengtah
C

Corﬁéwsaeo SUBERS) Y iEh PR SYs? B o {{aQresraes

wab bﬁfsectelalq)gﬁmgl&xe M WsHER MBSy éfﬂﬂ)rb dril€iflcleatéte PRAGE ON
ncubat e over ni t es were then

o] qOREHEST il PE e Aan Kb e hoienea e i rehanen M

antGRMD2Hlvas glsle el bloeln A D(AM- %EZMm“hvaﬁﬂﬂ a d0sATANnE eftCM

mannermelqmegg ref81|11 O %%&e%lnt at mu—an —KID24 can block ADAM-9 enzyme

activity in vitro.

Example 10. Mu-anti-KID24 is able to inhibit soft agar colony formation with colon
tumor cell lines HCT116, SW620 and HT?29.

[0193] The in vitro effects of mu-anti-KID24 were tested on three colon tumor cell
lines, HCT116, SW620 and HT29. Standard protocols for soft agar colony

formation, well known in the art, were used. Mu-anti-KID24, at a final

concentration of 1 ug/ml was able to inhibit soft agar colony formation of

HCT116 cells approximately 60% as compared to control. Similar results were
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was expected because the substrate is only fluorogenic
if cleaved. Positive control conditions with no
wounems7Kl D24 showed maxi mal fl uorescence. MIPCT/US2006/003748
anti-KI D24 was able to bl ock ADAM9 ECM activity in a
dose dependent nmanner. These results showed that
mu- anti - K D24 can bl ock ADAM 9 enzyne activity in
vitro. Exanple 10. Mu-anti-KID24 is able to inhibit
soft agar colony formation with colon tunor cell
seeh mwigsSMEIU &Bs (IBYHR Dt dn k@ 8npdred 83¢oriivd) aral NTRY cells

f.fects o 4. were tested on three col on
(22 infibldy % p%g%d t"%fg SW20 and HT29. Standard

protocols for soft agar colony formation, well known

Exa% ple ﬁe Iﬁtrmtmlz%{n of zyni-RID
[01% IMWZM (p?mwaocﬁdofargema}@tm ISsn &bm%&s m ynteﬁ%ua@

S
155G aﬁ%ot‘%%aé% sn BB Frteh i MBI A dn i
1mr{exmﬁ@blﬁ i etqeaﬁn@éb@@ﬁpHraemon@d@mhan@b?dm@mmgoe@rzlﬂs
surkae@ Wit Pt is ke ARLSANBARE @oﬁﬁ-ceﬁagg@lczn bIRABRhEbdInd

Internalization of mu-anti-Ki D24 t oxI n- conj ugat ed

mogpglonalgnd be iyfernalipery gyentyplhy killing thevghcBeing depedent
upcﬁyﬁﬁtéﬂﬁhzaﬁ@ﬁ 63 @GRonsEAtioh Df Biki@MHvityPBRe/1aB-AEP can serve

ﬂiaitfe ﬁlg(;\to saporin, a toxin that inhibits praotein
to eg_\? wiethespy goftao&l’Vﬁn parface ppdisrn ¥l eews a?ﬂéu’é@rlf— target
ﬁﬁjﬁ’wf xa €hat b de@eﬁaﬁ&dp@ﬂahteaﬁmwa@ky tdbgﬁ@@;s Rl texidefeelsl -
sSur C at 1s ternallza
s Bty AR s st g L 6o e B G AOATBRPRsRE e an
toxiie stet ﬁmayﬂaﬂﬁdmdeuﬁdhtlumichyarkichisl ng the gell. Being -
ernal i.zation eponstration
15BN e o Bt RS R8O AR hA B SRR B e
antithetbkeig@by nnhoacegls\aad eﬁacrtfoédxﬁhaglthegmmomicb]ls serve as a
.. suji+t abl t oxi n_that nd u
intHHARER o i, b0l 300 Kb ool Tind BRI Hug 0"
parsuesttic aﬁhnodmdaH@AP celelineBiPad-B ware edmbord fsomistock flasks

w1thrib %be&éﬁ& Qe%%%&e ells (/\%?lgé f&%uﬁ#&?s@%ﬁ 000 cellst/ ml in

mayt ansi noi eam ci ns tes
thetalppropricde geivwthang¢dnmaindiO s plated pﬁmwelhm %awdﬂ phates.

AnBRRRR SO R i T LBl Son ROl Sl
10xseppeeritrate Hameakeaviral aencentretion m'alQ:w/{ ml. j AviserHS-Rirauhes at

e e N
10xcemcentraig éaimakie finsl qmarr@traéwus Ex@nd@ﬁOhnNBto 1000Vic élfﬂes A

da}lsrbf g‘k&‘s@t}g %l/?flo&%é Qtflc?ecg(%%‘é& B AP AL 1 30 Qurk O A1 RE)RBE
4 hours at 37°C. The mechum was then removed from all wells and 100 ul/well
DMSO was added. The plates were gently swirled to solubilize the blue MTT
precipitate and theiplates were read in a plate reader at O.D. 540 nm.

[0196] There was a decrease in MTT staining in both ES-2 and HPAF-II cells in the
presence of mu-anti-KID24 as compared to the staining in the absence of mu-
anti-KID24 when Mab-ZAP was added above 0.01 nM, indicating the growth of

human cancer cells ES-2 and HPAF-II was inhibited in the presence of mu-anti-
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Anti body nu-anti-Kl D24 was added i nmedi ately to the
appropriate wells as a 10x concentrate, to nmake a
woiomloseoncentrati on of 10 dug/m . After 15 nm RATAS2@6/003748
roomtenperature, Mab-ZAP (Cat. # IT-04) was added to
appropriate wells as |IN concentrate to nmake fi nal
concentrations fromO0.001 nMto 10 nM After 4 days
of growmh, MIT was added (stock 5 ng/m in PBS, 1:10
dilution in well) for 4 hours at 37C. The nedi um was
KID2hand Mate¥Ad dndamiainti-KiEI2M sind nokiid @OnjGghiedehti-moide O @Gas

added. ..Th | at.es wer ently swrled to sol.ubjilize
we RS R B T PSR B 108"
methogd eft thisroaderle ate DoBn i84dgura®, SHOWE6] tHatene antKIR24 is
: ecrease in MIT staining in both ES-2 and HPAF-I1
mteglﬁ%%(g&i n the presence of nu-anti-KID24 as conpared to

