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METHODS AND COWVPOSI TI ONS FOR MODULATI NG

HYPERSTABI LI ZED C- MET RELATEDAPPLI CATI ONS Thi s
wappleitogtiion i s a non-provi sional application PCra82006/010850

under 37 CFR 1.53(b)(l), claimng priority under 35

USC 119(e) to provisional application nunber

60/ 665, 482 filed March 25, 2005, the contents of which

are IMETHODSARD COVIROSITIONSFGRAMMOPULAACNS IDAPERS EABILIZED

The present invention rela&gigﬁfnerally to the fields
of nol ecul ar biology and g factor regul ation.
More specifically, the invention concerns nodul ators
of the HGF/ c-net si é%ﬂﬁiigxﬁﬁgﬁﬁnd uses of said
nodul at ors. BACK chyme-deri ved
|0I eimsra@plliﬂaﬁm{ 1@@h&f-pr(sianiriappli@amncmedlfmg@??m'RR B5Bb)(1),

geni c, a ties on a nunber. o iffer

clp R ano e SLLVE I Garviioa SprHeaU O Res g2 fed

MAryH 2% 005, thk Baféts F-whth, arefiichrp@Ed fdin bﬁ%femde c- met
expression are frequently observed in a variety of
tunors. See, e.g., Maulik et al., Cytokine & G owth
Factor Reviews (2002), 13:41-59; Danil kovitch-M agkova
& Zbar, J. din. Invest. [ %9%.%):863-867.
Regul ati on of the HGF/ c- Met="stotratt+irg—pat hway is

I plThe pteasht imveﬁtid»ﬁm‘lat@rg@gerrﬂg&b e falid ohmblasiladidogy 3ad growth factor

e.q. ., Jrus 0..&..Ca Nat ur V. Lo
gt Yo e opr i ks o e et ipting
pafilphiy,raed eget of saldynaislarves. Ki nase ( RTK) and regul ates

di ver se bi ol ogi cal processgzgiéég%gigcell scattering,

proliferation, and survivar. = signaling is

ess il ala nﬁemnchmamnijﬂmymphtc fdr&mezludﬁnm@me,gpmeg'wklayd
mo&éhogf og 2 thﬁ 1eS ?n 3 lhum %r & a3 sC ?ﬂéFSe 1? 9[9 ar(: gredlg ed tl}rough

e Iver an ¥8us
a spécific tNa)sme kings¢ 9OBYt, alﬂ?:ﬁerraiﬁﬁGF Tﬁﬂd G- nielaermm a¢ freduently

o5l oA b5 2 A0 00 s i

(2028, 138999 MmilkeeklaMaghovak ZbarNhtOlmeTn(’eﬁg gB)2), BPR7):863-867.

Reé'lg i Oo@the PE&M@ M%)Pﬁgrﬂi 1@% z{} Xlg)%éat&{ in Mﬁﬁor?ﬁo%r S

out mce are uggesti ng
mettas@m@oignaga Fmsgam&f@mogh@ Notwre Reve €009y 2:285:HI9)-dt et

a S 0 d{lgglﬁds tREX; éellhﬁP?Jn?aH%f tﬁé Met r(]x%?t:ég R/?ééﬁfé %}rras Kygﬁd

t
ays role I n Iver regenera anglo enesi s,
real&ﬁcﬂes\ﬂwrsé bwbuiqahgoc(ea@s sish pesll seattgiing, plitesdtion, B purvival.

Hélﬂ'%gglgnaiégrs e@%%laﬁt%} nor¥Ri éﬁﬂi‘%@c &ng&mﬁ@%é&lly@f ﬁngratlon of

249; Nusrat et
mt(sqlggm)gerg@r ceyg%i drgegyment pishg livee @rr%@rvowmysne@@bﬁb?t al., Nature

(9BASVBORS-7PT OEPhtd & oE 1RRXIGRANYP B0 EKOKAER bl
uni't and nenbrane spannin subunit |inke

IR A E Sk e G1908, 373, B0 102kt ol Nare
(1")?9%) 333, 7b2-704)e ﬂ@ve‘iéﬂ?ﬁéﬂiat plﬁﬁ&?ﬁ:‘s B?Mtenﬁnd %quloéﬁ)m fnice are very

ki nase dommi'nand harbors a | ti-substrate docking

singijap guggesting aiER fSrfhwgn%hsaéd fr st et rgsepfPR(SAkmig eﬁal AR
su%rﬁ I td h%ta%‘f S 991,%' kdph) ( ﬁ@Fq\%tlalso §fay@i Pole iPNCQIESREerktiond 7) |
ang1ogen§sm? and wound hN%lrjlg ?Er»]usseglmg etal., J Cell B101 (1992), 119, 629-641;
Matsumoto and Nakamura, Exs (1993), 65, 225-249; Nusrat et al., J Clin Invest (1994) 93,
2056-2065). The precursor Met receptor undergoes proteolytic cleavage into an

extracellular o subunit and membrane spanning 3 subunit linked by disulfide bonds (Tempest

et al., Br J Cancer (1988), 58, 3-7). The [ subunit contains the cytoplasmic kinase domain
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Chera (1997), 272, 20811-20819; Pelicci et al.,

Oncogene (1995), 10, 1631-1638; Ponzetto et al., Cell
wWO2084p49177, 261-271; Weidner et al., Nature (209@)52006/010850

384, 173-176). Upon HGF bi nding, activation of Mt

| eads to tyrosine phosphorylation and downstream
ang haybra$ & nvgltrrwbmglﬂo@m sitgrtithef o whergiagapser proteins bind and

lmPAtémggaﬁxg%p?amﬁl éﬂ%ﬁ’%%geg 95 835 R ngyy@étm Jvmbph

notilit [ fération Ege et al.,

Chemd RPeh872,20810)20819, Pe%stzasmog%wﬁ@n ,863151638; Ppnzetto et
9 t J

o S 4924) BRSSO et St

birging} acGpaion (owg ads 2y (yrosipw pwphoTYigion. and/é@wmﬁgar%ﬁgwhng 0

tmlas Gl G %ﬁ@@ﬂ% highed ?1'3%5598%1&%@&1@@ acqls»gtm@sge&way,

i ne (Cooper et al., Nature (1984), 311, 2
wlmrq(lvgq celj motiligeng prolifpgsipn (Bpsge egaly _Oglgqgene (QQQO), 19, 5582-5589;
HAPRh &R eﬁ]‘s"lbl"(ﬁheﬁ{(lgﬁ‘? 869 Y3d-» ©8H] P?)Hzé?t@%t zﬁ e?ﬁm@ BR&R ¥1996),

In a varlet uman cancers For exa
I%V@lraést

27hridt B-H1R3 Bk glsigl Ghem @3%, Z0523F 2’4’78?)0I or ect al

CanNGRL;Sva@ bwntd QJ ltrﬁlgfotrrﬁing th ag(%%o%gp{réaftéd%tebﬁrcloin‘é €&11 line
netastasis (DI _Renzo Adin Cancer Res

(Coopen of Pl pure (§9§4)p ! laI29 £ (Bqé@g aln&efl {Pg0), 45 7395'2§@ M‘)G)

ové{e*pr&&@ﬁ 6 fenk- §mﬁlllt§9t15neﬁ@ Bée%(d)bk?veh@n QVa@fe@)ﬁP he8&EAntdk. For
or al squanous cel car Cl nonm, epa ocel I'ul ar

ex@Baple i MRS REptein @r‘i’é‘Ffe@é‘FSFed@éleéﬁt Adeld In enlrentq] crngets pprbigaOrted fgibe

geﬁéJ:ﬂﬂ%lﬁ“@H & 1%{%&6%& (@t Ré}lzo et é?aaﬁﬁcar(cé&%)(w%? 1, 147-154; Liu
60; Morello et al Cel | Physiol (2001),

et gig g)nmne MN82Y 7> 184-18- Me‘ lmategl 1t%l§fbrépor{e ggl@)ovelgg)ressed in oral

squakioud defl; caﬁﬂo‘rﬁﬁr&pﬁbceﬁ{ﬂaﬁ ca@ﬁnoﬂnacl%ﬁél%éll a8, br%és,t carcinoma,
1862 1868; Suzukl et Cancer (1996)

and B cargpaye Tpet ddiepses OB é’&%?éé)s ogo st el Basio
EmENseksery® ‘Nata'll ehéip mt@c@hdeutw%)cw 21 DITAOL GRS kt/all CBr J

carcin r ect al
copgndiotRogy (BabuH: Sgl <gu. 635 Crurir a7 1o B0 o atiion,
ovéRREEkioh SOARNA Habbeeh dbsébied lird lhbpﬁbceﬂhlar caERGe fBtric L9Bidpma,

181-185 A nunber. of tat' s jin.the ki.nase
s RGeS Crtbe bR (R CRaE BT ap gt oL T
Caédt C1998)785, anshLlh eeeds Oh@gem:r(smm) 7t 181€185gCept or
acti vati.on

90 Aot SiG fn 6 il gomilh (L MEIREE boch Ind s

pafiliixfricaktineina hich 1daaco gemsetu(i 8 ptor 28ivaRIABIiIRE66)al., ThEse

coffeseliRbl P o 65 s Gl PR 4 e BB R

Orfcﬁgdiia(ll999l) 1§n843- 2350} rrgma edivati(gkedtit@ns ccmferabnsutuﬁweohlet

tyrgagﬁ }Ehogp%ory?%gg gnds efuéttm %ﬁ%ﬁl{e c% éﬁtlé)él 1@% s forma 1o a?c{ tumoggenesm
(Jaffeusaes alQ Rrdc @i adrﬁdadh Smdt S AI (1997I)'-a?§eh445 QEGOD)In addit;lon these
m\%%%_gge(}gx %%El & 1 avas%oh I\gﬁor et\I};ngaé(ﬁ)qo(ééOO) % 399-406;
Lorgnaats Etcal. n@ahcereRds 3;20@9):1 b2At7625-7036). eHi@Edepmdlant Metyactivation in
transn ormegvcélpsgﬁe a3 1ncr<%r%tmo(%@1tyv\ﬁ2<!ta h %ng\sl Sl tnlzjlgrle{tu? e‘%llglaé egt%ﬂ}y
leddbto iDasive Bingir g(omgﬁl)d metfSiasit UeBers 1182 SMoMEeNRink(1896).a16, 1115-
1 t has been shown to
ugﬁ\g%ﬁﬁet\i(a\/l}’tg@ Cz’%‘i%‘e?'%% ?él nzg ‘that drive receptor

act iMethkoObeen shosunsd oitarat with ptha:rpiotemvﬂ:su doive rdceptor activation,

L R R L e L e R T

conponents such as lamninsp to prormte
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HGF- dependent i nvasive growh (Trusolino et al, Cell
(2001), 107, 643-654). In addition, the extracellular

wdaowinm4ai Met has been shown to i nteract w t hrPaT/msndwen10850

of the semaphorin famly, plexin Bl, and to enhance
i nvasive growmh (G ordano et al. Nat Cel | Biol
infegity 2 yeceptor fonexiraceliylar mpfrix (elr b FaEpongiusyeh aspmiams e gromote

HEPABpehdt inﬂ‘&ﬁ\fé%rdvﬂh HORIhOaRe st @mi) rm? @,!3%4)5 In écﬁltlon
also reported to forma conplex with HGF a

the edigrellujapdopegin ?fé\‘!%t@%beeaéltwa? fgsmact @}th aﬁxemé@rs% %@e@%phonn
farlly, plRRIES ahdPdd eﬁ}?aggezl}lvasﬂv@ eroait! 6ida8R)et alViat £ ﬁlonﬁm@ﬁ 4,

of the subf amﬁé of rece tor tyrosi ne kinases

T23H7Rh FRRBHTRE, GO b ORI RCAsH T foriori gy ik ndiasasis,
is SHOWh b edAS foh aB@Mpl@; QR Met dndt Héiﬂ-arﬁlgrésultpﬁ Rr &Eépﬁ)@ a@vation

the extracel |ul ar domain structure of Met suggests

(OgraResseyitbilo Gynapilten (1000, deph#iohs and pl exins. The

N-t eren 1@&&6@1‘)&%@&6@%&@1’1{@’ r&eﬁ@f'@ro@fﬁ@ﬁinﬂse@fRTKs) Wthh 1nclude
appr.oxi mat el y anmi no aci d i S _conserve

Ropeand SeroMayik 5&?& %Yt@‘%%@owﬂh%ac?é ﬁﬂabf?QP@né? 4hdp IPé%@iqtfgn of

th® SR8 PutaPdSndiRét88ufATTMY siioestORABY ﬁ&n@l% with the semaphorms and
menbr ane- bound proteins first described for their role

plextnsy dfie Nrtergaqps opMisbinntainggenya derain aiapriogioeaiely S8 anpinggcils
tha(t 189%Yerkd al@%pl’?e@iﬂa and RN EThe sERARAOARERM bleXins belong toa

%ﬁporl n over essi on has been correl ated w
Tosg, IR of S Eeted g R iRpe; Bovgd peoters frrstdeserifiesl oy i r@@ in neural
dedtﬂﬂiﬁhdﬁt (\ahSRcloeirITloRsz | QureBiod1998},1 RRbat-20k) SEFHOAT Rore
g{? f ound in Iexg@ﬁ)ﬁ serm{)horl ns, and integrins .
fe?efl pharig, pverepresgign & pge afed P R AN 13§08 #idrmqigstpsis.
A Eﬁmﬁ&tr&hmgﬂor@eﬁ@(alsmﬂ&f&m| t@]gsd MBt-Rdlzk&i $eQGdn0d SorhA)Feundin
xins and transcriptio act A rece st
DB et et b iar R e yora ditife flouRd BY fopr IPT
repdais tieun ake ﬁtﬁﬁﬂﬁdglbbbhlﬂlﬂlt@ﬂ@g()ﬁf&hﬂﬁﬂ plegihs ald. tnané?ﬁplﬁ‘on%dg‘s. A
1 2039- nat .
eS0T Shpegeciurt hERENene PGS et BYrand e fih iagios

(Gbgratdi & at OtypaNal AcagaierlU ISGE(Q@O}) reecHpi2039@hpsphor yl ati on
acti Nat 3. ki nase..an

el ko e ek I aN S S AR R
HGR mdmm@eﬂdxsptax;ﬂatma activiatep dtaiznsfream Mﬁwéys nBMAPK, PI-3 kinase
j [ V\,h l e Y134 th t bst
s et A S L
Métdimabeogyivation gyhﬂc) ¥13319@Ng@ Imum? memlmntuumﬂﬂat&gioémg&)ne afend
! n in
imigganp bt Pl POTB a0 e s B i Phes Baipt ingite . B e
buahhy ctomama(MBD)ﬁcﬂm:n(ﬁrﬁQn& mﬂ;lm@mf OV?ﬂoﬂgf dowisirdagh s1;%ﬁﬁﬁﬂg3
1 0 S n 0
el AR DL BB 0 5 S B 0 b
chESGtérlzgdiﬁm 1t$ Bmdlﬁg to thiblyrdsina d#inag hilinegHBY dandio oftkhé €6l E3-ligase
t OSi .
(6 3 R Bl PRl ek EER Rl PR K 3b Stpagoostosies on
ub(qﬁ)tmatiﬂm mdrmlosla@xen&mepfor d@mipﬁcm(&:i Wik meghHnsin o nechpter
b l R hat
dowgreegula 100 has ?n dgsc e:d%gesv slx gn tin? Eg%aﬂ%at%t aYsoth %or aasn%l ar
Cbl])ymdmgsukea(mldh of Met and HGF have been reported in a
dd t has.
boersSatslribTRIet wd PR P S Pao e S ol B T

drivext Met-detivatip@ has been observed in several cancers. Elevated serum and intra-tumoral

HGF is observed in lung, breast cancer, and multiple myeloma (12-15). Overexpression of
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HG- is observed in lung, breast cancer, and nultiple
myel oma (12-15). Overexpression of Met and/ or HG-, Met
wanpleihsaat i on or mutati on has been reported i RCYAISZ®ES10850
cancers such as colorectal, lung, gastric, and ki dney
cancer and is thought to drive | i gand-i ndependent
Met exsiéq BT, et proplificaion(op mutagyn has daent PRATES i1y VaripygRGer such as
colOeEhETHRE, $hé r&n@{clfhl}q%tcaﬁc%r #hdlid HEIhBESiCe MDA indBhenasnt

rise to hNepatoce ar carci noma denonstrating that
recmé@teqstlmtlom(/?e [ Oxpidiseialy, influriplesverpypagssion Alddpdna él?ﬁf mouse

motH ngfek g?eﬂg ﬁépcato(:éiKJAar ch@ﬁoxHP&ém&n@t%ﬁ% {Haf\@cepior @@é?%ressmn

I'n cancer_is repor in fam.| and
dﬂ?ﬁ@ digan lcdenperrmt tlpacmgenears;ﬂ aaTl@um%h@n{ppiﬂ:@ %@ﬁnp%mpéwatmg Met

in MMERY Bft5eel th ﬁllﬁﬁmkén'a%g&acﬁ@%l Ba@fiarVBircih&ad (ﬂP@@ QatteRts.

constitutive actli vatl recep tor wer
Mujtations inftheddnase deyeaimdfi Met thath lpad watlst@twa @Céltvﬁt&*i‘sOf the regoptor were
idehd B as %%g{h?ghiﬁitsbﬂlgtl%utﬁﬁﬁ§ & 1t @ls). MR dhdlioh bAMEGERItAions in

nouse | eads to tunDrlgeneS|s and net astasis.
trapisperjic mapsemndglh leadieto fusnasigeesis prd metestasisnd€e donmi n has

beeninByhshd SRiE theiMet #fh&I doma@ds bden hﬁ@st@@t@@m@é&ﬂ rdna @cdlas

t hat 1 ncreased expression |evels of pr obab

beqytheorizgdethe dneatasndrppression leyslyef HOR(Cape P“&I’F“?lé E{‘deé’%ﬁ d&éﬂ%mm

of e @nd2tOhRG SG@enéedba El%g@ﬂ@oﬂé R AS LK IR MGINOf Cméfdhs
has been | acking . |ndeed ite being |n§I|catﬁ§1|n

beweck@lg Jngegs: d@ﬁ’“ﬁ bgigg ir@tlva%# mcs logy ebg vazisy o PR
condMonkidhid HGFﬁ@ﬁletHﬁle&?ﬁam& b@&EuR p@th‘fvﬁ}l 10 Wdrbet BREAPYRI IO
ca

target therapeutl forts in this reg have

Effgee i thispreaddaysberaigs Téidpﬂarwag by 3lack gf undei @p@pgwg?rﬁ@g

me(:%%ﬁg Iofl EHR 61 ARich BPsrulaB6d SIOGHIY-mehdaGtes dmfrfggws@t | on
- met. causes tunDrl esis. Therefore
Thé‘le@éf‘r lttlfh%{%af hakthe aesd ?rcﬁfea@’ff 8%‘{13 anging 8 %F’ﬁhﬁ?[aﬂe& °8‘F°gem°
me@hdRRms o Ao & R6E ODRNhentidREdEFBrelf mé@e: thie AeddSing) paides
The ipvention provided herein neets this need and
OﬂﬁFBVF@%S ot her benefits. Al references cited herein,

i ncl Ndlie¥genas @RY hapil incladih®psend Bishlipatiohs adtpublivatiora) e

. incorpqrated by reference in their entirety.
lncerpga%%wﬁﬁfe@wm%‘elfﬂvﬁm ON The invention is based at

| east in part on the novel finding that certain human

tunors express a nutated c-net protein igat exhibits

decreased rates ogﬁﬁgéﬁﬂgg%gigﬁh el lularly,

y et e EnveRRAN Bus@f at Qﬁét'm pdrgihahd i@l flldB$ehat certain human tumors
perstabilized" @rotelns mere({ound 0. have

eXPfﬁ%f’raé%lg%tﬁd %W&b@@ﬁﬁn&haéahl s dsereaseaie of 48 HPFUEIY e
1nt9cmélﬁﬂarly/°§et 818 QUILIRF EdITkignalhesS @htaswny;ferseaamzéxe’ d-ndtiphitdigtiwere
anti-c-net. inhibhitors. |nhi

Itl

oS P AT R A PUTIRRD BOR SRS Crtbieps thown herein
thdsb RimRedah be 1r1ﬂiﬂ>&/caﬂl§3&lﬁ1ﬁ$clrm&(iﬁh1lﬁwnﬂﬁb1t1sn STag pérhtatstized cnmet

nutants alr e art] cul ar onco elr t
actiYify; A g ﬁma%a‘lw& %@ea%%‘a%%fe? gl‘n % FWF ﬁmf%}ﬁ%f? Fd‘é"'g fogts
are?ﬁah%ﬁlﬁrl? YndoRese€ ttlmrtttagétsd mhibitlefi) wgﬁld bekqeeaed eomeml llnisﬁ

oun | N_man e I NCl udi ng nor ce

A A L O T S TR SO
mdMu@g'kgo‘BmﬂlQBlhsj thg @blﬁf@'][tt) s@uiﬁaz;:ﬂyym’@amﬁﬁmspailﬁc d-mbt rﬁuamspmﬂd

In re cln Sl.de-e ect, C tia er
be ptgies ARl S EE T EOH e et s TS B8y
THe inveh@onfpréiGded gRthd @S ichmpbshivhebalded @ithle findings described herein, and

are useful for targeting and/or treating tumors having hyperstabilized c-met.
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are useful for targeting and/or treating tunors having
hyperstabilized c-net.In one aspect, the invention

wonresildedla substance capabl e of specifically BCHAIS2®6/010850
to hyperstabilized c-nmet. In one enbodi nent, the

subst ance con‘{])rl ses an inhibitory activity afgal nst
bi ol B@e apecichs ipvanjion proBidess whstitice papable of specifically binding to

hyp¥R@bifitcalithd:Z &fbre efﬁﬁ@)dlmbﬁi tﬁ@%&%ce%&hﬁ%e%ﬂhhbft&? activity

substance i s capabl e Ee0| binding to the

agpinp drcdezigsd aqtlz%aSéo%aéftd WIrbnt m@e@%@mdmemt I #pother embodiment,
the S ShRR GEcaPAINIS shQitlHRRK t@ﬁie'h'yﬁéﬁga&hi@m: nﬁ:ﬂ dIn'oH@érleJdﬁnent

c- net act|V|ty n one enbodi ment the substance bi nds

the gtbptgnse bidatsi Hyperatabiizegsmehprd iBhibitsaetaskitiiya iy gne embodiment,

thé Sbktce ibl@ls G HYBLrstkifided ictiYet with&R Sutid ?Wﬁﬁﬁuﬁg Dle@ctivity.
variety of uses, for exanple as nol ecu

Thegs yRYANGeS findervapetyiof wsen faskampleasymelequies &y spgasigp hgrapeutic

ag@ﬁtpﬁ)rasﬂeﬁ@kﬂrés%i% hype&egbmzw@ﬁ@p%aageﬁg Q5N R 1hd“ﬁeldﬁ§?oﬁﬂé/
ents described herein, e.g. toxin

agga}béﬁts‘ém@g gergigne. HdoKips. §H9St9§18‘?st°a‘bb‘émf%¥ ?Hlta'i’lﬁ Eqr@danﬁlgdm& in the
fobrh6f dn@bdlyrugddbhjul@ibns SHdUTsiGPsHIHEALde@Ns and fusi on

poly eptides. In one aspect, the invention provides
Oéﬁfsﬁ%ﬁ’f‘%‘f’@“iﬂﬂ%ﬂo?ﬂ‘id%sr%?t apjagnistiipet disrdph BGEfegmet

s1 ﬁﬁgcdsaicﬁdad%ﬂlfh IBpdistRgnst 3kihd: b%&@h Gr SR LenBb@kBAtNthe tl¥ention
enbodi ne ﬁe i nvention provi des an antagoni. st

Pf?‘ﬂ ap ﬁ%?%ﬂnisgthet 1%@8&!@%}@?4@% geitvityof 9hla9anélyaﬂﬁamhzed c-met
pdﬁ?{)ﬁ}&fd‘é: \algﬂre%uh #e ﬂy;ﬁ‘ersﬁ@%hzﬁ@i: M{é&ﬁl%lypgﬁtide\ﬁbﬁf)@e@a Hél&:jonlof ?t least a
erstapli il ze C-ne 0 ept| de 0 r ses. a el etl on
P°6'¥ nof e’fOél&étsuél tg% it r%of%ﬁg%s%&ﬁn e Cgﬁ &? ppushed gampared (o wid
typtegiadlaid vaRrdintha hgRdabilBedld- ﬂabtrpo@lpeﬁidg w@aﬁlactlgn@lm@ defivity.
A astgtis Sheratoncoel et HHG ormycpbable, ot Spgpiicaly inbibiting
acavityagd @iy pdrstatfilided e niehmeRE11©M deedlibbehaddin. alMYoné SwibodEaR,h e

s RSk Pl chPRiES i REaGRe ihine el R ety of i

inmnaoxesrﬁemﬂmﬂg mmds Branapit g derinsd bpi;rrlb -fidng spliaigdfieRon 13 and exon 15
I
oS30 5 B O B oS PRI B 20280

frdn@rsphdng)yIn amothiar aspectsyol anGigogst of the xoantibd camprisex anapidmenf In
on% ﬁrqlgodnaerfq a{r)lrligtagngr %%eelgmn{mn %pemﬁcagly bm]dr é):fa%lleoft]crp%ffgrren)ég Q}( n-
fraaecpheng cfepecil andrex«anISacg omes.t Inahe binBodimene, i Ieasnl a portion of
exglﬁ Y‘ZPfs Idg'lgl% & I%Bllt orpg iin ?rgen%hgla% ols O%Qstpect 191,% AT oft

CAVenRt i'on Specit T épesTor fe
inyeptipmdomgpnmses P hnhdmng' RiﬂA @)aOprefb&naaiU/ sebcctrvelwnlolbltswxneatsmn from

OGS0l U350 P2 BR8] BT o

as a resu
15§a§rp:e®_te,mbadinam thg owdleit aa ertchdes ia thyeenttabalized ot inggschaan least a

[ r ial | C . .
ro S PRRANRL ELALRRNAY. IELSLRIEN e
prevides dit arjagenisipdompeisivgan antisensd oligomsdleovwmth@mf@mmlwwctcgvely

mkﬁgﬁs Crﬁlglefc cﬁ)ﬁ%’]eh i!tt% enc!o'& Pﬁplgég&%a{ngg { met \{b%re'i}ﬁ 1s sg]tlced

acid enco yper st
to axqadiSt ingne ehbaloent, 1ide nlsletceib@trmdecab eachesmhsmemabﬂamdl camgt in
wrﬁal 3 5209 ohf&n ‘BP&oﬁ%E %C&eletetd*aga }e@é{ﬁ&‘daﬁ&t gﬂfé}” des an

ant agoni it Peot i de

th atInlpblelf)@ o@ﬁmﬁtalcﬂl\ﬂy&eil betifegtet] yn dngilof t)mtrsbea ofwgyls &hgwn in the

lgn nlbgoﬁégnc%ig&} 9 éfqﬁrp&stglﬁ{%eﬁgxﬂe% 1@% sﬁgd 1% a@gﬁ For

enbodlnent t he nuclelc aci g nol ecul e encodes a
hyperstabilized c-met in which at |east a portion of
exon 14 is deleted as a result of variant splicing.
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Inhibition of c-nmet activity can be effected in any of
a nunber of ways known in the art, so |long as

woizaleagiaal activity of hyperstabilized c-met PET/US2006/010850
di m nished in a cell. Forexanple, in one enbodi nent,

inhibition of c-met activity by an antagoni st of the
exqmple At PrePIbefipients mgibiion Khe-a1skirtivist bycas| anfagenist of the invention
coﬁlnﬁﬁé'e@ glﬁltah&&ef?tfof thRid H%z{cﬁﬁé’fpdf |heZfPerStatiBled R Bidkin. |

anot her enbodi nent, inhibition of c-nmet activity by an
angtherabedigentomhibiien phe-ant acE Nty Aenseenist abfheinyensian gpmprises
mlﬂlﬂﬁ&p&qﬁl&pﬁ&ﬂyf&ﬂo&gf tﬁJlﬁprrXtﬁﬁh%d%%ét InfdRGn.8n %tancmlé?t ein.

yet "anot her enbodi rrent, inhibition of c-ne

err@ethrvmt iphilyijion of ermebAFHHIGRY aBfantegenist aln iveio 6‘?mIPfFS§~°es
mHllﬂBbrp(‘)t{dhQ@h&%laﬁm&%ﬁ'ﬁ’&weﬂ)ﬂ tQ@H@F/c@ne'i@l@Peﬁ'ﬁl% £th\tv§$ﬁby the

gnal i ng Pat way by the hyperstabilized
hyeer#@zﬂlzeﬂ ﬁﬁ’il%l Inmbﬁloep emebactizitt l?mntaytawlsa Af thainyepsien sqn also

be%ffeét&ﬁoy' r%ﬁﬁ(;ﬂ leveRIdf ﬁ;tp%{%tagﬁiz&f & ﬁ&tp%glpgbﬁdé aouGhi Q‘ﬂusofor

l'evel s of hyperstabilized c-met polypeptide in a cefll

exapRle, in pReyengbedimsnie inhjbifios of cEehisdivipehit 2 in aniREptLf B inyention

coﬁqpff&& iftitiohiof ¥xﬂ?éé81€ﬁ‘ oﬁ?&:@@t@ﬁlhﬁaﬁ Qhet tpﬁ)@ell'l EQREHAB transcription
nprises inhibition expressi on of hyperstabilize

ané/owé%nsls%t fema P?lb‘?“cl@ﬁ%ﬂﬁﬂn@dﬂ%éﬁ%?fﬁtﬁﬂl@ﬁ capRy peypeptide. In

anbthésdbadibeR, fnh®Mod oP&nkiaealiBody zﬁ’a@mﬁ bf‘tﬁe fhvention comprises
hyper st abi | i zed c- net pol ypeptid ’'n anot her

celd AEFERAHEHE WIRREERPHB T s fielectls piep ynifpdyfirug conjugate)

thad BB BRAyHBindfo ﬁ;ki)@rstaem%ud RARiceBALi ses cel |l death
assomatd Wt h cytotoxin |inked to a nolec g
t ?ﬂei's ftiody

n dRerHIRRPI al?eab aR FHFEegLt Fthe ipventias @ mopecipnal angp
fre{gm@ﬁr atiadid anﬁ&sdiy CmitRhizédlan@ib6d] humahn f&nﬁlﬂ)iay &ﬁb@-@pd&ﬂigtagtﬂﬁﬂy
ant oni st of e I nventi on a nonoc anti bo Y,
or é‘ﬂﬁlF%]BW atibg tagopigts ﬁ@ﬂ"éfedalﬁ hegpsipds f W%laﬂ may
opa&taub TS yoﬁu URHBR aaggb\lédmﬂﬁbnomﬂgéntos pR6tokic age'mn §qu @;daytoﬁlh
chain anti bo onlstse .0
indHee, F S, & M P S R o ATa PO et b dsptpre. 2
nutleolgimgarneym@ ot hi |111a¢ t1e @yrna@ﬁmﬂumhtscby hethodd of tagevntiayeh
as t ox|. ncl.u a a rrayt ansi noid or
Ch%‘B?tﬁ ARy %ﬁeﬁt 15 gl aé’ﬁ?‘?lf)tiﬂs{‘ fd tﬁe d| oactive isotope, a
nuclie @éry:tal ceffeawy QEyet atagonits lidkele clnfet sbitéosnlizo tierere eith
burdgnggﬁ gcl)lgg%l sucnh ag,li-ﬁ'{yﬁ ta\ﬁegetr%t%)nﬁzeg ~me§ r%)tr F)?arnia e l{{tclnl(l:et ‘?I%%nt

| ect’.

mayftieith hygergabiliztd enteagoh that lﬁndllig:dbfll-ﬁiﬁ2 tto-cn’aet i inhibitadt ¢ ene
o R B bl S Al
compuisiing mtigd:rrblmmgeseqmeamslfroneajnon—mman dom)h gl_taftat to bl hagrabagoas
noi bk Bl b BB ot RS SRR TR B
semcawp)l dén ommmntmd themomprmnai dvgoEne ingese. B erdiendpodiment, an
B EIChEAR SRR VTR0, SEAESS A8, i
scieenigg, pth)r Breeemkodimelitor chioarstaatibody ofithe mves o émst’,me Vn

Q
5 SRR B DD SRLAAEN SO0 By RS R 08
a lmngn kaiph dplietiaibyInmnt embaiiser, themyrine holnagbaid Vstpglaly is fused toa

hu%l%.? ?ggﬂ Cﬁ' %g*ogt gne eln%o ngnt tﬁ? an ﬁu@ghdln%geﬁgéﬁg%gég&gﬂﬁ at least

onhatrizast Gve mgﬂlcbhrge &gggﬁaa leghbardiarbedvy chde Imoné erebddirgdnt, the
\Y h
anf %e% b?ndlné::rg%gg&s C(?mprtJ %gﬂeatv? F%én ﬁgg\g) ﬁ'l g Igrﬁl{)éﬂllﬂgnt ctngélﬁéen
fused to a
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human 1g@ C region. In one enbodi nent, the antigen
bi ndi ng sequences conprise at | east one, at |east two
wonrowllo4dihr ee CDRs of a |ight and/ or heavy chaPaT/uSzn06/010850
one enbodi nent, the antigen binding sequences conprise
a_heavy chain CDRS In one enbodi ment, the
binging sg@ienren aPmeyiss eatertled thedril andéor paablegiomgin segengep gf the
mérleBofdl q{ntﬁfodyﬁdb&@@li gy e H%rf&loﬁﬁ Gélﬁlﬂ{é%% csgftedt ﬁ@eﬂmﬂ&féh@'ﬂﬁﬁe
anti body produced onma ce i ne deposited
ol ih Agsetsiry Db A T o Ry some 441 o HE-1 1895
(hNHme%ﬁ 5153* o) Bn éﬂﬁe‘?ﬁboﬁméh{ i QRBoeh AddRie %@@ue&és EBpkidS8 Jeast

oma 5D5. 6). I n one enbodi ment e anti
'?};%fth@heé@qﬂ@méheé?ﬂ%?lp@éaf&t‘”‘iiwg‘i‘u%ljmth%byhﬂﬁéf“ﬁ@‘nge

1@1@1%&?}5&@ . mﬂﬁﬁik%hb&l@s lop@e ﬁwQﬁtﬁﬁi%&ﬁﬂl M6sd dRS: have amino
gi)r/fgrldorm cell_line 1A3.3.13 or . . 6. Humani zed

bysiirrssin dre FRpnd jaffipity maiisation cYF“E?G@ Vflwdé@gﬁhlatth%%féed

CIIM. MOe 36HsBued Asrotabids ﬁnﬁe CDRtohpR BR mdihaddlth fHobe) resent in the
mat uration variants with changes in ths&%rafte

doppyeor sgHpant ARy - AR Piher sapbiodisnepts, thantibosties syt thefnvgpigon fgsther

cobripid @shde intahBFLacRI BS@IRE inl the FJl%glgﬁ)ﬂﬁﬂleto ErRsrbRid@fkctor
anti body., In other enbodi nen the anti bodi es of the

fupgtipn H?}%wgﬁmwwéﬁ%wﬂfqré@%%ﬁg}@g apgyBgpll kigfingc Otper antibodies

of RS heHESH mauddmosEﬁaﬁ@%p@aﬁé &}fah ﬁf&dnﬁpﬂ)vb RbiAKe Antibodies of
ef fector, function i g di ng, anced g d/or ADCC

the IMentipR Alsumaus egse ?f?qlelnf Y?é‘am@i‘ﬁ’é‘fg TR &€ Tepetippip vivo.

I NV ef bhddmbodipheat @n bS8y ﬁ@gﬂdﬁgofsmﬁve‘nu@n ERPAGR AN ahtden
rove stability. Antibodi.es of the invention Iso

b“ﬂ RS OPPRER llfé’ﬂi ‘E?'é‘r?P“’B’éﬁ“i‘gaf’r‘i éegstwa?f.ahlgaﬁt s Be b

CIDRI Begjnér@Bs seleciédl Hom thd préupeofiiftiag oNEYWLHSEQNDINm Y din
M A B eRENERD (S ROTDN @R TR BB B3 ). 0 he
en?ir)colﬂrnr?ﬁls the Ej:\iglj:ﬁ biélging attﬂtﬂfcg@rtgfs %ﬁ@lﬂ CBORCHS haehgeahiadacid
seq SN B RERe e p ey B Resesy it SESAREL SUEastsit o

CDRHR)havihgaeine aﬁ&b@piemse MIDPSNEDERFNRMIFKIDI Tcting gmadsdiment the

es _heav n_no
an g e i S i AR Mg AioB iR Sdlene 1 g
Y%WW@Y | heme hmlaudymﬁiu,ammnﬂbay Hi2grxay ofithe Mmmention e@nygtises an
anﬁ%e;?l%m 1negba.'1\'/|rﬁggnsuglnss%r2§': N‘ﬁl\' I?1+§.1]:)n compﬂs(%rg%e/at ?e%?[o di gﬁ%ﬁ’t péohoer all three
ofﬁm segueandsicleasi %ns the lgmup eoMWSLLHTS&@KNYLA (SEQID

TPSFAGRALS (B0 BUGROUN A6 PIRTBELB NANEThLED

rises a ng armc rrsing a
embhélmntc thapntigen hgdmg atreestprivesdieagtchhie 4R -Lvbavarg aahho acid

: %&%ﬁgﬁﬁ%g R L S L .

CO(T@ES’QS h&viCh:6) CBREL20@VIVAYRIND at 8EQubDeNCABTRES. i one
enfiERARh TRk Gk LS Corll A 120, A CHPLS R M acia

avi ng am no aci uenc
seiBBRSIQ YT SIOMNY (1A ond emimdaneatybn elntl’vedbt fragniest cfihe igemtion

coltpfies B0 SRTREARRRIBSNY A 0T eliRSnofisENe 0k T s
twhionall thige af HDBoaprence selmad\fgnncmggmulﬁmsxs@gwéﬁ%}hfﬁm
N@‘i B8N B’%EF@W@F{ 'i’é’%% R %n@’%@?'v%?ﬂb*f (880 IDNO:3) and

ody ragment t| on conprI'ses
a lmht ¢l@$wompming‘@ leastrone,@rionst svaer adl threaefyCIhsriqnences selected from

conprising at | east one, at |east

7



10

15

20

25

30

35

two or all three of CDR sequences selected fromthe

group consisting of SYWH (SEQ ID NG 1),
WORBRBANBIDTRFNPNFKD (SEQ I D NO 2) and YGSYVSPLDFCT/SEL05/D10850

NO 3) and a |light chain conprising at | east one, at

| east two or all three of CDR sequences sel ected
the grewn deasiging @pKEHRSLY TIHE W%@M@WlSW%@@Q@

@\lNg &Qwﬁlﬁﬁ&ﬁ SEQIPRAE.5) and QQVYAYPW (SEQ I D

he 1 nvention provides a humani zed ant agoni st
ant i The dyentipatprayidesls hmwd BYtagonist aibpdyAba bidprigmangr  gn

hyBdHtchideRa Rindi R Gn fdt anﬁﬂctlmé ﬂ@gn?éﬂ{ theﬁé@le (Nﬁér Qinttﬁbeanﬁﬁﬁd!y ody
4 B

I's ef ctlve to iIn hunan pers abilized
effiefctive éo inhipit aemawhywsﬁabﬂlmd\ﬂﬁl‘/f ﬁ’é ahvibbisdivocBaprtibeihg i n

colngiik Sy LY kB L e AEoRE Salieds ST ppuoctona

anﬁhldafy bﬂiamd%? kile Hybﬁkﬁmii%@l@ fihd &go%@@ﬁdeméﬂl@a rryire/@lﬁture
fure Collection Accessi

CQ(“ﬁSPcS’P Mﬁ?ﬁoaﬂeméerfsﬁcco%ﬁég%@%dem BA? é&%mﬁ%l 11885 6)
(hydidoBi 5% .2N6) Ak Iswbs@mliwmymuﬁ@m&ﬁm@@u@ s@@ﬁh&qs g., {dst@ntially the

substantially the_humg con sus fr
g PSS AN OH RSO USRAT @ﬂﬁ@wﬁr |Sv'1gr<(%§| QWD)

on® Eﬁb&ﬁﬁ’ﬁ&ﬁ | tmlboctyif@n@a gdixﬁlﬁﬂb’s thaIAchan CDRII'@équSﬁ& ahdrer ¢bR2
chal n SEQ n ence

seqpsAAf g@?ﬁlonaﬂw %ﬁ% gﬁ’g‘%ﬂ%?‘? B’ﬁ&elt,"é’lt?d under

Arhdriteén ﬂﬁﬁ@iltm%djolu@dﬁh AAE@ﬁIbICHﬁ\mB-Qf I@HCQJHBUII@élQﬁjIHrﬂGinh on

L R S A B aD S b O I ooy e e proceding

an€ib0d9 doipiises the Nehfih DR isegheRda] Cbml yeqaama Ends@ CIIRBeseduence of

R RIo O B el b B By DT ey s pire By Appisen Type

Cuyierdotiection Gebdssibi Nembie paxict HH-10 mhyb%mama ¢AB. 31{9}3@ HB-11895

|t Nunb
S e N R g R T
huah n%mubaﬁ asibgadubY (Vi human consens us f r anmewor k ( FR)
resi_dues

human | i%hﬁ!i fghai n Qgsu ug \KT) n
one 1B ABoATRedHRent. 3p antRodyagment of dhed Yen8 § “Fer?\?%ﬁ‘i‘ 1&6h
blmmmmseﬁpmgaaﬂeamahwﬁdam@domam lca@mglthese@gn@ heavy

CQ{}%L%QEZQ? WVKQRPGQGL
EW GM DP g & SSLTSADSA

GRS
¥ 3
enb "ﬂee"ﬁ{‘ 033‘%?‘%?. ody ?%‘5 et
bnﬁhﬂgnrmsempmmmtghgm1Manabmgormmlmmgphe| squegeea | i ght

B

ADRISEGS GSBFIDE T SUEAMALEN AVERQWYRPTIFEGGTK

LESE%S%(& Q ID NGO 8) Yet in other instances, it nmay
e ‘advan ag ous to have a c-net antagoni st that does

not Yatfreothe mstam':d_sht inh)nbﬁ algamsdgeaus|to havad c{rsal efragmmisHBR)does
no% 1nterfel.reg§mth Bilk ngro Iarl]i%gIYd’ (sﬁcﬂ as ﬁ@%) to c-met. Accordingly, in some

embodiments, an antagonist of the invention does not bind a ligand (such as HGF) binding

n orrl rlsets % antigen
nventi on

site on c-met. In another embodiment, an antagonist of the invention does not substantially
inhibit ligand (e.g., HGF) binding to c-met. In one embodiment, an antagonist of the
invention does not substantially compete with a ligand (e.g., HGF) for binding to c-met. In

one example, an antagonist of the invention can be used in conjunction with one or more

8
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enbodi nents, an antagoni st of the invention does not
bind a ligand (such as HGF) binding site on c-net. In
wanaiches91enbodi ment, an antagoni st of the i nveRCTMIS2006/010850
does not substantially inhibit ligand (e.g., HGF)
binding to c-nmet. In one enbodi nent, an ant agonl st of
other antpgopisist Whselpl Bie entaganisé s pugpierl af difjerers pyssessesygnd/pr finctions

wikHilI@e @IdF?b—ﬁet ax{sCThusf Rrond btﬁgdd'ﬁgenk Q Cndlehtag Jnfst Qﬂﬁe invention
exanpl e, an ant a%ﬁnl st of the i nventl on Can be used in

bipds Hf WtPRfrPn\&rmﬂ Hect §om s epiar & whih angdhet s st anjggerig sch
astiera8 %?xﬂ&{ﬂ bfsths maﬁ&ﬁnaxraaﬁtso%gl 3%uéydfb_t, HeGbriRnRCES ﬁﬁé
unc

and/ or tions within axis. Thus

degeedndeitmesifen TepeCulire %%@8 Acstssion NomberAREHBASD
(h%rﬁgﬁa 1 83 813 ERHEPRYS thybridBzta SH55111 6 Hinds! %@meteé?ﬁﬂogﬂ%nt a

h anot her c-net ant agoni st such as the
C-pGtagReist f the inxentign Ml%lﬂ%ﬂfroam b ipypopadiah Eregjn%ryoﬁ th@

mdhpBIohAl @R o8 Eproddct DBy HERATIILAS céln% rdeﬁﬁﬁé’d' 1191@& A-I;Hé?féan Type
Cuﬁﬁlture Col | ecti on Accessi on ATCC H

S sion Appession Nombes A TS, HE 1693 (byiyiSpTabhas. 13) of HB-11595
(hytldorhd 563.11. Eb' N6l sne dnfboditRhi) 8 E-nRIBRLRBIYF the@nventi&i does not

ant.agoni st the invention is distinct from(i.e., it

COPQHW&%m%I bﬁéiﬁlngPcaﬁﬂ%r?ﬁ apqntippdy prerised byrh hbrigotmer) lime
deposetiiarer DyericheT dltd%ortfblllg&itoh Acbéiﬁoﬂﬁﬁﬂ@ér%ﬁ@r%ﬂqﬂﬁ%\ij?éc
B’ric e r lectjon Accession Number
(hﬁlg%imi g&r; m%%éd%g ghxBridpmppD5l1.Oyplnjong gybodimentrand o ma
anta¥ist oflth® Jnvertidn @ihebie BHRE LR but Ao TEbin@dlAGRN S  Of
the inve tlonﬁgoes not conprise a c-met binding

Jugm@@ 8P4t GHEH body produced by the hybri doma cel |
| i ndn dﬁp@ﬁboﬁ%&ntﬂf@%m&\mﬁg@%ﬂ%f}li@ﬁv%ﬁ‘ﬁbﬁ %1@1% Hﬁ(éhtlafkfh
Accessi on Number A - ri doma
o SRR P RO P AT RS I die e ool Cab b PR O he
m\ammnbla@ug] bfthe arftagbhiet th BxA@A NI a00311 inhividi pfoﬁfeﬁ%iaiﬁtscﬂ&hhgll ty
t does uxt anenbr ane i N
mftogSREE iy nS s eihohont FRE ot & s 2nRIeE Ok
invtehtdoni binds 4 hypiarstabil ini dﬁngetdnﬁ a td']Erealﬂtl@iﬁ el deathO For éinple, in one
n one enbodi nent of

n |t
enpbilndls e SRR IR RO o SRt ReB it mg of the
a nt elg mmmnbbdmrenusm c-mex aatag@lidt of thlindyedt®on iy @lcomprisat 4 perpnde

(e. g Cﬁ‘nt 311%5}58 ﬁgdea %{1&{&9 9t god%{aglrﬁglét oaé)ta%%g olh %(%nYlt:lﬁotldte E?/% he}n]u%eﬁlse
olipamudisotide), mhjhéoytRHA br Z@uhbinatied thereofa cel |, resulting in
cel | goqﬁetet?nbog g{ent% Xa%{at a’nta n1sCL? nF th§ ﬁlp/ane fog'i:“sn tbtagleﬁ%y a. s%reenmg

ant agonl st IS OX n as SCri
or {dantifisatEongndsiodi qﬁﬂwtnsvenfmncas decribedthagoni st of the

i nv r

ol i g‘g%{é’g@f dségc? tléeﬁltg{)%)hgé Sl%\élﬁ%sgg&ﬁdpdgf rr%&er:fcgm{g 8y 1dent1fly1ng ac-
mepuitzponisic Ile otd etemple. sgid, mealmds sEnzige mntago,omctaadxdatd gibstance

[ J I
wﬂhrmérglttrnr%rﬁ]étégl@%ngﬁsr{%a? Q%E 33%%0‘2 [t)]f l%@gl{slﬁg 1Zerc11 vcre}ﬁ i \Qi?erebg a
subysignes thas dpdgy'wdlyslm@@md tegged moledde tsistleced (apmcmet dagonift). In
t,
e R
SUHS@@m spéojliiqally bmdénteta natatergegips of hyberstalitized xamp! Bor esamnme, if the
Act b

tar? Hg%gu;lte € ec u o%g)@érp zi s@gct%d ?a%]'aq{ tg %\Sb%taﬁ&: ?’l&ﬁ@ gpoe]gﬂcal{gf
binﬁycp@rfg)gtgm doinpaginga pptated \pmcelk(yr ragion) of hyperstablhzed c-met. In

another example, if the target molecule comprises a nucleic acid encoding at least a portion of

9



10

15

20

25

30

35

substance that specifically binds said target nolecul e
is selected (as a c-nmet antagonist). In one

wentmdiosant , the nmethods further conprises deteCWUS2006/010850
that a sel ected candidate substance specifically binds

ted £ h tabj | ized t. F
R ST i YA PEaR<E Sokpor e i xpressionof

hypeadtatpiespt bd{&t p@te&ﬁﬂrcﬁﬁh getiGeunsd Q@b&n@%@&é&ﬁ@eﬁﬂﬁé{l ¢h some
bind to_an _epitope conprising a nutated

cifli caI
"%g‘gV‘F‘?tBﬁcrE ngRghess pf @F "1’(9‘;5’@?&%‘3’6? qompgie EENfRgting asplected
sunatdelth zeaeﬂmbressmlgmypda@ammg ElmeA RIS iRhiGIABPET SHS aBivity in
the ﬁl ei c agl d e‘gl?o [ n)%‘g‘?t east a portion

FhYFERePa s 54 e e f dpvagfeamy et signaling&¢.&» MAPK
Phﬁﬂpbﬁ?laﬂﬁﬁ issl@uted osqraithtbd A dnybitdar Bintet SYRIRE Ry & be
ass&ﬁ{gpr stabilized c-nmet protein froma nucl ei ¢ aci

daf H@‘eﬂﬁ/‘ﬁé’fa%i Koty g 2t and pased an anyak 2 aafissHpfEikeris known

in the aea0ine of Wiithae Sesofibddfie %;eatyx&iatail %@rteil‘%lu @Bh@cﬁnﬁfa NRAbRBn of c-
ance W a ce expr essin

g cti ng.a s e{) ec 15@
me V%réa? g %clsl 1t5[’ Ayben ztte @qeia.'selnhﬁp%nf ofsrmefactivatien, which
maacnt fuxti Heyinditutddhg, foLinktahds, zﬂﬁﬁlﬁﬁcﬁ%dne(t—%ssgcmtemrs?gnﬁhr%)@lﬁﬁﬂ a

celP C gl ?li)rgg:%l a)ssqsged%égé(&?eéﬁgfd%et% Atq lfaéqdecan)a variety of criteria,
which Iarekknbwm in thé arf.; sOFRd ofShifctadrt Agcrdtel hatkihy Fo@dRamifle; ao%&ﬁbéﬁ& of

vari.et Known in._t and based
celi Q%jnah gi the ?@f )I}‘ng]}/a%lb Waycan {ngmfgﬁ%ong?ﬂy Huthg qum of 61??@{;%1‘11
thﬁplnchiatmnwf dm@cmblaaﬂesl in tigrsailag pdlﬁtvay | THUS. e, Amolfof proteln

Lnhi bi.ti nof cne activity nma
SRR g0 B Puier i kagisioorb el e n GabicBr:
metyrittoray wagld bsnmbasnned bExarripdhs okl physphdrAhtidniag@smelude c-met

SO signaling within a
ltsemﬁ%tgg‘{n a‘?suv@? dé’fosfem Em ?gl&ggsessed by a variety of
met hods a&ﬁd \thamdntmn peovuhs tappsiGbnsebinpidingone\Whingfe ar e
e scri.bed here
et RRE of e enclhand Ry M FBoBrERERT gt pgceatcaly
accpiiie - met pat hway can manifest biologically in the
If gr {Hh(gfe glﬁgﬁ : Hl'é/éhsfgp ﬁ?o%%! %\L %lc a%{]ds grflcoh%ﬁ%%fwquqtago%{ste gf the
investign.efnrpnp pokgskroeny. aaticleic aa:dswﬁdue atvenhwmendmdm-met amgmmt

at
T e S L A TR e
aciq of thpdinventipe¢ngedes @ crest aitogvlst whm}dls ot tcugmsesamtanbﬂmﬂja or
fragdkeRl tﬁér@otk AR bR 2 h&le?@ﬁlcﬂ)?f Ql%chv"enhg 1s Iaugl Xp OB, one

provi des conpositions’ conprising
embedimgyh ding¢leic afid pffhe inrvl%télﬁtl fsan aamﬁdnsa Obgnnuclemdej I ape

AR, TRMieic LA ofHRE In \kahﬁ
emaccept abl eelcl n 8ne ag%glgftl%a?@% ent g bér{%a\llluéterfenng

licl ei ¢ aci ds encodi ng a c-net antagonist of the

| NVRRhE Mpect | the ﬂ%tl@ﬁrplgwdgse\m:mrs%oﬁlnpﬁgi%n@%ﬁcdac%fof tae

i nvention encodes a c-nmet antagonr st Ichi's or
invesfdihr i ses a pol ypeptide (e.g., an ol igopeptide). In

on e[n%H@ngéJerﬁE 1nvéht191‘r'ﬁxlo€i'd§s 1R cgllﬁforrfspﬁgné Q}{l?éi]&cl: &4 ora vector

encodes c-net ant agoni St or-conpri ses
of ﬂémtl'f%@y Porechr s@vherf amhigpe 61 examplonrecentioui metr ,suca as an

expﬁb&@dn@e&oﬁ%@ #hv Ililf-@y bfrh\égtrbtsﬂso&n Ib us%ﬁ P8 g}?l[)Odllannt anhost cell

nmbod I nent, a nucl €1 ¢ acid of I hventi on
isa awk%@m—;éﬂ dv1 yemple) b ook dle ong ﬁnbnden@mdmtwelhts a eakaryotlc cell,

for &Hﬁbl% 'a%a%ﬁﬁa(ﬁaﬁ’fzelltsnal ds&RLd ﬁ{lﬂét& Gy (&ﬁbl? LypPry RNA

(e.g., small interfering R
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In one aspect, the invention provides vectors
conprising a nucleic acid of the invention. In one
wapscn4oit he i nventi on provi des host cells conpCTRISH®6Aa10850
nuclelc acid or a vector of the invention. A vector
ng of any ty for exanple a reconbi nant vector
s uch™§8e %lsﬁ“é%'ﬂﬁlég% IBIhPf%@?Sd’Fet hoals, {or graking g pntegepisigt tsost
inetibif H’bﬁ@xabr@leklﬂ@ %veﬂltfbn@ﬁﬁll&ﬁfb ﬁﬁthﬁ@ Bf maldn bretGtabori§ which
r okar,yotic for ex E. coli. one

e
Bt e inpStwfor e s st areihor Femesing expigising in a

suEdb&i’ll’[Hs&eH aReohBink@ Ve &8 Jf tHRUMRnEsh e@tﬁdi}%%%d"a‘ﬁﬁ%ﬁ? (or Bt
mééﬁﬁ? ell.ln one aspect, the invention provid

reQYPringSRId g LAYy o it 3G GG XA, tPW@"‘?“HO'éR‘PV‘S?ﬁ a mihod
of ERINE b €:mé: BrRadoRMERRitION oPERWIrHGS RI1yFESHIe thusf as léh}géi)e%hde)

ant a onlst which is or conprises an anti

Sa’ﬁﬂgeg‘wéﬁ?mi’ pessingn @ syl st E%Jhi)‘feF%’fP‘H'ganéY@ﬁFoégg‘%ﬁg
inveitiéh Gbédid¥aRl paBSEptEAE (Jucasi8 CREPeHRIS, aNEetRerif safdhe

nve tion enco i d antibody (or fragnent
polyﬁgqi Bfsyc ?ﬁaoﬁ gﬂ’fé’lg} ng sai d antibody. I'n another

ex arm b aspdeg; the i @RtidrOftoRddd ih dRiBledf ARhUTaMue f:orﬂiﬁisingg a
st which is .or conprises a pepti de

°°‘at§‘ﬂ}8f @Qacgﬁ*PSﬁlﬁ“&oCﬁgtﬁww fhin theicaniiagt ipereig Hﬁrcpglp?f&wn
comp@Kee 8184 dr@noirdc- ﬁlesamtatgabéts?oﬂ'tﬂﬁinv&ﬁbﬁ n oh@@@lb’%hﬂ@ﬂ tthe
encodi.ng said po

coingosghon cgmglﬁsrégfi Ifngcxe nt qu %élje mnyengo eIE Qs P talccgjne;position
compmyq{mtagdlﬁst (f&ﬂiehccﬁ@rﬁeﬂ; aQhir@q) paRshiis Some dn[bod&ﬁi%nt@%o ect,
ention pro i des gn articl e, of manufactur ?
o PR P RE PP Bt DByt FPOH i EhivR gention
funldnet mmprisé'senmmCﬂ@s foe adminiieriag the th@pBRITH Q54 | thOstagonist) to a
Suggqprlses one or nore c-net antagonists of the
PRAvention. In one enbodi nent, the conposition
c onpin piaspeat, thedhenitongeoddes fa Kt hempniMfgnat firsitonthifer@dmprising a

' .. Ltion co ant ago ni st
coff A Foies GO BPASL LRl o B 3 O A R BieBoer e
coxiltgimp trampmastea i budfat. | Iy oacoatptiixng thel huffen’le plmnﬂnﬂlﬂuﬁmm accépiable.
In &{etelnﬁalo%n%flt, m gl?gﬁjgoqnp?'{sm% Iglgt Iorrll\lls Fm eorncorfnur{%ses a carrier, which

conprises instructlons AT NS
in gomesobdiments {seobgrmacdubiealyat@g@bles In)one @mhochmhx}t,eﬂtlt futther
n

coﬁ??sg?ﬁ%%%%gsﬁ%ﬁadf&%h}fr%%l g?l%gc%&%éé%tgo%s(e %1, h1 ant%%on SI’) IS a SL%JCC'Z

one Ipnerpspest, the iptentéantragides 9seof efc-mdy entagonsm)f tlmnveamdn i the
prep AR orERRUR At bl Gl bcBbyiac Py Rent of g g
sughrgs a gEncern® weriomareell p@hf@mm@émrd@mnomm @udgas ampmgmme)st
dlsfnldért 8for &P‘ﬂi@fok&%ﬁs 1 didoder. i“ﬁk‘ ccllﬂet aﬁtaﬁ&% %ﬂg%‘? %E&%hﬁ

phar macett 'cal [y accept a I'n one“e
dea@n'?edfhalfetm Beludingpriibegy antarbsrsiy ﬂegm@nsvorypfrpud@mgwmsphgqpmglde)
nuéléig a&@{é%o%hhhgtﬁhu&@otﬂe sl oA HhRGRP! ﬁéc)nuél@otiﬂ %Mﬁﬂnﬁ)%thNA),
In one aspect,; the invention prOV|8 Use of a ¢

anﬁﬂ@ﬂﬁdﬁﬁgmb@ﬂﬂmﬁ@ﬂﬁﬁvent|on in the preparation of a

e dipf e ect Bk 1ﬁv€ﬂlotnl'ﬂv%vﬁﬁ§ Hi? of 2 M40 Lci® Bﬂﬂ@ﬁkf&ﬁgﬁ fh the

treat ment of a disease, such as a cancer,
prepaspionysif @ preflispraqnt {as theithessngutic angfor prophyirsti¢ E@?@hermgf a dlsease

suchb Qba{m&%n@r);m@f aeénﬂ,t%m%&%@&m&&r %&%Rﬂﬁ@@ IS 5@)@{1&9.
di sorder. he c-net antagoni st can any
disorder and/or an ang10gene51s—related dlsorder
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descri bed herein, including antibody, antibody
fragnment, pol ypeptide (e.g., an oligopeptide), nucleic
weachw/10e1y. , an ol i gonucl eoti de, such as an anPCSRIS3®6/010850
ol i gonucl eotide, inhibitory RNA), an aptaner, or
conbi nation thereof. In one aspect, the invention
pr oVih dessaspesb thefingentiercpreyidesass of apfexprersion neabertof Big Ipventidpdn
d/
the,gérg%ﬁe[ %Ba é{’z{‘rg@c{ﬁ&l@lg@?ﬂfg% e [f?&gelféxg %J/&grgﬁgfaﬁtﬁe&étaﬂn%g%fc ed?s'éase
such asreaucer, a tupedr] a qsH erdlifesative idiserdel, somthame (wieh dsA¥ipiamune)
r and/ or an
O D o A8, T one aspect, the
i nvdnpheaspgst, the ineestiesproviflesase @fwmoets:sll ofthe wension gf the he
org B BL bR B EPAE AT oflor Br PR ANGE oo L OF 0 U,
sueli as@ageser, g tuphprascel peadifirattve digsondetreyy imraune éduich as autoimmune)
r.dek nmune (such as aut oi nmrune)
m%%%gréﬁ{ an&§ rhgﬁrang?g%gﬁ23|s rel ated disorder. In
one Iagpraspect.thranyentiemprogAespisofiadayiclesd mpufactire of the g1vention
AhedRkainbn @r@;;%‘h 1 L AR of
lngkfk% ah (grapeuﬁ?ctgng? 0 ac?ﬁgﬂ%reatnent of aa
dls@asge%lg]@as ax03ndsr, agurgorcgm]@mhfgaq\{g: rdep ag gjupune (such as
auBfiRhbd S R0 kY En oS BY MEforerlls IHRNELRHCH as_aut of mune)
I sorder and/or an angrogenesis-rel ated disorder. In
one InepraspecttiiranyaFiemprpyfespo e adwiof thsanysntiomin shereppigtion of

a Iﬁédlﬁﬁlghfffélcthé‘(h@raﬁ’éuu& Q{Qi/ét@%ﬁ)ﬁiflh&ﬁ tleBtndehiof BIIRPAE ahdHOR aRfincer,
a medi canment for the thérapeutic and/or prog hylactlc

a tpman p aellproliferagveglisopdes @n ingpype (guch s aupipapne)disordepnd/og an

Emg@%&wggg%ﬁ&ﬁﬁghkye di sorder, an inmune (such as
aut oi nmune) di sorder and/ or an angi ogenesi s-rel at ed

di sorgarventan peprades glsteds and gempasisiops weRl fir gipiwladng ddsasst

sta’?es'ﬁhs"om%d Wie dj/di’égﬁmlbr%f th HERR- ok 1@& hﬁ@aé@cﬁma’@ed with delayed
medi canent _for e_t herapeutic an Iactlc

dopprarggiabie oot mgl- ding Bikdie-mel sealing Péth&véh bﬂé?vo?vgg fURpfPlea

bl&Sélltal Eﬁcpﬂﬂy§1616Qi%é1\fﬁlcdb1ﬁ0ﬁl§i@dlmg,@l'g |cﬂIT}>kBEfefaﬁb|1C£hd&§iglogene51s
aut0|nnune# di.sor der anglor ﬁg angi ogenesi s-rel ate db

Thets-4 PRfAPECT S IR YTHRIMATOHIG AORFHIPE SOTFRA FRERS mitigjering to a subject an

an€@BMa SHat taﬁg@&_hyﬁdi‘itwlhie@ b-nieR Ghibletb E@Fdﬂ-ﬁaafgﬁalﬁioai @6dulated.

assqci ated w sreqgul ati on of
o o i peehithe e e bl Routre ST L bise S
m&@hodCoBiising itﬁuﬂ%ﬁlfg diehtagorii af the le@raioh Wﬂzysdbjécﬂ, whi@tbyate

[ tiple bi I d f
o e, I R mOR BT (TR 8 e PO oA R eed o
mekh Uone Ieﬁlb&ﬁﬁgr&&ﬁe fiilmor ishietetniv&itb i Icgmprp;é avitales mat doaipkisidg
rising admnistering to a subject an antagoni st
‘hﬁﬁgFm#§F@§?§oﬁ§B8$??gﬂ|?lzed c- HE{ wher eby FEF/C met
sig ﬂalonmgnbcﬂmmdoﬂ adtisds of the mvmtms,pﬁnmet ihiilitar nf/tﬁa tnvamon is
t.hod. f t
oo R B S te-Rhe P bR S B
depfadationventi on to a subject, whereby the tunDr IS
t d. det
conP PGP bt papetiod of ik SR GRRR ERL

prolifam@tion, Sa1dimétaﬁdmqu;d1sm@ cmmpng sellnu tissnt with apéffective amount of a

I Si.n l etion
c—r%gt%{aggmst gf tﬂg m%gntfc))n vehere%y cel proﬁferaug ass001atedo w1thecxr%et act411vat10n
is inhibited.
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I n one enmbodi nent of methods of the invention, a c-net

i nhibitor of the invention is adm nistered in
woamjeuaedii on with an agent that induces and/ or PEmAZWMES10850

receptor protein degradation. In one aspect, the

i nvention % gv i.des .a netgod of inhibiting c-ne

act i U 3PEHPeL e ipyegtion Bpy ?S&@et%oatrﬁ%maeaa%@ﬁwal spidligion

assofated aiithrgsregulibh ofd-mbt a‘éﬁ‘lzbﬁoﬂ\dntarbuﬁj@ctesfafdefétlhdﬂ%oﬁ'lﬁﬁéiﬂb{
t.of the invention, whereb

t
adB’%‘B%?”f“éF%{hF B#J%E ok ﬁs"ﬁtfvéd‘“\mtw f & et anfagonigiaaf ﬂ%?ﬁ“‘f%“‘m

wheﬁbybmdedmlmnm@aagpect the invention provides a
conditi on associ at ed

od of tr at.hol ogi cal
E[" 89652}58"6& Yi’ﬂ“?ﬂ‘ ge‘”ﬂeéta ’%é‘lqdﬁétqh&ﬁlqgﬁheagrg\m jobe gell that
exﬁlﬂ‘ﬁsds TRiED Qe Igﬁ:iwﬂlgfaaidfnoﬂb&{l 8kl rﬁ&tl{o@ c%rh]f‘nsﬁiéb:bﬁ%tmg Baid
ant agoni st. o

coff B R ek G oo RGO SR P Flifems! appibgésaid
cemsmeme embdmenenn\ﬂmteu Woptavd BYEEGR eXfbdaQIhyaf difréHbiicRéll (e2g
thit u % eeﬁrﬁt&tcel | that expresses c-net or

Rep 35339% 3 Ot h factor, or both, said nethod

co minl DIS aRpEct ﬁretlmhnm@rs\addd a(ﬁ%kﬂod\bf ihBraﬁeuﬁcJIErttreatmg a mammal
ha®ht 2goni st of i.nvention thereby causjng

S T T R R AR o ——
or b(b‘tb, sgid Infettiod cmﬁptismgtaﬂﬂlmbslerh@ﬁ) QXPheES8Gn Rifedivel hihbiRk 61 c-

mef %t!{gg{x&f c? the 1nvent %I?Filsﬁzbg %W?%e&lg%?%%fq%%ara#gl %?gne
embbrbmapsm ced:lad; d:cyntabteé ay HOF eapo®Bsdrby a digficiGeR (CANBRGLUS
a’% rising a cell that expresses c-net or
epat ocy‘g grow h factor, or both, said nethod
conpr ¢r®i aB@CadlﬁﬁHviesttoarpird\@det @ nethiod fdmmirallg oapreeefnhﬁg:a tane
proﬁ?[é?&f% dfgg ldé} %sggltglieg 1t§ gncpe! g’ggéa%;;{g%sﬂ)% olﬁ Q(}é]?{g;l I%f?FblaatltqrrE?ﬂatocyte
gromiilg og@c}th salgl nethot a@tmafd;ldg)ﬂdiﬁﬁ'ste&mi tessbitclim effedivt RGBT a
c-nfef Lulta ﬁrs f'the; 19\;69&%}1 th%reg efrf\ec verf}g trgeflj;}gg P]rt e\feg{;ngt SP@‘,ﬂe n 9

aspec e i nven des’ &
Pfobfef?ﬁll‘/@ @lé‘mi‘?rn &n %ne@eibbdlmenﬂ safctepraltfet\aevecm@octed srcaxa:ss oci at ed

Wit dn@%gp%@tsﬁ?lg 1n%ﬁlﬁfoﬁ?>§(g/9cﬁﬁg 516%8& ifor 1r{h%bé gt en%ﬂ"@ oﬁa cell,

hepat ocyt'e grow sard
WhergigrIvg éfrﬂiahigeﬂ 5 agleass iy} eettdependerft ipat 4 gtewarpotamﬁatmg effiect of

o-nfet SBHep AR RO Fachl:, dr B6ni Y +(i%%bmg SIS g
treatlng or preventlng Sal g
an gffesyecatount; of a gpeet antkaodishaf e mmnch, thebyy irélﬂming\thae growth of

salcgiegs Frg(g{se egﬁ(r)rcgl?i&geﬁle (c)érlﬂls ?](ﬂ@ab If%? I"Bg 'f—lthFhetécBr%sge%ﬁ anfff%rent ceft I(e £
thropgh 2 grracripe 64fM- of said cell is at least in par t
de PRI Alped PR inderdioR Hobldgﬁjx I%Qtilbda%f{ tﬁkgap%tltgc%g§ el tlﬁ%é} B&lor in a

or hegat ocyte growth factor
12 éhec%?f’(th of saitfumar i abledst inyart Hependeat fmotai gwevth

potéhiideroft o@c-%lefr&theﬁz%@&%%ﬁﬁl sz:tor cf}%oflhnééﬁﬂhétf? &ES&% y
inhibiting the growth of sard noee

confagingsgidjcell with %%f&@tlwnwynvﬂ@z Cemé peiegoailt bfthaingintibm terdby

effe6@Vely ttetifh said tHhOHUIN o d%ﬁ)roéi‘ﬁ{ehp el ﬁ%&) acte%drby% expressed

e i nhvention provi des a net

by at‘is'\gc?rﬁlﬁéﬁq {ectalthirguahacatacriep edfee®mor i n a

Methods of the invention can be used to affect any suitable pathological state, for

example, cells and/or tissues associated with dysregulation of the HGF/c-met signaling

pathway. In one embodiment, a cell that is targeted in a method of the invention is a cancer
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mammal , wherein the growth of said tunor is at |east

in part dependent upon a growth potentiating effect of
wo-20mst10e11 hepat ocyte growm h factor, or both, sSBCHUS2006/010850

nmet hod conprising contacting said cell with an

effective amount of a c-net antagonist of the
cell.nkaserarae. archrserdsy] cart eene sefeategl franethe proyp senisiting afebreastn
ca&reﬁceﬂn?&g&g&mmk{k%u Cﬁhhg eaﬁce@ edt, aﬁaﬁﬁmwﬁﬁﬁfm@e&m@g S&dhe

fferent ce , through "a paracrine

th)éﬁfﬂétﬂ@): a pdethesaieer odll, ﬁ n@crqﬁmwm gelb amoyrsian eaagercell, a cervical
caﬁ)cfef fe‘ﬂt @ég%al%fv{)@sbéyﬁelﬂ @EIH:QII c@ﬁ' zﬁ%lsteﬁé ﬂfcgarc&ﬂz{ ceﬂxﬁfmile

/[or tissues associ a ed sregu atl on of
carcHempicr]. e hapatocelivim srreingmp erlh valpdder pangereclbripdpimesncer gell, a

ga&ﬁcl: Lardibétha éeﬁ atl%@ sledcl éﬁué}n&ﬁtcgl‘aﬁoﬁg célp Q 1}’1’1&)"181%5 bé?pa i's

cancer cel For exarrp ) cancer cel can be one

meé@Oé@P@lharﬁradmk@m@ cgil-olapne efﬁhqulm%gl gl tlat Basgetad ip amethed of

th&lﬁ{/éntl()lals %Qllyﬁerrﬁ%ﬁi%}at&%% hﬁ%l‘ﬂlasu@céllu @Qo&%@ﬁmﬁﬁﬂ b celBhat
papi | [ ary carci noma cel he thyroid gl and),

is wrggts dha wethedef theipyentian is aﬁawgaatlcr ¢elle &fhl‘,eé anagher pmbegliment, a cell

théd YhuloBtBd HANR&Rod%? e inRnGiVh Alast@NeRr cell, a central
nervous system cancer cell, an osteogenic sarcona

cel IMethods ofthp invgption seihiirthescpmprisejqdditiengbetapragng pteps. For

ex&BPIE, iR 0Pt limen@a BleAHd REthEAREHFises ﬁlsﬂep wﬁ%ﬁ%ttﬁkﬁed cell and/or
cancer cell, a astrlc car ci nona cel head and neck

tisgig (& Bpiganees cel]) ﬁwm%?é tq radlatlw%tﬁw%r p chegpoghstageiiggsent.

C el |A@é§’crﬁe& %ﬁ rEE'Lrﬁet a&ivation! i8 aPoRENR BLYIIFRAL proces£id |
is targ a nethod of the invention is a

dym@%ﬂefl of PRk s n‘é‘ﬂ‘ﬂ?"&?rpaﬁf?lﬁé‘lcbll cqudifiqns c Apqordipgly. dnene

enfbOBaRhIBE Rethods &18hd infdAdbn, b Selt BEASTaBG el (e.2, d@h&ﬁ’ delDfis dnBén
i.nvention i s a dys Iastlc cell. I'n yet anot

whishrstyavem et c- laleteé?l}hafeqﬁgfls qopprgd i %Rﬂml"‘lr?e‘é offé? F?&zf tispueoigin.
In bAV@RBodRient, 8 nRtH¥8 bAGE alvbiios @hlses theddands a@drgdidtiell. For
exé%‘“%&toht‘é%w‘i@%a%%?%»ﬂ%r#ﬁﬁeﬁgr%ﬁﬁ%%?%tﬁé g ekt RIS 1o signa
thxfought theE-nROPARtiway SBhich RN in'deldeitR olinhibitige bl gevith. In another
nd/ or tlssuegéﬁ%ﬁy a canceq@gﬁhﬁ% S e posed.to
‘3"? P40 PBAS L A ey SRy g S R &} A Préssﬁ‘ée nt.
Iwﬂﬁmdﬁﬁﬁﬂbbﬂﬂ herein, c-net activation is an inportant
bi ol cess the dy ul ation.of which | ead
und BT B SER aci S G R S g £ B
ceﬂlﬂiﬁﬂ:ﬁaﬂgesn ﬁnchlﬁlngﬂbh@ﬂﬁlplef oviehe@priesic@Ivl HOHF, (c-@neC e bd»gnhth dipandy

and B etk P o B RS R oG Bt {pssion lvets,

etddo rmfadndmgllyl inebmé Erablanmmtst & ssthed wthcgmnenubm ccmn_mses targetmg a

met.hod o vent i on the death .
ceﬁ?vlﬁereltn acrmeet tore patoFtIye gr'gogh ttgc:(%%rh%ﬁrbo’ﬁl &:Sonrll re a unWI e)%esse y Sa.ld

celth(H pgonnet cal) ad chmlpamd end mcmmalmal] of ths sdnte t1ssuea>r1gml IA <smet~
R L A A
paalnninehaannax zfnpémmplarun an¢ agmdingdnt off mdthels ofithe mvmmmn a targeted

]:1I ntact‘ qun(li] g lge tatr%rﬁtg grtﬁ\y%thafa&or exPresseé 1611?) | n(gn%’?rent cell (e.g., viaa
paalcmnaféﬂectb) rSe@chdlffelbhtwsll singreaf iha gammrrof 1 dfffg:kdnt tﬁssuﬁnrgm relative
toa yag%e?ed cgﬁ ﬁ%lmle gm 0 ?n Qar%%:?d ce‘ﬁ 1su (‘:joln ed oun ?ﬁﬁi 2; ressed

expressi on o s cogna |gan
bychenmtgeted sl ifself (hupe vﬁemnchatoalytmﬂszect/loop) C—met activation and/or
down-regul ati on/ degradati on, increased expression
| evel s, etc.). Accordingly, in sone enbodi nents, a
met hod of the invention conrises targeting a
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cell wherein c-nmet or hepatoctye growth factor, or

both, is nore abundantly expressed by said cell (e.g.,
wa o0wnoeicel |) as conpared to a nornal cell oPCThS2006/010850

same tissue ori gi n A c-netexpressing cell can be

rel%]ul ated by froma variety of sources, i.e
sighakngep Algo churplaﬁieaemeﬁ@f Kig#e Flenqegin opg emmbadament af ra%ods of the

in@RRGH] c iR hctiRhtioNBh Degsealcell HRuls MR of Reahdr get ed
cell_is contacted/ bound by hepatocyte (r:jrowth factor
exprig88eamtoripspt of reRthadep %mee_muon gethodsifyyther comprise a step

of RaERsAhE @vh&ﬁér%@ﬁr)lor cé‘l@b&nﬁisésﬁ@b&ﬂﬁbﬁﬁh Ic rﬁe@ﬂa f?%nyeteEt'ﬂ% a
sanme or of a different tissue origin relative

Pofyap¢jentide Ordzalxpept}dﬁ Aoy 75 deFcrRsHthere) ar get ed cel | is
cont act ed/ bound by HGF expressed by the targeted cell
itself (e.g., V|aan autocrlne effect/loo .
activation and/ or BRE RIPZID BCRAWINGSpendent
of ligand. Hence, in one enbodl msnt of nmet hods of the

invention, c-net actlvatlonlnatarﬁﬁfted cell occurs
Flpn]dg‘??éﬁtﬁ)‘g\‘ﬁ“a%‘fe IntrQpRutatps Jamking frer L heiideto A ssyges of
reprE@ntaiioheIT M Bxont 10 8hdVBEH 6 %orfddfidntiﬁx"g nBAEPhd§ NN_60084%) Of

termnln whet her a tunor nprises
deﬁ:gﬁt@rag@/grd? 5t mtlens[.@ght(ggyéext) W rame@tct? thgnt@n/exon structure.
(Ap) HBQ’GJ Uz eQicktR1l Bihe. PB) AR AL fablént MY Lk iibr s mﬁiﬁs@) Thteﬂs

%[‘% BRI EF DESCRI PT| ON CF THE DRAW
PaH%Pb & funjog SheFimeny, Eon rrferen sty B HeT 96 rikere Fsa%l?ﬂ“ﬁ grugign from

G AT @fpodikién mak&ICHEREA). gp () estlemt bre thdzﬂge’t\llﬁ/lm 8% tge2< ibguelrée from
showi n car.respondi ng_nuycl ei c. acj
Poag?%w%ﬁi-gz R 8%0 I gt g gty SF@B?P%C from
powitibmirksp3ob td 7 l€).i nt ron/ exon structure. (A) H596,
| ung cancer cell line. (B) pat. 14, patient 14 |ung

tunor specinen. (C pat. 16, patient 16 |ung tunor
FISp2 dbetsyied dévar regahtiment Agperstabilizedi® ietHs Qocidtbwigh 4 acﬁlvéhon of

G to T, at

Mgt ALK, Tl Al CnbiRele Bl REPeen B TRA KBt

1mchnpemmtafed an) pok Vo |of)ﬁb1rmtﬂlarceln:és falbwte«bby ﬁmhlmo()lBDtmg (IB) with
.h del et t

v B br Eor dpaliST Gl yRulpoi B B LR AR 204
wed@hmlsﬁeetgdjwah Mancomﬁtrdc;s;fellcsxtea by IF afeddegenmts bk Iassmoblatieg

BT t f A) . 293 Il
ol RSB0 W 0 S AL Sl e
memiinaLng Gas Empmkitaﬁd efropt Rtk 10603 VBY 12340085 antsneb QdY@SlSS phospho-

| B
oo e RS BoRh B ket d a9 v "or o
1mann<pplm¢buetsd w@tB)VSZaﬁtﬂaotd@ khihdimmameblbitaalngifhabiqiinsintibodyed detect
by | P of d [, .
ubcg %Bte%?[gf £ 'i'he mem e\%a gtnp?etc)l aguri1 reg)ﬁ%gé\%ff%% a%tiOdW, deBaﬁtt the
prﬂscnce Nﬁk@E)IJyéatesowetﬂsobmdt\mhehg @gmmnlasut@dies toldeectEiHiiag teactin
. b d t

fo%@g@l?ﬁt [g%%s%g@g%&%osp ) gvsrg\é\gl sil'fl%ct d i thedlI &mgi c{(ce)ns ructs and
trebiyd witle $0 fig/mirtyictchesingiet L)tsalﬁs‘lﬁére fptdbanwmﬁ V2 Qﬁhbbey bracie I(E)

' t at th Vb d bl qt
s THESRT ) Bt e BB PO RSB b o
thehhimsadennd reatgedia Sersibitiep ﬂﬁ&aﬂt}datéﬁpefr@ badciad httheMadicated times

O P PSRBT Sy W/ SLAE 0

(F)Qht -lAlsagle ©ronék0)tzdrélsehﬁﬁ—sleﬁ/kdcﬂ wial tRated €of 0 @ERit@Rvith(dRagdBic Met

cells e tra ted with the indicated constructs
mogﬂ(aonal antlli)ody 3D6n (% fml) rinsed with PBS, and returned to serum-free media. At
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treated with 10 ng/m cycl ohexi m de. Lysates were
probed with V5 antibody or actin. (E) Serum starved
woumg/10emcer cell lines were stinulated for 10PaTMSE@®S/010850
with 50 ng/m rhuHGF, then rinsed and returned to
serumfree nedia. Lysates were collected at_the
the indicaied téraest lysates werrpbitaited sadbingpuneblofiest forP-yEAPK, MAPK, P-Akt,
1230/ Y1234/ Y1235), Met, P-MAPK, MAPK, P-Akt, or Akt.
F) Rat I|A stable clones were serumstarved and
treated for 10 mnutes with an agoni stic Met

FIg.‘r?gﬁl?da poa lhgﬂ'ﬂt depé?lQXnt %%féréwggét@?lt al i m ki fiRd h\éﬂbt)ﬂnéjtﬁ,SMet

t ur ne 0 serumfree e I ndicate
juptarpgsebrariedslstiens( AVEICGE-sigulatedeovith én 4 mvalmﬁ BISELLecell flms was
de@rr%@ﬁfte%?fhou?cﬂﬁe m Ql{e pollfstsnce ot SBsehce Ef‘m{k‘?rﬁprhuHGF Results
['1 gand-dependent proliferative potential 1n cell |ines
arer@m@riuaﬁ@ stirpidatipn indey fé’(Da redaied Seme migipuupgf three separate
ments! (B Gl c%&"gf @uﬂcﬂta@eoﬁﬁ? BlociitedNRLeli & s@a%lel cell LIR&S

vvas determ ned after a hour culture in the presence
explessigsesiee Mst WHDMeyAl 14¢ lh@&maseRe thelprasenge er absgrice pleay FHaF