une ' =S~ 7 ] = 2

Modebrofthnaplsmeitze of nu-anti 70 WD 2006/ 084075
0197 (30344 8nedVoe4 tROGodMBR: F AR AN M el atihP2 4
[ ajn:ght. oxi n conju g?eed “anti - nouse ngs\INer e.ll nter r?a?éﬁ ed.
for mpanfi-K3Dg} antibqdit ivrarfabratane s faglsanedm meingdusnalt wenare

condibtgnhg SYEHIIALES Oflichid &lfpk@Pl € are shown in Figure 2,
WLng that nu-anti-KID24 is _internalized. Exanple
u

sho | r I
0198 Cubred Paketlserse cagmerged mMakigel keopel setiresobistom a
Dicﬁhb&ﬂlﬁ@@@é&ét@s Ei@ﬁlgerym@aiar@faﬁalmdmmiymﬁﬁon §Qlakity bE S

fu s designed fo test the dose-respaonsive
s el gver e CRP RSyt St Dat Sk PR AENE R U0 o8
inje6tidaC UA ENEP l&%)f)l;taﬁkcd lﬂﬁiﬁil i) thkfﬂeéigtihg R&lﬁl I b%r'dﬁ@{?v%re s e

consi st i of D54 cells i ce | ne).. [0198
PR T G s et S ek vt bt S hibsrded
‘with eithdrri®emgBrg thoun anIKIKD 8 antibdslyosrdVabo®stol. Saotilesdies

Labware) a S.(1:1),solutiaon at nsi.ty of X
wert SRRl E Ru Th vt o Rt od: Piee®s PERR bF-Enitae
vehinbeiges givan do soiceltgaoep s equaligng tlerstreds pRalucd@bpdsting.

i | . the r |4 enagrafts re
AR R bRl Gt R R bt Bl n yolinge gV
wasstighaéetl ek timeapedweglf. t Anigia hadicitO@ryadegssed by

-.ant i - 1 MAR, .0l . Anti bodi es
dEt%lg&gd r_n&lnéli)éltfli %?52](&1‘ 1%3%7 I)%&é}rl} ] ectlﬁgﬁg{l ree tines per
(0198 du-ashidei24 treeteidanice had g elgnificentin smglletctnntay swent r ol

RURatbR aseAMAb ! B0 53)8s BbiBERd { nNg.
(ap%rni mal sgrvveSr%g exam ged i(}aisl y gur i ﬁg%t@%%gefan@%oﬁg% nmean
antibgetp regisHurvise ehvingiend g shesibdyrtiatays preienprypbonpe fimilar
trenB8lere Ao etV 28 tle/6 RS / RS 885G InB¥nti-KID24 antibody.
[0200] Additional experiments using human fibrosarcoma cells, HT1080, were
also performed in SCID-Beige mice. 5x 10° cells were suspended in PBS and
mixed with an equal volume of Matrigel (phenol red free, Becton Dickinson
Biosciences Discovery Labware) and inoculated into the flanks of SCID-Beige
mice. At5 days post-inoculation, mice were treated with IP injections of vehicle
(PBS), 100 mg/kg control antibody or 100 mg/kg mu-anti-KID24 antibody.

Tumor volumes are expressed as mean + SEM, n=10 animals/group. Percent
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determ nati on of changes in body weight and nortality.

[0199] Mu-anti-KID24 treated mce had a significantly
wenaisloss07s unor si ze (approxi mately 45% smal | ePCT/US2006/003748

p<0.02) as conpared to vehicle and control anti body

treated mce at the end of the study (42 days
post-inoculation). Simlar trends were al so observed

at the 60 ng/ kg dose of mu-anti-KID24 anti body.

%0200] Addi ti onal experinents using human fi brosarconma
#iqnsof tHmpY goowitersemeaduses! e timensze ivas SSleBmBeidge the

endBf §1€: stedy U8 St MeL8asuspended in PBS and ni xed
B with San yilua E(:y\%(gJC)urrle 0 al\/%?n gel (phenol red free,

(0203 MusAntbkdiRh isatedmnise bad sisniicoiticovelier tumonsize|19%nd
smadllef PoAELEL édi‘ﬁﬁar%& ¢ {é1ank %n@fcoégl%n%%bgg tﬁgite%qwlgét 5

days post-inocul ation, mce were treate
i njections of vehicle (PBS), 100 ng/ kg control

Exafple 18.0dY tiQ8imaO08 kil BetiMrs B ohitactb DR A- oA Rt IPO @ Y tibo i Y

bvol mes are expressed as nean ~SEM n=10 ani mal s7
;éﬁﬂé);%@é@%ﬁm#m 2006/ 084075 PCT/ US2006/ 003748
0202 Thisistidynwas dtasugﬁéd @ toMthe @GseRGSIHR é%—thmfacéhﬁﬁ
for Was ’fgﬁlg%%] rhet?d t. the end of the 'study (16

PO FREROSH) I 4 FOTT Rt PP IE i besick o
cellhadtwged)friofr EMﬁrk@d cﬁﬂﬁéﬂcﬁbn{at(ﬁétﬁroéhd@cr(n]e%mce&r&meesfkm).
[020% Ofg?p%g ra‘?t taﬁ %(e%%ﬁ%&sgpr\éggrle S anem%:lr(qt ' OLO(? nlgl!1ebfP ¥a11
frommatur@:traedmgwa’cse/ﬁém camnyvaf ar[d,lt}ﬁertbmddﬁsméreamlhﬂéﬂdmdl n