SthEnd atd Jde%idkS! ). as determined froma m ni mum
ag(g?l three geﬁ;}ate experinments. (B) Gowth curves of
subcut aneousl y inocul ated Rat | A stable cell Iines

FI@XAP rIrﬁﬁlﬁh&gof\ﬁ%&{doc[eBerM%t M Flg%ﬁg%@%’féwth' i HE66 Illg a,gﬁ ah Fhti-

resence or apsence O oni st ant
MQt:glm) OS5Iy dA) ferem-staryed, H226 of Hﬁ?dﬂem were dgfcubated with OA-5D5 for

30'@9&%% %Qm%tco%ﬁtraﬁloﬂsnﬁh iRg s&ﬁ&iat% Q’Ml 100 fb/4PRBHGE for 15

an anti - (A) Serum starved

mipgtog Ieylsatﬁe%e elapines apd #remvmwgd @a PxMQt KY GR460339oMe B-Akt,
AIH1 PINLABE B MABR {B} @eﬁ@@v@t@ t&&%i@%ﬁ: f)@tﬂg}ﬁ a2Bflrdl k?zﬁ the indicated

stimulated wth m nut es.
COpGPEERLoYs mébe@r%ﬁs@c&uor] elzfe%fﬁ &f PomarmbirdeF epd ¢edrvigbilippyvas
de{emaﬂ-éf%;a"g@urs Met, P-Akt, Akt, P-MAPK, or MAPK. (B)
I's were treated with OA-5D5 or a control g at the
|nd|cated concentrations in the presence or absence of

F180s. rlgﬁaﬁ’ﬂlﬁd’ahﬂﬁ'@:pha{bﬂo—‘kﬁllaie t¥ kidelrhtio¥ inR$ 1 4 ekBIE Meh 4l lines. The
after 72 %{gntlflcatlon of

rahSpHEY !& Mgk (138) ’Rﬁdr?a%‘ét {5849 was apeptifipd wingpdyssop nfrared

sc&ifbd thdtidee&s ATREFIIAEI0anA IR BydddBKodyiAted sb@hdary adiBodies.
P- Akt : Akt (right) was quantified using OQdyssey
i nfrared scanner that detects Al exaFl uor680 and IR
FIGY& @Qnt(fﬁﬁlﬂldilgﬂbﬁﬁpl&ﬁﬁﬁﬁé & MinRO EAtDORITES6 afd @zze&ens treated with

ORBR" s o o B EE P oGP bR BLACRE P e o

quEi;tMéH uMﬁg OdyREseAkiifradd scarier (RatBRKs WRRKEIi @168 0emd hRDﬁiSbO

line guantlfl ed using Odyssey infrared scanner
COPjﬂé"’ttedosSfOé‘ 0Y5F uor 680 and | RDye800 conj ugat ed
secondary anti bodi es FI G 7 depicts illustrative

16Ty Rt o BR b L g el Fpgfugen

c-iidtle@dd DN Teik eﬁpeete@thamnﬁamsat beOdt $noféd pditiond wigse these elements

el enments woul atlvel on wild type
W RaeR VB 1 YIRS SBE S B Wk | d- rype hupan
c-met protein sequence based on Ref Seq. NM 000245. FI G

i G bR G Bl by BeTon Feb BV qonass

Exanpl es.
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MODES FOR CARRYI NG OUT THE | NVENTI ON The i nventi on

provi des net hods, conpositions, kits and articles of
woamsflaetiur e for identifying inhibitors of thePCT/US2006/010850

HGF/ c-met signaling pathway (in particular, inhibitors

of hyperstabilized c- rreta% and net hods of usi ng such

FIf}n%f‘%’i“tt%lF%“ arddheayy|chaip fvarg &ﬁm%tsmscesﬁmﬂw&ﬁ ®Arfibody

kits and articles of manufacture are provi ded herein.
refegpibiodn thyEetimklefues The practice of the present

invention will enploy, unless otherw se indicated,

conventi onal techni ques of nol ecul ar biol ogy

(i ncl udi ng recopimantok EARRINE YUT FHERRERIASY. cel |

bi ol ogy, biochem stry, and I rmunol ogy, which are

wi t HEHS Tgvationiprevides fethads, sprapositiarsykitsecandl pitiglee.ef manafacture for
deRidd 1ﬁﬁ91tcfr§|$ﬂ the HOFDRt ngﬁaﬁﬁgbé{ﬁ\@ay (%gﬁa?tuﬁﬁtr in¥HoRH! ar

Clonln La orato@)s/ Manual , sSecon ed |t|on
hye%étﬁw@éte n@fﬁ) ad methaylg off usingepehgakibisdreot | de Synt hesi s”

(M Botaifedf theseSbthodd: %&ﬂ%osmoﬁ‘@ 'kﬂ?zlmd%iclles CHnbAER turd e p}owded
Freshney, ed., 1987 l\/bt hods i n Enzynol ogy"

hegeif adem ¢ Press Inc ); "Current Protocols in

Mol Qx;é,lllg,@y;r&lh,%g@y (F. M Ausubel et al., eds., 1987,
and periodi c updates); "PCR_ The Pol ynerase Chain
Re ac’l?hie @F?ctlce(qf/thq present fnvgqltlon vl emplgggl,gg«{:ss otherwise indicatad, conventional

BHlig k& of toldoliB0sid] RAinBecofbRARR
lt;%gifq' nitio S The ta%f(%c hy| geﬁ& abi | ?é; 2‘%“’:@’3“%%1@10%9 & biology,

SIS BRI PHIPIOR. WHEh Ao Wi the 6kiH of g iy Suchisechniques are

expnamw ﬁlw nrtﬁ@ﬁfdfatuw sﬁmtaa WMolEdﬂI&JCIGnlﬂﬁtA LMEaédrt? Matnual” second
| S et ectab

d g \gélm %Ll arate tn Ly
CdEPB (AP0 A1 20 11 OlEgeF gerklg SenBesim M. &l 1544): “Animal Coll
CultaRP AL edhegy, ad.j meﬁ)dawah@guﬁ Bhdy@id]ogt @&a&&hd\ﬁ@& Inc) ‘Current

e bR o2 KRSERLR b S SRS, e

The Palypkase Gl&lrdmeﬂidnb,QMlﬂlﬁ; et 1€ eEXEI9R); €A Pati@iVGuidd tdMBlecular

£, del radati on/ down-regul ation is
Clom%gegg%gdl %%)«gnlgg%nt itating receptor protein |evels
in EDeﬁﬁkt&ansl n anot her instance, del ayed
degr adati on/ down-regul ation is determ ned based

det dht keoin “bfpea;tabilitzai d m ] dd QarfatioRy thérbdfLastub@iheledn, refers to a

{. t
nafR ot A8 mhlah e e ol gt e M 1o al it AELTS ™
detettbtily glowertthanlyhay uf 4 Wﬂtatylpe b-nfee. Methodsiof eerﬂﬁmg ﬂé:gﬂatﬂbél)ioﬁﬁl-d
re%r%ﬁatﬁglg }a‘t-')es thr géne\;n?d cr:-%% L o?]%?%%%zteg ul rvt)lgld bﬁ ev1<§ent to one

I'ONsS- can ari Se i A any
skilzindélesirn mclofling, fmmcamgld asdmehbqnlnmthelEXambiai belv. In one

/ d
msgaﬁ«ger ﬂg%%d g@é’r@vﬂ?[lgrgc&lowa}{ r%gul%op :s[ a‘;ésaﬂsg\ﬁé)ftse o fpéan?& uég receptor
perfap &bd:lenm‘cem lezhnbtghpxensiamtdelamlaiegxad&mdnlacwln—wgulytu(rﬁs g.
det@{?ﬁﬁe%{b% e\él d@ge!: e og g%?ah?f anam c—met sﬁe 1 aslsoc cf w%ﬂagﬁ bmdmg to

pro eration an
c-nagfit lnrrme i ung@mec the \mataltlgl) is i@ c-n&xawplhae is alssknemed mith @tnhed NS
et o r SsQciat e essi on a
ub Elﬁlé#%ﬁ ﬁé? ﬁ% rﬁe{tl %0#214%111% ? tOf C{egm@ae da%iog)’dgw%{eﬁalag n.
Thbseafgltatlansman tans:mn afy femthaﬂrdsuﬂthatexpssmsﬁamaﬁawﬁ ofméthprotein

tha ﬁ%g@%&d/dg&lg 1ie%(uﬂtteq %92( ﬁg er rage { AP Wila {y%g lél-ln?e w%erem the mutated c-

met protein is capable of w1ld -type c- met-assoc1ated activity (e.g., phosphorylating

downstream molecules such as MAPK, stimulating cell proliferation and/or induction of
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mut ati ons include those found in a splicing el enent as

depicted in Figures 1 and 7. In one enbodi nent,
woresaneaiof a hyperstabilized c-nmet protein oPCTis2006/010850

invention in a cell is associated with prol onged

and/ or increased phosphoryl ati on of downstream
tumeri gsoig leesnts).n Fotvexaingle/ thespptutaianstinglydeabose drupe asdodiitecdvigh

WA
exﬁ_r{nI gﬁclne f mﬁﬂlgéé(gh:aléglf fréﬁgelscgrdléte gﬁ(ﬁc\laf@{t ’1431219}; gt! lgas{n %‘_pecgﬂ(?l?f bxon 14
that ésfagsociated avmhm@ﬂesptprat@mdiemaéleuﬂ@wmwgdbﬂm dHustrative examples of
i 3 . t
m|]€t§t§]bag @?ﬁ%@gﬁg@‘dgﬁ yglg{ig %feﬁxe{fl%k Se n&em 'gfg'ﬂrés 1 aHﬁ'? ReRE
embedigest, proseacecif adypeastabilirath b@t%prp@ndcédhemwntl@blp ajcpll ©§
.he ol

o0y 0 ASATSRL B T s O 0 P 1
Hﬁlé/eirr@r pétleway ag poraparederdthay simifd@menm o dd-tyipe praet DIYRIn in a cell.

S€eg "ﬁfétte?m”@é’ct&@ HJ&&B gm ig 'in?enhg@to\féf&qr) agﬁcﬁagﬁ‘cm {leLad Ehpable of

vectors are capa autononnus replication in a
trangpotting@hdthdr mucleipidid to witidyit bas dedninkerd Qe type ef ypctor is a "plasmid”,
wlﬁ&ﬁ‘eﬁfs t8h &k g&ﬁ)l&%&q m&ﬂ,sf, ffid Fhic 5a&ioﬂa1qﬁNA segments may be

I'i cation and epi somal manmalian vectors)

hgv@é tAgrogher @pgyof, Vef’f@‘h‘é piPBagaractorn dyrathprtype,af d@%@rsg a Elaaﬂ\ V@éor wherein
adHBbEE DALY Ilnmt@m&hﬁe 1%%{3:9 rfﬂ%o @k vﬁal%@ﬁimec @ehaﬁ’l RE€&ors are capable of

|ntroduct|on into th cell, "and thereby are
aupogpmpl@gﬂél@at@p@hgh% Qeﬂ qit[q évhpﬂjglgey g@qmtm;iucht(p 8o basterial vectors having

a BaBe iR g S fe! ?ﬁ&tlé‘[{ ﬁld%@ﬁ&gh%a%nﬁhﬁ f&tdrd)g Otﬂ%?vectors (e.g., non-
expression of genes to hey are oOperatively

ep}smﬁklé@am@b@h VerEyy) @alsbeazrl@gqa@fi eqt? g senomedy a hpst gl upon introduction

1nto RO 3AY tHeBY %%ép@@até’cﬁé?&%rvﬁth th@KosBidABhY., Moreover, certam
reconblnant vect ors' In eneral expressi on vect

vegfprs dfq qapabe qf dirpcting FP@|eﬁ%rﬁ%swmﬁ\gftnémm%é%eyameonsfa@éﬂy fipked. Such
ve&tth% afe Qe tokRRBs dﬁcodlmnatnh@cpwsﬁ&emctow & sfmpmt"fe@anbmant

| asmi d* and "vector” be used | nter changeabl y
veftﬁtes )p |Ila§fr%1 PEPIEsRign jesqrs %%%%HP ecpabigant S 5F %l&% BF ¢ ¢ often in the
fornP ol plAaHEdse of ihe &esen@@emﬂ&&ﬁbﬁ | "§la§iﬁ1tidand "q&ctdtS By be used

i erch ngeabl rein, refer ynmers of
lmﬁ‘Iff geAbh L lglsﬁ‘l‘ffls It@ﬁ’@‘ish""“&’i‘ﬂﬂ‘ y 'f?&ﬁ?lL? P& %nd RNA.

The nau €555, G2 be d r onu eot

' boRP BT iFece A 8 A e AP GueayY ekan actripaptypers o
nutleetides afieal dﬁggt,h amd izinde PONYS arrdRNA t’]Phamumiemudbss:an be
deoxyr%ofu%{eotl etg,l,]r{b?)&%le%tégeost HoE ﬁeﬁ)ﬁﬁl{%’)\%@ﬁsﬂ o bél(s) i eg]g}oy HEl: gr?a?dgs or any

bsunwrﬂnas eanrhequ‘orpeohtadun:tb eaq»b]ydlesby RBNAlr BN Al hmdrast. emi by a synthetic
reycﬁgtll fe tgé)l?;?uséle%{] %’eclogn o(ﬂtzed nlu{:lfaﬁgc{gs?' %ﬁ‘cth 'ag meglé/lated nucleotides
anil ttparandcgsbﬁbms@t awodffchiim taﬁsemﬁ?gnde ﬁtl’lIChEe m@Y Yenigipartefifefore or

0 .

afélg %geﬁlﬁa (f {1 }g) me? &%ensé%ﬁ%eg&ycggggfngﬁlg{: %%gl%elqgtg I%(g,/d tB/enon-nucleotlde
cofiportenr A_twmnﬁcpls:dldama}a be Biyth¢rheslifeed afershinthesispsuch as by conjugation

o o .t 1
DRI A Gl SLRSE SURSE, ot 0 o mor
of theretugflly ohawniretnurladtidgs with ar analeg, intguludodtidd emdificationa such as, for

I ' dj] | f
L e T S L e
phpépbspphidates esbanplessphioind ivathicharged lphasp frapatihdsphersthioates,
phgﬁ%lgr%gﬂ& Oa?ﬁi e% tl)os Jkﬁta‘(ﬂﬁ% I‘Sgt{f( lé{c’ﬁléﬁlgseisor(:)?an%% Eroteins (e.g.,
nucbatsba nmmganpmmmme@udeemly—wmeastp ) ftiprse ezxth mpdreglators (e.g.,

proteins (e.g., nucleases, {gxins, antibodies, signal
peptides, ply-L-lysine, etc.), those with
intercalators (e.g.,acridine, psoralen, etc.), those
containing chelators (e.g., netals, radioactive

nmetal s, boron, oxidative netals, etc.), those

contai ning al kylators, those with nodified |inkages
(e.g., alpha
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anoneric nucleic acids, etc.), as well as unnodified
fornms of the polynucleotide(s). Further, any of the
waypadieaydi1 gr oups ordinarily present in the sugaCs/USBH6/010850
be repl aced, for exanple, by phosphonate groups,
phosphat e groups, protected by standard protecting
acgfhawéoralé? Sigot hoscerainigs Bt (- sduitals, saknactiverResdle Sorop,
oxieid ﬂn&ﬁ‘l@letﬂuﬁlb&%h@iﬁﬁlg aﬁ(glam & &ﬂmnyaﬁ&@lﬂlkhgés %@g aﬁlpha

or sem -sol i ports.
ans@ermbww s ST B&rwctl%ﬁdéarm Otfﬁle@ﬁiynecéeo@fids) Further, any of

thé)ﬁ}gl%)dyp%ﬁﬂﬁ F&cﬂ&n@f ﬁé's@ntrm H\%tsh rﬁzfy de'rOMctd, o e%grn‘fl@ Y PRosphonate

at ons her hy roxy be derivati zed
greparRIgsPhat SorRS Piofgied P %sdardpmt%mg BEOBPS, giastivaied ta pegare

ad@ﬁ@ﬁaq l1ﬁka%5kqb Q@Rshal RERBHRE, of an?ﬁ@cdﬁ{uggt@@MBh&’&%@nu -solid supports.
gars that are generally ‘’known in the art, incl udi ng,

qugr angdyJatepniaal OH cambgphegpharylatpd orgubgtinged with amipgs ps prganip papping

gré’up AdiEtE0 of iR S 2CRAFRAGKE! ORHBRK0x3RRAR0 be derivatized to standard
pha. -angneric sugars, epineric sugars such as

Pf%fF“é’SE geoups. Bolynpdentidgycap 9%%@@ plogersderms 9§ epase or deoxyribose

sufdsg ﬁ\ﬁl&h‘i@g@ié&ﬁﬂf @ow%em@@@tlhum&gs for A4, ©'- @ﬂ@ug@smﬁguﬂ 2-
abasi ¢ nucl eosi de anal ogs such as methyl ribosi de.

GF- R BHPRBENHOTrROSYF strmnaloes -Arly- "%’é’“\e’ébf%é‘é{FPWﬂC Sugars such

as a{abﬁbiéaiylé@s brl IMolse¥Tpy4rd bhps%garg_ ﬁ&ﬁ&s@ﬁgﬁfs r‘s@&éh‘éﬁtuiobé@ kdc?@hc analogs
r oups |nclude but are not limted nmbodi nent s

an, l&s iifc f)cmﬁig ﬁ.m;?gé s11(g1 as 8}3@5&%@“@9 @vc@rgeor@ ﬁl}(@@ﬁoémiter linkages may

beléptc&d by ﬂtetﬂ&hﬂﬂhﬁm)g group§)) Tﬁ?sesdlﬂémattl\(el 13Wing @%o%pa bnclaﬁe(lﬁ,are not
or C a

inge o oG R B P B PEG OO . PO dithoate,

"(OYNRUB 2 (t i@ " IPKOIR, P(b)aﬁ' CO) or@H 4u012a  foptmAceal ﬁirﬂlvlﬂéh @bBh R or R’

is %?ﬁ%ﬁ%ﬁ%ﬂ%% s%):st?tgi?eg Pﬁwsul}gma{eg &Iiypq)i %ngg o gli?allyy gontammg an ether (-

O- D)ﬁhlgagdzj alydlkealy, d'yebﬁlkjd&}dcld)@]ﬂtéﬂytaﬂ aralEf}‘lerf zﬂﬂﬁﬁh%’bg ina polynucleotlde
es. re

neE RGPy ReGei cipte! B St ein,

mdmmngmmmﬁmmDN@enerally refers to short generally

si ngle strand nucl eot i des

t hat IOglig enué ec:)ltedr%alaf gs’eg Eerf:mh%a{xe Crg gs tPI (1,4 % yf]ﬂglﬁ stranded
gemnai]_yt sy@0&icrpolyneddatidesshat arel gemegilly, buTInet rte&rsmly less than about 200
nucl;rlg(%t{ljdgﬁﬂlfgn glt'Illﬁlg ermsa no%ﬁorp ofé:és{ C&rép :cu{edoI ymbcleo[lger &e not mutually
exgodiyen lenb dexcrigien ab@eémmlyhyclmmdesflsj tduyllapal fultyedppkcable to

eoti des. The term "hepatocyte growh factor”

oh%&h?@éﬁﬁL as used herein, refers, unless indicated

ot helihpiem, “hepatoayty groathi fa_eioxﬁ’ ror YBGF 4 g usehhatingefersatiless indicated

o\ 41 .hat _ . f . ]
ouSHPEShf r BELNPALISSL I PR g ot s oo
acfaz\@mﬂ the H@lctm‘ettsigpelhmpathmmq@r andisiens that pemmit suchlrecesetomecur.

The Y@nlnd‘whé{ ﬁg) :F@%” E%Pa% ?éflar tJ £ oﬁjé%%té&% oc?mg%ﬁlﬁjtﬁg é{}uﬁ§ acid sequence

conpri si mM no am
of padumally eeputHBE Heirreein. Th edrmt“mlmtypaﬂi@ seyysacdi@rnerally refers to an

arRAENE R STORH pYor B E0Bulile AZ T8 BFMEh REIBIF Rcopror for
HGF throygh whish EpifontricdtulassiEnaling iutgblogiballyleffei@ried. A wild type human c-
[ ectuated. A
méﬁ%ﬁf%&e&h ot (%%Lf ée@?ﬂg\tfl_?oﬁkgel o uenc ?(%J % %e%f on Ref Seq
NM_(Jbe E‘mﬁs Sshmpﬁ t'plicd jnndeiog’, “Bandilpemt efpokypySpldiregract”, as used
{
hel%in %fer tor Lfﬁ?n Hg éé 1?1:3%% %qot'ﬂe art mqgag)%%é?cg: r%atmn’lal in ;()artn%uﬁar human,
neanlng known in the art inothe context of nannallan
in particular human, RNA splicing. See, e.g., Pagani &
Baral l e, Nature Reviews: Cenetics (2004), 5:389-396,
and
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references cited therein. For convenient reference,
one enbodi nent of sequences for c-net RNA splicing
webhemwanidlis il lustratively set forth in Fi gur eCTusiiee/010850
term"host cell"” (or "reconbinant host cell"), as used

herein, is intended to refer to a cell that has been
RNye pdicingaPeey e.g), Paganidk Bayallg, ya@a@&m@soee@gmgow, 5:389-396, and
refgt% &k !cft: ltixéfex ! F&rcggvepﬁént'r%{eﬂ&u e%oﬁ“ne f §8&9%Q%§c-met RNA
ol ynucl eot i such as a reconbi nant plasmd or
%WmﬂgﬁhmmW$wéhﬁamuﬂbsﬁﬁm@e¥E€W@ﬂ that such terns are
i nt leﬂxb?&im "Rost &I Eorn‘@comh 1&(95&%1 ?1]( Fél ﬁéﬂélf‘?rls ﬁl\félﬂli&iocg refer

cel ut tot e. rogeny SucC Because
to & eqlt thithagnbpai Bénctically Alkereda gr 1o eapgble pﬁbme@ma%altered by

1nt9cﬁ‘1 [oﬁtoiC %&og P]J lgblﬁh&@&{de N Leds! aqa:o%%ngﬁ't\ﬂlefsﬂlm%abr It
uences rogeny nay not
Sh<i>ld|<ébﬁt IillléiaﬂstOP@ﬁ@mcfpfaﬁme iptendled to) tefer aipleondy tolthe Hapfishiariaiject
f
cefﬁ%ét% gletpn)%nr?}p Q@ch% ceﬁ c£v.§c5 E@rgﬁﬁ&%ﬁcﬁ%@ns 61%2 oll:‘tﬁlg% s(ui:cgeec)hng
geparatiogs Juedp pldteémn@tlwaﬁm epyjranmentglipueseqs elyprageny may not, in fact,
be(f&ﬂﬁ@aﬂoqm 1§a§‘én@ &ell, Whiale&id %h@@dj%ﬁlﬁn %m:cyﬂefof Bk B Bost cell” as
(ﬁ@;l icity to a specific antigen, | munogl obulins

usggrerdtle bot h anti bodi es and ot her antibody-1ike

DI eQuliGs1iNE AR Ql@nﬁﬁlﬁlﬂoglottﬁﬁlg" (@@5 hed %P'cc%?&@ﬂng haﬁzﬁﬂg)ihe same

Pol ypepti des of the |atter or exa
strmf@rai }éléECtaﬁiStlF%vW hids aafikodigs etdﬁblt Plp@mﬁ S@g}@f@hﬁoaﬁa%&ic antigen,

1mhﬁﬁ(5 AGRAEs havgl b%t}p(iﬁuﬂééﬁ‘és QARBSther HAGLIISINS mo@&llésh@rﬁ&h gefidlly
‘i mmunogl obul i n" are used interchangeably in the

laqkraptigea sbecificitye Pabypertides of éhe l3tisniied aielor atiplsoRipdised at low

le\{efsbgthe 1§1lﬁ{a sys@RGhA aOhcrbREBBTIMmNREIGRAl  anti bodi es),
pol ycl onal anti bodi es, nonoval ent, nultival ent

ant | EES "ankibedy] apse émmproslabuling gt wed iergansegbly e progdest

sex%@ Ehcbi@@ih&gm&%cioﬁzﬂ gntﬁﬁ)dfeb QYg Q’iﬂhlebgth of McBSHoE Ak antibodies),
bi ol ogi cal ., activit i ncl ude _certain

Pokvﬁlop%}&avo%gwﬁ%en( a@ﬂtavé%ee( %E%FI?S nIRHiERSEEF agidies (e-g-

bidpedifd ahkibodiék s8MdnicRe they EdibiliBe ERirdE¥ibl6gicd) ldﬁﬁility) djldﬂi’ﬂi@laléed

A O ST L N T

chid@iic) imhap Rhanhiadd aﬁd[of_‘ﬁfﬁhiﬂ}sméthreﬂeast one, preferably
nost, ,or. [, of the funct ons nor d W, th
[ hat A3t iretines, Sty porfha ol it B Bl s e

poftiva p&lﬁé&ﬁlﬂy Feedids, at RAst afid, pl2Gaiblyf hewd BEzﬂL oﬁtthérﬂlhb&ﬁls ncaﬂlally
ant nding sjte of the .intact bod us

s plef S b borlth Fo e i it 25ned) I S Rafmb &

an@odg diia et porﬂpnsamnl dAncighy birdigysize b thé mtaceanahqiﬂyem& this tebedds

on,. retains

th
O ] ¥ B0 B RBPRE T 48 aBtroat Bt Fortputione
that eqngmem«a Ac peeaantink At least mnatoﬁthb baﬂngldabﬁiyctlosunﬂrmany
tibody hal f
as§ou1|,a]1 IWétﬁ?lé%% rg%?&%@e%«iserg ilnnzal 1Htact afqpb N such el g F&ﬁ‘Dg:l(r;; mg
anéiintdyy theldlYifefmaighmeot, ADCGfuntivovad mmtpleamemt hiodlyg.tThahe halwdamnt,
hal f.1if t I . i nt
o gt G SOt B v uE A
sirgidampr axﬁmtaﬂmnmmﬁy gBor elamydé, ngrhaan rmbiiodk ﬁ‘dgrhfmt aAy é@mprise on

an G A AR E 00 PG PO SaPhPag o el me

fﬁ@mmnHv when used herein refers to the
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regions of an antibody variable domain which are
hypervari abl e i n sequence and/or formstructurally

Wde606r19d91hoops. The letters "HC' and "LC' precedrug2tbe10850
term"HVR' or "HV' refers, respectively, to HVR or HV
of a heavy chain and |i ht cha

ant i B8 &ras’ wrmp@tgeresﬁost hw&wa Hé(b| veherl equélﬁ@m refgrdp the
re%z&hstohﬁn Mﬂb&diﬂ varlme ddi?kn wﬂi@l‘ijaé Ry Revatifbit REelendeldnd/ob-Brm

A_nunber of pervariabl e region delineations are

Stm%ur'a@edeélﬁ%ﬂ lops- Eﬁ% asEedande & Rrecadieg theytsgp “HVR” or “HV”
refeRNBARERRBIy2 I HVR Qeft{e lofh HéaW clﬁﬁgane n@ht(cﬁﬁﬁ%s a}e@:&ﬁlybﬁﬁs@hms

on sequence vari a |||t and are nost conmon used
COMRELS £ fezperaamabeé%ﬁﬁeﬁcfégee mthe?f&(@il n%2 &) e ihasi 1B gxeé/ah (L1,
L2l niyer [A@ﬁﬁnbeg’&fth E:’;Igvari:> abiehd nliﬁﬁllnetahong%fe\’lh ﬁ% an&lﬁite'eﬁ&fi\{ assed

f nstitut es of et hesda, WSP é Chothl a
heregiy drhg Kiapad Complemsnteniy Det%lawncsﬁ{eslpn% Re) fg 2566 QR sqdBs6s
vaﬁz@“lﬁg' B Par@ e nleBSdsminoniViked @iaBdt ef b 8eq20ke O Pr&dA84P ) -

M hypervariabl e regi ons represent a conpr om se
P

Il (TG et b Gk Tt BerstepRiacen ebnea pr Ve

Beafémaame (11:99 95) bahc@aa Eyféils B RIGH i Noch iY@ Hir& @@V 1oops (Chothia
‘contact” hypervari abl e regions

andFeasulige B 1%9%%17%%?85))0%? REMEY APV able repoRs ek esent a
co&pwﬁmlbeﬁaeém& RaB:E CDRR end €ERdtEIL Bifuciui A M oPAGHd 8 ubdads ©xford
[ able re |ons e nqted bel gw. LooP Kabat AbM
5 ACMRtiGRdy TRAS B £Otware Ty poslpel SEPEsIaplseesions aippased
onhﬁandlﬁﬁ dJf tH2-ak & Bible 20mploR cry ¢l stridurks3 ThSRsili6 floBO=abiDof these
L91-196 L89-196 H, qsl H35B H26- H35B H26- H32 H30- H35B

hypgutsiable Rsse Aedgied PPOWR1- H35 H26- H35 H26- H32 H30- H35

ot hi a Nunberi ng - - - -
(Chot hi a Nunb ) H2 HBO0- H65 HBO- H58 H53- HB5 HAT- HB8
@6 H101 HO93-H101 " Framewor k" or

Lo“ﬁg@ﬂ%?e?%gﬁ'els—g%hgt Oalfos 175 i abl e dommi n resi dues ot her

—than the hypervari-abl e region residues as herein

defi vari abl e domai n" of
Llaﬁ‘fzg'ﬁ‘? b&‘%%’%f Z‘?{ﬁ?% 1:‘igdgf:’;i%‘?noterm nal donmi ns of
L2hé&&0y.56r LJSO{;Jﬁﬁ ¢ a2 of L4dike5ant | body. These donai ns

a e t iable parts of an anti body
L3an§9g§ﬂt %1%%11%?1 %@%enﬂﬁiﬁ Ing sites. The term
HI' rHg1 g€358n dl26a#35Bb ¢ig-HRsHeGHASBerei n refers to an

ined froma popul ation of substantially
ﬁﬁé%aplg%%%ustggntl bodi es, i.e., the individual

Hlariﬁll&w i eld2&HApr Hgﬁ-lf@tzheHﬁt};bBBati on are identical

ﬁgﬁo‘?@EN{l%e& sible naturally occurring nutations that
y be prese in mnor anounts. Monocl onal anti bodies
H2a S0HilGph | 5GHet i Hb3-H5bei Hg7-#i58ect ed agai nst a single

HRdsA8fy HYskl8s Mbem N GRALIASL 1o pol ycl onal

ant’i body preparations ypically

"Framework" or "FR" residues are those variable domain residues other than the
hypervariable region residues as herein defined.

The “variable region” or “variable domain” of an antibody refers to the amino-
terminal domains of heavy or light chain of the antibody. These domains are generally the
most variable parts of an antibody and contain the antigen-binding sites.

The term "monoclonal antibody" as used herein refers to an antibody obtained from a

population of substantially homogeneous antibodies, i.e., the individual antibodies comprising
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include different antibodi es directed agai nst

different determ nants (epitopes), each nonocl ona
wanbvichioeyi1ii s directed agai nst a single determnm REMAUSV6/010850

the antigen. The nonocl onal antibodi es herein

specifically include "chipneric" antibodies in which a
thepnpalaen a5¢ ldgmf@alrféaqpyfoa Repsible najugakly oedvaing muationd fe§ may be

pré@bﬁthn RnoP HHRINAY Ritshol1OnaF %tfb@éi@soaﬁ‘ghlgﬂ SHAie ey dif@cted against a
anti bodi es derived froma particulaf species or

single aigfnn Guitheraoig dp £PIEiaptap p@mlmbwbedyag@a@rw@u% typically
mc‘MHel e aftHOTES WRE e @ i REL AR R Imihntd @FpES AachM T h

honol ogous to correspondlng sequences 1n ant i bodi es
m@wlm@é antfhomsam@#malgﬁ@@mé@ detiernppang Ay tha gntigsnanot her

ant ijMWonsd185$ axﬁ%ocﬁ%ﬁﬂ?’@emﬁ&llﬁciud@schﬁrﬁéﬁrr@&fb%d@é‘ in which
such anti bodi es, | ong as they exhibit the desired

2 portismog e dpava @nd/ o ltg}lt ¢heings idpaticalyitngs homolgg®s pcPrregnogding
%@ﬁ&:’s ﬁ?d?ltl%dlétalen\%@@&m DNtteulafGREes PelohBh: B ARRIPERBody

. "Humani zed" fornms of non-human é g mur i ne)
clagher sybrdase s iale dhearnaiader ef thnehapél issdentipal vition hemejogous to

coftbdpbivh s%@l%@e@ %ear@kgsdléé‘%fénterdqmnmﬂfhla%eaes or belonging to another
|mTuno%o bulin. For the nost humani zed

a
angbady B@éﬁ & gubgetass, Aivyethasi ffﬁ%ﬁlﬁlﬁgpfggaeh 4b0di9setd Igpgeafithey exhibit the

deﬁf&i%ﬂ@@(&al écﬁvMWIP@ PaRfi ]8R 16,50Maid MYRREY &1al. 308 Natl. Acad.
e recipient are replaced by resi dues from

'&blgﬁﬁ%ﬁﬁﬁkﬁgéKgmﬁBglon of a non-human speci es (donor

ant i "PREY} & ¢6hm8 Sf AFAUREhan (A4., mﬁra{épartub@cnemmmaﬁ antibodies
prlnate havi ng the, desjred speC|f|C|ty affinit and

tht soysap pymmplsequshes depiqddmupeon-frmspimpriceiobylin Fop fhgpuost part,
huhREiEUREbHes tahthubid B AmiHFOBASHs GlRtibiefit aﬂﬁ&d@ﬁalvamdewes

coryespondlLng .non man, r esi due Furt
f%ﬁﬁxﬂe 8’63%%1’%%18’6 a‘? ‘E%feﬁ%?“%‘hﬁi’ aged %%ﬁl@ﬁgfgporflﬁaypeawable
rel6d off adiefduinhn §ﬂaﬁe§(66ﬂdi3 aﬁrbbdg Rtidhe @houw rak, Ratbit@r AehGihan
anti bod Thes ations are e to further

PrimgFs lﬁ‘@lnéﬂ‘te SW@%‘F H’é% angl ﬁapé“élﬂ'e pomg lﬂgm}‘fﬁﬁ’rgrﬁ'in%%‘ak
re@bﬁ (FBY ebgiduésl df thBChimlEuh Bﬁnﬁi@@lﬁbtﬁi’mtalraﬂeblﬂcealbb/ c&fespdindh@aash—

kRt ARy B bR B PR aoq Bl

foamirin éspeviidert antibhdys@ ivthe aom lantthoﬂﬁ nThemlmﬁuigéanbmd areimadedo

| |
rofiahor ISR st dag it Rl b a8 utbras,
subqnetnnaityadlll of avliedst ol |d tgqnmuy (3 vatﬁableeh)ﬁfama, ip mhtch alhoof an
|y that of
sugst %agdpo?%ehhgae%\g%%ﬁla%opf:or e]s%onél E Ct}msge%[ hﬁcfn un¥an at o

See Jones
imafuadglothitin amdsalﬁﬁ‘ utb2RuBR 51 18 FRS aIRItIexSth uﬁaarimnetl ahmunoglobulin

sl n2 gty il 0l 300 S E T ke @fonsien

immauogebudin twrtstaetsregmd (Fep typroalie that of |athenialt nenwioglobukms Wanfurther

el oE 'l e o 229 (1o R igh TP R 2520529
(1288); BO®Bret,3Bur(. TPOGysct. Wil 2E59§Fﬁ96 G985 ,SeCalse the (fqdlowmg review
art\%l]e?%ﬁc? Qferé‘nceszc%eé1 t??lgre{nl %gszwam é%g m% 2 mt l\;{ﬁgrg% Asih%za%] €

pOSSEesSses an ami no acld sequehc
Imguonelek PPads (1998); atrispBiodremabidd Emd;acmrodadébﬁ HIB8 41990 rdurle

an@@%%?Q?hﬁ§)b§%% 28H§§Q%9§Py of t he techniques_for

hoAant I es i scl osed herein. This
def |Aﬂ ‘Huin@n agtibody’ h& nwenwizcl pdosedses apmmntb nadbdqyenex whighles a

coprgs{g&ms & %ataoggxil ang%dycporo rcleé li)yn AR an&} OPHAs been made using any of
antigen-brndi ng
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residues. An "affinity matured" antibody is one wth

one or nore alterations in one or nore CDRs/HVRs
woOhersgofo1nhi ch result in an inprovenment in theprafbfismiosy10850

of the antibody for antigen, conpared to a parent

body. whi ch does nq S ose Ite t.i.on .
e pre Sor G RS B ARERBOORE: (P RBah o 2 uman
antfbadpspetifically ex @R a finaanidel aktibdly éomgrismg nbehurbdhentighdiiding
ntigen. Affinity matured anti bodi es are produced by
resglf’%scedur es known in the art. Marks et al.
Bi otaachifialty gytuddd” dntDodiBis ofiel @B dnede &ﬁ)l’rd Heatiadsiih e of more

ol T Whieh el vt R OPoH PO o4 THIBD e

anttpes, Qbmbzﬁéfd oy paﬁﬁf dniBodytvalich daéﬂﬁi\lpésseséﬂﬁ% altS@tion(§)SAreferred

Schi etal .
ofp e precpp I BiLive FEneplg e Rigandygi i o eyt
antibag. KAt hﬁluredlmtﬂbddﬁw Al prodh&ell(bf )prazddilesknbov® Bohé ardl I’Marks et

ot iyl dGiranrss B0 derehes by dratghon W SR AT domsin

shuﬂagg ORarﬂf)malﬁutagmiﬂslfs @O CDRIHVR afdza \franeivaikitesMieC R ds®yibdieby:

RS AR ISR Sl St o s

(19950 Ith)n Eiwl. elginomnol. NSL ha@mghoq heodyalucidad kred, Dimmhel Fc

s R taRlooph e SRS A v e FELVRFBBGTAN " Bed ) nec

to Theetuo hFcf regm’an uadtmatafme thel Octesmdal eegidn oo uﬁmunoglobulm

heaggSI tiﬂ VQI 1c C’}ﬁ% de enera%ed {Jﬁ g]ap%lg %r‘j%g | oglf]of tallﬁ.ﬁlgacgacngﬁ a C’)l‘h ]g? reglon
maghe & nzmyn S@hcma Ft regpanea adrlayt Krongion. sélshotigiothe bositiais of the Fc
i.opal |
el B SR AR R 16, GO RS PR
is uvesdly defoned todtretch éromum apmhwqurbmdjs acitminmsitibn Eps286, or from
b B P EATLLRI S QORI PR TRV,
imfypeglobwm ggherelsi dogipeised twe ccmaualstels»mdlestar(&ﬂ dapmindnd @dTH3s .

do zﬁﬁ ah@ Aéﬂohénf c%&?@?e@gqﬁ gﬁx%g%? E@géggﬂ%k&é{e%e'r&rg%gﬁ one

molwldaﬁhﬁmsaﬂmﬁmegme i sot opes of Lu),
cheqp! A6 aRRIIICacBBe A Red ﬁé?cgn Fe?@% 155 siteihc2daSHRbi ks or

mol ecul e t Oxi ns or enzyna | Ca y active toxins o
prepeaés thg fugstionfofprila and/eyicawses dastreptiprraf cells. | Hierterm ipitapdédig
inclul@BIRK e &8 &r(egwlarivs rsherggfies w18 chompgeranayt i

agent" 1s a chem cal conpound useful in the treatnent
radippctiyg iretopes @%ﬁhﬁheé@,otwapémmgm% prebleips #1ch geymall maleculgde
toxBis KV ér@ifﬁlﬂﬂzal?ygeﬁ:mlétoﬁﬂggf lﬁ&eﬁaﬁ' RABRIANG A FREONAN lidcluding

cycl osphospham de; kyl "sulfonatés such as busul fan,
ffa&"f‘?ﬁ?sc?él@r'm‘éfﬁla%tﬁﬂleﬁp%osul fan aziri dines such as

benAodRRRdtheFRAERRABGREs 2 BRIMES %%un@ﬁ‘s@fdl‘ iBHOR&ment of

et hyl eni m nes and net hyl anel am nes i ncl udi ng
canggry Examples ﬁgc e{npqh@tap@p[né ﬁgeﬁ@plg:#}dﬁ@lkylatmg agents such as thiotepa and

CYTOXNG SRERHE cﬁnmﬁ sultdnb@d ikl 5@5@&1%0%@&9@8{@@ de
and tri rret hy I ol onel amne; acetogenins (espéecially

PlPBiHlf%taﬁéihﬁeséﬁ%h 3 benzedens; ‘%?6‘??6)‘(’“6 meturedopa, and uredopa;

ethg@mﬁlﬁre%ﬁderﬁémmgﬁa&n@&m@ A LRAD ARy lenM%EihMRe( r));

et a- | apachone; | apachol col chi ci nes:; betu I nic acid;
tnegllenephosphoranude friethiylenethiophosphoramide and trimethylolomelamine;

acetogenins (especially bullatacin and bullatacinone); delta-9-tetrahydrocannabinol
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canpt ot hecin (including the synthetic anal ogue
topotecan (HYCAMII N(r)), CPT-I11 (irinotecan,

WQAMSTIOBAR(r) ), acetyl canptothecin, scopol ecti RCTAIS2006/010850

9- am nocar aptot hecin); bryostatin; callystatin;