. 0202] .Thi s .st .
L e RN TN
e}’lelé% @P}?/llomnatékyrl fanl. agtamsifDRticemtlicoodsact theaoBadeny dral - -
o Sl Ltyred. from
S A T SRR 5P GBS R
gramjaf F\E)ndon[lﬂ’L!OﬁB}anWe) Fomtainirtgapdnichinl Stgfq:b”tomsinmrelpar ed

fun% Yore SiPRdaL g gé\}&%}h&%°C%ﬂ agflééét ox{uﬁwe%ﬁé n?j% n%oh\}\é?%was then

reeding rats e renpved and
cenfrifiggesk ami @nd:ollmngdm@drnam wyisatored at zﬁ’ﬁdmﬂms@ duces 100

t h t
B EE RN CME T —_—
rat-tadlcbBagen in hlsetungenlimm cmmﬁmmg E&z&ds Bélaficedi JalttF LRt | C

i t 0Ll al f
3 P00 5 B L5 S8 P 258 ©
wers pdédgt penoilagemblutid n@a@ﬁewarﬂnsﬁbarté@ th gahigky oedrniht
atsfgo@r 1%rtb‘? gjtlarggg? ek. The solution was then
an

r| fuge 1e col | agen supernatant was stored at
IOZMDFQurmplamts’eon pOE@4klFanddr Itl]h(sklslhen;zi yaps'ﬁ@e Bhite wotd fagyz n
b 1115 [ 2| a
ane B 2SR BLERALE X ROL TR LI R e Bl o
alloBgfpaieadasaient sbeallsi whlch was made through a paralumbar surgical

approach to the right and/or left kidney. In some studies, both kidneys received

xenografts. Following surgery, the animals were allowed to recover on a heated
surface and observed until fully recovered from the anesthesia. Wound clips
were removed ten days post-surgery.

[0206] For each treatment dose group, mu-anti-KID24 was diluted in PBS to the

appropriate concentration to administer 0.01 ml/gram body weight. Control
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(EBSS), NaCOH and NaHCO3. Fol | owm ng pol ynmeri zation, 5 x
105 Merkel cells were added per collagen button. The
woebdepsyesse | ncubated in coll agen overni ght arCB182006/003748
prior to inplantation. [0205] For inplantation of the
cells under the kidney capsule, mce were fully
anesthetized with tribronoet hanol. A pocket was nade
in the kidney capsule to allow for the placenent of
cell's, which was nade t hrough a paral unbar surgica
grogppresaiid PES(HBL mil fgremdrmilyoreigktt Dosthgeyas inftiadahen day 2
foll%ﬁ iﬁ?olarﬂ@ﬁ&,i%hq & G KRAID NAAR S bRl LM N
surdgery, the animals were allowed to recover on a
adrmypistrgd 24imesaeeckindonbyeekseas singlerapidl injectiensgviortbel
jnuﬁpgﬂbhgﬁcgﬂggthesia. wund clips were renoved ten
ost-surgery. [0206] For each treatnent dose

days . ! ; :
1024y o”&ﬁﬁe #id ahthedesmeragind. simalsedeierutissizest arvethe tumors
andBRIACRRS 318 w8 @RSV dnANnb B InH 8185+ kb GhAM e

bod ggéght. gogtrol 72 WO 2006/ 084075 .
PFOS@%SEJ 8/DEETHFN IR (e Ar @O me/dnPrserasiyat 55°F for am
PClbefitysei ght). Dosing was initiated on day 2 follow ng

' antation, and doses of nu-anti-KID24 and PBS
(02 e e & eraplaieP P oRgeR i R IERN masgrolgied from
tuniR e KSing a@itzﬁid’ﬁ‘}f @eh@ﬁﬁ@m@%c%ggh ggté‘?teﬁ(tl@oﬁlg§a)facct30ﬁding to

i ntraperi.toneal cayi e en F the
maﬁ%f%ﬁﬂfﬁé}ﬂ%ﬁ@%ﬁ%@%ﬁé@ Wanieseeregnad ihe Srthor s
volame oadptaglent tissue were renoved and incubated in a

i gestion buffer c I, ni.n roteinase K (1.45 ng/m)

o2} %W@HE\OE et ?E&t‘%ﬂ} Ry Hies SEeB e g naeR-
tima ﬁaltRycm' & ApPREBBicEpstgan snamolaygtagv]lcv\aﬂepﬁﬂers%@a probe

apal ysi s, genom c was, 4 ate rom tunors using
°P eﬁ% 5“?@3 %bu%ﬁ‘ormoéoﬁﬁ e tLislgn Syst em ( Pronmega)
[021)4 dlarldsangple ovasrinitiaflp digested et BeKi teéhsonseffitiagh DNA

: resuspended |n inal _volu of 01I.
o B TR SRR Rl T ek BRuP s fddaman
Golduantédctibetiutfed (g plied Biosystams6Riner B3XIARRIM 85Cl, 2.5
i.osy ns 7.000. t ith pripers .an be.
PRSI PN Bl L 15T 2001
Taqeabh( Agmlipt Bivwystents) thdivaterdd g éisikbdolwirteofBe X 1Thathermal
. efficjent [ifi lon. h.reacti m X

R R S
95°C éacBdtXh i it etior( AppTalibtBt-es Ysllened by 30 dydléssof B & ¥or

4mvi 12, 2.5 deoxynucl eoti de m x, 250 nM
20 G Py T P ot f Piate fergaton
[0211] A standard curve was generated using four-fold serial dilutions of human
genomic DNA (BD Biosciences Clonetech) ranging from 400 to 0.09 ng
DNA /reaction. Sample DNA concentrations were interpolated from the
standard curve. Each tumor sample was analyzed in triplicate PCR reactions and
average DNA concentrations were determined. From these experiments,
Merkel cell tumors treated with mu-anti-KID24 at 50 mg/kg concentration
showed a 50% decrease in the amount of human DNA when compared to

control PBS treated tumors.
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Taqggol d (Applied Biosystens) and water to a final

vol unme of 50 pA. The thermal cycle conditions used
worom/03@781 nut es at 45C for Bst X1 di gestion, 10CTUSHI06903748

at 95C for BstXl inactivation and Taq hot start,

foll owed by 40 cycles of: 95C for 20 seconds

(denaturation) and 60C for 1 mnute (el ongation).

[0211] A standard curve was generated using four-fold

serial dilutions of human genom c DNA (BD Bi osci ences
[0212] Sﬂﬁﬂﬁcdib)o easlgiapgulé expardhénts orede PO-fomgnedAéstabdichedn.