CC-1065 (including its adozel esin, carzelesin and
(dignghintobd\l e thiele-lanaehosejlapashol; selsbigings; bestlins #eid; 2

421 HRaY klhaﬁulﬁg e bﬂxtheh@!ﬁ{a[b%é @Botecah myem@ CPT-11

articularly cryptophycin 1 and cryptophycin 8);
(irthotesas QMT%@@rmkm&twﬁwmﬂ dapgleethe ars apapgagptothecin);
brﬁﬁéllﬁ)‘gﬁﬁ}%muw@% (ﬁl@ﬂdﬁ;gllts dddlesie LEWINGT AR bRelesin synthetlc
pancratistatin, a sarcodictyin; spongistatin; nitro

aﬂ#@&‘teé)s plasloglyiltoxis; pasoplyAifiArsid; teniphsidy: FrrploabycHs (particular y

y%g?h?cﬁﬁ‘ et @&Bt%ymﬁgf H@%&Iﬂh@lfocaﬁrfygﬁf(ﬁ\%@ﬁg the synthetic

or et harni ne, | oret ham ne "oxi de hydrochl ori de,

anplegush AT W S andd R EM.lh clepherplini Rep¢rpiistating aRFOHGY T ne,

spbigk AR! AFAR mudbRS blch AV SHIALHbuchi HRSphEAR, SHéfIph&Phamide,
carnusti ne, chlorozotocin, fotenustine, |omnustine,

esiepstRG, Hesfaride) neghipiethamineraechlomthamiion gxide hydrophlegide; he

m&ﬂﬁ%ﬁrﬂﬁelﬁﬂﬂhp'p%de%rn(eepre&lmuﬁﬁé ItoRRBMidd, BraciCRASHA! | Y
cal i cheam ci n |1 and cal i cheanicin onegal | (see

nitgosgreas SA@‘h@\Ham@ﬁ@i*ﬁa FiHerpzotqein, fotepppstine, musti@smmstme and

raitaSdihd; anﬁh(&?cms&hrds the BEddHAL BEibEHGOSE £1 dAlibicadfRin, especially
esper am ci n; as wel | as neocarzinostatin chr onop I'I])

caighgerigin eemgthipg Fdishemisin oBReY; GifeantBuBh SOPR Tl Ba. Enel.,

33¢ ($30188R Wﬁsa}anelﬁféinﬁﬁkﬁ@iﬁ% SyiegniciRBt AP Ein; as well as
aut hra cl.n, azaserine

| eonyci ns, cactlnog%%ln
negerzmgsiafim chramenhop g eslaed @%Pf%%ﬂeﬁwne o cinis,
chﬂﬁﬂph&@ﬂ)’eféla&noﬂﬁ’dﬁﬁo&ﬁbﬁﬁﬁcﬁh alﬁiﬁﬁaﬂl&&iblﬁdisemne bleomycins,
6- di azo- 5- nor | eyci ne,

caﬂmﬁmd er)n CW’[SW?IPTFSHH]@RIUFE[H litg))lmcélrnr)]/mg{sncfactlnomy%n
daG YRR, rdaibalbidﬂgﬁtﬁwzalsw&bm ﬁbﬂe&u}ibyﬂdb@l’dbmd@ﬂ@m’dmgl cin,

DR UEE ooty B ) omB R BT P BT,

doﬁ&ﬁBleinl (ﬂlﬁyﬁlbi’dm Hﬂlltlfpﬂgtﬁrlel’iﬁgeﬁi‘bﬁ hDGXIH@)taﬂWénxydcﬁprublcm)

heno ,._hogal VO

e s MR
myo@plmnulhn @idpnogatafg i olivginidins, sdplaapicinz pmﬁmmytmbmmnwbm A

upeni.me nost atin zor ubi ci.n t abol suc
o8t b b S AsPitep baB i R, g
zofdURcTHORA- (e fabolitesapetas tngeklionexafexX pdridnaking QGEMZiAkﬁm ttdpafuone,
(Uﬁg&gy@%g c%[u?c N @?F{A}L{& aI}c e%lo hglcr)rgegltagd & ?l%(l)rggr%grc’@%pfolic
actdranateguee mh as dqmuptenme n&ﬁmtrergas: ptampteas, tﬁmerﬁmatamumec; analogs

urine t hi. a ri.ne n

T L T T
ancmbmef a.zaq1t1cmyﬁ, &razhiridae, cdimghdox ytaratdien dideakymidihay d@)dﬂureime,
engmfgl%fnt %énrgdm at?cfrffcgéel{xs%u&?as c%ﬁg{e%g? g&ﬁoa olﬁpanol&?‘e pr%pé ng%ebl
eprtmpuanol,cmetpaw@canet estoblc@mod; one;adznils suchdy ama@utstpmhdeagutotane,
tn%sta{l]eo 90110 agltd I'I]ép'i'gn fer sH%ht a%tﬁ%ﬁx%g aé{é ! alaggﬁt ?.lg(gpglhéé)?lalﬁl{aé glycoside;
anahcdemths phd,mndaa«gl ymswrmbe besamiucd] lesamr«m: alatiwiate; defofamine;
de?ngcléélc?nrée? g*azﬁlucal tﬂ%e e?ﬁop?%{uﬁpﬁ%&a e etg)%&c%]tg%ﬁﬂﬁ nitrate;
hydtoﬁ(yurm fldmiimem; loaidlaJmmt:; maymmnsmo,ldt alt:b as m;mvgllsme almﬂ angfahltqcmm
mite L5 z%tnee rmpo‘x nrtr%%(l 0%%anm§ln{nﬁrae% C}gt%l nfle{ﬁg eté]i'nrarubwm

an§|n0| ansi n
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m t oguazone; mtoxantrone; nopi dannmol; nitraerine;
pent ostatin; phenanet; pirarubicin;losoxantrone;
wa-2eadchpdiydr azi de; procarbazi ne; PSK(r) pol ysaechnaszae/010850
conpl ex (JHS Natural Products, Eugene, OR); razoxane;
rhi zoxin; sizofiran; spirogermani um tenuazonic_acid,
logoxqnirones destiyhygdragide; procaibazing; BSlPppkysasghaside pramplex (JHS Natural

Préduk® @fgﬁ%‘:@R?Sraz(oﬁﬁﬁeﬁﬁz@klh)/SIZ-Bfn?ant PhbFerm¥RiithA€tHabdhichcid;
roridin A and angui di ne); urethan; vindesine

tﬂf@l@%ﬂﬂa%"rtvchlwmmslamme) trichqthgselien Aosperaally T i e ¥arTapwin A,

rofiif Ao Bﬂlgtuﬂime) R dt@In2Gih ®sine BIIANBNEGE 'mesdaeﬁbazme
ar abi nosi de (“Ara-C'); thiotepa; taxoid

maRE Iy SEige; é‘PtOPrPA‘)'@_‘P’r“)I?CtOIaﬂ’ll?)(t]i’ﬁ"?f?ﬁﬁegﬁgwﬁ@% é@bwaﬂ@p@ﬂar% De
thibRpdTelx8ids, Q1. %&cl%@i )nancﬁ‘)ﬁﬁilcle formulation

doxet axel ﬁloranbu0|l thloguanlne

of paelitaxgi 6886?%\“3 nista q*é%al @%@E@W@Mﬂ%ﬂ% Gsthiaguapdne;

medaPRpaddeNmaim ok rdkae zﬁinﬁh' aﬁalo;}é‘ soéd é@%Isbl@@n AndEekBONGi; Vinblastine
| at i %gm et oposi % ; 1fosfam de; mtoxantrone;

(VELREN tﬁlﬁ@“'("d\‘ﬁmdﬂl Y5 )16) 6&%4@6@ AioRantIons; YHGBYIA
(ONOOOR B RSt AMIMEEBNNE; rv)ﬂorelmml@mﬂl,m@%b%h@

daunonycin; am nopterin; ibandronate; topoi sonerase
edRtpe iy daponiyes; %@@Pwr&n fhaa%?@fﬁefqpﬁwa«?r%ﬁwrmlwr REN2§0;
dlﬂlﬁtdrﬂibﬂhﬂSm&hiﬁ@ (BMFOR trdua@iu@ sudf bsketilSdciB pRiHnhdeaidaily
p ﬁbl ecwéala amﬁﬁﬁs or derjvatives of any of the
30%?88516 $55a5ifis OF deqivatdishB 93 of BRgbwe: aswelar cw@tlalrs of fygo or
madoMBe sH60Hsuak aﬁbﬁeph a&lﬁbl&l)@gﬁt&mg&{d d@fhtt;fn@ﬂ therap@Bibi ned
ra ospham de orubicin, vincristjne,
cy Qo < BB o B Prefan S0 EOVBAR fapabbyvation
forta teatnivB e giin@Q Witk dx Aliplafin GRIaOX ATEN™ e ol AvTth CHUNG
ombi ned with 5-FU and | eucovovin. Also included in

le'“kcﬂ\'ogmdef inition are anti-hornonal agents that act to
r egulst 1ﬁq1uded(iituthts defihif6rkare axiti-hoibinil hgehh&hz@facft eciegulat, reduce

te t
blogg eor 1 % t the eﬁ' Z)P ?cp lﬁlﬁ?n%ftheag %fpé%“-cgg\%hS Igrc‘mlbgp %’S‘%&f“‘? are often
in the (ﬁatnmﬁ lesteni[df] @y whely- bbdgr thi@fnlimn €Rhey hapbehordnes heaipivas

e 5T o 5B AT L
incfudirgl fod BWPMVAW(HDCIH&HQMMEX@ Sdnmoxift® nmloxifene
(E(’@flA%g%gll))uf ng répl!l Xolx&%mEWenl%%ge?x)e(% XI fL% 17018

trioxi‘fene, eox onapr i gtone, " and
ongpuistong, ﬁmh@re@mﬂ"pﬂ@amﬂprq@eagm&seﬂmgm receptor duyen

AEEREE LERL G TP SRLSH S5 g o
thag ﬁmttlmluﬂ sttplpmm arehg dppn ehgswmeséhuﬂxaldplmeqthmng\MHn@s-releasmg
ol g Bond L) SISO ORI
gosgradin Eeata@ARM{erelin acag@smdétlptﬁehtc @that @tl-emdwguelsucﬂn aa fletamide,
n11? nelidb 'éﬁcplglgaﬁlﬁgljn{de Bl g[g)lfnaégbt Eﬁl ngm? K& Ig d% e aromatase

utam de, nil ut’am aronat asé
whnqhmgyiam esstagprmproftustipintthe 4¢1eenelrgieylde smh@mafma@@mPM(é)h

imidE s g&&ﬁﬂ%ﬂ@é&%@%&&@wgc;wg@?gﬁem%neq' ands,

SucC or exa
(ABﬁMaPcS@N@b derhieptinie fadwezgiss Yarerolea BEY ISOR Q) NEGASE(FEYARA®), and

anasfg?iggeo?\mgﬂé%la%ﬁgﬁ) sucfl %lﬂﬁ&&%’@ E%Rﬁk%g%"?‘ﬁgl %édlts includes

blsahmsftqn@iz&ﬂueh {sARIDBEX{or y&ample_n B@W@S@m,r OSTAK'®), etidronate
(Dﬁid(‘%ﬂ@)? NE@SO%? 95{9&@85 e H&l&ﬁ‘on%%%ﬁbﬁ/[ﬂﬂ%) yﬁgﬂc'dronate
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bi sphosphonat es such as cl odronate (for exanple,
BONEFOS(r) or OSTAC(r)), etidronate (DI DROCAL(r)),
WORR®A08E]1 zol edroni ¢ aci d/ zol edronat e ( ZOVETAPCTNS2006/010850
al endr onat e( FOSAMAX(r)), pam dronate (AREDI A(r)),
tiludronate éSKELI D(r)I%@ or risedronate (ACTONEL ))
(FaSAMN ®)apanidronaie (ARIIIA®) (tHudromte SKRb IR orTisedre
(A@f‘b@@t - AN lgﬁgmxa 'fb%in%%‘f’ d%(blgr%' Hﬁgiegs%e' c‘?’ﬁéme analog)
particu arI bt expression of genes in
an@aegmuhgmclpmdqw@cmlm ﬁh@satt@él lnmbltabm&sa)ntof gales in signaling
paﬂ%ﬂ 1&?[1%@&9&&%%& eﬁi}rollffﬁﬁtlog)és?g{r)ésffgé g)tpgt% F ﬁ@*alﬂﬁ@ Raf, H-
Ray.god ﬁméesmskgmwtﬁaﬁqqma@@ﬁmvw@emwum @gl’eﬂi E®py
va@%‘\‘?g Aeche (tlfle;PJ Py SERE Gor e%grh@é/n Eﬁid“fﬁéfm(z@ﬁ%aﬁe LEUVECTIN®

vaccl ne, vaccCl ne,

vagaisonsOEXBNR vaEcingilipisisomerageel ighibiter R FERERTESAN®) R H
(e. g éﬁAREﬁEe@E}b%ﬁxﬁg 211tosld§t@ ‘%&n’ BhB- 2%1& Eéﬂ{ aka tﬁr@ﬁneﬁﬁ@a@e mall-

EG-R dua rosi ne kinase smal | nol ecul’e 1 nhibitor
mei¢osls ikneion alge lﬂ(w@m G163 720 iC QX 2rinhibitornyush a relgeeudd
cEEtﬁﬁﬁX@b LGRS )-3-(irifl, thyl)-1H-pyrazol-1-yl
( mat(’fgl phenyl) 3/\)3 (r1 |u?robngr%r)re ulgrazo HY) razol - |
benz,sapf)su Mewlm@rﬁamuaeaﬂyampwaﬁ%c@ Pb%ﬁrwgﬂlves of any of the
abefecept abl e salts, aC| ds or derlvatlves of any of the

above, A "blocking" antibody or an "antagonist"
ant i%bddgcking” arlodhercan “pridgopist enéhody ispae which inbiify prigfuces
bidA&diday a&wnpz‘)f thdgni38H ik B8, 'SfuclbblBg@ng cah G&upi)}OQS"rﬁhﬁnsC 8. by
occur b nmeans, ggl interfering w
intgifesingv mr%%lmprpt@lmnéﬁr piy Wﬁh §ﬂé&4ﬂ%§lnﬁlp@%ewmu Bgent o
en@oﬂlﬁféﬁpﬁl%kmg‘ BRI Qrgéggﬁﬁtt antiBddRE KR Gmad ki ob 66l §tel§’ finhibit
goni st .anti bodi es substantially or conplete

th"?‘HﬁIPE)‘F%Ia?tWétYBf@Fé’Q‘}gE%I activity of the antigen. The

terns can er' cancer o rejyer SCF
the RS GETES OO SretePS D R iggica conditon in
mdnyRd1€@hd 1$/ty§i&&[}&§hﬁﬁétbﬂ@d bh Mntﬂd@ﬂﬁ@iﬂeﬂtg&dvtﬂ’ﬁﬂohferatlon Examples

row.h/ liferatiaon | es. of cancer ude
of gt 5 DL 5 (RS, ISR e Aot and Hon-
Hdd@ﬁgkllﬁnﬁloﬁﬂ)j blagtBma,Had oikia, Iﬁn&leﬁl&ﬂfﬂﬂit ]dﬂal)s,palbllcﬂsﬁ fﬁﬁﬁples of such
ar co rticul ar ex
S G R S A S R e
adbrvagiciaans eff the ]ilﬁgl-s@[m{ohs e@dihonhalof ghedaipg enger of the pentoneum
ar ci noma  of us ca n

PGSR ARER R P R S § 2R AR vty
cagc&stowniant:mtm hedr cﬂmacBlladdepaancafrﬁ&pamma‘,marcancer colon cancer,
cog)é%:g g?anc%1 By %lggtlel o 053 nnecciaﬁigc%notrmgh%ﬁvabq 2 caa(rr:]cgrﬁo(r{ﬂear 1(1d1\1/e§/|rcancer
hvemnmt,,prmsoitaxraecﬂr allvabraoer, thyeoid omets; hephtiocaraidanra ané various
wsar Hleagand neclg!:a{n\éearr y gl and carci noma, kidney cancer,

RSP Vel CAncEr prostate cancer, vulval cancer, thyroid

can cAamsedwmn i“Ceatmert refmmetoatinical amtéreension ymatt@fhpth@ altbr the
na%lr ﬁgugrs%:]kof &%Qéf w\//lgllg]a'tf‘lgro crc]sﬁ%gm ?rea%ef({' and ctarrl EQ{)«J}F ?%erd e{tﬁgref{ns to
prcﬁ}ﬂn&hma br ahmmgﬂﬁe cofirs¢ dfeclindipathdliogy. ]bsrsudﬂd; ¢ffdomiof geatment include
préventgxé océurre{lch eor cr:eocarrr%necg gg (§lo ! Fﬁggzg‘a 1Qnec§ lﬁ tm%g %%ﬂ r a%f'f:t of any
direttfoe mdﬁecm bathmlegtairemtsequandeudﬁhqadlmamn pnemegxtmgmauaﬂm decomasing
ur.rence of dise | evi

th%ra&a olg dls?,'aﬁeplrogre?swn amcgfora%lon or paﬁlta{ignnof(%lfle (ﬁéleg}éts?a@ and remission or
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direct or indirect pathol ogi cal consequences of the

di sease, preventing netastasis, decreasing the rate of
wdi2emsase1pr ogr essi on, anelioration or palliati seaTal2d0k010850

di sease state, and rem ssion orinproved prognosis. In

some enbodi nents, nodul ator nol ecul es and net hods of
imptewed prognesis.oln same embedimenss, gefegtotagletudys gahmeigpdsof the

infh8GAREuRE todaeﬁgrdé\%io m%ﬁt of@ldissk bV @isgiflunt " refers to
an amount effective dosages and for periods of
t i meAmedediya pyrountor e&@htp ey ameupbelietye; aldlopages and dertredodsrof time
nePJsQa?}h ¥A z?c‘ﬁ%eklgthé Asikd thet%}aeuhr:‘ &F ﬂ’@ﬁﬁia’c&@ﬂeétﬁt ‘ftﬁé;:ﬁdieﬂﬁcally effective
anount a therapeutfc agent fmay vary accor
anfoget’ of @thgmwtlasgemh@awa@e%?@@rdwm factogsguch as dhe disserg state age, sex,
anWe Fof‘?ﬁe 15&1@1&12[1 dJnH 'tlﬁi}égihty @@ﬂe dfi6od R élic‘ﬂé d@tflreﬁ B&ponse in the

ant | to el ICI desired response in
lnqllwduah dlﬁ%ﬁrapemwmwf@s@m 4moant iy aleg gnedn whigh arrvdam of detripepgpl effects

of @RShdribetfit ABnt3RYoutweidted 8Y %e’idp@ﬁﬁﬁlﬁj be‘ﬁéﬁc@ﬂ te®f 4 he
therapeutlc agent are ou MEIg

"prapbylagsiea}ly eéfativg amewist sefargo ap pnep gty ecjzx‘ve, at dosages and for periods of

tlm&{eg&lé‘éﬂl Q&Sdhﬁﬁé {n¥ aedikg ﬁfobﬂﬁacﬂg%ﬂt Tyﬁlgil@rbﬁt AR n@e@ssarﬂy, since a
amount eff ective, at dosages and for periods of

propbylagticadoge is pged i fibisgle Pflﬁreto gediap exlipgspngl dieesecthe g@g]p}tlactmally

eff'EXtWe GAbht Wil be E&tthﬁecﬁ@t%&ﬁﬁéuhb/ally 3HtEQe Anfn@Phyl acti c
dose is used in subjects prior to or at an earlier
stage of disease, the prophylactically effective
CoMPRLiAbnsWnd MR &13%e thdiBod e therapeutically effective
anount . Cbnp03|t|ons and Met hods of the Invention A
C med ant I In one enbodi nent, the

i nv q]? Bhé&&nlﬂﬂﬁ%dng &R 1§7€HE(%nh[ﬁf3\t1@eQ @t"-‘ﬂn&tanﬁg(tm@ Qﬁhb@&le%{ll@lh may
I n use herein as erapeuti ¢ an ostl C
fl"&‘g’é%]i‘eéem BSCBEFAPeRS andffr disgpAsEG e E&@Pﬁjﬁa n%sﬁga include
po[@ﬂﬁ%' %Bxﬁiclonﬁluﬁtﬂ:ﬁhi&@ﬂ blspécsme@ﬂdfue&rocaﬁjdgamabmn jAgprats@f
ant | bogdl e

gepHamg et Hing, gﬁ e%%azgxfﬁi 1%@31 5{[ & 3 gr@s{&qgem ﬁ{\%@eﬁg‘m Wl are

estaBlishe®in ttiaddrd, .08k deEbribEkBmc’:US Pat.Al. PuB Nl 2605r00REX] 6 ifidmUS

Pat . | . Pub . 05/ ragraphs 522
PR g% (A GO BOSRT BT S ough 638, The
C- nethedMinag@tagSidist aﬁﬁbobﬁdth@ﬁoﬁdl Batif s@rbelfetmgildledtia ano@itable
ated in _an

fopr ol i PSSR TSP, o S Se B e e

imiholijosdred. AS'Tipasona'ois lapmsltl)mﬁ:le cémpsteda obwaiplis tyges@f Bpiad, |

icl f
Kl PARRET AR o 1t ok S ok el e o
cod@bnem roy theflipasoehe g dommamlymrrmed sttﬂﬁlagszpmraam smﬁfar tohh}a
hpéci %faﬁgegnr?etngl &ﬁ)ﬁ go P a%gar [a g) rr%ontles c?nt%{uga %rantﬂ?%ﬁ}rl@rte p?er[])ared

I pl ang ogi ca
byrmaatiiorda Rswvn 1h|tlm@stom]$ anta:&tr@edunrﬂg)stbin&t anrdooNggl acal. Sci. USA

822%6?% El g%d n%eth g roc. :ﬁawnjécar& %h%ﬂ hazth%kﬁ%cg ?U%g’lat Nos.

4,435048 211(134388 5(4192&BWO9W7§1 piblistied Octaber23, N&f/| Likoswaes with
403 , 485, 045 and
eni‘mﬁ%h ﬁé‘“’“ i %g‘?‘ﬁ 2}?1[5J Syt Na s 23, 1997.
Li pdﬁmmklrly\m&uldapbmnee«:hn@e lgwtzmdl b@mhetremaseaxhaediv@otw%d

mfl:tﬁ]od w1§1 al (5 corm osNgon csdrr%l 1’11% p@osp ﬁ}l!:t? Inea %Léiesﬁe%&faﬂch PEG-
OSOﬁE can "pe dgenerate e reverse

deevzmzaf pitop;ﬂlaudydaettllmndlanum IQPHHPEpl Idpmommme extmded:tbmpgh ﬁﬁtemgof
dePJ}ce%s p%peasgzle y1eﬂichpo otiles wqg the d te:selrr<38 diafor. PPE%a{glm\ér?tts bf t‘ﬁe

27




10

15

20

25

30

35

phosphati dyl et hanol am ne (PEG PE). Liposones are
extruded through filters of defined pore size to yield
woizpwsiormas with the desired dianmeter. Fab' fragaemss006010850
t heanti body of the present invention can be conjugated
to the |iposones as described in Martin et al., J.
an@hagly of (@h presen2 BHVCIRIRG cAER cONjOGP tg the llaosg)mggasfde@p@lbed in Martin et
al! B8 SR lggﬁﬁ%g@zﬁlﬁbﬁmﬁ&qp@&m CeaBiNtA | S

optronalfy contaln ma See Gabi zon
chemoth¢rapeutic aghlitis eptiahallganetained wighin tl@lx@m)mlﬂﬁeﬁablmsg)al 1.

l eptid I t,
N flopde s 0 SREPHape f’ Eéf’n‘v’em Lon comprises a

pol ﬁ)ephet pent, the antagoni st

pol Y[Hg{?é %?f‘clt l?i'd]gét z;n% @{he ﬁ%ﬂg)%r}bﬁﬁxﬁs:es 'Tl Rolyé%egtide. In one

hyper 'Zed c- met protein in a ce 3
entbn@mmnéln antagdnist p}djwp@qﬁhlrdie $o doidferd antpgopizes hyprjtabilized c-met

a
PR du s cafoRURE, B POl B BB Tt
hypesprabilized symet. ri@smslymlﬁ@dwdgy @mcﬁhfymbesppémgé@oan geptide
syﬁ’tﬁ%sﬁs&{u&ﬁod&iﬁ%ﬁgr rﬁ}f}g& rg{&%ﬁtané @%ﬁ’@@ hﬁ@reccllﬁbnpdﬂ?technology In

oni pol ypeptide is at | east
ong pobedimgent A (Fr@leh@twnlﬁfmomﬂgldh is 28 |epss pbratt P gaaing agids indength,

altéQQ&kIeBﬁmleZst a§out8 %09 16311 1"2213 13, 151% 14518 1’.'4320 Y 221§3 24,

25336, 23,98, 294 30, gg 323@3 33,735 g837 gsg 394@0 4,1142 41324444§ 464&7 48, 49,
50451 5%653 554755 %@ 57498 5§Qso 631162 553; 645§5 65467 5%69 %;71?72 73,74,

757]_6 7?278 7',93,80 -m 827§,3 847,@5 &67 87 -,8§ 897@0 95;(92 &, 94 82 96837 98, 99,
or&é@ arﬁé@ a&@s in ﬁa?ngth%g moi%g wh&€in sr%h po%eptﬂ@s ar@éapalﬁg’ of 1gﬁb1t1ng

9, or 100 am no acids in length or nore
hmﬁéta‘@hwd%eqﬁ agsiyitypEhnse BRlkpeatides map ke TR NP pdeg

exPRRhEtiaPhdidz el IGmWEtecﬁxﬁ de¥ todthis Tdpa@icit RGP et !e@iﬁﬁ:qugﬁﬁbr
e identified w thout undue experinentation ECSI n

screpRiRClteapeRifly HRwacies 3y ofigprepiides Batere Fapallg ohppaicalll gtndmg toa
pd}%@ ke %@% afe Well KE6RER thgarOlsée) O RS DS, Baedt N2k &, 356561,3(750,373,

ARl St v septile 0 aperlhoslli B ovo

84(03666 and . WJO84/03584; Rtk all\@goc. Nath2ad/ 821, US, A581:8108,4002

A T Sl st il 7

Pephifed as Gaygeas 180-149 (19847 G&ysenNatl.,.J. ]'Aﬁﬁdlol S&zth 102:259-

27%5?418’% Sengts g tgnangr: 1901 SROER Yl £ 80 tgmo dioc.

Nal. Acad. BCI&ISIAMG3¢8 %MﬂadGEBBaS; aAT99YEBiIS che iy 13091 0832;

986 1 259-
oo Ters 7 LS8 ISnE e dps MR Dby S0 A BRE e,
K4nk988) et a0 91 ERroSNafE. A@t. Si. USAL 888363ParaicSmitkaGl P. (2e9ay.
CSCif UsS .t87: 61?’%8'6 %ovvman, H B. et al. (1991)
G ' nol.24%8b832; C ackson, T. et al. (1991)
Nat uBaeteriofage (phakt) dibfakis pneJwellknoeh tehniqe@8dh) gllods ofdb.

il B 90 i e B g o

of Gpacifeally lﬁ)ninig toBipotypepide target Phiagb@3playBae teehnumah:ag\éuch variant

pol RS a4 Pl 25 Bision Bref s o TR s Ratsiinah (i Syrkbs &

battdeédrthbdeyparteted e%be,)J Kfand Roik, G.iPh(1800)Ssiendd, 249: 336®. The utlhty of

ot Bhiag B o Za;sgeylgb?ag%? o oD B < g o
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pol ypepti des are di splayed as fusion proteins to the
coat protein on the surface of bacteriophage particles
wO3ewt491d. K. and Smith, G P. (1990) Sci ence, PE2AS2006/010850
386). The utility of phage display lies in the fact
raqugﬂt.l | ar e |ibraries of selectively random zed protein

nipre (v’BNr‘\éh%ﬁP ApidboHe GTicesny yoried fortseose spanences thay§ind
to @ kdrket hOREALY wiR hizh fofnﬁzl Dﬁpﬁf oBRBHENES 1L Baﬁ ePélfkfi9§ _P%b&

target nolecule with |n|t§ Di splay of pepti
Mot SIS ot or proteG SR Gbb. ok (199 A iokhempiy.
30LB482; 8Tack3A 3. eO4l. (B9 gﬁ'aﬁre{ LsweBn MalfksBJ Deteta@' gd%?%bl

ack son

_gJa?zgf SO0 Band adat 31,?@9% Prog Natbacd, Sii Gsa S855553) Tbrerivpn
phh@]-hav@l?e%n 5&3 for|§&€&11n Hion§ bf ﬂlypeﬁt?d%@gr)ol EBﬁé‘ﬁtler ones with

Acgg) ci . USA. 363 ) libraries on_p ave been
SPOR RS RREien (ST b GH) Gaess Do loaBisL.oF069). Soring
phdel 1eRRPA Q@B nf 1ﬁ&tar@@1%§u1¥éﬂs B té‘tra‘i Gbf dofisthok a'ﬂg propagatmg a large

rties (Smth, Current
““%E’B‘P EE?FRBLS a @O@é@)e f°f$6ﬂ"%1'iyﬁgﬂ%%@eumgdh%ﬁaxgé%rewtqr &ndia means
of BuHhARhSthe &@hltsroflf 8inding Eﬁrﬁ%ﬁﬂﬁ‘ts ;UVS BA&S %\I'by GthB 909333:03 484,
arge nunber of variants, a procedure

> q‘%ggg%?‘ﬁrgﬁrﬁﬁurl fication using the target receptor,

and Altho®ginfosOphagy di}'g_)pl@ Iinétgc’)\clfg heve @%Jﬂélﬁligrgéusg)h%y lﬁglbdmd phage

e :
aisgy HERA N 0BT S VA, htiges weaes g Giingpilagene.
215rei3h 0998 Alneetiab SChnbdr IRRERK 03851 F: img%ziGZ g@;(ﬂ);z L{E&ng%ﬁﬂe
e R G B G el
Ref, 19618 :Sci sa F988ih:SciZtu 1833 (#996); Hﬁam?f ale&eag&iI&s 158(735()995§é?a9<9=r$§14a&e
t ection i

sy &S%V?#fe&“%@%Swth%e—téq%—&Ma Waebysng8anys
5 76(1,995/))are dRerkpowi.otein Sci.. 5: 1833 (1996); Efinov et

al 19 and. T7 phage dis

sy stlvé tﬁgrmn%pﬁove %%ngtvfnat%@f ?%%‘)Sbﬁsﬁ Pﬁﬁﬁﬁ%ﬁg Gopeess ?“7"3
now b&rﬁﬁ?el@pﬁb@gxl)qse ltafBoveneifte 6nHa0G:) theaabilita bﬁdisﬂﬁ’y&w«emd\@ @Meen

\ and, variatio

peiol B R MR SN BBl BES ity P e ort ks
with thernoteatial of screening feee nrhtemafnr Idednyd popetiispl ay syst ens to

S cr %%Hlbﬂlgtlghélq ac 1(51p<{ 3{0 ef%r Phaﬁ? ypri?y react tlltolgs h%lve geipgfel%vel,?ged (WO

ecul es an
98/M27ﬁ) adehpgstdisplay dibragés h;m beniuseg t¢ hrebyee prdaboeirsl Hirfhiaécular

1nt«g'ﬁc?1-§;i)§gv & 5?’/@@1%51 WO 98%% gﬁ‘& Srrgjléearéles a% tstlraglq gqftiﬁf gécf)tlfie%

f'eactl ons have eve
036)) WQ]W/ PpHa6 desdiilsp b anethiod bf Jaolata& ahaffmltb ¢igmdus etlich a

| ti
o o U ol )5 e
moleeyle end 2 gequdiselation 1V\®h9$/thm(ﬁ®69y thd @W@B&%todhastawgetbes
moriec t Clive. f T10C QO
okl é@%ﬁ*’%{&g‘g. i R A MBI
blOPEthE |aéﬁldpmep pdegiéantiy Vibfay ittneh affnity pusfiefbantibwiyend then and
1soﬁtu§gecﬁ&ﬂlgg ﬁ\hgéé" JiRRed gyem&{bec i ?geﬁf){esmlsgr?ée If;%?ﬂfa Witd o isolate

not to t e tar
high atiniiy kinding gy Thegte 0bSpDI@F¢cbaE tustestein |Ab@sm affinity tag

has'EFsB haeé;t SortPd &9@9&1'(@@98?%%%9&}1 pél ﬁ?ﬁ’ '4'de e ths use

an affinit urifired antlboyan enlso
of %b%teﬁgbtwh@g@brﬁr@s tegligtidguish azyrhespe@ficitiésnging laomabmatonal

librshS WHEEh TS 6RR! PR dI ag' Siblafy. | S QLAbEfor selecting enzymes suitable for
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high affinity binding phage. The use of Staphyl ococcus
aureus protein A as an affinity tag has al so been
woepwrivedl (Li et al. (1998) Ml Biotech., 9: 18PLT/U8ED06/010850
97/ 47314 describes the use of substrate subtraction
l'ibraries to distinguish enzyne specificities using a
usg rdgieresnid uping Phagodisplyy MHeserbaddly WEe9 HOJIHa.ghdditiens] mgthods of
seie&t%@ééélﬁ érm?r; &e&?ﬁre ﬁ@slcﬁlgeﬁ'lﬁ]g seﬁété{ms Sﬂ@%%@é §,432,018,
S rgents using phage display Ts described’
and WO\BB/934309446. Additional nethods of sel ecting
spe [ ent
Cﬂdéth&dgt&i’ g&gxeﬁgréé,) eg%@éolﬁar% V\D& %@gsg lfﬂraHeéﬁ ?gé of
dl&j&q@haﬁ Sr}é’ﬁfﬁetdqudﬁaU?ﬂ At 4@@1&,@89&16@:&%@0% A&8%530,
r Pat ent Nos.
5%70’?;@’%’ 52@% 0@%%462%%%61,% 7%%”5)%%%751?23@%%27 908, 5,498, 530,
5, 7%6%314 of BengRing 1®ntlf5m6,9®am@6ﬂm@, mglfmwandamﬂucmg
an@agg §1§§e tlh@ta'f@\géﬂ éggabﬁ’s%@@fn%é e[}ge ' gse&tsérfb)éél AQUS Pat. Appl. Pub.

ractérizing, noditying and ucl ng ant agoni st

No» 3Q5A8M22 1@ deomupasagyianhs 606 brangh @39@4lthf0¥ 88rt, e.g., as

d I
0o o 8 IR

bedlgtigndi hesad on bmesﬁﬁéﬁlgcpdﬁg@etmg@tela HHEgERicH; Ryscreening based on a
taﬂgyt@ﬁﬁgeh @lgﬂnbﬂls;@gda iR reésjdxvalrﬁembpaas séaeerggéargﬁgﬁg faa%&ql of at

erstabi 'l zed protein structure, e.g. by
16@&% %&qw@ exRisks ?Fcﬁqué‘ﬁ’@é’t Foneiagele. torast 41%1%790&5 cornprise a
poglfbélﬁfalta cEmpRingl a4 RARTELARE HREAHSRRE sﬁlﬁ[ﬂ%ro‘f 84dAq3 and 15 of c-
eletion of at |east a portion of exon I4 as descri bed
mfterei n. For exanple, a target antigen can conprise a

pol )@eptlmug@émfugﬁwg a sequence resulting from

|n frarre splicing exon 13 and 15 of cnet.
A 8RSk Gﬁ’ﬁ‘fte%‘e }We‘&WBPWéPde%\%E‘PCOW%é“’*? ﬁV@ﬁ‘PP‘B’ndmg
co@h@étésdﬁ@d) mpﬁﬁﬁgumascﬁg coRjhiga@daltd DOFMoME UgnEQ0h BOAt €S
|S|ng an an |bo conjugated to a

Ché‘i)?tB IEBFPE %%? A rpranyt é“hélﬂé%acgﬁ'gr Ao%ns-8- Yarymatigally

acfiVeltfxin af @b@ﬂmhfuhgﬂn,l plint, OF ¥niA@RSigin, 8r ftapitlefts (Hredf), ordRadioactive
enzyat i caag act | ve toxin of bacterial, fungal,

isqieRg ke 2gPdIaHET ™ or i gi n, or fragments thereof), or a
r adiThaakd dfeniilody-dag cbnju@tes fér thealdtD ﬁﬂme@gﬁbj&btoxﬁhewﬂ@s&tlc

o G T oy POELRTHE oo 18 ropenn e e pd Genccs

(1999 Mtidanded Regeack Il 9:603-61 4 N&uteﬁcaabuvamndcs‘pnﬁgaa cm97) Adv. Drg

Ant R
D4 R 1 R 0 7 Ry e Rlivery S8 margier v
tulﬁjlg d4n@ intrabdivlar Z20umdisHonkHein Wvisre qyﬁtélﬁhtadm%?l’étuﬁﬂ(ﬂ)hese
t eted del i f d iety to t

AR e e bl e oYl 2 e o s SRR e
as dgnmimorstiisadongin tafe ditsed(Badwinwgat, €D8arLigcagpriver ity
19(%@?(%6%&)3;'8'&0[] {ig%t gtlll%eod%g\e{r%g@& Cyéog())ljxllcl ! IBCnancep"?ﬂerapy A
Reglemtiiin Moadcléxaahduhomee t84aIBm],og(cﬂleﬁﬂ)Clinwab&ltphpqamn( & Pinchera et

al‘(](;%% sg,g'p%f(; %%g 1}(?}251){1?1 %;c%c I%Fg% r51)é1al tox1%\{y§s sc)ﬁgl%ﬁe&ebﬁr %otg
polyolmodlanﬂﬂ:a)khes\md hacbclesal aﬁﬁbodﬁs hdve @eﬁnaépoﬁtadj as@isefinl ioallese

su@Bed FBh LR e X1ofd RANEE Bl ity 1P A PriddBdecin

thdst ecthbys. inddadellaunomycin, doxorubicin, methotrexate, and vindesine (Rowland et

al., (1986) supra). Toxins used in antibody-toxin conjugates include bacterial toxins such as
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pol ycl onal anti bodi es and nonocl onal anti bodi es have

been reported as useful in these strategies (Row and
wenowml10491¢ 1986) Cancer | rmrunol. | munot her., PCT/US2006/010850

21:183-87). Drugs used in these nethods include

.daunonyci doxorubi ci n, methotrexate, and vi ndesi ne
dl%&&ﬁﬂag%ﬁ‘ Rlantpxins qughyasaicing smslbpolesplstopigs shek as geffanamycin
(vantlea dl( 200 Téhr Qﬁmemtcsaﬁcdr [lﬁ{ go@oPRYt %slaMah@léﬂ 081 (2000)

.such %@CéFerl a toxin t oxi ns such as rici nC
Bigopgfnic {6457 &0: %Q?éﬂ(’%% Masdigsetah(200h Biogeniueass Cham.
133186(79@0&)1ytér@%1ds ofp t39e219aL iu eﬁan@@%j mé Natl. Acad. Sci. USA

%&&g@i 581; Mandler et al (20 Bi oorgani ¢ &

934 And ealicheginicin ¢-odpel (1959 Capen BP%: p8: 8?28aHm(f@e@291
(18330 Coantet IRk 3: @6%4233TK§@X139&)W eﬁﬁ‘éw}nﬁp%t&%g §nc(c§%stat1c
(1199 Proc. Natl. USA

213; Liu et
efé é%‘i‘ﬂ%“%%‘%ﬁ md&%ag @QP%‘H@%\ , ONA bipdiae 0&@9@?%@{@9 gyibition.
Soﬁ&ﬁh?ﬁfoxﬁ&h‘sugs ohid 20ESinadiv\588ss @étiva whed &jlgac@ A8ze BRDodies or
53: 3336- 342(3 The toxins may effect their cytotoxic
Pf%ﬁlaf‘-‘ccfﬂft E3¥%5c effects by nechani sms incl uding tubulin

bl n CZH‘QALIQ@%KHMY%M tiuRétad, ?ﬁl%gm 1§§rﬁaﬂtlﬁ5ﬁytl‘a&1bi§&ope

Ccy t ot oxi_c dru s tend e inactive or |ess
°°518¥5}t‘?/%’“%m$ﬁ? k8 H}“H@"altg@& keppamangdonghantibedy direcigd agsinst the FD20
anti @A ERIndlon klieGamals of AdaMALda@nfalidnabi B intphoRRAnd I'UX 610,

en/ | dec an anti body rad|0|soto e conj ugate
e  eE by 8 g Brlet ek o TR B 000 PRkt PRyl Med.
27(171) 1766 1R OWiShiin/b8 ml (bdoe) @3@99{@2)*493614? WIS &&1 glllézﬁud‘:ﬁrﬁc e

[ ocyt es and n or
o Pt 5 e B oD i T Bacali Felst-354eioh bichough
ZE(\KNLSHﬂiaﬂaoﬁillt}aigaﬁ@t@&)ﬂ o Hodgiahs LyMNgEdma MBH.), administration
766-77; Wseman et al (2002) Bl ood

resébs( "1‘27"62?5%‘6 Piphongey tysqpgniat in grosipagierss. MYLOEARG™ (gsmprzumab

oz@Rnidh, Wy{baﬁPlﬁanathfcallsﬂ a@inuﬁl)dy(d%ﬁ%c%}x jugate Chrhfbsed e CD33
évoé F% 262-69) .. Al though ZEVALIN has activity agai nst
anfEogy ke dhe i é’vaims%l 20Rffoy thegrgatment<af pgis wyeloid

leukexgidlby $njéfios g}tegsa)fmd:uaﬁ@@omga@m 5869 mrPaﬂfﬁt N&. m@s

aHICIn
3 O%& %Eg%ﬁ? Q?@iﬁ%y@}n % 5297365 9 b)a@nt&ﬂﬁ??@s ed
metthnsinel{lintaildd gera Iiicl) b@dmﬁ]ddp thﬂ@ cbﬁjugh?d ¢of@1’@:6§bﬁ{o§ tha hul@m antibody
e e r (0] acute nyel o
tnRERENE ot TR e BBt five Tl LT 5o for he
tre@foemt)of Geﬁ‘x6¢r(s5 gﬂgt7é§§te@é¢anl)ﬂ@$sucl4%;&%g%an%ﬁ%%%agﬁmc S %083;
5
MRS e R W W i ORI ), B HRdY By
corjugaty cooppsed af the mﬂi’m&r@ﬁﬂd spetifit @mibtHGe datigamntAShOC)mdnoalk a4l
s BB e . BT oo
pr(istlaatturaocpr ’Ewuﬁamﬂq;epﬁdm I'huﬁsiathﬂi AE) aﬁt&ﬂﬁﬁc&ﬁtﬁh;@aunstatin
M1 e%| um Phar

., BZL .
(M%ﬁ%)bé nfhet1c alnaI% S O ngra]tstittHlC Wjare cgws%ﬁlﬁdl tB Velacr ﬂ&nogglﬁjﬂl}aé{ogles
cBR%@weﬁt toLewiny cmnmcirprrﬂs)taad AGBEEpecifie tereDBO amkematological
S ESVA ' tne

oSS G TAEh S B REH BT e e
thep@tlentdawllopmemat ment of prost at e t unors. The auristatin

pmgrﬁ&her thlq(S gg%ltlt%ﬁsgﬁg &QE% genalg 1%& gﬁnyﬁgé&%ta?et éescnbed
hereio mhog@t Edzynmticdilly aetiviecoximrand fragadntsahdredi gk &6 e BRAGnclude

d1p§1t§191§ CA Fha‘:l;n Engnbl“ew Sagtzve%gaﬁ%%atg gg@g‘i‘gﬁgﬂa?&%, %ﬁ)%xcl)n A chain (from
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mal i gnanci es) (Doronina et al (2003) Nature

Bi ot echnol ogy 21(7):778-784) and are under therapeutic
wdeveliopment . Chenot herapeutic agents useful i RCTIS2006/010850

generation of irmmunoconjugates are described herein

(above). Enzymatically active toxins and fragnments
Psgyslepenis apiyginosaa miciied ehag abirincd elgén, aiogderingk ¢hginpalpleasarein,
AIBQRE fﬂf&&l@%taﬁg hi4fing RALRD bRy i@hcadlRALAE yo@elﬁsqzm PAPIL, and

exot oxi n A chain ?P nmPseu om)nas aerugi nosa), ric
PAdh3), nlomaﬁlﬂqaﬁlmarémmmbltomd@mPrﬁtuAsamamama oﬁicpm sx@blb@fprn
ge@lﬁﬁu@tggeﬁmf %Etgﬂcﬂomﬂ I?dn'ﬂl%m Q{ ?@Ellﬂ' :ﬂld ﬁb%en S. See es% WO

aca aneri can prot'el ns AP
93hd AtA miblished Patobert28al %hhAtymtlféy of re@xp@chdes @re@ofall@ble for the

proRPAANAL AR cBihid a@édra%lsoaleg nﬁkam éaﬁnchgi@ b1 '?I’I 19 Ogellq g,

restrictocln, enonyC|n nyci n,
Canjuigalet dfdbeamtibodygad Cytelogjc ; agemrg smel@m apiatiety ghlafpinctional

pr%ﬁl QQ@ﬂlmg §%engs%9€h asN- %@51}1@1{1&&1 @f(Z J@ oﬂlﬁ;cllj ﬂi@ﬁoxﬁ[eQSPDP)

avai l producti on of conj ug

lmamm@@m (Eliq) blﬂxqualé@nvaww emlﬁg%rs (such mdlmfglyl ardlpn@@i?te
HEN AedReRErs (ﬁ@ﬁ‘h@ﬁ%&ﬁm@éyl Eltb@rafkﬁ] ta'ld% ?ﬂbés éﬁg) rﬁ%ﬁu@érﬁ&éh?de) bis-

agent are made using a variety o function
azgp égxgpqgnésc{glmh@ﬁ 515 gg@qﬁqbe@zgﬁlh h@@nedmmne) bis- dlazomum derivatives

(sh %y&@«@alaio@lwmb%nz(o%mﬁ;yle%gmﬁéjI &isacyaﬁa@agl(ﬁeﬁaﬁoﬁéi’%

i m not hi ol ane ﬁ? unctlonal derivatives of
u

difsoRyenssdaad BIS(&%V@ quEneHompes (sHefl 35i L diflearo-Rcrdinitrglenzagpe).
Fof s,;taafp& & ﬁéiﬁ AmASn b3 EmibR bfsggtm asddRebad BIVitelh @keahyﬁﬁe%ce 238:

ut ar al dehyde), i sazi do_conpounds (such as

1055 E58 . Camau B e DEv | e R Pl SIS

tm%héﬁéﬂiahdéﬁ@acﬁcsm APA) i 1s an exem }1)1ary chelating agent for conjugation of
i azoni unbenzo enedi am ne),

p- di
ra@?‘?‘@% ﬁ%lfhéém(@ﬂl‘:hse& %)%‘V & 2,6- diisocyanate), and
bi s-@gfugies &l ad @htibday GRIGHe UPASTe(sBHE hoRSule toxins, such as a

5-di fluoro-2, 4-djnitrobenzene For exanpl icin
Cai RGP oS R Bé‘oﬁﬁté‘ib‘&r ?é’ﬁosﬁ‘ém% é%‘E?‘P“B"eC&H‘?’ ﬁ“‘ffi‘:? gq{%?“ét‘he
dedibativesFitIRBERxin2 S hai@@&n(a&@ﬁt}) are 8186 &fﬂ&rﬁb‘l’mdd&i@&hﬁ d

| -i sat hi ocyanat obenzyl - 3- et hyl di et hyl ene
triﬁ%%ﬁ?@é?%@@%é@?d (MX- DTPA) is an exenplary

c h e I Iﬁtsdmkgerﬂgﬁﬂﬁenfspﬂhe ﬁﬁmmmg@tjmgm cofnpfics iOMiBbBAfitiante@tion
ti bod Conj ugat es of an

¢ %’} ?*y W04/ dl éOZF.
Coglﬁgar 8y"A dnoé‘?]%’ag?nsﬁl& d"HAY nol ecul e toxins, such
as asadnsimbidase ﬁhtﬁtotlﬁ'ﬁmtbﬁtﬂﬁ iwhidhdst, byd elibigih@dubiili, polymerization.

MEHTTE P B3t aflatd o HelbgT AL e 301 SRR B RS e o
3,894 18 §0bsequehﬂayrpﬁ veds dibcdre reditimt cdbhyntrﬂmbmlsmpebduce

t.an | ent s conj
PO, SR mal BT w17 R R R e L STRERERE 4 B T0
Syothetlmaymmsmolrmgl tlemzsnm lagd amploguas ltleseof Mayltsalnwdmor ckamalegin
i C,i i t h g in
SLALERDS A PR LSS R B AL BB S,
4 ?é)ﬁ$)ﬂ6 Af3I0BL68 45308, 0,6)9 BP0 4781 4,38204 1 318,92954, 3%82311:1# 321348,
, ), ver

4,303?, é$?§i4]36} ko 4%%9%&? 51%311 E¥9 4 4%0 i ﬁ%ﬁ%g BN Ode 3h C%. as

nathm;anmnbld ang rﬁblalemytaamstmedkugeﬁdlares in( ddnﬁbdylaatmmugates

nth | n i.vatives

veibep it g Ty AR SR B o SR 17
mddlfﬁatlcﬁatk&n'htdﬂuml offerh®ta@30prodiicRA@E) Biéhabld t@dewivatikBtion with

4,260, 608; 4, 265, 814; 4, 294, 757;
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4,307, 016; 4,308, 268; 4, 308, 269; 4, 309, 428; 4, 313, 946;
4,315, 929; 4,317,821; 4,322,348; 4,331,598; 4,361, 650;

wa 28840886, 4, 424, 219; 4,450, 254; 4, 362, 663; aRdT/US2006/010850
4,371,533. Maytansinoid drug noieties are attractive
dr ug noieties in antibody drug conjugates because they

fuggitignal groppy witahly foepapiugaiiesBropgtethe porpfisfadedinisgrs to antibodies, (ii)
stafberﬂsragraé b DefEE T h&lst MPRHelyl of Blntd? @‘T“ L1 vati zation

fermentation products, (ii) anenable to
der i Brgmplast andedipgents ofimayteusial dreoupisitisuineladst BMloPM3; and

19),% (7] nInﬁiﬁlﬁIob&{hgtaQE Mﬂmﬁ%ﬁaﬁﬁﬁm@iﬁ Whdtldd€ of dﬂ‘n i sﬁmg de thelr

anti bodies, (iii) le in plasm, fective

thegpspticsyse arediselogadyfopexamplppin (&4 Ratant lﬂ@sss 26830p5, élcEyO64 and
Eu%ﬂéé}m’eﬁ’%ﬂ BB OQﬁS ﬁ@yﬁ ﬁ%'dﬁb@loglrgsr H YRR Hele®§ ek PGy SRorporated

nmmunocon }U gat es cont al ni'ng

bm%fyliea% mﬁtak Pr?ﬁeNﬁ%e%ca@fSc Aty : 894886234 hP6D ﬁf@pmbed

hRBsRARB b oBRsiRY £ %l eﬁﬁfé Qg TV
" Pat en?fa ﬁlo OHI% Sngg mgyt " 0 A? and Egﬁlégé"aﬂﬁgrﬁ‘g? oggﬁnal

0, 16, 0
antiipody C@é%dl?&@d ppainst Wénacm @@F%%?f@%@fo Thegongigats s feandisype

hi@XPERISiY tolvaO FRREA B n l@é‘ncélecfeﬁg REGowkd éiltlﬁltmo? lact1v1t§> 1P in
Nat I". Acad. Sci. USA 93: 8618- 8623 199}% descri b

viYOHRRIPF BN GEraY- eShasish . .@p«ﬁg Researaly 5% .(bp%@qsgmqt ed
imPthodohjikR6k ik Yhich @ niDRRGAINRhs RRfubRQINMa SdidrigH ket B the

glal nst hgn%n col orectal cancer. The conjugate was

myre ARfibedy 52 bRgE fAnaptigtnriE MR GRlpreneey Ly o 9 gpther
e &Rhodidlal Stib&YArAs hovwesin@nhd ERDme@6hdoYdnkY Thde o;dlé'ity of
rom h assay. Chari et al ncer Research

vo tunor
th%sz‘*‘ ?ﬁ%@?llglfggfzyga&e‘%ﬁ%ﬁé 10 KA QB s man breast sancsgerlL lineSK-
Bmwmﬁdxpessas IR IO TER - l@@l’fa@d alwgansqaeﬂéeﬁu hhe Qg bbdpkRte dtRieved
bi ndi n an antlgen on human

dtg%r F%EPJ % %"3@9 %fg}q 39 0j thplgee neﬁytapgn(ag g o hich oujscbe increased by

indi@sing the Mamba ot hﬁﬁdrysm-BRi Hholbduts pbﬂ dflbody e 1ddER- ZhgT
of the TA. 1-maytansonoid

aogaﬁo ene. .The {1: egiom cit
mey f‘%{j‘if%u %“é 'oid FW ¢ PEGHCHR MG man br east
can Oﬁeitlbﬁxall-ﬂlayltanﬁlﬁoﬂlﬁﬁﬁhga&,s cifbeqiiepaied b sheddcably Xinkid®an

surface ti gens .per. ce The dr n
aniiefy BB SRR Sy RS oty miiete 6 Mol aegio
of pithet tn amttbodsdordhugaytaﬂsmoid nedechld. [See, bjgc U PeentNo. 5,208,020 (the
|.ecul es

. 1 he nunber of ma r
iR B RRP S o BB B R eB B 3
magtaosiead molecidgesbajnatedypet mttrbnd}cmblyculd’haﬂhlﬁﬁvn efficacy in enhancing

L d t

cyﬁﬁ;&icﬁg g%/ tra%@tlyceﬁ‘{z\%th%%{a Ilg]eggathvte%yb T 8Ct%lsé 611%211@1&0310{1 §1h F\.ﬁg%éoftﬁ{e
antiplpalth@ighetdnone melegrie b t_oan/tahtybody wulid _bh expgetedi® enhance
cytmo%cg% b&aﬁ ohleglgé éf\{llalge\éil aggiboglé.te ’p/ﬁgta%srﬁn’eou%r% vp ¥ 8‘2‘; inhgs art and can
be mmaz@m knp e tedhrs@ieo siis@ated frovh ingthral spunes élmycalée( pagasingids

J‘s%%&p fo?tef*agnpl?é/ il ﬁgelsa%ﬁ?ﬁ)) '5, 2%% 03y & A %16 th %ents and

may ansi noi Fectles conjugat ed per ant | bd
noppaicatnubbcations refagedhto éérfembuw Prefepraéh &l&ﬁﬂﬂgw&i}( mtlmytamsmgl and

L.
ma?i%rrl]stéﬁ{l grﬁatl (%‘flgsj rll d%@d] 19?1;% I ?xﬁgﬁhh%ng 2 Bf%%{})og&lmsﬁ)(f) Bheﬁnaé/tansmol
m@q@emtwmaeowﬁnawmsmdlamrs body vvoul d be expect ed to
h k tibaody. .

oy SR AL HEL LR IGEt IR SRR R s

coryygatehdndludia, fry ekamqﬂm thoscdistlqyedm UBS Ha&mt Isit. é(QOB,t)mmr EP Patent

0 4? ??ge ]gié C%?xlr' LGE SCad??%' ﬁe%et?atr %quglg lgg% 8f ent Q;ﬁlggion

ot her patents and
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nonpat ent publications referred to herei nabove.
Preferred mayt ansi noi ds are mayt ansi nol and
woayicangiinol anal ogues nodified in the aromati CTiUSg06/010850
at ot her positions of the maytansinol nolecule, such
various maytansi nol esters. There are many |inking

Ngy rl@@é%ﬁ%@k% Ota 843084, dle digckpsurgg@f Witich are hereby expressly incorporated
by@@ftefeh&dmnﬁaé'dy Jﬁ@ih&id @%ﬁg&%&ﬁﬁpnsh&%é&mk&%mﬁaeﬁem B SMeC

exanpl e, those disclosed’in U.
m@rbegpapprgfl andisqpsgdig hSPagnt Amﬁlg@qoné{o é(|)/960 @g{f@g; Oct 8,2004.

Th%glgﬁf’l% gl?lu%ﬁn’{%@d% i%s%ﬂﬁdé %1%%%3 thlébﬂ{ér §;{s, £ad ﬁme dgroups, I%)hotolabﬂe

SIRHPE eBfidaped abilseruns. OResigrese Pf?éﬂ@ wu@x yrcbwsgd i theabeNsridantified
pal¥its! BHBERAGE thioBhes %Q&Bé HERY fn%ﬁ:?ﬂe&‘ oAgdlﬁ(Qﬁi lld@(ﬁ}g%% s are

conprising the |inker conmponent be “pr epar ed
descsiber] adiepaeplifiehhereis,  pat ent Appl | cat i on No

10/ 96416Res offthd BEbENtand Brayt@REid nld)evel hdak 'uglﬁ’g :9{;391@815&

i ncl ude disul fide groups, thioether gfou ,_acid
bifungiiopal PEpteiy pRuPlingAsFRSP BHSh PN RSBl L E(-pytidyMithighpropionate

(SBDPV RfeinitidyB L (RLASSindi et Jg:glﬁbmﬁanealsca%o%ﬁ EQ%QQCCS‘ the
abave-identified patents, "disul fide and i oet her

imgogiperele ’erf“B‘f"@f‘%lrdF‘éﬂ‘tW%d’é irpidlessigrs (Fych ies digediyadipimidate
HCIR $6dvie Reieks ich Sxa@iuBdihifdiad sJE@JaEéE) %ldelg?ﬁk HEAL R %m@afral&é'ﬂ?de) bis-

ntlbodﬁ and nagtan5|n0| using a variety

corryAds (Fush af big Hb%zéqoheft?@ﬂbﬁfixﬁ'&dé?@‘é?‘?@ Dissqigaqniymn derivatives
(sduh symg(pnmmodmhrbsnzb?b%ﬂbﬁ’éﬂhdﬁhﬁéj I dia)sod%ﬁws ehat & thie&iR)6-

di su00|ng %é» %Hﬁ mal el m donet h
BRI e VL SR S T 5 ¢ catnaownéw@@sh & iLrrr B aap-G1tinitrehgpzene).
Pablichdilg pricfefiad calilingvatity RSlued NisidHaRslyBS-82-fy51dG1AitAS) propionate

adi at e ers such as
SEDTETa bt eBor bl 6 1256l B &nd Snspriman 20>
pygﬂﬂﬂlﬁi)@hdﬁdmya:tsrp) thipfoaite G6r .G Ndkagtsuch as bi s
d er | g? [oﬂ@eg glzazg ﬁ%%tfi‘lcléé%] t%g: Im%ggags%zmd molsecuqelz a?tzvgrr;clmlél r1;1081t10ns
dejringing pr the agpe 0f Mﬁlﬂmy leiar@ﬂémil e dihﬁdgb RRY be formed by reaction
%alw&~ gnates .(such as t.ol ugge 2. 6- socyanate), and
ac

\;%oufplum $ Iccﬁlge Pr?} Soupling tegm(ﬁleé S he reaction may occur at the
C-3 p&sitibnfbhviog mhjzi,‘mﬁ(-yﬁgmu;t, (elie i pRilon niddified eith &ydryxymethyl, the C-

t . .
1R G B BB TR e ) revisp g ety o
In ¢ Qafered cmbceiﬁm@lt the IBikegehieformdd at 1H63C-7 B3sitTad of rkHAkinol ared
nm%ﬁﬁ&&%ﬁﬂ#%#gyl 4-(2- pyridylthio)pentanoate (SPP) to
rovi de

a disulfide linkage. The |inker may be

at t dabistdtinsand fedogteipt ansi noi d nol ecul e at vari ous
pOS III‘i %O%Segl#])gglgl%&g tFeglrrEﬁlélépo?r}B{gth %o?n%nstes %1 361%1{)]0(1@ ﬁ-llre 8nﬁ/ention

cowgamdao folatading or dgltostapin prptidig acadeps end dama{lves;mhqdurwtg:ms (US
Pa ﬁ%}ﬂ' 564§ él%@S 2{8? aﬁélh&ﬁm?ﬁlyd a%%%téﬁns%tavet bl'c]:gn s%ow 9 1n ere

aving a droxy r 1"6h° o d
withimigromhele d)@;ﬂnmsr@TP hxdu@yﬁs aridsnypleaii and oeilubap dlvisucrac(mekdwetal

(Zd@fdAﬁﬁQﬁ rog rzg%ﬁvs aI?cr@he%ﬁl ? QZP%%CS)%& @%{Avg%ﬁtwa?cer QIS
5663§4?)@n¢h_erd1fmga1t AeuviG- (Betpb@ iak (1898) AitimivydtaAgéntoChegmther. 42: 2961—
296;%%%@;?]% 1n Mh&gtﬁqdmé"%fe t t | nsétt:? gd %%eoasﬁhég gnﬁough the N

e conprise

(amein@)it¢yotyss olf the Recarboxgh taromus drt}mge@tléd diug ndnﬂtﬁsw atoR/ess1uR).
dol ostatin peptidic anal ogs and derivatives, the
auristatins (US

34



10

15

20

25

30

Pat ent Nos. 5635483; 5780588). Dol astatins and
auristatins have been shown to interfere with

woizersapuhul e dynani cs, GITP hydrol ysis, and nuckeaus206/010850
cel lular division (Wyke et al (2001) Antim crob.

Age s d Chenpt her 358Q0- 3584) and have

agt i Uga@%%%?ﬂ@‘}en‘%ﬁﬂ&‘ﬁ’ﬁ#fef ‘a}n)u%'ilﬁe% ty
mcﬁrﬁﬁietlwlauﬁdtatﬂdn(g]xﬁ&&)es I an 8 DG @Q)IOSé@ﬁn%nm&Hﬁt’hﬁlé
C 9@%%}3 %f) The, dol st atln or auristatin ﬁ

‘Wi‘a‘%"&? b Cé?f‘%“é%tr?@&’ igandye Usmer- B‘BWO/?Wr%‘QgWe‘i @v- & 2004,
thd disdlesane of eMith MXp@Eslyl i€orforfEdBeRYdnke 8l @htﬂé’t? of the

pept] di ¢ d{ noI et%lil WO 02/ 088172) . Exenpl ar

aur i ‘St FEMR a@'gatbl%t?tl‘f’e dimegis G NIMEVAF é§d1F1PWked
exafﬁpimhibgdlﬂllﬂlﬂts Sdnirising (MMAEIQSDWAC% §nd35ngi§h‘1m%;r compone%lts

val.i ne ounds

O A e AR SBAE, AT RE o B S ARoAL Md-cd
MMNAE an8 Ab2A0AMMAIFe di scl osure of which is expressly

i nc t ed rence inits entirety. An )

exe?nlé'g @' ﬁgéf’ ﬁq %Fﬂ?&&?ﬁ'@ﬂ %P%Paéequsé“%}ﬁ%la RApie bond
beMdm twoasm aior@&tﬁﬁ@hcﬁls)an%blwﬂtldﬁi’i’dgﬁleﬁt@ NPidhpeptic MMNE & be

rious. |inker co onent descrlbed further

prc?%)grreg,i tﬁs ex%p CCq d1f_q,%\§:t sq\prnthes! SF"A% %Mg@ E. Schréder and K.
LiiBke, IVUM\B&Etlc&de vdlbmé/ﬂ} gpmﬁss T905, Cadadiamic PREY) e RAARBbwn in

scan ormn apetlde
th“gféeﬁ‘g" m%éﬁ “?‘ ﬁﬁ‘?sgﬁlafrﬁf’ﬁf} 4 THE Malq 956?35’;5’8 Brepared
ac¢orcamemhmet1&ms bf RESHGB §483 0S) 6F806 887 PhiEit IaEQ88BJ, Afhcmhem Soc.

1 SRR 55580 O B RLRE ISR S o

Syntbtsinrtd90, 719727 tand Bettit & A66 99AG adem. SolPPaki) Trimatl 5:89-863.

i fiel d tide.chem stry,. The
st DO AP bl 2R S i o
Capableorf dionjggation tdisigareis’h iFsSeo No. UBOBEIBAR] NIS 55080 Sﬁ&by

incggwuaiteh bg 91'}3 c%}lggsggntﬁm @{Ts]egsué% & gDr? olgerﬁ:%lé ﬁu%gs 0 preparmg

mopgmeti3vahing cormmundstsuch@s RV AEtand MM A nérjesicd fo HR8H).
719ClR eyl Pettit et al (1996) J. Chem Soc. Perkin
Trans. 1 5: 859-863. See al so Doronina (2003) Nat
B| ofeether gmbodingts, wmmnocohMaommemlanmmdﬁomnemveimon

é@ |tc9on%for QBHJ &g&%ﬁﬁglnggoléfgggnﬂie cali lﬁ%ar%gﬁl FarBy of antébl%tl s

340, ereb y 1 ncorpor at
afercéﬁaéle@ﬁ E@dﬁl%“g dogblentrinded PNAdireds$ asitmgicomolgr condentritions For
the RGBS S50 Bk, pﬁa@ealﬁ&aﬂpagggﬁfgyéeg%i ig&@?%%ﬂs

such MVAF con

5. 7E4P46% %%ﬁﬁ 1@» %7675}28&5{&0 7@%5@2170@%577310% 5,877,296 (all to

AnleFBAASGRIME 88hBary P "RidcRER aﬁiﬁigﬂ drRof¥elicih bv%lch %’ g BL LH%H
conj ugated to oné or nofe ca |c eam ci n nol ecule

inclugdé, ibatrreamit dinited @ny.l, w," a>f3 aRtckiyi-pliPSa Gana of a8 Ofl., Cancer

d bl e-stranded DNA breaks at sub- |
Resgisph orid #3#3%#@19eaailrcfd?E@ﬁpp@ﬁs¢%$s§§wsﬁ?z9a§%ﬂ£@§%§°amﬂie
afotch@niakd TI¥e patbmd 10 Adichy/c 6a§§:§mg &ot&%ﬁ{l&;&oﬁdxﬁ% amaze

739,116, 5
aneo %’ﬁ“gﬁi‘mﬂ’@a@% B} - pamalie; Bath cejebaimes and QFA ave

intrb@IRlanytps of Qb tidhGhd Hahotaskal 1P YQIhOf & ﬂl&ﬂﬁﬁ{fp Th&ef\@@ Ghular
g O

may Ql used include, but are not |imted t
uptake-of these agents through antibody mediated internalization greatly enhances thelr

cytotoxic effects.
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1, 0C3 , Nacetyl-gi , PSAG and g (H nman et al .,

Cancer Research 53:3336-3342 (1993), Lode et al.,
wQ@ampan4RResear ch 58: 2925- 2928 (1998) and the PCT/US2006/010850

af orenentioned U. S. patents to Anerican Cyanam d).

Anot her anti-tunor drag that the anti body can be

conj Qifjencstotdxic agents whi ch is an antifolate. Both
cal '@JHS@HI falBr 236k ﬁfﬁ: %8 @odjﬁga{eﬁ@cﬁﬂhé tfbbdisd Jf@ﬁe iRfention

action an glg not rea cross th Hl}asma nbr ane.
inofpder REDMG estrepiedoiairt, amcuq@makréi %ﬂuqr%%%l dag éamily of h%@@tféﬁown
cof L'v99@l Efg@%a%ﬁg ;Jags%fns@' p8h g5 B34 304, ?W@ﬂ@ea% el as
elr tOt OXlI C ects Q yt ot OXI C agents
esmwmlpmﬁrﬂﬁ Sageent $817:226)- can be conjugated to the
anti mgllngtﬁzaﬁ)}t acttlbgtoki'ﬂé/ grﬂitﬂ‘agﬂlehtg ﬁle&gﬁwﬁ%n be used 11tlcrl]ude

streptozoicin, vincristi | uorouracil,
diphghficieyh ehminaepshinding Agsive frggjmnéscqf|d1péﬂyrla;@xegg<ggglne‘b plsiinetkrom

Ps%ﬁfoh&edgrugfﬁoﬁ) ‘?’rcm%&l%ﬂmt §br'r'_h AL !'.sl:r)hm?’ %dec’émzéz glaYnl lehéf’—‘scarcm

as _esperamcins (U patent 5,877

Alezt%fﬁtqn@mtmys é@@mm@rwt@;afi, Rbytalaen mgamm%elms{BABbfAPﬂ and
PMS@ hofRRIRnMERE ihtiGloH S6rcH, BRLR %5ﬂa@nd§ia%ﬁ?&1ﬁhs inhibitor,

nonbi nding active fragnments of di phtheria toxin,
geloniy @MP%PHN ERBICRCInS FERAIBS By Wﬁ’é@n‘é@ﬁ dagiofseys: Sep.dpm
exﬁm"léawm93@@.‘23%11311&1@@()&0&%‘2@9@93n A chain,
| pha-sarcin, Aleurites fordii proteins, dianthin
pr ot Hiergesenpyersion durthsreanieampiies 3p atl@vwmpmm formedbejween an

anfhslly B SOmpot IRtk offig haiith .4 MYitdhh@dase GUITSNA,
crotin, sapaonaria officinalis i nhi bi t or, gel oni n,

enﬁ?rt“ﬁ’@%ﬁelsil‘ili’ as p deqxyiiangelfase; ¥askonyci n, enomycin and the

tri Cdr RREBRESestrR®iBn of 1B wBBA R Mitib lc3hgd aliddly shed
Oct ober 28, 1993. The present mv?f?tn%gn fgrther ,y

radigfetia PR A3y PhARUASR PR A NLlS B%tPWéf@ﬂucgﬁn of
ra?gédnﬁl%Qth AftflodieC SARANBCU IS AUCH BOHSR, 180 JEIT IS

onucl eas endonuél edase suc as a
B0 I pBONMG L RREGIve E;U@'ggs)of LHORVIRA kr@c‘cbhjugatéiﬁagerdlfsgdegéeuon it
of the tunor, the antibody nay conprise a %
mAy A PAES 4 MioRki0Ttoh fmr:m&gryplﬁxf stiiciéh] PAGtapR th ’Bbﬁﬁ%% or a spin
are available for the production of - , L -L- L - Tii
lael for pycleay y@gnetiq %oq_ance_ggﬂvﬂi?em%% (8 kpoyal BseRnsNeligaeserpnce
mfﬁgﬁlé t}fﬂg' §eh aﬁ%&lﬂ@hﬁ%ghiﬂ%&iﬁ@ 1£f indivh- 1111 fluorine+19 R%rbonR@
b and radi oactive |sotopes
m@?gem}S W@ﬁ-Wh@del@nﬁnagmnéanege Ud®d for detection, it

99 M i 3adiBYor 6RBNEbRENR He@ﬁjdo%%éd\ﬁﬁ tl@tceﬁ]‘héa% in known ways, For
scintigraphic studies, for exanple tc or , Or a spin

expiple] the pRPURR iRRsERer biopsRfhesized o @W@éﬁ%m cherdgyl argino Bacid

syﬁtﬂéﬁsqlsm@w&b@%nﬁiﬂ%ﬂtﬁr&ufsa@mmrg fdﬁ%ﬂdxﬁb@a f10%rine- 198 618ce of
as iodine-123 ag %le q?6 131]88 I ndllel

hyfitogerr. i Irmbeld 9ych @aic omrl ,Bgenalicf;l}n oxyrg@nattﬁéhed viaa
adol i |um 58,0 e radio-. or .

cYpiEse Fe§‘ “FePeP'i%‘@’o ﬁ‘é‘PE‘f%’d"’aP e ?tl*?gheé&i‘ﬁ Uyperest “ﬁ(ﬁ%ﬁm

TOME)GEN E)@!ho@(ﬁlzméf & al (1hE) Begrhéd BibwEHys. Res. bldﬁﬁi\{tﬁlt B® 2D Z5¢dan be

usgc{ torlrr?éc/)rp%?ates Pédmfl;] ?% 4 %/Pongéionali]gmlb%gws 1nr?mrr]r%ngsccint1graphy

(Chatal ,CRC Press 1989) describes other methods in detail.

Conjugates of the antibody and cytotoxic agent may be made using a variety of
bifunctional protein coupling agents such as N-succinimidyl-3-(2-pyridyldithio) propionate
(SPDP), succinimidyl-4-(N-maleimidomethyl) cyclohexane-1-carboxylate (SMCC),
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35

synthesi s using suitable am no acid precursors

i nvol ving, for exanple, fluorine-19 in place of , t i
wa 2006/198M1 T123 186 188 , . | | | , , , . hydr ogemus2006/010850

Label s such as tc or I , .Re, Re and In can be

attached via a cysteine residue in the peptide.
inminothiplane, (B0, Rifunctinnalgdeti wéimespf nidogsters (sucheas diesthyladipimidate
H(bl%lﬁst@ﬁt(!heﬂ a&cF &ﬁlﬁﬁﬁmfﬁ s@era(e; %Y(ﬁ))){cﬁb RehEM 1@&8@&&&@ bis-

can be used to I ncor orat

azvle GP‘HEQUEQ%(SUChI\?@h’ééH’ %%ﬂbemzﬁrlp bryancdiamire), bis- Gatonium derivatives
(sdc!my&%s:alaidngfnﬁ)eméynfe@?@haﬁa% 688 A28hkn Qset%ﬁéﬁebfé

ot her nethods in Iﬁgﬁu ates “of the anti body
diigeryana(R).Gnd Risactigdherinpapripanida (hch asi 1sﬁgdlﬁuvaﬂ»4erwtr@lfenzene>

FoP la)ta!fﬂbfet h abig |1m%ﬁgt&énpca‘i%g B{e A6d %Q%mrﬁeéfﬁmteﬁ§ et al., Science
d| thi o) propionate ('SPDP),

235100 QPP G b LM P iSRRG b5 ety ldieihylene
triffiabRIRXRACacl GRK e &t/ e&éﬁfﬁ&}l chdlthh@ Pt eﬁljl(ggt]—an of

bi functi onal deri vatlves of i'm doesters suc

radipnpsleptde to e gntifodwnt e iEPI4/ 11926 The linkerapay begy elﬁa\aéle linker”

fa&htﬁﬁ&%@él@ésgbﬂﬁﬁb cﬁb‘tgﬁfz aﬁﬁ)in tha k&g @}@d fll&ac@Blabile linker,
[ ut ar al bi sazi ' do conpounds such as bis

Pem‘:siaaﬂzﬁea%\@ﬂ%% phofrlsbilp éalfe&rﬁrn@}yl ligkes opidlisy Bigrqomtaining linker

(CHRT dt\MRIAMES He&klﬁ:h 58327- 131 (1992) U.S. Patent No. 5 ,208,020) may be used.
bi S;’l%@ di azoni urrbenzog - et hyl enedi am ne)
di i SPEFARRIUads qf dhrdRvention epreathacoptemplaly, buigis agh hmissd toghBC

préPated abthickBs-fihlkOrech fitsCRNPS UGS (GMBR, BSVS, LC-SMCC, MBS,

4- trab F |
b L i D S0 i Pl Sl kofs.
su%-MBSS&llfbMBZ&&o]Sl&&Z (ah® Suffo-SNDRB, LM S Y4B I(bahiatlyl-(4-

vy bR Enaher enzéwarc{%h%#%xﬁ 41 FE Bigrsr iotgehnology.

Inc::,hh:lchﬁotchg_. AgSm). $eerpagnApTges, DO03-2004 Npplicanss IFRadtodR atd
Ctt e anti body. See WX4/11026. The |inker may be a
%Bavabl e linker" facilitating rel ease of the
cyt drepetabomiofumitibady dhe cosibfatesFor exanpl e, an
e BB o) H i BFR LRSS B 5o SR e
cogjngardfto dge @ omiradmg n@mhes(b&,re o &bvart 1 toedbowt|20 drigandetes per

o R ik ) By aLospt B f K e ey

emplmtngwmalanc ehednstty laaoaomatonldumi, entl eagentARADvaT t©plarse skilkddtitthe

T T T TN T
reagenitfto SEMZS-Lsud & ooms»oné lﬁmmiemuaaétmmm’m mc’nety D; and

() gzlcagn <§Ia/'}§ C?ﬂ'fll Lf grc)%}{%q; F gx%lg?no%el‘tl i §MDBIG te}br\lger r%agent to form

succi nim one) benzoat
D-bovireewikhl tyon@\feﬂdvab Ibse refaetiog). wlthfthmnclépﬁnhxegroup of an antibody.

' I U S.A). See pages
Ad§g§5§&%ﬂ%g§%§pr§ %ﬁ‘g&lﬁ?{i&gg Sf%%eg% ndbook and Cat al og.

Preparation of anti b d dq)ug conj ugates .In the

anti body drug conj ugat S ("TADC) of the invention, an

ant iTho tiykef Aoy be eonnposqdw@ abee nidde buker aimponenes. dixegplary linker
ah OUf eqlycds out. 20 dr i.et i.es
coffrEh FEpes mefafiaoBaRit g S pfiooRRa AR TP sl
cmlullmaf( valkecitiy, ebame@hdmylakxeme( ala-phe)! @ sminebmklyiyagbalyl RAB”),
eacti-on ond d.rea known to
NSRS BB pe SR RPN S SRR B O or
mafviroidengthyl) exclaecu 1 ofirbanylant ‘S Mady), wid ¥-Sacdimalyb@tiodo-acetyl)
i nker 37
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reagent, to formAb-L, via a coval ent bond, followed
by reaction with a drug noiety D, and (2) reaction of
wa 2mscoeaphi | i c group of a drug noiety with a BCYAIS2W6/010850
| i nker reagent, to formD-L, via a coval ent bond,
followed b reactign W th the nucleophilic group of an
angipabeiyede (“SAYBTt iAgAikiPnallples aamgosenthpre Smmgt hepet ag¢d gome are

deSI8DEd hPGHl éb%rafsb ﬂMoeéan&ll.ylwln@c:&mJ&ﬁdé d:Jeg,Et g of@%ﬁgﬁtlon to

.conmp OS a one or nore |inker conp ry
Ligandg'e'S §erirbfenlé¥ﬂ8§ 34@»@1@@@"65 5. |ﬂm c@oieetp pf)\ymd( armeryby
nﬂ&ﬂ&%&ﬂﬂ%&%ﬁ%&ﬂﬁﬂkmﬁu valinecitrulline

("val -ci't"), alanine-p enylalan|ne ("al a- phe"),
p- anth sobeembadiventsathb Gnker mey Foxprise aningaeid irgsidiesd ;ermplary

o GO PRSI  FEobe Lbfb
petaRipdD).  Examdlaiy-dipeptidas iireilugy valme—c1trullme (vc or val-cit), alanine-
phFxﬁfli&% (Qﬁo‘?tabé e‘%g)mﬂ;‘%ﬁ%g%e%ﬁ%éﬂ %1ycﬁ?ed\lahhe°8?rh}me (ely-

er conmp ts are sone
vabeib@nd ble!dnmly@nﬁgly@e@(ga{ slwgiywbﬁammyll residuesnwhiCly pqyapniseisn

n‘g%cp%gl Qlfcog%&ileggﬂﬂo@ﬂhésg %%lgtg{éqﬁ rall r?t%gegltag hﬁ}or \%ﬂilng ﬁwids
ang) n@l-heémrelbyoqcmiog poing peid alkﬂ}pgswdr a;mteﬂlmq ngncegeid linkety |

o BATEPARDLAR o D0 A BEDE RSP My o
pajtisalay ehaymesedfop expiptie a tugnor-esspeipted proteasy, qathepsipBpf prfeD.ox aa

kggm{@gég£|de Exenpl ary di peptides incl ude:
valine-citrulline (vc or val-cit)

al arfixsmplasninker comipprent giucigres arleahwtel) ovERvdsisirethe wavy line
m&xédté%“s‘ﬁés'o@%&raleﬂ@altﬂd&ﬁnengﬂo%ﬁief‘S‘on&if%hén%eof‘%ﬁetAl%ﬂ i ne

(glyval - cit) and glycine-glycine-glycine

(gly-gly-gly). Am no acid residues which conprise an

am no acid |inker gonponent include those occurring

natural ly, %s wel |/ as m nor am no agi ds and

non- nat ur al 0 i al ogs, such as
citrulline. id l'i nker cornponents can be

desi gned and optinyzed in their | ectivity for
enzymatic cleavageOby a particul ar enzyneggcfor
exanpl e, a tunor-associ ated protease, cathepsin B, C
and D, or a plasm n protease. Exenplary |inker
conmponent structures areshown bel ow (wherein the wavy
line indicates sites of oval entQattachnent to other

conponents of th ?SLLngﬁthxenplary l'i nker
(wherein the

conponents and a

anti body (Ab) an are depicted, and pis 1 to
about 8): Nucl eophilic oups on antlbodies i ncl ude,
but are not limted to: ¥i) N-term nal aniM® groups,
(ii) side chain am ne groups, e.g. lysine, (iii) side
chain thiol groups, e.g. cysteine, and (iv) sugar
hydr oxyl o) am no oups where the antibody is

gl yeosyl atjed. Am ng; thiol, and hydroxyl gr s are
nucg |@ f Eéacpkﬂg t or gnvalent
bonds w{th €l ectrophi'fic groups on | Pnkermoi eti es and
i nker reagents including: (i) active est@rs such as
NHS esterseH HOBt esters, hal of ormates, and acidMPEG
hal i des; (i1) alkyl and benzyl halides such as
hal oacet ami des; (iii) al dehydes, ketones, carboxyl,
and mal ei m de groups. Certain anti bodi es have reduci bl e
interchain disulfides, i.e. cysteine bridges.