Me%afrpe Panora My M??CI? celﬁstxkgrré%e\/\?erdeaﬁ ({latsglrﬂg)e% aabtol%g aﬁg %[)ge
wereriinplarted es H’@erbecaebm@n s'l"harhdmoas/weaegaﬂ@mi ’co grow for 21

dayg %@&)?Q gnt%écgpgq\%ﬁﬁs%ﬁagg FAQ}ZT %g s ?&rﬁll‘n%? ‘?’r\?\l})laﬂtatlon, the

reat ed
mlqemveam tipsdd ®ith ﬁm%mﬁ@hmmr% wontroktyoveweak!sdos

3 wHES! %Stﬁ%éfgd %P&e% &he%ldateg%@ \%gé}lg}bg@%gmm&g to

cont r ol treat e tunors 84075
renPEFI.USB6DeVOGB Figire Pothe 2pmsidrpay the mhu-rahd{ID4 rsated -

mic%ép@gi'gmﬁasﬁ ﬁﬁgud@@mrpeh%e& f%aha% wehash Merkehice! |

t unor I's were treated as descri bed ti_p{bove
Alsg gigrififapt was e mumbs| o reieptags lguadin Buer WeRsedwitnqau-

antt-KOPFSa W hErabd NS5 fr&ated Ak ‘Met%&aséi&%ﬁlm GRd in the
anti body adm ni stration. At 21 st t unor
omﬁrh%rraﬁeaa%hraan $Hee AT aRghl %“%% Hre@E?LérfB?CRgNO

mefEBtaEéEtWeﬂQf@Zﬂd & midBRUERITDI400reddtdd ﬁ(ﬁcél\ﬁﬁgdu}é 4#20showd the
weeks

nd of the tud the m.ce were
omenfu #P%ﬂ%gg dregtsd oS é%ﬁf‘(ﬁé grroRdeady Bt I Fi gur e
mebBstabdtethhtiow Ise folu@Mohithe ftbu@n Figuse @Béhhbwe ahedmelﬁlﬂunefrafre

signi {1 I mal | er thetu in.the
o Gl SIDRY bedted RS NG P EAE VRS R THHBes 5recung -
midredcaptlasi thefteme in mce treated with nu- anti-KI D24
as conpared to PBS treated mice. Metastases could be
found in the onentum diaphragm spleen, ovary and
[0213] g wofdetdteoPBGt theanhaghles anel. ehloodimentsieas@iseddearein are

for flﬁﬁjs@r%hlvg Hgﬁ)o%]gé bal lagééét v%ﬁ%ﬁg g@d?f?datlgh &aﬁééssig/cf 1Rt

trea nouse
theggof owill badeggmiant totpersome skifled sethetarhand ane th be frluvtdon

b P OBER LS o S UEHSaURE AT MR
pat@um:tmhcaﬁm%cs@éthen@n ardl hrelatisgeypasated iy rfefeswe in their] 3]
enthjé‘gilci?)f b ga;gas@% B eém& Q@cemrﬂoéa%ﬁ AR AP pdbIEALS,

ereln are for i1llustrative ur poses onl Yy
patamprtmnt@aph@ﬁﬁ@nmﬁ ppeciticrbinand indivsygihy indicatqdggibe so

incbRRr8RH VY dekerbSeesuggest ed to persons skilled in the
art and are to be included
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within the spirit and purview of this application. Al

wo PbiddseAt i ons, patents and patent applicati Qg dhbR03748
herein are hereby i ncorporated by reference in their
entirety for all purposes to the sane extent as if
each individual publication, patent or patent
application were specifically and individually
indicated to be so incorporated by reference. 74 WO
2006/ 084075 PCT/ US2006/ 003748 We claim 1. A

Wedaibst antially purified i munogl obulin or an
antigen-binding fragnment thereof, that specifically
binds to KID24, preferentially binds to the same

1. epi t ope: vibstantzly pyrifiad inewgogiebulin or pn ppagen-binding

fra gﬁ’kﬁ’f @1@%? Rk éﬁ)e@i‘f@ﬁ@ blﬁﬂgtol"@ﬁDZLLaf)réf@@ﬁﬁalgﬂ&nQ& tdmpee of
OMAQ%:C haracteristics: a. abi’lity to hind

sam@ eplmp@zm I asangibpdy &q‘a“tbKUP%P%IFWﬂ%ﬂYt Ringt 38t a
at 1leRRohk @R nffre KF B4 ol1BRIng habacROmeds: 0N t he surface of a
l'iving cancer_cell in Vvjitro or in viv c. the ability

to del iayéhe abilibpiohind e KIpgan a ecgitelet abl e marker to

a cancef thehbilieX By Eigith g pkltidddof Iamp4dhat ib expddet iohythé 0
deI| ? éhera eutic.a e&% or detectable marker into
PEREYBERPraSEl AP ™ PR 9%  The purifi ed

i rmrunogi ahelhbifityoto dalivieg e Fhebaprditioggbiiagniaéctadfle alagkento

wherei n sai d cagéﬁ% ceII is selected fromthe group
coﬁgFg?ﬁﬁze%P“?gﬁé &3¢ from adrenal gland tunors,

Al DS- ash abi abdily cadeléres a tadrapaltarageof or getettalsla moaoker,

asltntc(g)g éﬂc%réegﬁé)xrpressr\tg%&% cancer (sqyarmus cell
carci homa an ansi tional cell carcinoma), bone

cancer (adamantinoma, aneurismal bone cysts,

», Osteochgp Lﬁf@@d‘ﬁﬁhﬁ@§§5&ﬁmr arld §@h @mn% ﬁag&@m S fm

cancers, tastatic t unor breas ncer,

1, whatrest $aid browyr ealiis selectedfroincthe graureasisting o eesar ebifm,
fron(ii Q&’xreﬂ and HLBHRP!&?@@ ags%@ﬁltedcc%hl:erg asﬁ@éd"%ft ﬁr@?&&cd}ﬁi |

col on cancer, col orecta cancer,” cut aneous
astr@@rtﬂc gwnpr%bbddewaéwdéww ce sareBsiansand trapmfional cell

cardifHRg, G&e cah Hh GamERENINAARB Sy srhll Hdhe Ty btdNOr S,

ext raskel et al nyx0|d chondr osar cong, flbro ene5|% .
ostepahEIdr QRA OMRSPERIM | iR dApina 8T hCapessyaelagiagic brain

tum@ad, b@a@%ﬁ&e@ﬂﬂoﬂd'%d‘}lﬂﬁ&oﬁﬁﬁé&ﬂc&l cRER, @hbﬁlﬁ@lsarcoma
t r ophobl asti.c _di se ern1ce tunors, head