Ant i bodi es nmay 38




be made reactive for conjugation with |inker reagents
by treatnment with a reduci ng agent such as DIT
wOdbdshiogtinr ei t ol ). Each cysteine bridge will tRAS/US2061010850
theoretically, two reactive thiol nucleophiles.
Addj%#@nallnucleo hjilic rou? g@g be introduced into
ant i ‘DO B8 THPYHIANFHREOPRAERT gl 5preyigdons dncluge (herein the
an@bddyi(Ab)tani tihleen ere (@ @iexed, 'asd p BAGE About §SUl ting in
conversioQ of an amne into a thiol. Reactive thio
groyps may [ tronced into the antibody (or
f ragnment er eof) i ntroduci ng one, two, three,
Agou AorN Yyd3ildues (e.g., preparing
mut gnt® amt i bgpi esiconpri si g one or nore non-native
cystei neHani t» acFd residues). Antibody drug
conjugates of the invention nay al so be produced by
nodi fication ofJthe antibody to introduce
el ectrophi |l ifN'noi eties, which can react with
nucl eophi i c Jsubsituents on the |inker reagent or
drug. The ga ﬁH$f gl ycosyl ated anti bodi es _may_ be
oxi di zed, e.g. with periodate oxidizing reaé@ﬁ?g, to
form al dehyde or ketone groups which nay react with
the am ne group of linker reagents or drug noieties.
The re ting imne Sc base groups yyay form a
st/a | i nkage, or y bg re cedO e. g. \by borohydri de
r en m t orm st n1n¢L¥%pﬂagp | n one
Abg i rEact on th ohydr’ are portion of a
ghyc yIated antlbody;¥ﬁthcﬁ|th£r gl act gse oxi dase or
i um et a- peri odate may yi ekd carbony) (al dehyde and
ket one) groups in the proteirn that can/meact with
appropriate groups on theygrtg (Hernmanson”

Bi oconj ugat e Techniques).lln anot her enbodi nent,
odi u

proteins containing Nter erine or threonine

resi dues can react with 2net a- per i odaMgC-val-cit
resulting in production of an al dehyde in place of the
first amno acid (Geoghegan & Stroh, (1992)

Bi oconj ugate Chem 3:138-146; US 53g2852). Such

e can be reacted with a drug or |inker

ety
hile. le e \ﬁzgéo |C)gr5h on a drug
i ncl ude, nbutf are no ed to: aNine, thiol,
. ZT €, ydar azi ne,
i @geni car bazongy hyyir azi nd car boxyl ate, /and
aryl hydrazi de groups Eiﬁibléiof reacting tp form
coval ent bonds wth ctrophilic groups on |inker
moi eti es and | i nkerH agents including: (i) active
esters such as NHS FF HOBt esters, hal of ormat es,
and acid halides; (1i) aPkyl and benzyl hal MiévakcicRAB
as hal oacetam des; (iii) aldehydes, ketones, carboxyl,
and mal ei m de groups. Alternatively, a f usi on protein
conpiclesphifjc glepsontantimdies aabide puotrondt dindgigént (inHyerbnal
ami Su eptide
‘S%t petiguide i o R Y RTS8 A PRl .5
cysteiagiapheVenes &wcﬁgxstl Reaming gioopstWiersthofntibbdy is elypasgiatee.
AmiBk thiel, t s [
encodi ﬁlggiyafb?gl géél{f)g a@%ﬁ%}@cﬁ)\%ﬁﬁ aﬁé %@gblg oter acgé%f lfésgg%q){glent
bongaithy elesirpphilisegreyps on bftker heictenynd djakee reapentsyietlnding (i edtive
este@HRAG mest(&shﬁOﬂpésltJPso ﬂﬂoﬂ;ﬁxatgs and dlflgﬁa&eg d(us zgkyal and benzyl

"receptor'
halides such as haloacetamides; (iii) aldehydes, ketones, carboxyl, and maleimide groups.
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streptavidin) for utilization in tunor pre-targeting

wherein the anti body-receptor conjugate isadm nistered
woaodshe4qpat i ent, foll owed by renoval of unboun#CT/US2006/010850

conjugate fromthe circulation using a cl earing agent

and then adm nistration of a "ligand" (e.g., avidin)
Cerihinghtitiodics brvp uestacibld intercheindiswiidsniic. angemme blidgeg. AAntipodies may

r t
< RSl Y B A S o
as @rTa“v(dlde@th:hé@lbu Fechiysteinbrinsanwillgbustionn, dweretigatly the dgactive thiol

AL 0G0, AU 0, TSR e

reagtiohofdysinee lwutb R-ipippthjolanaf(Trent’s rn@gqmétqsvdhnam cgrveEonfoh pn amine
f.

o3 004 5 o st B B (R Ao

by DTtRAlucilhenet twopthteakfoyrs pimore s_yatm@ok%@mbgp ShOrepRTiigIngNtt he

anggogﬁe% %an@mlﬁ%ggx S0 ﬁslnhe&ga %ﬁgiﬁ@gﬁd D& AhaRybance at

nm o e SO uti on an . concentration by
r eachuitibpdyiragicanimgmes o teiy invsmtionnpyvalerkleseprodppd tyrraodification of

théjﬁltuﬁ%cg] JQ ﬁ%ﬂo@&e gfec&cﬂ)ﬁﬂl@ %%1@@ %Ech %%n #i4 \xntmnuéli&%hfh@ Qﬁ&ﬁ@nts

ssolved’in PBSis c on I ce

on| thelirdcer lpwgten drugndhesughyg eﬁﬁmyawﬁ@ﬁ@ﬁ@@mw k&mdsqeétq D
w1§1 ﬂe%@ 0x1d121 ;f re%n%@om@l&ﬁ%a"cﬁ Petbit Mwhﬁoﬁ nqulrébtc?\glth

In acetonitrilTe and water at” known concentrati on,
theygpiaeignowp effmkerripagpris o duer iaeigtiogn il h%@avtlwnerﬁcw@ase groups

mA bk 2 FTnIARE oYY be @ﬂhc@&( (é%s§y lsgrol{ﬁhé‘é R8s kStotfl Gesle

to quench_ the reaction and unreact ed anti body

amipf lgtkaggs olpse emhediperiaeacien of tﬁ? @r@hv@ate aerEen ?fraaﬁlwswed
anas‘dat/ idh S Rdr gtauogeaéxhdasé Ssb@fim AReh- ;%Hgdmeﬂd%arﬁbﬁyﬂ tdlRbyde

desalted by elution through &5 resin in
anfl M:te@r) ErPupPSip iegrotein shapeanfeact witlsapRFRpEiAte SFWPS ?Dethe drug

(H@ﬁmgdnl Bf&»@@npﬂgdté TebiadfRs) O andiheF FBRDIinf¥RL, ?ﬁf@éﬂﬁ% Vi MYAN-

be prepared by conjugati on of any
tef&ﬁ‘ﬁl FoiF e5thisPRips Traidues Spicact Wit sodirsn mq&werlaqla%ﬁswanﬁ Ve
prédueli®Cd?lan ﬁlﬂéhyu@I ﬁiq)lafc@ bf B¢ ARA%ENb aad (rﬁeog&bgml\ﬂ%h (1992)
Antlbodfwwb val

Bigeomjusgia L rem 3o¥38a1r4§ Ic#? 5%@%%%@?@&8{ E‘fgiaﬁ‘f“b?ﬁ este gt drue

mdtty br MkevlcteopliitPAB- MVAE fol | owi ng the protocol
provi.ded for re arati on of Ab- E. . .
At G0 Y P B E M e TS S ot imited (0 amine
thio) Ry dte:a/L, 19 Bragifie, arynePhydidaiie ahilokdnachiresone! Bydrald ch®osildie, and

r)\glns{;rilzg%&rcrug? caﬁP@ﬁA}ng%ciuBg]to&)r%ovR}EgtM% v%{hoetlecgrophlhc groups on
liAeit hdieriby asMizEeDibhgehts ingludingr @dctive eser) sugedsiNHE aferaHYBof

th ti bodi [ ..h i it - .
esteth PRE By T8 B S BT S P TGy oacetamides:
(ii{)Sldileh}irc]iﬁs , iketehyds, c@rbo(k()ﬂ- ard Inalleiinidle geiinpy | ) o )

exa ar ox ce |o echnol
Y RO G e B T e o G Fr BleR e R be
male] ¢. g tedombinaaiatt chiligass o?@ep@é pgtnthesis. SHH\YbIrgtﬁ 6f§3NAI may
hate/ 50.nM hi e/ m\/l._)A. H.6.5
coRPER S vs Periotb ot e Plo B &Rias b Shimaly vinBydafiechy one
antéimdr separitedely astgion dnbglidgor linkehmptide wiricedoean@ dest@y the desired
erature, the reaction mxture is filtered

e
PW@W%ﬁaﬁmgc FA%dex &5 col ummequi |l ibrated with 50
pot alﬁsyewﬁbtﬁmﬁmb&heﬁt o antidodpahhyibe @hjugsatedlie/a "PecapibrE30éh

strgptawdm) for utilization in tumor pre-targeting wherein the antibody-receptor conjugate is
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6.5. Antibody containing fractions are pool ed and

assayed. Anti body- SMCC prepared thus is diluted wth
woenddpetiassi um phosphat e/ 50 M sodi um chl or i deC2/ust06/010850

EDTA, pH 6.5, to a final concentrati on of about 10

d reacted w a solution of DM in
adalgfﬁ%%‘wg‘? HeRS J@?OWPH@Y Feamny OgM nbaund eqniyealg frgm theeircalation
using APRArdigzent dTBEn AIhGHEralibn 5 d10idhRL" (T H Eaviddh) vt Qijugated
s filtered through a Sephadex &5

cti.on m xture
t"&&’f%‘f”u‘lf"?%eﬁf é&g aé?ﬁi‘?iﬁﬁ‘e‘(%‘% X 4.9 cm) with 1 x PBS at
pH GAmbibody@abPMC-MIMKE i@y %&Mykeﬁjhg&u@ﬂ bt Y e antlbodles

provhcgg &?I’Clﬁ%tb% ?\iMﬁ% % " ed n%{‘]’gbg&z‘gﬂ’@g %gq{ﬁlhgg@m@ forate
and$00anY! sofiuinltaloand icpaick e tr@z{t@ywﬂeﬂa dxeése bmomrﬁ\bdlﬁl’é?hr%él

fo Pur i tibody is derivatized w
(D@s u"t:‘JE a&w atég(égmﬁg?‘it d\ i) the brtter H&t‘%hat‘%?d by elution
ov¢rrs/bp1cﬁuc@252nzmg hmpé}ﬁt?di\)éﬂ(t)h BBOWRE IHMTp&gYhe( tﬁ%tﬁAQ gﬂlg? is8
0 pot assj um phosphat e buffer
ch{c‘g?_ﬁ(%) dg&err&t&wgél?eﬁﬁ%ew rg(\/l n(ﬁ;%ratlgﬁ Ejh%alisortawt 28Q nm of
thetsoleibreghdwhet thloﬁRBce(nfrat:ﬁonl’Hy|raictl@ﬂ\UithBTﬁBt(ﬁldth %xélﬁvdﬁkee WI)
m nut es under ar

ft bat
R ey 4 £ TheEivioh tHoeR Aol gatbs is
chifled ¢reice drmhn@u@heae@emaﬂamn@ﬁaﬁ@lumﬁoﬁamyll ahlagtahﬁgi

O ) CRPAR A EN  RER 1S & BFe Eplonf e weiay bepwn

conFhgratien aakadded woiti cfhhlleatredﬂfbdafmﬁdd? 2H0 b PRRIYAfté about one hour

an %gzgs% %nrnal%mu €1is a& e I tgqeegchgpt? 1}/??%189?? bOd %rg%@)i aptg)ody thlol
grogdpd. Uithe deavsmcuﬂmrbdn&: 1ab:m¢aatr3&d h%am@&gmnﬂafln@tl@ dahiemicpH
Ml\?%gl}s Ualalff%lgal nﬁfaét 11 nt r Igl?grlll (?]JSSKQSEI? WBS gltered tmaughD(')\AZ Lm
filtets nmieh;téraeedrﬂtﬁods alﬁcDMkpn ﬁﬁ/rsta‘gel n the final reaction

m xt [ add d to t ant i body sol ytion, The

reat {!?;()n a?%c 8%??5‘{1 % ORISR of ans mh desrantpagiss
profvided bdpgiu witR (M(E}MMAF fo'[hmrfgemqirbtﬁdfbl pfovided e grepiration of Ab-MC-
vvegghacryl S300 gel filtration colum (5.0 cmx 90.0

cm 1.77 L) equilibrated with 35 mM sodiumcitrate,

154 AntihoNpGIC- v it A33-MMAE id aspatedtbe comygation &by bf the O

N . f raction e collecte
o o YRR b PR Mo PRk B pFSorebiigea ror
prepasitiop of AbMC-MM4Edet er mi ned by neasuring the

ab%%flll?tgﬂg %/IC?% ; t%l é)S per %%Qeﬁ?re bg Q(‘)jnjuga}[ onbc% a%yp gtu th 2 to
antlhm1¢m%ydeBWE®@m MCsvapeie B&AB &dMAF folhnymlgfhb piocol prévided for

0S¢ provi ded herein with BVWEO- DM as
pre}?imt gﬂﬁ\ﬁeg@gglﬁbody is nodified by the bis-maleimdo

r ea@@tmOdBﬁMﬁE@MI(IPPIEPEE@ i@rvenjugation of inyaf th&gnmdles provided
herdi! (V@cﬁ@f\/@t ﬂﬁilleis %11%91 Ip R4 s btog)ﬁlsglg%\f/a%ée .y 011 @uccmnmdyl 4-

antib S may Be acconp
(N-Bwpmgégrmthyrh) qyclsliest heamiodxylatet (8MAH, mecueémtechaology, Inc) to
f snf ol
i SHREBESHRC e oo L APl SO TR0 o
potassifm@hesghaje(| S0 meM aedivm cldoiden? mM EBWAolﬁH a;s pﬂﬂn)@i Smablet y

eqm]val@nts of SMCC (20 mM in DMSO, 6.7 mg/mL). After stirring for 2 hours under argon

at ambient temperature, the reaction mixture is filtered through a Sephadex G25 column
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ng/mM (10 mcronolar) and allowng it to react for 1
hour to form anti body-1inkerinternedi ate, 2H9- BMPEQ.
waxzowse4BM PEO) 4 is renoved by gel filtration PEI/TISa6/010850
col um, Pharmacia) in 30 nMcitrate, pH 6 wth 150 nV
NaCl buffer. An approximate 10 fold nol ar excess DM
eqiibbralied wish Y@M potadsivrs physphatet 60 s shdivDpimgridahbimHEldBA b1

6.3 I'}\qltlg%_(@ c%h/ﬂtzlgﬁp{%t%nggg g@%lgd arld S«{Hﬁ f or manm de (DVF)

pbe e I ssol ve e drug noi et
r eag“embody?&i‘éce@mp@ne@ﬂlumsmlutpévvltlz S(émMm@dsntr@ phaspleage/50 mM

soc?é{rﬁ lg&t/Z Rﬁf @JB’?Aggg-k %ﬁﬂ tl) b Eg'{l C eﬁfatlgfl 311 %ﬁﬁtSlO'nE%ﬁl BRE

renove unreact trati on on
reagts omith 9 10 mNPBSutigaf @%Hmtdonqﬂ@rmfemmeg Whenghesion fissstirred at

mgﬁh%%%&&g{e%%‘& %Fgof’i‘ 76l %‘(i)lb’Jr cth n&afn oft Peagtlﬂ% nlﬁMu?EQs' flled

ant agoni'st s el c one

thrawh@c&ephfaleﬂ}% gel éiﬁtaagmmlmn 6f5 % ‘h% Cliﬂh‘o’élml ixé’iBS@bPi% pidsdhe

pélL {Mg kfan%b&y rgmrn'@ ﬁsﬂeeabo&%rtogxg%h dgﬁh@%‘g&s&fea A0is8

t1'Se an ant 1 sense ol nucl eoti de, an
nmﬂﬂh%ﬂ&%mwllnterferlng RNA (e.g., a snal
i nhi '
oy P b dd o iR Eﬁ%}*?’(’* the AR B AOET herein
withiEPDMl es toillews Fuifi myllbadyaﬁ éerw@zeﬁ ERA-sugcipingdydyde(2-
py @it ARhSate © ifRIAScEHRD ﬁ[d?llﬁguﬂ%a%%&ly%76mg§|8%g/ﬁiﬂ) in
ene expression where tradi fional antagonists Such
44grmel pf FMMchgiaesiure phosPha LY sontaintie AaCt GRmM) and
Eﬁ@{l%Mb R tn@@t@@ t»vitﬁ §P11 &(31}1109& 3&1&:&9@3& % 3 phINetNdnbl) OAfter
hesi zed | e stranded hat are fewer than
tion éq>re98tm1@é§s qnﬁeqaé&?gtahan(ﬁéeng tempalﬁtslm thpgeacomngixtuyeris gl
flll%{%d thkSughQ fadek Bk Qokklin e 1111?rat$d tvith 33 mMSJIRR LiRS) 153amM

act as interfering RNAs (i RNAs) and can specifically
NaChi3 @ME%eA@sbﬁ%%#aaﬁnq fgachionsgege poofediapd agsayeqy Theflegrep of
mdd@RatibrCst thelA880 Iﬁ&lerm&@@as&&&mbé&ﬂaaé Appl ns.

09/ 821832, 09/215257; US Pat. No.

PCT/AuSbpdy1ERESRY (abmit 6 e@ﬁlemfgplﬁasa@ea ipgidne mppDdydiluted

w1€5nﬁ§§)ol/m1\/?sro§m%1&a%/ﬁﬁfe¥ HAS, 1 fiha® 8SHcertRAti BRHabdN 2.5

medi ati ng degradation of their target RNAs. However,

mglinhc PMIdy/ egpigaleiieidr HB0lep e ﬁ@thé@mtwlqwéWgM (DMHlo 3 %4V in
thm Ieﬁc':tﬂ)g %xt@refﬁltﬂen %@ae'd\fé e Entﬁ)%&}emloge@ﬁ%écﬁ% pr%k@eﬁs at
anlsnB i nclude interferon pro ucti1 on, and
an@@nétp@pergtnmtméwargsﬂ forgheut 28 hourp r Fheapastianif igadas 03,1 a Sephacryl
336’6 gatﬁut%bh Yolursih BNﬁ?m capoke, Byt \gaipRetdanth Ishen scligned

DNA vectors. Such vectors can be transfected and
Clt??éﬁzl &54 MENTl add 6.6 hEhastlammtegpastheghout 8 Pamle/ minapd GRiffgpions

0. @M@J cafll) aRtl B RX AHEREHRP of M%ﬁ% rhdleculed RRiked Q¥ hntiBidy
significantly reduce the anount of protein groduced in

malecgle) (p') isstpriinedby meqseringdls apsorbapce & 52 Payand 284 R g@d may be

abMQVt§4M<ﬁﬁ£&%ﬁ§é®?2ﬁ§ aﬁ’t1b@ﬂ§3te| n 'S bel i eved to be
i nked :M%atho gi cal di sorder. taners are

nuc v@n@ocby& ROy FSexgenaf?étby a?@ug@ggra‘eﬂ 2@y gf the pippdigs Rrgvided

hefir WHPBMPEDLISAY LE5olISWE MR In@bJaY REhRARIIVy itiHets- ﬁlalﬁﬂldo
protein. The generation and therapeutic use of

re%e@td%%@% @ickin Ghegise RLlpTanee Pisag LA daSERP o8 (e surface
of e aﬁ@&odz Nenis iaf 608G llsﬁéﬂi)ytd“é%olt/iﬁg W@Ebbéﬁn %fSt)%(éﬂﬁMoNater

Macugen{r) (Eyetech, w York) for treatin
migtyee tp @ cancarravige of Hrmiagd adding 3 t@rllfold spplar e§@ﬁ%t§ a solution

cogﬁflmgl%l@ﬂﬁiy arﬁphv&@dhhte eatrald la8hed alcBndefteation bf apbroinedly 1.6
etalls regardin
mg/ml (10 rmcromolar) and gllowmg it to react for 1 hour to form antibody-linker
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technol ogy are provided herei nbel ow. E. Pharmaceuti cal
Formul ati ons Therapeutic formnul ati ons of the C net

wanv@goist s used in accordance with the i nvenPComS2006/010850
pr epared for storage by mixing the C-net antagoni st

havi n the desi red degree of .pur wi th optional
intgpmediphee SH9-PAHIEQ, Eacess %NBBE@%&WO@%W g@kﬁhﬁﬁﬁl@r{ﬁsﬁw column,

Phaltnaabiaj 1n23©rn§v1 @B%[E‘ mts%hasﬁ’mt NBCRIkEC 3n aigfo%%élolf@hhmlar

edi tion, Ed. (1980)), in the form
expeybMlip SEaheB AT oM adard added fo s 2519-BMPEO

intbnseaRtea iRe G A inRhide (OXAH) Ria Zlatss be aﬁplégrea% hikBJeSheAr€ moiety
nont oxi ¢ tO reC|p|ents at t es and

reaggipfc At Feattion muxtaipt Ylpwgd togpast ?Y‘Féf}l befpgrapliiliyation o, diglysis

mtacpgsa& RmoVé hiireacRl PPN aG& filtfakibk & €200208 A ﬁQfBSszeQ;%EEdCto
aci ds; antioxidants including ascorbic acid

remeNerT ErPolecula elghtagatepafessnd §ifpiph pryified 2HS- BMPED D1,

oct gelecy|dingednl t‘h%bﬂ&ﬁ‘@zﬁhn@iﬂ%c!@i@ ghhori de;
hexamet honi um chl ori de; benzal koni um chl ori de,

ben B CROHPENn AFMSt Fpgonisk s inveptign gonprises @rpglpic acid molecule.

Fodlegahné, ; th@'ﬂﬁh’llﬂcp@kﬁ%[é‘éu@% é’cﬁnﬂ?ﬁ& b ! an@Eenf 8RYnucleotide, an
cat echol resaorcinol; cycl ohexanol ;

b
inlyblipEyikiiorioe KNG (reeh 888 PhibKewiniETBE RAA GENGNY of Feagamer.

Méthan felotebnid® for S8émiasy afdGhiRRhésd @Hicleip 2Ol hdaBlatofUf b known
inﬁf? serum al bum n, gelatin, or i munogl obulins;

ophilic polyners such as ponV|nyIpyrroI|done

ami lFbr a&n@&: ﬁRNIAs BSveProteh Bpablg biihadildiRg g@RRAPraG o vhere
E ti dine, | ni ne, _or |%SI ne; nosac?han d

oo Q04 AP IS ST i RglecTish OB GRS RS Pt Qg Trends in

Gegkhite 08@):941R (umos» InGfitrdSxihedized,; doabie k@dnd PRISA S haGars £6/8r than 30

o e R e
aciois nﬁerfdmlng mN,As SIRNABY tugtinan SpecificAly iplobiy ok bair@sion (see, e.g., Fire A.,

Tren% @‘:Sn@%ﬁ %%ﬁegos il 2?\%%&(@9%2‘1% g%fgzﬂ US Pat. No.

6 5@6;‘559 d’ﬁH‘éU SOIH0ARR; Eﬂto@emlﬁqiphlaSerTMEBNU@ZS)P[[‘W 4r} believed to
act art legsq |1 a&tz%rhr{?egl?aﬁig%é%elldflﬁopr%?%hﬁg-{%g%tif@fé{gg 8933’25“25 Eh%y are under
30 med@@amylexfgﬁr titejrdo partnggeudt il amndra(t ddfersn mbdiangmt Seclt reethanisms
incﬁl{)d% J?elg(%rg%{)&gg ({ n e(r:lgr slh%l wn 0 cg)rst Cé:ﬁ Igé’ote{iﬁ sey%thtesr}s Prac%cally,
siRINfEH dai be _S)tncheaze@ anéthem nlbm@lomo §1NA v&ctqmysuble vebess caalbk eatstected
mc?rglg%ﬁwg?)éér&sgﬂ%?ﬁﬂg atf h?%hnl'gl/ %;::][?1 1§§ Tev%oqclfglﬁ}{] 9x&>ressmn is used to
“kigtickdaymé ot sigipfitapperedvrettirernioppient $t(m¢m piodwrdd gr aeetl, and thus it is useful
o BP0 AL AU LD PRk i
dispider her conpri se a chenot her apeutic agent, cytotoxic

age .

20 A A By 00U T3 o,
as rbyretstibiigedy-weiguipteiabThe gmestient anldmhecapmmcwadz oﬁﬂptarmrs are well
esté‘tﬂfghj&ltlﬁ tlfe I'Aﬂt Se@ree eU§ Bgt NX & 4t7? 696, d BY PB&B&US @Ffﬁg&e&l Macugen®

The active ingré Ui ent s may’ al’s e entrapped I'n
(Eyptech.déeap Eerkbfor maélpa ﬂ@drelafeé rmaeulmﬂgg@eratjgn coacervation

tec 'N}nl 1qu1?$§ t fmoli)y Qﬁa ed RIQLé/ £{:F rli‘u%tﬁérl Rhits Ieggrdmg this

exanpl e, rox
tecgmlwwmmud@dammﬂew and poI y ( rret hyl met hacyl at e)

m crocapsul es, respectively, in colloidal drug

delivery systens (for exanple, |iposones,
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al bum n m crospheres, m croenul sions, nano-particles

and nanocapsul es) or i nmacroemnul sions. Such techni ques
wanrecdiosal osed i n Rem ngton's Pharnaceuti cal SeCemse®es/010850

16th edition, Osol, A Ed. (1980). Sustained-rel ease

prepar at i ons may be prepared Sui t abl e exanpl es of

sustRi nedhamass sHaratiangns i ncl ude seni - perneabl e

mat rTh%?a%elRfc %m&hdﬁy%qpe eDhg mgﬁﬁﬁalf; Sus&P awawagcet Bn the

anti b , which matrices are in orm of sh p
m\é@ptwrmre@repere@ for sforagenby mikingrihe Cowglppingenist heyiaghealgsigfl degree

ofsb'l?ﬂrtg' \21?? fﬁ%r%?g)?(lgﬂm&{dn@zﬁ@ hREHAAE RRIVESLEDRnts or stabilizers
: g 9QE igneashigy pditiene OsolpA. Ed. (1980)), in the form of
ly%ﬂﬂ Hviéd/ i’di‘ﬁ[xhl@ idnQ QQ lda&eouspsg u‘dln%c tAc@@p?abﬁcysaﬁ'lerE %&mpl%&, or stabilizers

,. copol ymers of L-glutiamc aci d
arepwwvogreammataé the flgprgeretfidangagsnisationh 9melﬁéed« mgmclude buffers

suﬁp &l ab&ate, B FHABLS:] cﬁﬁ"&te Canacdthar Hr (%_a‘ﬁﬁ:l b&dsaGhébxidants including
opol ymer's such as the (1'njectable
aS?ﬁr it Geighad aaetignpes g@%ﬁe%yﬁtn{eaéwb a&@Ptedegylsg@aﬂthyébewl @mmonium
chﬁﬁ’iﬁ@l %Hﬁﬁet%ﬂnﬁ @MQﬁ&I b6l R6RhA (cBlorid@Manzethonium chloride; phenol,
Y roxybutyric acid. The fornul ations to
bubVé Qfseedlzzrloalcvm il peeabiens Stahats asthylior msepydtrerabpgy. catechol;
resbidifol] c§clbRAGILY3- @ﬁ&ﬁﬂpﬁdﬁﬂgﬁs@)‘{ 1dw h&l@&ﬁdr%lgthh(lé%b‘gﬁn about 10

sterile filtration nembranes. F. Treatnent wt
regtdusph P%lﬁﬁ%ﬁ@‘i‘ﬁ% Frotedns, tsHeh phvely Ahwenpgelatnt argaﬁmgltoeloavlms

hyt#Bhilil YRk @u&lﬂé%oﬁ@fn&@b‘ﬁolmﬁb taB@1cPRRN tshidh as glycme glutamine,
appl.i cations. The ant aaonl sts can be usef ul

aspragiien igdinge (BEPNRG Ohypuies t RBRISIOSRAides. rré‘@acéliﬁﬁ'f‘%% s§g other

caﬁﬂoﬁﬁﬂz&&sm(:ﬁdﬁg glikcdse, dEhnBbsBREH Bkirins;T BiR1AAE i o @tﬂé ]?&.h as EDTA;
or

0 i des _and ame an al so be use
torﬂﬂflgrﬁ P%Cﬁﬁs grhalgse aﬁ‘ﬁgﬂﬁ‘ﬁ} e@?r et SYEATS FPcB s RYFERSE: gf%}% Yebglose
or GolbRb1; Elfrfaﬁb ﬁaﬁtedugls as lﬁcﬂisoﬂﬁiee@tl-f@ﬂhuﬂ@ Gblﬂtéaittnls ts&!éllLdQ g%&lflm metal
erstabilized. c ne invitro, e.qg., in an

coRBBRE 7 21 G PO e s et p Al e b s W,
PmHmNIaB(@QﬁpelfyetﬁﬁbﬁeSglyc@(rPEemt l'y, depending on t he st age

of the ca ancer treatnent. i nvolyves one

conbiffat® ‘%atbﬂnst B 513 ot oh AR AP dhan gRf acéfvfr ‘EOB‘P"“““ as
neCemey/ éortthe pardadariadisation D8ing trehtadl i préfe@bly tthese ayish, coﬁtﬁxﬂsmentary

oA OEe B Ay NBSr T M TR oPetr e Farnlhod iSul Aaime
antagd)mst,ait eaatyhne decixablzi tbyncamé is |t1d£olef1‘oﬁmﬂaloﬂf arc hiilirivh lemaéquyator,

net ast.at ase vvher radi a n. t her a
e shacoer AR p b TSR Fhded ABPRRRuMShThd RPbiRg G IRen
or tah ean@baviyt to snma gl sdrget.c altchmtivdg Cbr aalddmenallw thi r¢ompos1t10n may
onbl n
ghsoe g rﬁ:éem%tﬁéj %pg%mo fl%elglgl :]%Itoaom P cdtokme owtl}1 inhibitory

agenn,r znghpIm(mayagehe rBddor, caa;ln@mlectanad Smﬂlhecvle\cplje.s aflehsmit@blyrptesent in
[ nction with
BB Sh SRR BB SR B A
c onskhe attive elhgyedmntshnaymlze-be @ntrqppezt in a:roq:m@psulezs rpadpalteh,efmaq&ymple,

HyCh pe u

(dgdc.:%%rg%{é)ﬁ) %%HM{ r %§(SD li c[i%%\r%g , %%%?ﬁlg n > and P fe,
hydmttm@ih]stlcrerlinbsear eorus egtlatin-nticrecapbules caamder polyA(methylmethacylate)
rmgr% %’S@%ﬁ S%sgec!tlvel o%dcolq é)i?d; ﬁl%t Ic%ﬂve se r(fgorg exa ;i%e,aliposqmes,
albtuhm apecnrbspba‘es y rmf:rfoemulmes, dcmsm) mmidfse anlde nehb@paEsLt bc in

agent. In another enbodinment, a C-net antagonist is

adm nistered in
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conjunction with chenotherapy to reduce side-effects

reslting fromthe chenot herapeutic agent, e.g.,
woaclsioadel . The Physi ci ans' Desk Reference (PBPRY/US2006/010850

di scl oses dosages of theseagents that have been used

in treatment of various cancers. The d03| ng reg| men
magrgmylsivag e Sugf techiugues greodisghesed i Rewington sithpaaggidioal | Sei

nl apeutically effect ive will depend

16q{édgﬁe @%EtA?(‘i:a‘S (g?@éancer bei ng treated, the extent of

t he leﬁtg@a’seeleamjp@mﬁ@twm aey drespreparrds | Switable axprmples of sustained-

rel@%X %&%ﬂzﬂloﬁg lﬁéﬂl eI sdifl- |‘}{glzl‘l"?eaﬁfet m@{ﬂféesc 3F Qﬁd gl?dﬁ%mﬁ@ Ci)oglfners

=\

SI1 Cl an. anta oni sts are stere
coptgingpgHh mnthgéx,u@mh mafmm%swe ) étmferrwot’ lshappd wrticledt ddilms, or
nuéééE s@lSs. | Ekérﬁp{%n&uél ARPA Ricatd Ahkiedy m&u@e 8olyé’%&rsa h?&lJoge?s (for

y conti nuous | n usi on over a perio
exarnplp arplgEhydexyethyt-matheqylateh o nooly{vmyiaés@é@lbb p@lswtnim (U S. Pat.

N @P?l’a'tﬁﬂ)e QHﬁblyrhé?E ?Laél{ithﬁ}él &id ahd" ré?l'?y‘l' 'ﬂoé{ﬁtgtlnate non-degradable

intrathecal, oral, topical, or Inhalation routes.
ethylnp-aipahesaatcofiessdpile lagheridselientic arid cppatyrenss §h ahke LUPRON

DI T® AectaPle Igfefb@ﬂlefeg eco%os%ﬁ Qﬁ*rlh&lcsz[zﬁi Hydoak ecidl &)ﬁ)b@mer and
preferred in one enbodi nent of the iInvention.

leltPFféﬂaB@lﬁtq)canfi@gbr%ﬁ§31¥a9r°b§é’u§’élﬁﬁ?lﬁed with the

admi e $bhiation 0he L8 &0 Q&Iﬁﬁﬂ@ﬁieﬁ tyustileetERITPIHAGE readily
adm ni stration includes Coamnlstratlon USIng

acequpdished &y filFatign Brqugh stewle filfradipn BrBEbisASr naceut i cal

for nul at i §BatmaN %ih ATSREUntYeni@MInB iivbARMI On i n either
order, wherein preferably there 1s a tine period while

bot H--pst angpgopisty f ithreinygERt §2%i YRPLatfBchRPUuEs srticatiay r The

anﬂlﬁ&hﬂgbzﬁﬂie @eflal ¥r tstagfng oPuaE®ina by derfatiiled QR BYHessing diseases
erapy.results in synergi stic therapeutic effect

egnd) BHRERY - dhe 6f‘t1tl9ﬁ%rﬂh§€i’e§?“?fé apq pefppers cpy alge be ypedy for
publficaies iof axhinandp@ecmaﬂmnn& R@Bistabifitddad-meNfréth dell§ fér d8dction and
antagltgl ?’éi idmmstratlon of g{ﬁtxﬁ:ra tic entd
R %?tﬂgleze SRt F Vidt P-gert 355k stefp Pl and to
mdlatd délldll&fev&ﬁﬁ imlp@gm@tain ogeddi tion. | n another
treat nent et hods .of the

enbo t her apeut

T, SRR ST RS T e an FEH R i plor @
coftiibinatida- tfethe &Gllo&gﬁg’l thetapieR| stpdtyetoadho @ the Qand¥RILE tissue, radiation

chermt‘?r?é t| c agents or &rO\M i nhi bitar

hiERS QBT OB o IBPPRY CORDEME SERE dFeOBIt ar B Eippcially
desiteblerh bidedypeititnte wag €0 het. toledae i dogiciapsidiside effg@nbiSchemotherapy

Weg nagns llijrgl?lfztﬁgaqocad?%'leﬁ e (10 z?fgg ﬁbefd‘% Efisel?{rrllllte u%émlgess For therapeutic
apphicatiaphihs p}mm aﬂeagoxh;td bml;blﬂsedialaliﬁj oh ydcrombmanaatlmapm edth, e.g.,

nol AR Bt R BB ed B h b PR Segmrsogrern narr

rachoxhadw ﬁ"he Canetsumragomﬂtsewmtbh admm&tﬂredunaggnﬁcaomwh loehet) fordls of
cor aintg manuf act ur er s: tructi gns or

coave{l onm nee apeyr,rpl 2 IeIé a(foln§/ec%t1ve{yh ?Fe dar os f:or{venothogal therapy.

Chémemaxragd:wuondmgsj qidsi asg T@éﬁﬂtﬁl{m (fdocet:steﬂc),h TAREOD h rabqyxel),

es mus Ihesei%fl%?l oczru{tr%gg %{If Fl&e 15 re Ig tca rc%rr Seﬂa\f@rs%%& g% §3od'\éfﬁ'gatients.

Tfﬁﬂvfmbt aaamgargam wstld rgenyerdly he@dimmw@ed/wiﬂha drrapadticallyosffeotingl dose

of 2RI ﬁjérapeutgc %,ﬁl Ir?arlgolthere Sr‘f-llgo% feht, @ gtuarrllgaﬁgm]gt I &ninistered in
armX| -progesterone UC as o one

cofijgmeion Eﬁtthlﬁnﬁﬂ:@])apy o0 ralace siti¢-effndr ©gang ﬁtlmhthaszhemotherapeutlc
ag!:nlt ué g mpe(tjc‘ﬁtaxel %Sﬁ}grsel‘g’lalll(sn % E{g{ere%cl:'lec HDﬂIB' cﬁs%ﬂalseessdosages of these
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Where the cancer to be treated i s androgen i ndependent
cancer, the patient may previously have been subjected
woaomn#s1andr ogen t herapy and, after the cancePChasS2v6810850
androgen independent, the C-met antagonist may be
adm ni stered to the patient, Sonetines, it may be
agppitibpt haye beep yseq| i featprens @RV HICYS £4nCeS-c Bhaylasine segimenmang dosages
of (HeQ Ab@MEMon&Y cheRBHESDMO GREH R ar M SHMRAGLAG Rfective will depend
associated with the t%era or one or noreée cytokines
onitee pdeul At beingireated; the eﬁeltt@f theelisgpws\and opher Eaglorst fmiliar to

the RYEBES of dl6in BRlakQAE cAFB dBRrmSHG 5ahEshytiBiag Ur 91 cal
renmpval of cancer cells and/or radia |on therapy,

bef e, C-Eiehartagonists ar yadpiisieredyfo pdwimars netient.aint acgerdanse with

knbW riidods, Shich @b ifrAOSAY @AmimNiraRElY ., e BARYEr by continuous
cQ-adm ni st ered agent s are those presently used and

infygion ver dwesiid alidinee Whdnteagrsuied intepsriipnepls yinsscgipprogpinal,

subddRn&@E Nntra BdicERe tmt?a@i?lﬁgﬁp iftkatheeA! ofall etopiEzﬁV 8P tdh@RHAH routes.
treatment of disease, dosage and npde of

Tt FROME SF FURCPEREOs P<lealétrféwa§§ r{bhJrtbRdy. Phigeetidener organic small

m@&a@ﬁﬁpre@rrmnlsﬁ@maaiméneﬁf the inV&BoRPPr Opri ate dosage of
ta onist will depend on the type of disease to

be tqt apeyfic %‘F’f}eﬂ%ﬂm}é%\‘i%mblfl‘f@ew§]é radmjnigragon: i thg &-met

ant@éonﬁdﬂe ('Ilhs e@ﬁﬂne‘dh ediglstrhttd s 0lhd@RtEtion, Susing separate
n|Stered reve%t|ve or therapeutlc ur poses,

fOfBP PRARE arSHSlehymapntied) dprmuhion, agy pofiseyfivavdatiupigatio i cither
ord’eﬁS phas@a pefddbsy Q‘leﬁ.’@tls &Dttﬁi&O peisdd. whie ddae (e 24y %ﬂl@n agents

the atten net antagonlst i s
S“’%‘ﬁﬁa‘e%fh{/ e’&&ﬁ?ﬁﬂﬁr@?@%@ a'ftb“tteﬁ eg’ﬁg‘ﬂ bintuck, porpged;thesapy gesults in a
sy@\i@ﬁhc@heﬁi@éﬁt&&ﬂ@ét ahd/eededRAbsof UnVaRbEsi@dieekment , t he

C t ant [ adm lSt red by intravenous
it 9 Rbrh P BT h el eI Fagopish with

adrhimstmtycmeofam dlemvlﬁi‘cl ztgyntodlrebtb@ a@zhﬁse af@heraddagdn dssEBHtdAOWILD the
a%b@ar él g(p rly wei ght (e.g., about
PERSRSF ESME 9% anti body can be an initial
candn dn?d.'tl&r dnﬁagmeritothe abhmpauﬁz:t trcatrhedn niethotid &f t}hatpte@ﬁit jinvention

¢ 8 b PR B S8 158 B SRBE S g mors

chqngghem@nutmaagemmrpgm\stb nanbnom aperts,| imduding dorddinidbtratiomoli dogktails

of gﬁgf?% @L%%%g%grag%ﬂgg g%gozfl emot?lﬁra }/%grlftlbyrigflude estramustine

Phwnheafgorpr@tmramtmdaodwsplahb,meﬁwﬂnoromhhbr wdsiate, r egplasmn@hamide,
[ d m h n 0

hy A T Bt SabtBled Bt 8 et SRR ARGRL AR sh BB e

antfbaqtice r Brepasation @né dositlgoviedules for sehehéeahaapentid sgentatiap be used
I er,

acc(BYd%{c? & fehn aﬁﬂ?e}(s?’ iRderuc MY Sor aéj %Bg%g‘%gu%tp xfcglgl C?gsthe sAulled

condi ti on, et ea@nent IS sustaln
pragtifippete SRyprsretion aud desageschydnios fmsudicdemstherfbye atp rapg rdessibed in

j an
CHhoth D, SRt MRS, B X WHOM, BefhoRNm (1902,
knowhe €emet Wetagmglrmyah@ mbieh avithparathernydnak éinhdound; e.g., an

antf—&ﬁu ?%‘t éﬁi%lilé,hragr% s pl? agtaﬁt?gfog&ge?%xe%u&t %;%géﬂtsioﬁ%gee EP
61?3 &tDent an mgandm@m tsheinag Gutamivdp) ot dsaged kinowis tforaguicl rmabefcules

ferc 2@9 UJﬂ@ErOtB YreBEH S H&?or %Yndg%ﬂgéﬁtt g&@%ﬂ \th%t ﬂ’aa&}t %3 r]i'xrevtlously

el c aC| conpri st ng/enco
haviesbasn cuhipeted ¢l ahly-andreges xtheramsys lanrh dfgd thencatcear ben;gmas androgen

indl AR e G-l atagi Bl O S RN Bl a5 b 1 sed

Nhrch 14, 1996 concerni ng qbe use of
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gene therapy to generate intracellular antibodies.