oo, SRHEB PRI caPEY ChFGHGS lea Feliomarplycancer,

coldﬁécdémnce@ aﬁ:@@{eo&@ ephica MbﬁmsQﬁamcpmAsL asymopdadic saealll
iQx gkenlas

roun epen ymomas, Ewing’s tumors, extraskeletal myxoid
chondrosarcoma, fibrogenesis imperfecta ossium, fibrous dysplasia of the bone,
gallbladder and bile duct cancers, gestational trophoblastic disease, germ cell
tumors, head and neck cancers, islet cell tumors, Kaposi's Sarcoma, kidney
cancer (nephroblastoma, papillary renal cell carcinoma), leukemias,
lipoma /benign lipomatous tumors, liposarcoma/malignant lipomatous tumors,

liver cancer (hepatoblastoma, hepatocellular carcinoma), lymphomas, lung
cancers (small cell carcinoma, adenocarcinoma, squamous cell carcinoma, large cell

carcinoma etc.), medulloblastoma, melanoma, meningiomas, multiple endocrine
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| i poma /benign |ipomatous tunors, |iposarcoma /
mal i gnant | i pomatous tunors, |iver cancer
woOhepasabsast oma, hepatocel | ul ar carci noma), | yophusams/003748
lung cancers (small cell carcinoma, adenocarci noma
squanous cell carcinoma, large cell carcinoma etc.),
medul | obl ast oma, nel anoma, neni ngi omas, nultiple
endocrine 75 WD 2006/ 084075 PCT/ US2006/ 003748
neopl asi a, nultiple elona nyel odyspl asti ¢ syndrone,
neoRlagipolE e Fyelomye g Kistie syndrome, nguablasenzancer
neuRRAELERL BinfR) RhBan Qﬁw& t{ﬁﬁ)‘re'éﬁé/ ERictrs, }g%; @O{@?om

parat hyroid tunors, pediatric cancers,
carqpaas, BH@HBROI MBS, Pﬁﬁﬁé@%ﬁmﬁﬁemrmralmem shenth

tumbl:ﬁ'f@hﬁeocﬁf&ﬁé@tt&nﬁ AheGary RARbE], g%’s?ate ENRRl p IR AR,

%fe henmat ol 0 dlsorders ren netastatlc cancer,
unveglaelanemasg em%’fﬂ iyt Ftel Btastvigsaney thabdoid

mea,ﬁhSlbdorﬁﬁaEcdmaS SHRORAE IR Sances GHAIMRNS &eldmsancer,
cancer, éﬁ{TOVl al sarcoma, testicular Cancer

Squ?fﬂ%ﬁ "ce &apiqfn%?ma YNQWHRlSaTcam e teaieuiat @ngdincer |
thyraftcbamimmmehyzmnﬁﬁr &yrél@&ﬁ@ﬂa@t@ﬁa c&tcet, Iaﬁd(h%ér‘i/r\exqancers

done car |l eio i sol at ed
(Camf}‘& cfeﬂv e ﬂlﬁéﬁ&n%h@g‘ﬁtﬂfﬂﬁo?agl}#g qn?ﬁﬂ?i‘fﬂgl obul i n
or antlgen bi ndi ng fragnent thereof of claiml. 4. The
nucl ei ¢ wherein..th cleic acjd j.s
operabf@ﬁﬁ#gmgiﬁu§mcaaéS%Wﬁ?@?CmgnggﬂgﬁﬁHEF%?@g%%Phnof
or antlgﬁrnbmdmg@mgnm’ttthaepf ofdéier 1.and the nucleic acid
are contained in an expression vector. 6. The nucleic

acid of claim3, wherein the irnmunoglobulinis a
monoc| oFfe nughei¢ asidigf claim 3 vledrbinitheeudleinnafl éoopatably

hnk55§p§%9ﬁﬂ§gt or infected with a vector containing a
nucleic acid of claim3. 8 A nethod of producing a

substantially purified i munoglobulin, or an antigen

5. bi ndi noriferAgENicd Bensef 4 &Ré?@féf ik ?gorhﬁtg %13(% Fh?él Rldeid

Gowing a_cell line transforne acid
acidgpe gOReTIREd In oy QERTEFITYERDAS i n whi ch t he

i mmunogl obul i n pol ypeptide or antigen binding

fragment is fxpr sed;. and b Harvesting the expressed
6 i mmuno ghdpm devhreintthe gnmwnoglpbulin is a

monoclonal antibody.

7. A cell line transfected, transformed, or infected with a vector

containing a nucleic acid of claim 3.

8. A method of producing a substantially purified immunoglobulin,
or an antigen binding fragment thereof, comprising the steps of:
a. Growing a cell line transformed with the nucleic acid of claim 3
under conditions in which the immunoglobulin polypeptide or
antigen binding fragment is expressed; and
b. Harvesting the expressed immunoglobulin polypeptide or

fragment.
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WO 2006/ 084075 PCT/ US2006/ 003748 9. The net hod of

claim8, wherein the cell line is a hybridoma. 10. The
wortdswd40f cl aim 9, wherein the hybridoma is ATCOOSMND6/003748

PTA# 5174. 11. The nethod of claim8, wherein the

i mmunogl obulin is a nonoclonal antibody. 12. A

phar maceuti cal conposition conprising a

therapeutically effective dose of the purified

i mmunogl obul i n or antigen-binding fragment of claim

1, together with a pharmaceutically acceptabl e

oget her vi, ceu ac -
5. { her apelis ay DI GRBE 106 A LE G ReAh LT OR ©

anti body or an antigen binding fragment thereof that

speci figal ly,bi.ngs. to Kl P24.. d, has. at_| east one or
10 rore ofﬂﬁ%‘)é?hé)ldlog\ﬂaﬁra &%gF%E?g?h&rf%oga 8. the abili ty
ATCO Nuw. RIA#G1IKED24 on a cancer cell; b. the ability to

bind to a portion of KID24 that is exposed on the

surface of a living cancer cell in vitro or in vivo,
11. ¢. the &l miethodtaf cthini8y ihezein hlag mpounogloligemis aor

e . rker to a cancer cell expressing Kl D24,
morgoﬁgp%gawﬂ%lgo bility to deliver a therapeutic agent or

detectable marker into a cancer cell expressing

Kl D24, | ' l e
12 carri erg%:gl%.}ﬁ%eél%%gp ﬁnﬁﬁ%&%ﬁ%&%&%ﬁ %%Eﬁg%a@? I ai m
effegigve dprercdithe prdfieccivmpuneglrbulie orpriigeasbiading densme of

claif e tGRAM WFitIR bREMnack Bty dcegliabiedaert] 11 ne
consisting of ATCC No. PT 5174, or progeny thereof.

77 WD 2006/ 084075 PCT/ US2006/ 003748 16. A nethod for
13. del i ver A%a@rgﬁf@ﬂié&l%h@ﬁﬁﬂidn&oﬁﬁﬁﬁhg Hthargrugediycel |
conpril sing admni sterjng. a conpositi.Qn.conpri sing an
ctfegivs IRGeCH BARTIRE nHECHCP LR G p e Hagmient theilof
thaC4pREBICHIBY Bipay td KIDEE ahd hwherlead ohber aaneef the éllowisg
sel ect.ed fromthe group consisting of cancer cells

chayacliiishe enal gl and tunors, AIDS- associated cancers,
al veol an. shé tbifiar o tead GOKI)24aEt & caycet ellf unors, bl adder

ggp g ie L Ohé)stﬂg glglﬁglsté)gbﬁl%% F(g: g Eo%irtyo%ngf I&Tﬁé]:ttﬂa?tr%ss &pio%&? Ion ?}% |
surface of a living cancer cell in vitro or in vivo;
c. the ability to deliver a therapeutic agent or detectable marker to
a cancer cell expressing KID24; and
d. the ability to deliver a therapeutic agent or detectable marker
into a cancer cell expressing K1D24;

together with a pharmaceutically acceptable carrier.

14. The pharmaceutical composition of claim 13, wherein the

composition comprises an additional therapeutic moiety.

15. An isolated cell line consisting of ATCC No. PTA# 5174, or progeny
thereof.
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C cellc’gglﬁxgéﬁ,

(adamanti noma, aneurismal bone cysts, osteochondrong,
osteosarconma), brain and spinal cord cancers,
wort@gBat’sc brain tunors, breast cancer, car ot pdThS006/003748

tunors, cervical cancer, chondrosarcom, dhordona
chronmophobe renal cell carcinoma, clear cel
carci noma, colon cancer, colorectal cancer, cutaneous
benign fibrous histiocytonas, desnnplastic snal
round cell twunors, ependynomas, Ewi ng's tunors,

16. ext r askalméthbd rfw@alﬂeﬂhg) a dhaﬁa&@munﬁ lagesmge nesher cell

0sSSsi u fibrous asi a bone
conpiPitg SHErERE B raboRiet rfiRas $h3afiabRe RRhSy
assdciztghatdhahe therdo&emuhcg%m oehdreinuthe csycehedlds agldeted ck
fror%ghﬂggrro%Pn o%ls%gttirilﬁ ancer ceﬁrD frgm a}%‘?{l?aﬁl asr]dsi% ciqg%llj@»' dney
assargated nzmcays a]veullaemfapart bmxp(ma, dﬁb@ny@mhﬂqualhiaidﬁnsancer

oo AR R R A L s =
(ad:@mamrtmm)aneumphbbmg cybhan@tmh@edlsnm@ matelosarmma) brain

and]%g,ﬁﬁl @efaﬁanc@ﬂ eReGahLEEL B%@mﬁgﬁ&ﬁ&% &Gfitdr, SR6i5d POTR.

carci noma et astona
numest, anonee cprser rioasesarcamiat dipordomed shromawhabe pimas el
cardidihi R & Y8 L AR omalTY o0 B¥RBY, @STok&etal YRGB Mitaneous benign

neuroblastona neuroendocrlne tunors, ovari an cancer,
fibrgunhis Bagitemasfeemeplagimimalhrarndr el 1 pnoss LREbmRRMaS,
ﬁ%rs&hmﬁré’ | 6kt bIEEN 8] my R icBbhdi®sSRBHA! ShropeidspiaipRifecta

SR B B BT, EORTGRF olE Hla et e Emons,

- gestadibfal t sﬁl ucse@kae$ gérdeéesl, tuhiiglhea®bag hatli eneansciskt.
r habdoi agggt nysarc

TP ST WS eRaaeoRe o fayeepe!
cell&hﬁﬂ&ﬁﬁa)c mukeﬂmasslypstﬁﬂa /&Jen%aflqwmatoheaimm,l ar cancer,

ta
S R
hepRIOMELF Eabin6AaY, 118 PRomad) thir geda@ 6346 (8all cdll cardifi@ndyet hod

of claim 16, wherein the chenotherapeutic agent is
adenuinicinp e cxeainqus celicaioinging lagal cell 78civgnpgoh nogadyblastoma,

mefgélgﬁ%ggﬁ{g CB’F{;SL} %ul&ﬁleleﬁgl i) rgeqqio%ﬁasian H{Lﬁhé}l'e @de%lﬂ}:’l\'t h

conpri si
myeJ@dymlestmynglrctroe,tne@mhieﬁt«vmmmuraﬁfnwl@ettqlmérSammﬁn of

can@er® gm%ﬁc’ c%ﬂcerg ?Egma?r% ey & afttinokl 9 ghﬁ@ @¥mors,

associ ated W t therapeutlc age Tt
pedipfgic\rpaces:, pembﬁ@ﬂ REIVR S eaéhé@méfeme%héorg@%%méd from

pmﬁllaﬁy YRS, g%ﬁatafchﬂgzr,qioste@@m RhveAlth8ahsmM Afs enal
and tunors, Al DS- associ at ed 3m%ers al veol ar soft

he%%fp%ogéfa@émrsf a3 refastaticianei sthaprgifdemEancer
rhabaaﬁl@gﬁ‘é§mﬁeédrcd§ﬂ£§ 518A Bn@R Goft-tissue sarcomas, squamous cell

cancer, stomach cancer, synovial sarcoma, testicular cancer, thymic carcinoma,
thymoma, thyroid metastatic cancer, and uterine cancers (carcinoma of the

cervix, endometrial carcinoma, and leiomyoma).