There are two nmj or approaches to getting the nucleic
Waczi)(tdill()»tml ionally contained in a vector) into PO®US2006/010850

patient's cells; in vivo and ex vivo. For in vivo

delivery the nuclelc acid is injected directly into

t he Srametiong it maukd pepefigial thalse Fe-edminisiera pardiomofpetent (to prevent
or3HuBOR ?&%fdldl aYJflﬁlun &ehch At tfd m&a@r) SRbTER! tmoré &Yfokines to the

patient’'s cells are renoved he nucleic acid is
pafignty Hraddisign tnthe akave gherapeusic é‘t%@eseﬂﬁle Ipeticahiax bresuhiselpd fogrgical
reﬁlSJ«le %f é‘a[n@eracgﬁg DaRk Sldeioh %ePaB? H%ﬁatré %Hﬁulﬁhéoﬁﬁ& v&’thr&%'styc-met

for exa . encapsul at ed por ous” menbr anes

arwgplvﬁ tharapyi %ﬂltalﬂ@ é@sagqstf@r gy eof ﬁlﬁﬁt 4bem cq-ampinistered agents &g those

rEs@ﬁthem mzfy &qgwégcﬁdlﬁ:r{g th\r% c%ﬁlgmwz&mn H}ﬁérgy)% ®hehgent and C-

vari'ety of techniques available tor 1ntroducCi
meigatagingst.aci ds i nto vi abl e ceIIs The technlques vary

depergithdpERAloVBetbifiher RE albict Ghe d@sagedaddsm&aeaas;dﬁﬁrn&guon

into cultured cells in vitro, or in vivo in the cel
wigfberdhasep by dhsoliyy sipien @CCOIF@EQfﬁlk@,a‘é% ciighia. o Bhecappenpripty élosage of C-

métraﬁ{dgcfn@s& vl adpiid & tﬁe L%é df & Q BBETBAL AR §dhlBatole, Vite! e Rerity
i ncl ude the use of |i°posomes, el ectroporation,

angjconist Af stdissase, wé¢therftb% Comet’ apiasguis ds adrinisteredfop areyentiig or
th&a&ﬁabﬁursosw BrehBld @b @n tHé%tamgs clﬁﬁc‘al mﬁo&qm&@ﬂ)dﬁs@t%% C-met

vector for ex vivo Ivery glgne IS
anfagpmigy idqthe diseretgn °f| the 6ﬁtﬁéd@mbml%9ém he; Grrpt gejagauist i sgitably

ad@fitiflerbd RNBE SltichtQE DI HMES IvaICd A& Jf 'h@zﬂﬁlfslﬁﬁt InQRe \MnB&&ment the
viral vectors_ (such as adenovirus, Herpes sinp

|
Cet gutagqpyst é%éﬁ’famﬁ@%‘c‘iwatnéfavw%g'fu%dorl P F‘H’%%%“—‘@HS injections.
D& adiSTn (Hé&?ﬁ&ind' e RIS off Bk disbzi%b dabead1 @%/EQ td A6 B@Eﬁlg&g body

the (gene are DOPE and or. exa

gv.aewt&fl %Sﬁ%g/%ams@n?ﬁ agmk?f’avmnd@rfél indiek Fﬁ’&ldaﬁodosage for

ad@ﬁrﬁﬁrahb@fo&ﬁé’ pzﬂfe@ﬂ; A6&h&, HEexMPUELHE Ol @lmdé sepa2fl RAGEMstrations,
356: 808- 813 199%[ See al so WD 93/.25673 .and t he, p

or Y COptIeusINfsioRy 4 frspgitReimen FAS; CompiseoastTmiptening 3nyipHiaklgading

doad oft dvaut NiveM) @Hoﬁ@ildby?@waM}l ﬂi’l@m(fdhefnﬁeﬂ@gto(fj fegulB mg/kg of the C-
enco asse e defipitjon of  "anti " rein.. .
e GEDES SRSheY o RS, oor piite s ettt Rcbical daily
doanpki beghtynan@ntrmb adyutfir ﬂgk@rti $00 Mmatky \op n%ee uiep\@ﬂmgrdm the dactors

var umani zed |meric or

o RsliPuE ol el R g Rt Bty IeeS qapgidicion the
conditien Tthe(lﬁaaﬁﬁdﬁVisd&Salﬁbdamnbﬂ 8¢siredsuppressini csfldﬁsgasa s@npreins occurs.

ant a In.a further enbodi t, a
TR SRR0oF s BRReE ot bty mllyBied i clitonfaRl B anahssays
and badsi nmtmterma Indotvh t@thh ehysichearoa pibext jecsoasgped nkil irsthe hrt.as

cyto i bi.tory.agent ncl u

Y e oo leitalion 04 BhSYaCHE R (1S PP Blice anibody.
etd.)oto whel mtiero e moenpion swntﬁ;n;ﬂat@-admimmamagmfm rsctdplaa:m (dy gene therapy.

Cﬁr acirmmstiratlrc])non ng%c acl cbm r1s1n /enco 11|1 at e rb nie; ant'c} nist 1is
Ic formu I on conp ﬁharmac

enam;mpsted bl ¢heceaxpressim. “ad?smntstdrmg Iaelssrapéutivb]ﬂwéf&cuw a&ncmndof a C—met
sAnthrerrbdv@% n&iqn an article
ank%ﬁg)mst Or exam %ﬁ hAY m}Oggil n%utlgﬁsheg Sarc{l}slgf lﬁ9§ Folcenine e §se of
gmcéamHﬁmmmmﬁmauﬂn@ﬁmwemnM@hﬂg a C net antagonlst The
artigle of manufact ont
| abe egerarep g&(l: é‘ or a |;#Joac eg Pozg%{t glzes%lg%la?taén (\/ﬁt*oﬁ%? contamed ma
vector) into the patient's cells, in vivo and ex vivo. For in vivo delivery the nuclelc acid is

injected directly into the patient, usually at the site where the C-met antagonist is required.
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contai ner. Suitable containers include, for exanple,
bottles, vials, syringes, etc. The containers may be
woanmwad4ditom a variety of materials such as gl B6%/US2006/010850
pl astic. The container holds a conposition which is
effective for treatlng the condition and may have a
Fog trevivd tecatimanb gl matient's ¢4lls ereagmaystethe heclaoaridhis todmggd inde these
d hé éﬁ Q %{ f
L T L
exvmde,aemtapeléata@ @ithinj perquis enegbrapes whick arei igmla@edinto thf: Patlent (see
f T I {labl
R N
for ingeduicing naclgia reiflcigtoariatit ecdls-dEhe teql’melu{asaw depending- g evhether
thé IBI%E{C actlf 1L raﬂ‘s}fé'hre&1 fifo GIMIRA 'ceclﬁ l}l Dz%réﬁ% lltgtpﬁl tfléjéells of the intended
mnistering the conposition to the pati
hogtd dT¢chuimads| s}utabtlm éorghe jremséer off mwelaigf agisk ke rrmylahm elgrin vitro
ktfdn!] DEAE-d h
méiﬁd@ﬂiéréa%sg Lcl)? |h§ 1%59 gfc%c @fagﬁrfe n‘g&??fe dnsgeé usmn extran, the
cabm @os@g{e@mcmu@mmgnethiqd; etg. nﬁ@gmmgmly @ngtor for ex vivo delivery of
th as RhakEsvauf J.ehed sal ine, Ringer's solution and
' xtroset svg}?lu{e?%n may further include other ) )
rrat dnion¢ embphdgnang it E‘“W resigacibignsiee feghnigugg) inglyde transfection with
vn%f 9&%99 (ddtn aé Q&JnHQHs] gH%&egnnlaféfc &%, &H Ad‘éﬁdﬁﬁomated v1rus) and

ters, needl es, rlng Kits are al so BYOVI

hpedwlaaseda%yétemg efsefil lmﬁs fv*‘ahm@ra@ iigf! franséss of e eenecEnDREMA, DOPE

anBTRY.CHQ sphixGlpIE P NE f&vi@wr@tth@@ﬁl?eﬂﬁﬂ 'kﬁ@\ﬁn %f:net R&king and gene
invention for detection and quantitatio

thevgnyenratpenhi sop Andersamettal i Scigace 736:808:833, A9R. a%eehos%oo"r’s‘/?ém

ang\g%tragﬂgn&g@ﬁedt&smmth the article of manufacture, the
kit co rises a container and a | abel or package

i nsdrirebingeomy syribadiesd ofy th pyfatieny ke btefn éhfferem forms

en6&afeA 8Y RQeflSition SONRASIIY! Rileif. OMRIs! Gb Rotidtict Boftle AMEength
C- met antagoni st of the invention. Addltlona

or dﬁtﬁ‘ftaf}ﬂﬂé?dg ﬁWOBSé fragmenisy gtiyen seAUsISs, @gtllbﬁdy ot Qmmo acid variants,
huﬂia}n!ﬂ&ﬁEﬁm&@or@ﬂi&ﬁdmﬁbo&&%ﬁ%ncﬁm Hathents thelde. | abel or

package i nsert prOV|de a description of th
@@.WY@B&O%@O@% £ Common ey ROFISIE 2Csot FEDRe ARfld carir.
In |amu1’(zﬂef élﬁbdﬂ[méileta%fnp&éhdﬂ&@n cdrlinprﬁc ETEIt-mtg rahtagglm ’ﬁltc‘.%)gnbglatlon with
i sin i des, nucleic acids anti bodi.es- ..
ot Do o Parpeh e 45 el e e BB s, including
ch&ﬂ@thﬁhlﬁ‘eu?@ IaQéiasOf Thé‘l mvbmmrmgooproma@ fogh@ulatidns Sempesing a C-met
i gonuc) eot i.de eot i r|s n
B S SR T ore L RbSmaoB TuREEReh R dr Sheic fmulation
coMm@ﬁﬂ&hﬁ&eﬁfcam Mem@ld@nﬁndogenous hyper stabilized

encgglng gzclg C §C| Anti sense
oI|g nucl 0 the present invention,

CONpAncEier aatmbloela&ht af fthea gmemtono fs tnh eartrcnad of gnanefgctom ofntaining

il B8 o 7 x€pieih Ot BBt ARG BBy ok e of

ménuftusddainipritds 4 conBfinen and ed)ztblel:iaSpacH'dge nasbrt Iontoy atsxomdted iwit the
onucl.epti.de

e e e
coeoaﬁmslrmy bStfeimed dioch Lodniety c(fﬁamlels sidhas olli8s @qaﬂ;uc 1'9%()0nta1ner

6 1988).
ol g R don it s ol SeR B Er At aBo Pay g  ehie acess
poRL(Edr ekam}ﬂﬂhd c&r&ﬂhke MeS e e flateoissotutien bay sratviabhadlg a stopper

Pl"(rﬁéélblfi’? 6 ga'ﬁg ?{g%cu%?r/g ”ﬁ%ﬂ o ’E leaos¥1 one ach\r/eaang%rlltantl Ith%%or%fposmon is
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several neans, including enhanced degradati on of the
dupl exes, premature term nation of transcription or
wonretsslogtii on, or by ot her nmeans. Such net hods BC®US2006/010850
enconpassed by the present invention. The antisense
ol i gonucl eotides thus may be used to bl ock expression
a 6fmed dwjagenist efbitiei invention meThelabeleph pckagrelinseit ingiedtese gl the
S
coﬁé&sﬂ%ﬂl@lhsg@ émglé é)%ﬂ Elglédé?%& e?tlééllfd)% ﬁa%i{%gtlﬁsg@%nll further
compllmrm@algacmSprm kthgesterlsgjdﬁ comppHiddetodds matidnéd Addlt\mlﬂy, the
art%e/ 0&6 %Qa)nuﬁ&grew elfGrtl?eyCQ rﬁ;ﬂgér aI ' %ﬁ(y €Contiffer comprising a
resi stant toendog &nols nucl eases. $
phMag@neaﬂlv@meptabls wffeh pushi ast hepteriosigiie Walen kiag dajeetioa (BWED),
phgsg) uﬂf&edv %a‘l’l (Rm rs scﬁ@tpcﬁ]lbz;nﬁ c%&tr&s@%blﬁ%lérp gIt%‘HeEfyﬁﬁhércmclude
gra ation taln sequence specificit Y
othgh nwterigls menmbbofrqna rageemmenidlend ivdes Sadpaivic éludipg eﬁ@r roaffers,
dﬂhéh"tar ﬁﬁ&plngecﬁéstﬁﬁ S{,&H c@ntisense binding include the
regron i'ncorpor at 5 the translation initiation/start
coddfits(ae alappravided taTae weful & rieriensi R¥FHoseso pKigoepsrbe provided

Wl{lél T% ?rrtlet UAG 808 SofuﬁéA {nvémoﬂ_ Afe‘r étectTd%Gaﬁp qluanutatlon of

he open readin rams ORF) gene.
hym&slehzeé Gitoign pigfoee -84 & 2n B Stﬁlﬁé?kPFRI\@é Y:i'rth e rnaticle of
manBBLLRNGE TR SHGR S & ARARP W gébetl By ﬁé@?&g& u%Qrt 69 Blt Asgdé%b%l with
nucl eofides In either direction (i.e. 3'") from

thegeontagis | Bieicomfaiperi hojds ricompesition spRPRHS 45 kaﬁ@a%ﬁ metppfagonist of

theERGHRbAT X ddiSHaPEtfirfREs B beSIBASRd MR S, I eNC | dild&its and buffers,
i ntrons; exons; intron-exon J uncti ons; the open

coptee) @ntihgdies- o ke el pagkage &seri Mgy Proyide A desciipliautpt e qopgosition

as Wl hORstRRLMR 8H thd Bichdeas Vigth bPdktdchbt w8t | On codon and
thetranslatlontermnatlon codon_the5 cap of an
mRNALwhi (st Aagonis AN D idess nueleis acids and antibodies-

remg}g@fd,ghﬁg%dggplkbﬁo,@ m)st r esi due of the nRNA vi a
a 5 -5 triphosphate |1Inkage. and inpcludes, 5

StrderoPe FrESiPeHs pisleie asnelr | Pe ISERRf IR atisense

oli %ﬂuﬁ%%tﬁﬁes/?ﬁyﬁd&ﬁo&ﬂa@ coﬁl?ﬁslr{l; ?rigi[i\ll,%\é_aﬁﬁh@t Iﬁfgle[cgzgil@ E‘equence (either
e rtyon or an | irectio

Mﬁﬁ FPEhIE o 55’?"81%’&%&“9%‘?{1% héBf‘dé}%‘ﬂhzsﬁoc PHFGcoding nucleic

acidfC | Antlbdige BlioheAddides abetdern thé erdsent @rﬁ/ﬁntﬁdnt eorAfitbe tah &ast a
transl agl on.initiation coda

3R GNP TRt PABS B GO SHE: ¢ igement senerally
cobhpfiseans leaitezéﬂoﬁtelgl rﬁﬂdle()ﬁﬁdeb}Tﬁéferabllyﬁrcmo Blidue N4 o 3amudf1RNﬁes NThe
er m na

he 3' direction from a ati o . .
b eriSh A9 e e e e PE OPae%@ Aot Rs efing a given
proteians datiiten i, FomdxamblepSemaald Cohsi(Cancee Res. @B:2650, 1P aod van

rrespopding nucl eot on the gene. Specific
ﬁ%ﬁ@?ﬁéﬁﬂ%ﬁﬁ% g%%‘bounds useful for inhibiting
exprmﬁ(ﬁngmf afiisdnyp eligohadidtidesad tagdrmticlpiolayidepdueties results in the
foralin 1|ﬂrg gte (theég oﬁﬂéﬂt%{% g&%ﬁ%ﬁ@%’g‘?‘% 2ra1qs:la2ﬁggg%g§1{eftzlirgeq sgq%(e:ril(c% 9%%e of
Se@ﬁﬂgm:jﬁl 1&@11&11:@ snhametl hniggxmri]uﬂnoﬁ iof dltlebdtq)ﬂrdxes? E:sern;)auui Utmination of
0se ain.a orus,a n_the bac
DL STt B R STevc  at Te AP RS B prosen
inatkborte dndsenteh ehgzmnq:lmﬂss chhs tﬂmysbes ps;adl 1f0| blatk expresaindl of a
s ref erenced

hyBTrF%}Bﬁ%& &G JEEePn A 08%5 no ?155{}83 811%1518016 t@?su Jurtheg psompprise
olighgticleotiidet aﬁﬁmg: hedigied eugaﬂplkispiméles:tanbaﬁklsmesb@)r othes suwger lmkages,

RN YRR L T p—

phosphor ot hi oates, chiral th)sphor ot hi oat es,
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phosphor odi t hi oat es, phosphotriesters,

am noal kyl phosphotri-esters, nethyl and other alkyl
wohosplenat es i ncl udi ng 3' -al kyl ene phosphonat e6T/US2006/010850

5'-al kyl ene phosphonates and chiral phosphonates,

phosphi nates, phosphoram dates including 3'-am no
encpigmh orceriada Sechaolgonird aatids kxithysprasian orcantinkagas gre stable in vivo

L &yhROASRI PRURRY to be able t

(lethl noa(%} ﬁ?%ﬁ%%gﬁclee {agggogpgglréﬁlop% phg es a?;dO caveto
birldde trgot plepotidecse@enéravi ng nor mal | i nkages, 2'-5'
I nlf’?’eq?r?ela Wht?%@mg 1tésr}€§§ms&f§9 bﬁlﬁfﬁgqnclﬂfﬂg'tﬁ@regim{ %Igctr?ﬁﬂratmg the

pol a or nore I nt&rnucleot|
trapgatign %ltlatwn@tart CSfiont 6 -8UGCo 5“ATQ) @r 2ermiriafidrdgier. coEre ()i

h t
RS APSUELEPS BRI L0 L Bt 1 g
gethd. rilrba@efegloms refar toiamgtteonjof the mRMA augdne d@t elsompasped fewm about 25
to %%uq! 0" 1Ql‘aou§l kﬁﬁccﬂecﬁldg E}Pe&}{é dﬁg&i{%sﬁ % 5“1»5§5 rﬁgnrpﬁ HRStation

roxy group In p ace thereo Vari ous” sal
mlmt»oedorsfanmsat@n deoflere Otheri eixeplans regians Ak @ntisprse th@hng include:
mtfs%pr&%ﬁptle&dn orannﬁrIcﬁﬂn Shét n Rt ﬁarﬁmskﬁ)eﬁo*ao&nf region,
preparatl on osp OI‘ us- ont al ni ng i nk ages | ncl ud e,
whiinlt is dlreeregion bﬁtiwmrt i trapslatign Snitigign CONe»sand the B@lagem termination

coélon4 ﬁl% 58 of 4n 41171@{@ Qrhich %oglér'i{seg 4P N7= ﬁmelléxaté'dgglgném% g&l(&g olned

5,2/76,019; 5 ;5,321
to 5h63@9nq§t7 gsidae a0G1eonBNAGYIa 53549 elphgsphas liplge and 4@%11(%??7 cap
stréotlffz ﬁse?fza'é ’weﬁ a§ &1% ’ﬁlsz @0 n&l&ﬁ@es%@%@en@toﬁﬂéoag(lﬁe 5 Qnéﬁﬁlaaea leglon

' @'rsz mea@gnon@f wzml%sm th 56‘?QGCGngffafﬁ(ﬂheﬁfaeﬂstw@s@tla@aéﬁd% and

thaahh&ﬁhlﬁgsndafeb@ae@ bt BRrALHkiPRYnd Ble@f805Rn XA c%aorpf)f an
i fied oligonucl eotide backbones that do not inc

m%Nfb ﬁ’b%‘m?él?%éméi“%ﬁ‘quﬁ%sr@l the gf‘é‘%anéé%%éaé‘ﬂﬁtﬁ%feg&’ﬂé3'UTR) the

poftfh B2 din IR A O th& BadiRc@bk BbmGhe E)ifsla88h kthination codon and thus
i nt ernucl eosi de |inkages,. m xed heteroaton1ang g

inchpding puclsgiidey betvgensivp arevsé%lgp damrpiaenden agg 3" GG ©
cofrbipbiditeNaklodiet &f @aLaRi ¢ or heterocyclic

i nt er nucl eosi de | i nkages. These_ incl ud f\H havi ng.

01 (RGNl G G e QTR T r G iR R, Gaprosvion. of
hypalgt?ulmg Qfmed paygépfﬁ&smagaa cﬁ%bh&l@&ﬂ%s bagkhiag esdifisd bidkbies or

sul foxide a one backbopes; formacet
OB R B 0 RO AT ML cs: 16V PB st e s include
thdsb traf @faim@ﬁwﬂ;hoha@kb@mase backixma and mbsehm kib abEigive alpk@pkorus

n kbones: sul famate _back
oLy 1t BiBore e A PR Rt S RSN 4% kesigies eferenced in
théSaﬂd frr@ﬂlﬁfe& o&ﬁlﬂu&éﬂtiﬁmﬂ:{ﬂdd @otiaek b phephordmtdhe inxhck inenasieoside
ot her

PR . Ca??e%?"e?ifln? g‘fs’%éetauﬁ? t%d Ogg%ﬁuggoséaglgent ’%“ﬁ’é’?‘“ﬁf eBegified
olighmiclestepaackibbmes ifuds Lfefb}@inpgoplmeﬂheﬂﬂum dhival phddsphotottioates,
034

n limted t ;
phgsrRetpjosich s pipgplc E‘EF&"-GIS a%ﬁq%@ﬂh"s OE“_L%“% fhégﬁ 748 ofgs Al
phbspRorhtes 6ﬁclu&n§ 63atkGne ﬁqhé@ﬁolﬂﬁa@ 5531¥y3éhe 2 pHgsplmndte6 ,a6d 7¢hiral
phginisied GhosBigley 2hdonadines ot dggg pEsnRguidg: and
anﬁncﬁﬂ@lpﬂﬁb@hor&nﬁ%s 070; tlﬁmﬁﬁﬂnsﬁﬁ)?annﬂiat@BB BGﬁl,on@,ll@YpTlpﬁp’B@’nates

5,792 608: 5 677,439 g1
R e R g R PR R
link#igel, 2651 Siakel anglogad lieed, ankbthosethatihg tlvated pgarityavicrdimnene or more
internucleotide linkages is a 3' to 3', 5' to 5' or 2' to 2' linkage. Exemplary oligonucleotides
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i nternucl eosi de |inkage, i.e., the backbone, of the

nucl eotide units are replaced with novel groups. The
woasws/ 101t s are nmai ntai ned for hybridizati on WPCI/Ua2006/010850

appropriate nucleic acid target conpound. One such

ol i gomeric conpound, an oligonucleotide mmetic that
having ityeeed ol compriseve S@z@ég |t 3t hhlsalse iatl thead'impst internucleotide
hn?{gﬁ%eer b s?r@ll:) el rﬁfcfe@gdet Qasﬁ§e @/hﬁﬁﬂ’& Qﬁé%'ee(u{é R€lebbase is

NA conp ound he su one of an
ml@ﬂﬂi&g@rh@@ ledyeiog gr@upr @mk’ae é@rmﬂs aawsaqitsa anixedrrelly #idnfgee acid

fo@nﬁ%@% mc luBePaRE r&@ﬁt?tfve%hlt@ms&%tﬂaééh@|tl¥a@ 'té'ial %%Qﬂaﬁen of

e nuc ases re retained are bound direct ¥
phpﬁmpméecmtfymngn lipkagesinclugey dut éﬁedwt lighited pro WaPd Bps Mot 3.0 808

gkhey E’%%@D%m B%Ofselsﬁ nhat 5 Y& 4901 5864 @236‘%92%1@@ -SSR 302;

at téach the aration of PNA conpoundsi nc

S 150015 S| PG (3510583%, 543196 NBd55.235; Se906ED: SA4T6.925:
590436 333, 82@”@ 521, 3669 52458, 111‘3<’7153§t5302°53"\’@'5<7h799S 5"5%6 %1’1 5,194,599;

i ncor’por at ed ref érénce. 'Further teaching o
IR N P A P A L IR ) S
ma&gga(ﬁgAE&gﬁg; 1500. Exanpl es of antisense

onucl eoti des i ncorporate phosphorothloate
bac males ahapdifict elizanbeeciide badkensn st damgt inglude a phosphorus

atddR thiei! ﬁﬁve Chikods QnitHare forfeld - DY GhiS - QafaHarkyl Ko O¥Rioalkyl

as a nethylene (nethylimno) or MM backbone]
intexpppleqsidryliskamys. apiped heteggapom pgdcalisy omemlﬁl}kybq?m%aﬂde linkages,
or-dee N GHiRY 6672 cheil hebMBRER Br h&&o%hb \Iﬁerﬂﬁ@&@ﬁ@ Qink § rThese:

backbone is represented as - descri be

inglis: Wi b et BRI ErkasesFARmedan T 4 gy e doRe of o

nudlBbSIR); DRc ke Maskbees! firidb auRxidefaad @ﬁlfdﬁg bekkBonesaformaNetyl and
5,602, 240. Addi ti onal exanpleg are anti

thigformesstyl PakbonessmetaylpneqlomRCHH e iR Pagkonest gipeae!

babifbohdie ARAY ecdnfhﬁrﬂﬁ;:e Na6ithokbsS. sufahate ’\Ehckl'é_bngs?)4m5ﬁ§lenemuno and
al n On or. nor

Mbdi f1 ed ol i gan cleo des may al so
melfiereyeag ﬂ@ﬁ?@snﬁs‘ T By %P?eaowa K g ond
otl&iﬁsmﬂii/ing Sni QIAEN, @, St dn@ (TEQ|cbi’)3|_1M>d|&@t I?Its gﬂ@rfentﬂfﬁlumt% Stafekipatents
r a " al Ken ..
th% t%?%( g&‘;ﬂ%qparag?n R{ %IFIF( 81?%71“01?35@%(’9%??’ lbg_ a,cr\%/ Rg}r‘wteg f0s- U.S. Pat.

Nd¥:abynyle, sn6a31al ky1854a) kylid, 1shesaila 14hes5aBked3; 5,264,562;

s AR BT sa SO ST 1 e a0 Bl SA44aRG Sake™

5,386108 6y 5,6022R101 i5@500,289; |5, GR@H@r 5,608,GH6E 5;6[1«} 842 ) DB TOH3S, 623 070;

S o SR OB PO 0o

lw&hmmmxﬁﬁmn&bymmaamenplary antlsense ollgonucleotldes

%bsﬁgl"o ne%ar%{)]ﬁst hc?f f seos;lc\'::Ln(J) %odlufleg{ecles aPﬁRSIthtel %ar imd the
1ntahingllagsid,e lmlkmr ydz tharbad:ktbth oDzl mreyﬂldeamu@aw} mblaged, WIBHpovel

ﬁhe@l uml\ﬁgare NﬁEltau‘Fcld tfoerrhgtéril%ﬁoril leipro%ggte %&m acid target

cohmblmdo@ye:twh bkg]n}ehp campauod| dnyﬂlmnunbothgomylaﬂlkgnhm begn shown
an RNA .cl aV| .
to %ave CX,(:elféntehbeeer%tla é)trcgemes 18 Ie erre ft(g asgg rlgc\e/ I%lrl]%e%? %Jé& ?I;NA). In
Pl‘ﬂ)4n a:bmamuhs nibe i sogapbegkbotd ef amfollgmwleptgcbnucﬂeplmelddthh @n anide
APy oy the har )0 t
cog{aml g; %agfﬁtl)m Paép iQudr ee:myg qgs]%e %ccg% le. ﬁ'g%/ nhﬁg'obg;es are
re@inad hmirarqsbcmpé direods or ﬂdeacp:iga s hl&tOlgadatbmx:dtthmnudﬂ pd»ructe@ the

ba%kbo& %prﬁ%e{lﬁglg%/ gl%lge%iS}aQe_osrcpﬂfnts tha%!af(% thé pr%;?aralglog WpRR compounds
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MOE) (Martin et al., Helv. Chim Acta, 1995, 78,
486-504) i.e., an al koxyal koxy group. A further
wonrefeaossd nodi fication includes PCT/US2006/010850

2' -di net hyl am nooxyet hoxy, i.e., a Q CH2) 20N CH3) 2
group, also known as 2'-DMACE, and
incRidechutretenpt Bmiteibier Hox Past Nosoy5,1391082; KTiched i mdtSd 9363, each of

wh%;h 1%} E%’-’]H?I Eﬁfwéﬁ%ﬂ% %ﬁ%?%c%eﬁpﬁllrsrt tgéécpl% og% %odnﬂ?can be found

in Niebcwetas, S_cmkeedl99\lu%5“elfé97ﬂépﬁis (LNAs) in which the T -
hyd tE%M led'oP l“lllﬂtﬁeﬁse hf%%ﬁgcléo?ldésh ﬁlcgrpm%[) éh &fﬁ@at@tlﬂmbones

of dgar ring t ormn}gE csu
andfoi b@tgroatﬁm@abkhmh@g and dm pbfélcalalrréﬂ N!;IerC(“lzCP@H) N @Irlz)ﬂ)CHz-

P elel aneh‘l}ﬁn% (m%gﬁﬁiﬁﬂ&xo il BadikBShef -CREL ﬁfbf@‘) 28, -CHy

wherein n preparation ther eof are
N(GH)eN(ObECHA \\end 8/ BN EHE:)-SHc >0 Oivha26 . tily hesgive phosphodiester

bag&)gﬁ fs Ct%fr%sg%%% bp% P%%ﬁ%% Py m(tg aQong'&)arenced U.S. Pat. No.

5,482,67CHd Chi= @Ridde, brkbapesjof yhe alve ce@qn@dd%olm DN of,602,240.
Ad%lthEAl lé%n?blés%xe ﬂweny]ﬁlggnuc Ec'.leg 215\%2 Bérphidho lB@ckb@ne st}ﬁctures of
arapl no (up down

position-or ri osition.
thepaboyg-rgferanecdd i Fat. N PO P. 2' -F. Simil ar nodi fi catl ons

May \RGedsh ﬁo@&es X ecl[so Qgﬁthﬁu'ogg %r RBret slﬂﬁstltuted sugar moieties.
ol i onucleo particularly t osition of the

Exsmglaw oélﬁoanksotgies P‘éﬁﬁﬁsﬁ ane ofiibg ’@H?W’Gé aighe 2 positions OHiky, Qe%kyl
S- Qicﬂ%}'w El'kﬁob' ey 28RS, 5>r NRARdrbi; @lane% nyB's- enl%rnsn &l -alkynyl;

nucl eot i d ai gonucl eot'i des may al so have su

or nPredel- @saH@’tlrc mhersing yea ghk y flkeny] ealnf1 edlkynyl ppayc é’eoFUbF‘F’Féted or
unRRRREY BNy a]ﬁﬂg@lfr C2 f3eqy, eaﬁé%@laénﬂ\’a@?rhlw PRGcdhdl pSferred are

patents that teach the re aration such nodi fi ed

O[é@ézén@]r&%uct%?gs) “PHRS U ar Ofd:tHpi t @EHBONH2g and

O(Eﬂg)éo @Hz)n .98 R/ and, rﬂ-ai% F2801 t0wb3dtA008Ber SxedplsyQiésense
78; 5,446, 137; 5,466, 786; 5,514, 785; 5, %lg 134;

oligomgtpotgipy comprisy gng of :thas fatlgying 2 - thes 2'ceppitighioC: &' moReoAlkyL
Su&ﬂ%%i lgie;r > allod, Sﬁ%ngg%k}sgb ,6fkary2 6%ilkyd, G-atkadV 3¢ Ofarﬁl@@ B3 CH,,
an ere
O eh Bor Qe P Fer e 60 eiik @ﬁgﬁmw NHE Ridocycloalkyl,
hefekdcGQEHNEK R O hieakyIRMing| §&yalmalnuﬁtg saumlue@doas}e, z(xDRN@ﬂ cleavmg
referred to in the art S|r$1¥ ﬁ# nodi f.i.c S i
TP, g{fBglfqrtgwp,(ﬁqénter atq @ B (gllﬁlpro.vwﬁ &@ﬁn@aolmbe 1c prope s
of "nasligoilcleohdts | 2 aba®es fomhjichend he Wm&&ed}hamﬁSprapEﬁnsnﬁ an
ases

(A) and u nine (G., and the.
ol e e oana s or sifR it GO R B R L gtion
indhideh Qdﬁetﬁdﬂy&hoy@y@tbﬂﬂ(ﬂz@H@@Hﬁ alsol kadwrnascl'-©elaseisoxgethyl) or 2'-

net Sl OX
M et & aieh S bt e L ikl oy soup. A
futhepicberled af(’bdlfﬂithﬁ r’mcﬂgdéy p- &tﬁéthﬂmvmethéxyadem @(CfI-HHON(Cﬂg)Z
uani n 2- pr.o riv t| V, .

exdhranrion B g aMAE Saf ot PunodBi RO ERs Rlovpig the an
as 2~O il a6inseghox ethnd oo TAMAEOB) dle. cg/tQ}QH&@ CHZ-N(@IM nyl

(-G or - - C= uy aci cyL.osi e '

al ky%fl’cr.{%é F’?(\?{’clff%f;%%'s mg@l??yp?c%f% Pﬁglg Baé%ss (Ig\?a o uv(v)hlgh Fhe 2-
hy€ok PSgrow Bl’ldlkéthymhﬂ 8 oB4LI¢‘aﬂlIln|atc(rp©é theboumeaciinlg) thereby forming a
.4-t hiouracil,..8-h 8:am n 8th|oal Ly
bigye SRy sl DR o8 SO BERFVER b BeR L ERg R 2 orveen
at@hhl amti thes', catboh alo yilaerdin 6 6 B6d 2/ LBtAR aadrprepdvation thereof are described
Lo nme ther 5-substituted uracils and
m&{ﬁ?%@?%@ﬁ“@%%%%@am ne and 7- nethyl adeni ne,

2- F-adeni ne, 2-am no-adeni ng, 8-azaguani ne and

8- azaadeni ne, 7-
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deazaguani ne and 7-deazaadeni ne and 3-deazaguani ne and

3- deazaadeni ne. Further nodified nucl eobases include
wonrbwylokdic pyri m di nes such as phenoxazi ne PCT/US2006/010850

cytidine(l H pyrimdo[5, 4-

b] [ 1, 4] benzoxazi n- 2( 3H) - one) phenoth|a2|ne cytidi ne

(1 HQshari redéficationsp]ipeiude] Rmetoky afd-@-CHYO3H} -agiopropoxy  (2-
«.gzz kﬁ@ﬁsNﬁM A8 (- (%k@ﬁléﬂ}) eﬂloohr[em&XézelmzecﬁyéHg b2 fluoro

-am noet oxy) - Hoyrim
@ )ﬁ@]ﬂf-mom]ﬁb@tmd&%zhenn Keawpbinerep), position av Bbe(deye) gsiien. One

2 5@%@%3@:&%[1 4o DFOLIRAP o ditic AR mayPYibd BLOMARA Sther positions on

the( qllgpwlea@cﬂea pargewlaglyshesy) ppsition] of - supasypn ithei Jtermipalgelpotide or in
2 ng)'kgd Sﬁgoﬂﬁ@éoﬁﬁ&%ﬁﬁhﬁypo%&? of @'Ctlsﬁ‘lq{?al tnt]&@cﬁldb nOM‘%bhﬁaeotldes

he purine or pyrim di ne base 1Is rep aced
mab(e%l@r kperg sngas mimefics e eycipbughmaictiereini mese "ot the pentofuranosyl
su%:lr AEAZRHAANO Tl Stgte@fiﬁté?l%q}{ét'tgicﬂ ﬁlega:ﬂ%al%ﬁorpéffr éugpﬂﬁdlﬁed sugar

urt her nucl eobases include those sclosed in

strpmires NS08 BT GOB Imieih e LS. Gt O 4381 TR SCHASHbES,319,080;

5, fg@ @M:l 9%@7@ K037y '?Qf66 5@6 eﬁ”‘ﬁ’ﬂ 7%\@‘j 5 g@lﬁe 856h! @1 1;P9RA27;
8- 859, Kr oschwi t z, ed

& Son
5 5?@)@@2 et %Oﬂo§é1(li$@cl5€ﬁ?r@@5%y5 @9@37?sé’ﬁ4@¥g/5al5 638,374 5,670,633
5 7@@9@%&@'5 @O@E@r@a@h of Wiki&y 8 ﬁ&&ﬁ@@dorﬁ?ﬂtéd‘ H?Qefer]egc%]in 1ts°’&1t1rety

. CBrtaln 0 t hese nucl eobases are artlcular
usethgO’P‘EﬁeOPﬁlf‘é rEsTRgneTie TriRehapry(ChPT reﬁqrw tpn t!lﬁéﬂ simply as

"b‘%E") SRR chifons SPRBMRETnOfALRES hdtB MuhRSYificlin 85 Gatudd! M@ obases
5 substituted pyrimdines, 6-azapyrimdines and N 2,

ds thrRyriee Basey ilering (etd ghiritedS): g die pgrippigline bases thymine (T),

cyt%mﬁén(ﬂp Qﬁ@ ﬂleicﬁd@W Nﬁ)dlfﬁdpﬁlﬁﬁ}ﬁﬁh‘é&su (REHE odfesd sPnthetic and natural
propynyl c t03|ne met hyl cyt osi ne substltutlons have

nuglgehigses hieh %0 |‘PF‘éli‘yé%i’§‘§“ﬁu9 BO)aciydgsynelyl sexdpnme; (xgnthine,
hypc)kaﬁ)thﬁe ]2 2nidegEfiBe, 6GnethyPARY bilter Aty Abrivadiitlsiob &desifhe and guanine,

QERSI% an %t er%’/_\g&gj)ag\gﬁ :?? ) eéung;gﬁlrgllgagﬁ% %Eg racil, 5—8}10thymme and

2- tﬁi&bbﬁbdmeu Sihallaﬁr,amﬁa@i. c;ytdéd’nhe,l’ﬁ g@?ﬁiyn Gdf—Wf(IH} or -CH,-C=CH) uracil and
oxy ar 1 T1¢g t| resentative

ey it e St SRt et aRen iR ot ey BRR Sriln Shpte and

thymﬂle f 5-eghcih L@k@@d&@&ﬁﬁ 4md>unﬂﬂ Sitlo, ag-emim0) 8lthidl, t &chidatkyl, 8-

Il .as . Pat . :

hygfoRifci et o sibiyieh adeiingd anid gpronidlS Sinaly gaticutad -y, 5-

trifhy AQRRtEYT 24ndSoi&r7 5-k80ktitubed4 biAciRS Gnd ByEdesO TanetbylHdRing 7abid 7-
711; 52,54 7,.469:, 5,594 121,.5,596,091;

mellsRifgie T 2 BARR G g g amBoR IS o B RSRG THId 05 BRAIaRE T

dedvafiBiin® 4dd ﬂﬂethadBﬁﬁf; ﬁﬁlZi d@mghanmie amtlBedeazasddnmeelFumher modified

Qr pa ref ere ot her nodi f
nucle% énsg}u X tinc clic By I (;)sssugorrp enoxaziie | c(f (ﬁ@l-pynmldo[S 4-

b]ﬂl;4ﬂﬂenzvgaﬁm2¢3hl_e-oné)l pﬁ@nmhllaam& ¢ydidine mH{-pyrlrmdo[é m[lﬂ]bmotmlazm-
2(%82(#?? gfvf]q?e?né%\’\shsllou?hh%s: n Q?u%e& Hten??x%tzﬁ%/ t tti\éliéle ?g’. !g.l 9%2‘—¥minoethoxy)-H-
pynhnc@tﬁﬂ*b][k@]béﬂexaziﬁkﬁﬂdbmﬁ; Lnadasazakf cythlene| (ﬁquytiinmq)[%h]indol-z-
on?)g ﬁ;%yiﬁg nJ u @{J R @C? \Allajl OX E) dfgr}—)%—one). Modified

ona
nubly«dxlasrg yphay ga:so umslllde(ﬂmp u:gahxeh gremmpse lorfpyrilmedmm bantis wplaced with
ude rcal a re nol ecul .es m
other ﬁeteroc f% )iamg[egf éealz]ae a ge 131/180 deazagu 051 le—zg gpS'rldmg 3nd 2-

pytltﬂm)b Emﬂmn cuecledbesep hmimiecthobpnhm]ctsecp uropleﬁ' tRaesN@f 3,687,808, those
dlsﬁiro%eglerrqt% Ifnee Cslon%?sg E cycyoﬁ%dm 8? ﬁfol e@%rgﬁg%g%etn %Jdgfgh Znégr‘fnlcggﬁaggs%§ 8C859
i ncl ude cholesterols I|p|@g cation |ipids,
phosphol i pi ds, cati onic phosphol i pi ds, biotin,
phenazi ne, folate, phenanthridine, anthraqui none,
acridi ne, fluoresceins, rhodam nes, coumarins, and
dyes. G oups that enhance
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t he pharmacodynam c properties, in the context of this
i nvention, include groups that inprove oligoner
wapb@kiesoienhance ol i gomer resi stance to degr adaCTmis2006/010850
and/ or strengthen sequencespecific hybridization with
RNA. G oups that enhance the ghar macoki neti c
Krpaclpigs, tTi &s ed.i lohn AéleyostSors, 19P0.t #ndsthpsevdiseidsesh by iEnglisgigt al.,

An%e\%&l)gé éllgﬂﬁe Im&a%%?l%dltgﬁm9lu% %‘i@ Ceg{aﬁt 5f' tpéég' Pﬂeobases are

Sm Oor excre te noieties inc
parftiglardyr esefubthﬂ inprieasag the bmdpugcafﬁmtye@f ths ofgmheriggrogpounds of the

o RSyl RSy N 6 v

sulfsivmtredhapaimest  aicluding; obargmom@pulac@hgm ﬁ@(ropynﬂlggeul gnd  5-

oA gl P B R o e i

duple6 st3ghty HyehohadagrestC. dfanghBieb ok ghntibdnsk: Reharph andefrpplications,

k9P, FossROR FBA0y, 276+ 9RGL ERLEARL 1 CHRERAHSR! L when

coxabunghmth 2- Q:hathnxyeéiygsuga@mfécahmsol quresm@e WinitedeSptels jeadents

thai %g&l?%g gﬁﬁov o @fﬁrln%ﬁ:é%fB%uclLe ; 11]clude1 819[13:1'(3 #&: hn']l&gl]co ]U S. Pat.