17. The method of claim 16, wherein the chemotherapeutic agent is

administered to an individual.
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transitional cell carcinoma), bone cancer
(adamanti noma, aneurismal bone cysts, osteochondrong,

wotmasar7sona), brain and spinal cord cancers, PCT/US2006/003748

nmetastatic brain tunors, breast cancer, carotid body
tunors, cervical cancer, chondrosarcoma, dhordonma,
chronophobe renal cell carcinoma, clear cel

carci nona, colon cancer, colorectal cancer, cutaneous
beni gn fibrous histiocytonas, desnoplastic snal

round cell tunors, ependynomas, Ewi ng's tunors,

ext raskel et

I ch fib
1 SRS S ARl o0 SRSt o B QOGRS
com@#ikiln |agldrdﬁ{sfce&l _tblth@ndmtluﬂaﬁ@efresuvegﬁﬁmﬂtﬂ aﬁlaa:bmposmon
tr.ophonl as. I Seas
co B BT LS BR58 A SRR A
the ikdiinéyal, whaeti t}(enﬁntvrr@b]llsaaié eestacteqb apni thergrone natsistielglof
j b

oI B T s BRSO 4 o
partl sam@meg astea1ytic h\ﬁpatsob]addemmperr(ap&mwa dellcarcinoma and
tranégpgal ceﬁagfm da{{@h%i?e ancé%quaﬁmﬁl%rrﬁa %ﬁ%ﬂﬁmg%o'ne cysts,

nona, a tar ci nona, squanous cell carci nong,
ostebdtcgeircmlal ostwamonm%doremn)i Sm@dl gbicbtrngesomatastatic brain

) BROEPIENLIGHATRSY iHEH BLSIADURRE! Ronie0RaR:2

astic nar one,
dhon@un@mha@n@ﬂaobe lﬁé@ieréB SRS YO cxegmﬁlscar@wﬁad@l%%\é%

colo?@c@:gi Qﬂ&e’r CCL&%%E %em%ﬁ@fbké@%sﬁd&yf&ﬁ% dEh SRR Sall
par at hyroi d tunors edi atric canhcers perlpher

roung eelbtusiesi tpendioras, BNEEOCHITB S Taeletpl T eidr y
chofu'ﬂh'&&ﬁonﬂr ﬁ@f(}%@ﬁes‘i@ﬂﬁ%ﬁec@%&ﬁm PWSoudiipilsiad the Bﬂﬂe ;
henat ol ogi c dlsorders gﬁhlgetas L c cance
sallb g aroAns! DA M CanGeEh BB %ﬁfmtﬁﬁése/ g cel
mnfé@mead af@hbcl ba5B8rS, iRt @é@rmmors m@amm&rmhdi IGChnger
mach cancer, gﬂlea| aﬁ zﬁé% gular cancer,
Ca“‘feﬁ ’fﬁ reblAROREINRAP Ay SHE cell FACBIOR HeFUEs PP e cancer,
lipotd) behhi lfjﬁrﬁﬁBﬁ@ﬁﬁnoré,Clqj’o@hﬂ’dﬁﬁﬁ/ ﬁfahghmtdq:rdmatous tumors,

N A TR MR e A N

cande®s (sWARE&I d&rcliﬂb%aczﬂﬁﬁ&ﬁﬂaﬁblﬂﬁ Qiitaoud@dthrcindma, daké car ed
into the cancer cells. 20. The nethod of cl aim 18,

carcmtwra?tcm n‘meluﬁnbhasﬂ&zn[azmemmwmlwam@@p@@@ﬁoame
4
R RSB 5, BY A, AT e IR 5424 o

neyrp@EkNTae brmalss evw@noRneercRaNsEIatic spncers paphlaphdhyicilial
car&R&BEé %a?&}égﬁﬁ& @&Bb{)&g}a&ﬁgﬁﬁ HHQM, %@ﬁﬁh&@l Mb @heéﬂlt h

- KL and dete a conpl ex of
tunmrs)zzhafepdrrpm%y@maf @ﬁ&ﬁary’t W@%ﬁtﬁrﬁ%fﬁ canger, posterlous

unveal melanoma, rare hematologic disorders, renal metastatic cancer, rhabdoid
tumor, rhabdomysarcoma, sarcomas, skin cancer, soft-tissue sarcomas,
squamous cell cancer, stomach cancer, synovial sarcoma, testicular cancer,
thymic carcinoma, thymoma, thyroid metastatic cancer, and uterine cancers

(carcinoma of the cervix, endometrial carcinoma, and leiomyoma).

79



any, wherein the cancer cell is selected fromthe
group consisting of cancer cells from adrenal gl and
wouromwrms4078 DS- associ at ed cancers, al veol ar sof PCPAaIS2006/003748
sarcomm, astrocytic tunors, bladder cancer (squanous
cell carcinoma and transitional cell carcinoma)bone
cancer (adamanti noma, aneurismal bone cysts,
ost eochondroma, osteosarcoma), brain and spinal cord
cancers, netastatic brain tunors, breast cancer,
19. car ot i d'Heaflythbd @O Eiaim A8y wheein tharhenothelupedtio sgertasm,
chrorm hobe renal cell carcinoma, clear cell
deh%eé?‘ilrﬁgﬁ%?cagﬁr&ﬁ ancer, colorectal cancer, cutaneous

beni gn f| br ous histiocytomas, desnoplastic snall

round d nas,. E
0. oyt raskaiearet ot o iR Tens e Bohe alhiderRs plfiBodyiee,
moriojoanf mtb@dgsexpmswecf bphprsd ays pITAST DNooPTAK él%ﬂle
o %II I % er and bile duct cancers, gestational
P gp obl'astic di sease, germ cell turmrs, head and

neck cancers, islet cell tunors, Kaposi's Sarconma,

21 Ki dney A%i?é?ﬁff? é%@&hﬁ@' E ce%‘?gbéejnl BE ¥t & eftakr 68 ih

carci nona em as beni gn | pomat ous
an indivishug] camprisiag ewHegting qe@sq ol the peivedelsvithy ap pati-KID24

antibbfanf %fe%ﬁn Q%%:I?H@@J (ﬁsﬁlm froReRRleEehhdlRY anhblody, if

carcinoma), cancers (snall

any cehereruig ca%r@é ﬁ@bﬁﬁekeﬁf@ﬁél otg HieATEUR Cersiytingaf crResTgells

frorh 8888 aC8bhd t&AbE RANB-a8idkiaked é’éﬁ@éﬂs | 0d At B art sarcoma,
nmel anona, neni ng | omas, mul tip endocrl ne neog(l)rz{\a |Cgﬂ

astrﬁwm.twn@rwgﬁéﬁﬁcanﬁ%@aw%%@ (CErL R b ranst
cardith HPbasd @fBer (20QUERCASIAE, | iﬁlrdn@ﬁrlirﬂﬂlﬂj_’cgme cP¥asi an cancer i

atic cancers apl .t yro car Cl homas .
ost BTG erenara R spital o] GncBl SicREIER brain:
tumided, ‘b@ea‘éh@?ﬂc& cirotidt®dyphaess keeint yireen ,ch@lhdnmisztmmyla,

te C ost erj ous unveal nelanona

dhop BB SR S S isrt ok AL e ARG
coldréﬂbldﬁhdarﬁ@lt&ﬂéoﬁ@BGﬁ1@84ﬁ?&1£ﬁ§’ddd§iﬂﬁﬁk&/ Qe dasttasmrll
rougcarcggﬁ,g gr%reaoa rdlg)%({:ags? w%ﬂé,]s umorg% ?r%glﬁelg’cgf Itng&bi%ls ue
choﬁgh‘uswcafnasﬁbmgﬁaesﬂ msperfﬂgtaa]rssman déxrous diyrepidsia of the bone,

gall%? Ierné) id &Y. gﬁ?ﬂ erd gx&%&aifﬁ@ﬁ&ﬁééu% &AEE ﬁarrﬁ“agﬂ

I'he cancers e cervix, onetri al
tum:m,duem@ aad naﬁ@cah@mnybhae)ﬂ tupgrs, KagosiaSanenon didnest hat

t t
W R e S A e
lipaiyd Abienigntlipasiateus bmp@@zhp%ﬁrcan@émag\gn%@l 1}P0nbat0t1?rﬂé1m0rs
1ive‘rfl kaéullde} Mlez)gtokgﬂe@%rﬁQ Hép Q%&lhﬁgr (%frcﬂﬂnggﬁ Ijhphorhgs, SxRosed

urface of |V|ngce IﬂVIthOfInVIVO
cancers (small cell carcinoma, adenocarcmoma squamous cell carcinoma, large cell

carcinoma etc.), medulloblastoma, melanoma, meningiomas, multiple endocrine
neoplasia, multiple myeloma, myelodysplastic syndrome, neuroblastoma,
neuroendocrine tumors, ovarian cancer, pancreatic cancers, papillary thyroid
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unveal melanoma, rare hematologic disorders, renal metastatic cancer, rhabdoid
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25. A method for preventing or delaying the development of
metastases in an individual who has had a primary tumor comprising

administration of the pharmaceutical composition of claim 23.

26. The method of claim 25, wherein the pharmaceutical composition

comprises an additional diagnostic or therapeutic moiety.

81



Kaposi's Sarcoma, kidney cancer (nephroblastong,

papillary renal cell carcinoma), |euken as,
woOi2pwrsddseni gn | i ponatous tunors, |iposarcona PCT/US2006/003748
/ mal i gnant |ipomatous tunors, |iver cancer

(hepat obl ast oma, hepatocel | ul ar carci nom),
| ynphomas, |ung cancers (small cell carcinom,
adenocar ci noma, squanous cell carcinom, |arge cel
carcinonma etc.), medulloblastoma, nelanoma

27. Meni ngiTaERsthddbt daher® reeseinnke paEoplrasimor hasd prepioasly

myel oma, nyel odyspl astic syndronme, neurobl ast ona,
beenr{gqptesk Ry 6812cHe r%‘i{}ﬁg‘?% or Sky%f??fg'ﬁrapé’ ancer, pancreatic

cancers, papillary thyroid carcinomas, parathyroid
tunmors, pediatric cancers, peripheral nerve sheaéh
tate

28. t unor s Themasshechploriwiey 2o tehereipi the, Prigayy tURBF 1§ SeI5F1S
fromgt?lg %?%uepr E’o%%kﬁﬁg|BP§d11éﬂé{19§£n&fﬁhﬁ&%mmS-Qés%cia&ar@h@érggi c

s, renal netastatic cancer, rha?d0|d tunor,
alveolnnbefb s artcoma, assaeimmanorsdlad ¢ saraer (KHpmops §%‘Le

carcim@h rarsfHRAIPYE GflihomEPBESR canttQHBSN aR@ANGRS,,

sneclmbbane ey SFEOHEPASYRE: S CRREER) AE GG RE cor
cancEANGRES ¥ S HRBrD brdaecareer, varstid &9 iRinbk A kervical
carci noma, and Ielonyonﬁz. 2 .
cancer, chondrosarcoma, dhordoma, chromophobe renal cell carcinoma, clear
cell carcinoma, colon cancer, colorectal cancer, cutaneous benign fibrous
histiocytomas, desmoplastic small round cell tumors, ependymomas, Ewing’s
tumors, extraskeletal myxoid chondrosarcoma, fibrogenesis imperfecta ossium,
fibrous dysplasia of the bone, gallbladder and bile duct cancers, gestational
trophoblastic disease, ‘gerrh cell tumors, head and neck cancers, islet cell tumors,
Kaposi’s Sarcoma, kidney cancer (nephroblastoma, papillary renal cell
carcinoma), leukemias, lipoma/benign lipomatous tumors,
liposarcoma/ malignant lipomatous tumors, liver cancer (hepatoblastoma,

hepatocellular carcinoma), lymphomas, lung cancers (small cell carcinoma,

adenocarcinoma, squamous cell carcinoma, large cell carcinoma etc.), medulloblastoma,
melanoma, meningiomas, multiple endocrine neoplasia, multiple myeloma,
myelodysplastic syndrome, neuroblastoma, neuroendocrine tumors, ovarian
cancer, pancreatic cancers, papillary thyroid carcinomas, parathyroid tumors,
pediatric cancers, peripheral nerve sheath tumors, phaeochromocytoma,
pituitary tumors, prostate cancer, posterious unveal melanoma, rare
hematologic disorders, renal metastatic cancer, rhabdoid tumor,
rhabdomysarcoma, sarcomas, skin cancer, soft-tissue sarcomas, squamous cell
cancer, stomach cancer, synovial sarcoma, testicular cancer, thymic carcinoma,
thymoma, thyroid metastatic cancer, and uterine cancers (carcinoma of the

cervix, endometrial carcinoma, and leiomyoma).
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