NoS\3,683:80% e well 4 | u. S BPac ANosd é‘;84’599% 5 1@ 302955&‘} 06(& 5 175,273;
5 d%'? @é@ hﬁhdzl%g 5 ﬁsﬂm ‘?5'455 9%@0394“@4 goéa§ 56, Yﬁe I53h5011; 5,552,540,

triet h% amoni um 1 héxa

S ST SO S S 5as TG ke & m 816,005,096
5, 6139 g@l ar%%’ 750852 egcq‘l%[f Wh&?ﬁle?ém RAborporMeg by refifds Res.

3777-3783), a pol yam ne or a pol yet hyl ene
g| yeégqott@hglpﬁﬁemh ©h artispnse pligenucleqides eparigesschgmically linking to

thw%ﬁ&ﬁéoqgémne]&%re %16&956& RfRkateOWhigsl Wﬂg a@ﬁ/ﬁy | @llular

acid (Manoharan et al Tetrahedron Lett
disyrgytion g5 eolulag upfaliensft the ohigsinaglentidy) Tieropmmpungs of thgj lBYﬂﬁ‘Flﬂ'i can
indRid@ Qbﬂﬁgateagit)lﬁ)s cdaibaily Bl to ﬁggio%a@r@up@ Eucﬁ rzls pnmary or secondary

oct adecyl am ne or hexyl am nocar bonyl - hol est er ol

hygrgrd tgyoupeIGogBstie B8RS ek IBYeﬂtlﬂ‘émFH@‘é’r‘i‘qu‘i? t%yepaﬂgrdnﬂacules
poly@iindg) ab&farhi@esAChdlyeehylbnt 0 %%‘iﬂéﬂ 9(519&§ems f @foupXanae! enhance the

aspirin, warfarjn, phenyl butazone, 11 ofen

PhaiT3FOSBRHIIC RERRSTIE R RBUBRER Gy o) bat SPheses s plyprgppokineti
proép@fiies 6f EibomSRTSIi GRESAFLRS groapsanauderdhbxa@t&bennlﬁﬂs; cafvindipids,

fenam c acjd, fol.i aC|d a benzot hi i azi ge, e
GGG G300 EPORRREBIn PioH T RERHIE i i ! Shhantiidin,
anih?dqbﬂnbﬁbr @Jrﬁme@ﬂt@&b&’ilhs{)ﬁﬂﬂz&mms &lﬁﬂklﬁsilaﬁif db@s G‘tﬁups that enhance

q1t| di g(sgetl c, an antll@acter é an 1b ¢
theg BEIPERPHIEY & 5 fpighe eRimaiders ufe %“B‘éﬂsa‘i‘ﬁ gpprove
oligh dfpi:‘etkél dnBghck vlikbrer padtaRe t@ @pdradadibi, GNd/Ge Etrenpihen sequence-
Spi%é Ibiadiigich ity S5 Gouns o il 50 BuerscsRipgR! b, in the
colmeXi26f 465 ;inventich] , iddldde Qrobdd thaB Oimphove 5aAigbd8 uptake] 8distiiFytion,
5 0,731; 5,580,.731; 591 4. 5 109,124: 118,.802:
m%%bfﬁ%n Wfécregéfa?&%#% m%‘eﬂ“ééﬁ‘g‘ti‘ﬁ bu%éf%&fg lipggd tﬂ?i%%?*?&eé;such
as 2,c06018std2dimoidty FBetsiflebd et 41, BB, Nah;Acdd. .G ,UK25;1989, B6,20553-8556),
789 24.9 3 63; , 35 .4, 4 2:
endcl s GPhon i S bhiond 1955 583 14 3981 3520 hog e
e.®, H.élz@l 9a3y1thel 2MandBaian Bt 2USARR2ZN. YD, R&d, 4619; 1922560, 5306;309;
5,262, 536; 272 1,241
M@,O%Té fge’ﬂ 331&%% ﬁ%@ C@C%s %39932 5 %7633237‘” %ﬁ?%%‘?%tml
(Oberbdder £841;, NachBbidbR2s., 1995R0, BBGF38H aﬁﬂ@hﬂxﬂ&chaﬁ &85dodi8ndiol
5,587, 371; ,595 726: 5,597 : 923: 928
or RS ,rﬁg%?béi%%ﬁw&fas mﬁ-cﬁﬁﬁg’ %Z‘Pgﬁﬁ% ’ﬁikﬂ glér %?ba&%ﬁ} al,

reference. It is not necessgry for all positions in a
gi ven conpound to be uniformy nodified,
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and in fact nore than one of the aforenentioned

nodi fi cati ons may be incorporated in a single conpound
wonromviesmiat a single nucleoside within an PCT/US2006/010850

ol i gonucl eoti de. The present invention also includes

anti sense conpounds which are chinmeric conpound
FEBShLater 1890, a21% S8s980ic Sripudivls etopl." Bischimias1993; ﬁ5,t A%S54), a

phS%’ﬂBﬁBﬁ eog alfﬁe;?adb Y%tglﬁsgzol 6{ Bict Mrg rﬁﬁ&ﬁ&mqozrmmgadecylm

ticularl 1\/g*ﬂUC eotid contain two or

glymrrOe% Htpélmpbmaltw( ingharavcat ak, éllg:rr@‘wéroné&&h 19A6126, 345 1036541 Shea et
all ?ﬂc?lt AR KEQ”Q?@%{) ¢ 18" F77.3788; a ﬁly%&'e%@tz{ ﬁcﬁ étﬁ}lén@%lfc@ﬁ&am

an o onuc I 'de conpoun onucl eot’i des

(Mapphageal et 9’1 Swpleesides &1 N‘l“’é@ﬁ‘tiesowgir @g?@hﬂ%@r adamaptage acetic acid
(I\/Pdhbl&%%@ Llle qte{rgédlloﬁ 1ARd ﬁé%e% 8851256541 a ?QBT@I mbRYMMidlea et al.,

ol |gonuc éot1 de | ncreased reésistancé to nucl ease

Bigehifpa Biaphn , Adtg cY0as 8204 2P-3PAr onpnakeadegimiag or hexylamino-
cafb'aﬁyﬁ%ﬁ%ﬁl@legbﬂafjfngﬁtyabﬁg(ﬁh@l)fotfd% of{tﬁ@nﬁlé{tlgﬁ tna ?Hﬁl) Bé Gonjugated to

acid t1 onal regi on of %onuc eotid
acter dreg asbStan%tfgt prgmpler apirkp wﬁw, ebasla Pazase, lémz;afi?n rﬁgprofen
fefmfnDRAo BfeBN@) rS}%PfokéﬁS car féﬁa)ﬂarﬁillsﬁ&ﬁm@l g 8 5%@@36&010

is a cel ular endonucl ease ich cleaves the
acigh r firenagic AsidrNAHDNARGD | éxbenA@t{Hmla%lqie@ ncféqromm@ B, diazepine,

m(ﬁd?l?eﬂﬁélﬁ) raeoarlflﬁ% ta%elblﬁlo%(ﬁﬁvﬁgﬁfaqfrugt B alffliAbLERY, 8 hntibacterial or
t hereb r enhancing the efficiency. of
anAiGeHY é@ﬂ‘ﬂ%“é’“ﬁﬁ“&@%%ﬁ“’éf“@ éhrdr BRpAEioy; a5, described in U.S.

pa@ﬂﬂ%ﬁé’zﬁeﬁ |S¥n N@oomﬁmllgb thne&m LK 1@999 aﬁhﬁt[ﬁﬂe@ StaB hakme Mos.:
nucl eoti d

4 @8,9@/8“&8118&&2, éé’égé % q,gédm,cé,%la}léd 5t565 750, 5 552,538; 5,578,717,

558003 P95 80, ‘mloatsm é&pxsyﬂbl 194>n51 ¢1scmbi 8ass,byrs, 41!41)r71ﬂ95 185,603,
t he sane tar get

SR RO SORORRY i G S S BB LTE o GO 85737

4,981, 9404 985 193F @ 806 BIR NUE48L:1 Aess,013Pa8j0R2,83D; 5,112,963; 5,214,136;

s Sy BnSEl E0b, 45Tkt POBUEL SRR 0%l o samaree

5,242 878Y 5,61A0USt SB18241015,390[Tu8; £016,2708S 5/40T,06 F,AVATHL 5,512,667;

s 523938 Fop TR S €0 RS, LBCEIRL AP B s s o

5,5999231 52590028 Al £688e)§i1 Gachndftwhichtis he2dls incdrport by tedersnce.
r RNase H activit

2' - t . h d
vl BB PBSUT G BF PetPo 1 ok s oot B RR g frdined.

anddp It SnorExanPhany t}@aqmemsmima&@mdlﬁegioﬁm maj/ b2’ 1ncorporated ina -

sirg; e‘_jlf%}riq?ﬁgl (il%g %&%1 {) art SHléfeSnuc eg§1flﬁ H‘/étﬁl %rt) 8*}%{1{1&(&6 tlde ?he present
inVended alom éncluelgs amusbt&mcnglpatndt eaih ate chintetig uompouads MChimeric"
o Bl e D PRERT S R AL B DS 6B e
cotr@amfals t ﬂnaaauqntadp mi@bnmhotuﬁes,swmhh Iayrhmn dwetaruodre rcbemically distinct
imted tq a
el 35y NGl obd by Bmich O o e pgor o
ol@pmﬁl&pﬁdblporﬁpod@dl "ﬂl&&: oﬁgcﬁlﬁaﬁcﬁﬁes typicalB,cofsn &, 8&LR,086 pgion
wheﬁ%ré r?l'leoo%g?nu&fégtlc% i3 eordle 1ﬁ§ S0 Ia% 8% fon?ervuwti])})r(l: H}e oiigﬁ]rﬁlrg%lo@de increased
regisidrics e:rm]eleaxe mtpgadwsn wmsedrceﬁndaxmpdaam @ed/w indreaskd inding affinity
{ h\rlg lﬁurggﬁp 0 qual a 1? &%2%(\1“ it orzag}q oﬁrJl ro] l% ulfﬁlopn%lléloﬁlgg gnay serve as a
subglnatehhs |eszynEq Laagabiemf dle@wing Llﬁ‘hA.D}\h’t e RINGA: RN’Aslgdbddsb)By way of
exg%%lg;lggaesér/mﬁ}f %cécl{ i opucle%&wl%}ch eavnp € R%\@ggrann(g gfnaél l}l\g}:DNA
such synthesis knomn in thesqart my addltlonally or
alternatively be enployed. It is well known to use
simlar techniques to
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prepare oligonucl eotides such as the phosphorot hi oat es

and al kyl ated derivatives. The conpounds of the
wonvensan may al so be adm xed, encapsul at ed, PCT/US2006/010850

conj ugated or otherw se associated with other

nol ecul es, nol ecul e structures or m xtures of
duglexpaing®n fsRNase Pé)&bmfp@, rdsulpoigmager@dbmwﬁ target, thereby

gfefaai ggqthg%.u%ﬁ tl"ia’ec ;’!a(lgf?é%lg Ir 2 Iorl%é&ﬁltcfé!)tldet (?xﬁﬁlﬁ énlaeEx ression.

ake, di st ributio
Coawqmlﬂy,a@mpmpblﬁ oesultRegprafise e gblaiped with tshettesphgoatcleotides when

chigl%{‘l? N r{u@%gtlcfeg %ﬁ] ugela e c&‘ﬁ;?ape%r A HiRy g g{.l)h%totlﬁblzﬁ d%&r}'?llf?nucleoudes

I on an or absor pt 1 oNn st ng ormu 1 ONS
hybmrhtmgﬁe thdxnatne sarget region| Chintegid antisense)c@npd@ads, of fkggnvention may be

e

oligo8laosBB9 andorOliBoBEBotide, MOBHOVAS; defrribdBaldnd.; ISCGQIEWXLC?@TI@HC

anche oo fopiagcd B3 oo maihJog oy 5 3G

O-6HMB thp Sterniind 56¢@ifkd nucﬁea@@@sm@e amh d feﬂlcﬁ%th% G’aSt éa:@p\tiguous
2- ﬁfsu % tggoﬁf? I@l@z{sg H‘ach%p roOn @&%ﬁeot | Ha & eﬁgo%g@refegeg & in the art

exa ant1sense ol I gonu es I ncl ude those
as bhrigle o etpsesrs. désmplainc grpmess have a reginn) of 2 madified gugars (preferably

2'- gr(?ﬂ@'é@) @ﬁg)eaﬁ th%s?ﬂ teﬁ{ﬁﬁa 4d af !Bg%etegﬁﬁzﬁ rséﬁ%ﬁﬁe d 8y a\(\Qast one r?glon

and othernpieties that 1 ncreases affinit %
hayihg ableagigheratigeup QeHf svgarg apd Mmgs tingerrora ghogpljogothioate backbone

lmﬁﬁg% el@é;) CosertMBE Gited WiMas patdnésS AL YeacH Wel fﬁ@fiara?tfohlclf such hybrid

['ating agents, such as ellipticine

stragtirgs includey bugerstrot dimitae ol U-Sohgs Nees, %a@%é %’t‘?ﬂ%h%%?o 007;

5, 25@ 7§§r553%6@'78 :31oB S NS00l bY B8NS b aRi6dS663; 8,694, 8,652,356; and
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Al ternatively, an antisense oligonucl eotide may be
introduced into a cell containing the target nucleic
weachw/19equence by formation of an ol i gonucl eot PAeAIS2@E/A10850
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mel¢ties dhal mereasenilfinitnoft theoligsnyclepfidefor e tatery andeis adid prgyece, such
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originally non-inmobilized conponent does not carry a
| abel , conpl exi ng can be detected, for exanple, by
wagbesg ol abel ed anti body specifically bi ndi ngPCaIS2006/010850

i mmobi i zed conplex. If the candi date conpound
interacts with but does not bind to a hyperstabilized
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with the interaction of the test conpound and its
reaction partner. To assay for antagonists, the
woanpausdit o be screened for a particul ar acti PCTAUS2@G/010850
be added to a cell expressing hyperstabilized c-net,
and the ability of the conpound to inhibit the
to getdctivatipn demiint dhe sxpréspigh ehe ExALlHEEZ repertas @ﬁ@ﬁolmﬁlér ¢0§tr91rf>f a
AL RHONLE profhcr MEpdhhe BF BB Ly Rl BADSRL pdinproei
mtsnaetrvnasCCB«ymfrsa@m@mtgl ipferagtings priypeplirigs areh@etwtﬁdrb@rh @Fhromogemc

f@ﬂﬁﬁ 7 -
rgt%z‘lfgﬁ[ %Illédrtlgsg% Usﬂggmglgget ermne t lé@i{fmf):%{l veness pgﬁem

perhe ptsrastienisabetaernatyon ispecificAppptrinsntising thy pep-bybiish rachuigne is
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RNA oligrnueleotide iiybrifizes safhs reRNA i size ahda bleplﬁattmléﬂoami [esy mRNA
m icufyl){tg‘iﬁJ‘t%{peéﬁ&ﬁ%' ettp%gBEB nf(&)lé' Ehilnkd - BEAYNELENER 056560

he art In on

rrent I nt er nal 1 zi ng

(11 Plizgdaog yn ptis 9 es6i6R GSRC Press: Boca
Ra@&f ERI Tos8)) aﬁ%CJH%Bﬁu%Ieb&&s d&%rlﬁgada!bfn'/eec%tago I%Q%l%ﬁed%& €dl1s such

ch ar act eristics, enhance [ very of anti bodi es
that rthe agfespiss qu'/é(ﬂﬁri?l&ﬁéﬁ‘%f be emﬁﬁsgl/ imyive e snhdﬁ@pll@ﬁmn iofy the

hy Q&adfied clrﬁbt ?rﬁgé hWher?ﬁpi@QfngNtA is @%dagﬁéog&g¥n&ﬁﬂclgﬁldes

xpressed I n a et cell by Introducing a nuclelc
deav,qdcfr%ﬂ@ma@slﬁfonewmtwssnthge g-heetvgen jabody1Q #do+1§ positions of the

tax%@cfg&tlﬁlgle%esequgﬁc% ar@g BferredS Pat. Nos. 6,703, 019;
29,173; and PCT 2003/ 077945. Li pofections

or IRpwsBREYe é%mql%%Nbénqy@ebs eapable pf caelyAnsehaspesifipelgavase

of IRNA. qgi)éﬁmem s RRknBOGP¥Cifif "ﬁ f aﬁo@&? tHéSc%grpleHgﬁtary target
smal | est inhibitdry fragment speci fically binds

RN% foHewed hvicadpnaderiytic @Fa"ﬁﬁ‘e @aercg“@t nlgﬂz&m@.c}?avage sites within a

poSBHAITENA Yarsd \caD ba gRAkSd B50mofN eié'ﬂ%ﬁluesb AR FurdR Gettuthesee e.g.,
vari abl e- reglon sg&uences of an ant

o L RGuepa mplisgton NV BT 1051 fpeblished

Sepdeﬂlﬂertllseld92)“get protei n sequence. Such pepti des can be
synt hesi ze chen1ca||y and/ or produced by reconbi nant

DNA Nustetnsichggglecudgsen tigplerhelix\igpaatiop ugaddtp | inhihip ransqgiption should
beAGRe-st@lled H%corﬁ%seﬂ%ﬁeo?@ﬁﬁle@ﬁ&? 3) The=Bhse YeoRposition of these

r eptides into tar t eIIs can .b
0116?1‘}%‘51‘?8%‘5% b‘;ﬁoﬂﬁf Hoydh ‘Eﬁdm"’i“ﬂtef fi@leghefix ‘l’fB’F‘“?ék‘é‘i’rE‘P%gSteen base-
paﬁﬁgtrﬁlleil wAREh @d’ﬂn@ﬁgy & Bo saiablehg&&hebeéﬂ pesed mopyrhlhl&inérﬁbn one

or.the tenn I 1onmeodao rotei
s agry- F SR oot £ B BPETS B0 Sop P 2ast Supra.
acr OReseCsall mdedalea Basbe idaRifiec@® by any &deasn neire aff the sdiéeing assays
25-43

.Natl . Acad. Sc

dlsﬁﬁsts%udglbeﬁ%%d“"‘é&‘t‘ﬁd{?B 8@’( %ﬁg rf%féeﬁlws%P aBf %%H“‘Sé’ng hose skilled
in giatattbody that is capable of interfering with c-net

activit 0 ¢ 8xa Ies i nclude a nt.i - c- met

ot P el s ATPUES pre et R, S Fossess
ceftainl k:hz@dictefrism& trypedifiad toaflsess @gh oharddtéislicss thgquamhees delivery of
anf} beo#ge(rs:ltled f t he ug %&{p '&ﬁloag%ﬁ%ésl A R\i/n'(&lﬂ-) e arB IIn yet another
eni’éSﬁ@ShIL‘afﬂ’Sﬁi@ﬁHB( lcAn bSEPreded\N@D a iz)rge(tlclelj bly‘l\lﬁ%-rd_dﬂcmg a nucleic acid
ca]%a%% 3 1%% %ealrl]t(l:ljeodgil'}ﬁg leyar\(lig\%ﬁ(%r il Seé‘ eSB%qfdg P\é\g‘%ésl E@Of& 019;
6,304 7 & and(E’CT(Blb No(LDOBAYFIAD. Llpofectlons or hposomes can also be used to

deliver the antibody into cells. Where antibody fragments are used, the smallest inhibitory

fragment that specifically binds to the binding domain of the target protein is generally
advantageous. For example, based upon the variable-region sequences of an antibody,

peptide molecules can be designed that retain the ability to bind the target protein sequence.
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(SEQID NG 3) (iv ) H/R-H conprising sequence D -D O
wherein D-DIOis GYTFTSYWH (SEQ I D NO 4) (v) HVR-H2
woanpriogiing sequence E1-E18, wherein El-E18 i SPCT/US2006/010850
GM DPSNSDTRFNPNFKD (SEQ I D NGO 5) and (vi) HVR-H3
conprising sequence FI-FI 1, wherein FI-Fl 1 is

Supby @entiderLByY {eSEOthesizedockymiely 0d/ar produckd bynepcpphingt DNA

tec'h&ﬂé . Q08 MANLAMEo ,pgg%mcahfﬁp \@3"4 @atvskwsgs (1993).
nce C nprlses no I catl on one
r es |Emma opmoduigorotppepitdes mtopisetedlly wn@z@gnhatmesh@y npethogs known

in % e é-h FoPk xa@n 1d, L R4 € fale!} FE%EH as ERVR: hbrivRl tRM i’l‘ﬁ"l@i@@y the

e i nventl on conprises the sequence of SEQI
Aniennamd@ nl@rmﬁ%nhlm@mtem HvRablp tof dlmqt afficlepbyptaksr of iheterologous

p1dt&¥§£grrr%ggel?m{aﬁﬁ? _SEL%%gfe@Héﬁ%F% qfroc,s%@tll R A4Osd: UkA (1999),

one e I ment an anti’body of the invention
96¢8pti2Z8es the sequence of SEQ ID NO 3. In one

enb@fn@%ta OW Radloalf oﬂﬂe ﬁ%ﬂu@ﬁ’%ﬁ oy n§ Qﬁlbb(ﬂ)’tﬁﬁtlé &Pable of

rises the sequence of . I'n one
mtelﬁma Vi gt met pRYRitHD Serne Wﬂm@mﬁamptw lr@mdce preanitirfy@eftangbpdy
cofnB {mﬁd‘! ses the sequence of SEQ ID NO.5. In one

enpodi nent, HVR-H3 of an antibody of the invention

conppias EQS’C ©h twe duem Ear e fivehgparrariile gegiqn{HYRe sequences

sel@m&rﬂﬁﬁ grouwalsﬁané:m“ ses TYGSYVSPLDY (SEQ I D NO
I n one enbodi nent, HVR-H3 conprises SYGSYVSPLDY

(SE@I D NEYRE) comprisiigesc@ivontsdh bht: whareineh-AE5iy of t he

K9SOSERYTSRORNTRA SEOIDIN®SE Sequences (| n conbl nat| on
as described herein) is humanized or

aspdt | tHER{LAempiids spausvsedelsBa rYVhﬁ'fﬂ‘} %89 1%‘866?‘3% REQ
DNEp) two, three, four, five or six HVRs, wherein each

HVR §! f
Rt st R R SRR

(SO ND:32, 3, 4, 5 6, 7, and 8, and wherein SEQ ID

R T RGN RN T
(SEE@DNO:NO 4 corresponds to an HVR-H , SEQ ID NO 5

COr SEPONR 8 A 1,20 PO LD NG 00 T o ¢
GMIDRSINSIHTRENPNFED (SEQIDINMSCApr i ses HVR- LI, H\/R— L2,

R 0 e el a1 B P50 EREBs orov
(SEQeDeﬁhQﬂmﬂBh$nman anti body of the invention conprises
b wx&w%m el
mallificatianst aBleasvauie IasicﬂueH\e/FE@ seqmem@ damtthd)md%EQ)m) N@el, 2,3,4,50r6.
In IPISV S t?lgg'y \RI? ?ﬁfﬂﬁr ‘;e)]f an C a% g% ?ns\’/en gor% r? es hg E’%Wﬁcﬁ Qf SEQ
ID\ND:il airt one emPpodimenst, HVE- I(Z]o,f aﬂantibpdylofohe 15s)ensorbmgns¢sitknms
se%urtl,n{é)nc)f SEQIIPW %. B%)ng em hde menc%I IJIQW 13%¢ B9 gﬂtfbo&’y ¥ the llveglM)n
comprises the sequence of SEQ ID NO:3. In one embodiment, HVR-H1 of an antibody of the
invention comprises the sequence of SEQ ID NO:4. In one embodiment, HVR-H2 of an
antibody of the invention comprises the sequence of SEQ ID NO:5. In one embodiment,
HVR-H3 of an antibody of the invention comprises the sequence of SEQ ID NO:6. In one
embodiment, HVR-H3 comprises TYGSYVSPLDY (SEQ ID NO: 7). In one embodiment,
HVR-H3 comprises SYGSYVSPLDY (SEQ ID NO: 8). In one embodiment, an antibody of
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S), BB(N G Ror T, B4 (1, Nor F), B5 ( P, I, L
or G, B6 ( A Db Tor V) and B7 ( R I,Mor §. In
woneeadadi ment, a HVR-H variant conprises 1-BC{AIS206/010850

3, 4 or 5) substitutions in any conbi natlon of the

foll owi ng positions: D3 N, P, L, S A )h
thepipveytjion guEpEiging [bese‘rseqqqncersgim cglpbl(lq:tlon g dq;qcn‘tsd qreig) 1s§7ymgﬁﬂad
or i or V). I'n one enmbodi nent, a HVR-H2 vari ant

conprises 1-4 (1, 2, 3 or 4) substltutlons in any

contin e dspast. dfe inestigradpidis B ety ¢ampsisingPng, twyo, tiree, four,
fn% lo} six ( ﬁereu'lzéa%h ﬁ-Ilecrorr@mes E&és&tpor %nm% esg—enﬁﬁlly\ef a sEghlnce

one

seleﬁb(bfwrnﬂmgroua CPN‘RHFBO vﬁq WO& dn%)r?a éei:a 6’17 gnd §, a“@ZWheJem 2EQ
11)?\6(? 5%0&&8&&1& foUdni EB.LE “SE’t‘j‘mb ﬁ@%oﬁ@%bﬁ’dl t9hin H’OR 12, SEQID

NGP cogpgr@) tooqilgi‘l(]gllg;s}?p@ I])rNOE coKespAndsLo aWVRFHzl §EQ [P NO:5
co;l;espg{nds K anIVRIED, b SO 1D KOs (or 8|\J)orr@§i‘>gncl§ th aan(/@ HP: In bhe

Letter(s) in parenthe3|sfol ovvln%[eac ositio
embn@m@ats @sanahodymftl@tlm@ﬂﬁlwogm@@ AV bAYB-Lg HVR-L3, HVR-HI

HVRRIAGRITRAR 384 hd?n 4ch tin oi%fér ‘é@lﬂfn@kebﬁEg‘ﬂb sent, 2t 9 4051 §nd 7. In
skilfed'in the art, suitabil of er _am no

ong ametiBe TN od At e nsp1tian coppris Y Bridely Re &V%Ie?a HVR-

HN R A2 AR HRR- IO UWHeRS d4cR 5 A& EbniRisBHEIBNOAYES, 4, 5 and
knovvn in the art and/or described herein. In one

8.enbodi ment, a HVR-LI conprises the sequence of SEQ ID

NO ‘lanahtrH‘@l@é':'m %Hm%ﬂsedﬂtthe 1E{fen|t18n éan\havd Iﬁéﬂﬂléﬁ(&slﬁ ohéSorTnore
In one enbodi nent, in a variant HYR-H3 i s S‘lor

residrise Bithie e PR Flr?nae%?qlraw ARRA3 V?%%COWIS%@ d'2%
5) @ﬁ@@ﬁhé@nﬁ any'%%mbiﬁatﬁ)n\@fﬁe&&lovﬁhé%d'ﬁohﬁ B (M6 I0NB2 (P, T, G or
enbodi ne in_a variant

S)RbOt ot Delkt GhN BERPSIP idr it Ao TOABAACBT (B 1 M
or\ G ddit ellyRRtidSnt WM BYVRIHY VakiadtSodhp@es 55 (£2, 3,8t dR5psubSitutenslin

I

T, E{E R) SDRFaHpIR FS{ Tios VY and DO @Mer V)‘r‘aﬁ dhe@nbodin®mt, aIHVR)HdWaIﬁIfnt
t e | Vent (0] rlseS a var
cotpripes T o s B B OB 5 21 LB of heroliyiag ppigpns' B
(Y(},GIP{T([)L BHB(D@E%@%I’ a 'Q) E'MRDL'K Sy Ted‘b rgl)nElf%! ( IJQSEW (EaHd_\I B3D) and
. e e 0 | 0 0 the | ent n
e BoRllE G ObCHma Mo, AMACHA 3RSy Hariis§ 1SVESY 2

subdtightiods iinanyl conitﬁhanﬂleoiehéafbﬁbmgbosnmm aRt (HhSH¥F3 R, S, BT, A, K),

PGS R TE R0 L I B B ISPy g

(QaIEI,kR_)d ;Letcef(_s)t ih @amﬁthmstfoldnwmgmaph pes@®nandiates am tllubﬁ:ﬁlﬁvet-ls
sl Rkn ey oot dnbd ptpidlla B it WP

suﬁahiﬂny oB@Ber iiRrolacids &M’Rbmtlohwﬂido&pldﬂﬁ%ﬂonmtﬁehbrﬁédﬂerem can
be dglﬁmefty ea %s?s(e:g] %WF%I J'Sq?%s knli\?/n glrtgl%grt %1d/o? ggs‘éﬁﬁi%%%%r%m In one
enﬂmjménm HWS{ -L1 fregpeisesrtbe deqwhnessoffsm IReXOd o nfp ons emtzdhnamt i1

e cr h a| f.r ane
L e R
enthodizent 63 1rsae@uemtdﬂ7 R -8iAy R.sbons aipbedimertti l¥nn atvagpos HVRAH is

s/ 73 a d/o In. s S .

- Jhept SuRRloth sL iy 5 s TR HEI0E, AFG o Bl bR syt gt he
mirdntmm&m;mib&mu vaeatt HYR-HB edecaitliioDdr £33 it Res®, and F7is T.

anti bodies further conprise a human kl |ight chain

framewor k consensus sequence.
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In one enbodi ment, an anti body of the invention

conprises a variant HVR- L2 wherein B6 is V. In sone
wenhwdiosant s, said variant HVR- L2 anti body f ur PO@US2006/010850

conprises HVR-LI, HVR L3, HVR-H , HVR-H2 and HVR- H3,

wher ei n each conprlses in order, the sequence

depile peaknbedi8EQ, pDartidedy of thegnventiorsompeise 2 vnians BR-H3

wh%m?rplfl]: 1@%%?@*1 7 X{%{I g:he 121-11991? Ebgﬁg%d; v dﬁh@ﬁl‘/entlon

comhesesa margatHVBgfipwicsain F1 isi. d d@rembpﬁmlese quantibedy of the
1n\%rﬁ£ o) dp[oﬁgn EA a%grg.n ﬁV% wl]rer?_l'@F 1 AS )T gn@ﬁﬁlsg( #nrl)né QFodiment, an

sal d vari ant
anubndp of e SIVPMQH lcbmpridesa mlantrmw whekgR thls N El\mnri@ is T.

ec{ngdtog él%ﬂp Q%E%B‘P(B) ﬁg&' 1n{'e'ﬂt1%[ gﬁ{pn%e{s Q%aﬁ%g HQ’E{CQ% Vr}/gerem Flis
T, @&tﬁo‘b Frist, end FhisSe Iaroné trotidiment, an efbody offHpy ingentign papaises a
vaSlHR IR e PR s PIALS THAIPUAN K FOOS IS ARAMARRE: said

n one enbo e€se ‘ant 1 bodi es, ranewor k
vaggn SRS alyéaqdbeﬁctber@gmpmaes BYRelb EMR-L2, FHVR 58 Eh¥R k1] and

HVI%—JHZ%?hg%%a@ﬁ cczlgpnsés m%?&@? tﬁé@%&@&%&teﬁ n 5]@@?@ NOs 1,2,3,4

nt1 bodi es osi't T and/or 78 15 A

anfl f. Brieme piberlimenit, tlmse mﬁb@cbesémhebmwe a hyyaayesubgroup IIT heavy

chém ?ﬂaﬂ%br&%oﬁs%sﬁpﬁﬁu&gm loRCerRbddHBRDof tHesk b.lgﬁ)t)dlegh ﬁierframework
framewor k consensus sequence. |n_one enbodi nment

COReRSUB SRienst CQIARISPIRBTItYtOR iRy $bd3 and/err8aht SOH\‘?R H2

en%&ﬁﬁht@ OgtiiéSelaﬁtlb-Bdleg%)ésﬂlél ﬁ 1§Rd7:£137[‘ an@/of78 ik A. OR®ne
enbodi nent, an anti b dy of the |nvent|0n Conprlses a

empaglimanitof iR apibaghsr bpsy amtibpdies fuether|camptpen harrisn T hahn elin
v, anti body further conprises HVR-LI,
ﬂ%ﬁ*ﬁﬁa%ﬁ$ﬁéﬁﬁgmgﬁ€% H, and HVR-H3 wherein each
c onph ioseembodimest. g pntibpdieofshajnantion ehaprisesadyatipnt §¥B-1.D
Wﬂé@n Bé s \2 In%ome erﬁ%qlrﬁentsl &@WWL%&%(W_B%& comprises

var | ant R- antib g further conprises

HWLQVRWRI{E@ FTPARCRAL? ahHVENER. MC oy e e oimpSihin order, the
se%&?@deﬁ@t%d i gEcgnﬁﬁbs 1@@ §§ﬂl@ﬁ§§oﬁ%&aﬁ@msmaﬁ%5@ﬂm

in some_enbodi ments, sa

Lo s g Pt WL Y B O B A ERCH, wherein
eac';'l’lvé%rr{pr?lses HYBrded the'ﬂycfﬁ'eﬁ&e depibdd MR Nober £uns SRACH In some

nprises, in order he seguence deplcted |n SE 1D
crhenmens, 5id vapnh HVREP Etogdy 19476 caPsom HuRts; 1 HVR-HI,

Hwamtaad HOR-H8 WA SRR rhptResRinlUddER, rthésée@a’naé:&pidtedh@sw ID
hai n framework consensus sequence, |I.n one enpodi nent

N%l Prbdand it Mygme embodiments. thesepsPadiesRhen Sererrse 4 (Whe

susg%iqmm&vy&nbﬁtﬂatne%&rao@%nda@§aqt1¢n@a Izlme zrﬁbcﬂlﬂﬂérﬁ) bf tz&e
In some enbodi nents of these anti bo oSsit HQF

anfiodjes, heytareewpripcrgpes aateRceRomprises A BREA AEHHC
anl/BEPE 1A RéhdE@EHEBRents b BRscHMtibdIRd] RSitibui 71 REY, 78 HP&rdRL 78is A.
human k| |ight chain_framework consensus sequence. _The

In ppg moétmeahoﬁ%% pibadies, Hhesepntibadiesiforthepsompried ypm I light

ch&i& laMBwER TR gJudiEessary for the particular
i ndication being treated, preferably those wth

conph eg rnghogimeat, api antibadyt ofathe JBVeRKPn SeRpRses 2y vasipptoHVR-H2

wI%?éﬁhE@t Rerr, p18id B LARELVRIP , InWne bAb&RSbdt] é?lnantlf)&ﬁ of _the invention
np03|t|on may conprise an_agent that enhances

copgFises @ yatiang HYK- Ig% whergip Edy étin%l soge é?‘??ﬁ“@?(‘?t% sga é{ﬁfant HVR H3
anG¥dd9 |"fhﬁl?er csmsme& RerapE U VR 129 IVR-LO HYRAYYE Rnd MVERHB Giiérein

agent UC
eachgcomprlses in order, the sequence depicted in SEQ ID NOs:1, 2, 3, 4 and 6. In some
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nol ecul es are suitably present in conbination in
anounts that are effective for the purpose intended.
woheosf10kdiowi ng are exanpl es of the met hods andPCT/US2006/010850
conposi tions of the invention. It is understood that
various ot her enbodi nents may be practiced, given
enheiglents. SR B VEnHR prfibodeiithesowpriseh B Vikh V&LarféVR-Lf*

HPREAL &h fTOR- H:—i W@&fn@a&ﬁ’&n@ﬁ%&oﬁe&d& Nhy seqR@ife 8fct@th SEQ ID
intended to |imt the scope of the present I nvention

N L aty3:whyand EXANPLODe \Maghodiments, sid) vReath JEER-ER) pntibody further

coQﬂMe@ R ECE VR e SHVRIS, ARRANGHd HVRIMA R eta@Ehcl] ¥RBprises, in
ture Collection (AT Di vi si on of Cancer

orctsretat FisEenca dericidi ED%\@% 21 2odid Hrly somg epbgslifpuise these
antibadids hfuRGde E&‘§§ISE QU RE3Ld Qﬁb}gr@%\y‘: At [hehiyn Eaiv ftalfhe(;vtiﬁ( consensus

exceptlon of wer e nai nt ai ned

SeqUSALS- SJFDQF‘% reg}l??@@e% @fhthﬂy%tqt@gitesslt%ﬁymework consensus sequence
coﬂ'tgﬂse@' dubttmtshrﬁplsdamaﬁlﬂ (75 By, 782N dn ZofY! dflodiRRIsNEE these
an

A cells were maintained in high glucose

R Eiog B el Salordat A piscpe PRHGRS oB fgee antbodics,
the%te %Qib%dlgsefuhhér'cgﬁﬁrls%lé'h'umhr?ﬂq élgt Main f%e%f@oﬁseﬂﬁﬁ seqNEnce

descri bed previously (Kong-Beltran et al,
WI - \BeHfosmulatiape Hergig raast aip| eentain gropy é@acewaaomeoempound as

ne@éssaw fﬂﬁ@bbﬁ&l%h&gatﬁﬁ 'bgﬁé Stregtgé Cﬂréfgﬁgl Rhé&s¥ '\ﬂﬂlséz&fnplementary
(Peschard et al, 2001) via Quik %lte Direct

actiyjtiesg Bak ip spatt @dggr&qjgg rigfectaeashr Qﬂleﬁg e{nﬁtévely, or in addttlon the

colBERC Iy %Bmﬁnée Nt £ddd AN Snhafiet® s IfindiBS, Ql%il ek efdr R¥ample, a
using two sets of primers Creatlng new |

CYPERCr jag4mt-o AYtelibee sChemahfPRRYLigEAE X O gmwt(la%tu@w Peat) Such
mMéc@leQAtekﬁhﬁﬂg Ere&inrt & Lnfitafaties ilMhRERNES afe @fﬂa@m‘}ehl%f‘ the purpose

estlng with Nhel followed by religation of the
m%P dnid. Mitations were verified by DNA sequencing. To

genermtisliowiig &¢ alhpies 6f the nbiBEs dnd chrafoskibn L ltheSnvehBod Ut is
of each pRK5TKneo, Met WI-V5/His, Met Y1003F -V5/Hi s

unlot] (RERAOSGHIF IO e GEEISE: grnhagssaserrition
prwmddfab@aé (TR ag@iples alBadtfeleAf& AldsGative herpbled BT 06l e/ nét hfdnded to
each DNA i n 6-wel | plate via Lipofectam ne
1“?5%%“?Pﬁ96§?Hﬁ%ﬂﬁmﬂ?%ﬂtﬂﬁﬂbw? the manufacturer's
i nstructions. The next daﬁ ﬂﬁﬁsmere trypsinized and
seeded into 10 cm pl at es. our hours | ater 500

Nﬁﬁ%&ﬂan 43' gma) was added. Sel ection continued for
OX|na two weeks before selecting Met- positive
ey by FACS usi ng 3D6 anti body (see US Pat

6 O @00 45 s 15 6 e&@ﬁecﬁéff)@fgfét&g@ét

wel | . Expan ones were d and teste
Diyisign ofRensgiTreatmpni @nd\Piagnogis hamrurmety)rﬁ( londaparesydenlth Sciences

Fol UG PA R EdRe &4 112 fhe 3R ptYbot 958 add 1O 1 2RRLiRiftaihO in RPMI

roteln expressi on analyses in frozen tissue
16§Q, appleparfed Witk §Qfe FBS {$igmpgpenjgalin/streptomycin (GIBCO), and 2 mM L-

glutamine. 293 and Rat 1A cells were maintained in high glucose DMEM and supplemented
as described.
Plasmids and Stable Cell Lines

Full-length Met WT-V5/His was described previously (Kong-Beltran et al, 2004).
Met WT-V5/His served as a template to produce a Y1003F point mutation using primers
described previously (Peschard et al, 2001) via QuikChange Site-Directed Mutagenesis
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honogeni zed in 200 mM of cell lysis buffer (Cell
Signaling), containing protease inhibitor cocktail
w0391 phosphat ase i nhibitor cocktails | an#Crius2006/010850
(Sigma), 50 mM sodium fluoride, and 2 mM sodi um
orthovanadate using a Pol ytron(r) honogeni zer
(Strarigeredraaciousiing, to Sampinefgctier einptctionsy Biom Bowasdelgted by asing two

setd Qlfndf i Jr&'iw&&%ﬁel%strfkﬁ&x ﬂt@g h ik MR ? ﬁ%ﬁmelo\ﬂ)tr%‘a
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10.

11.

12.

CLAIMS

An antagonist that inhibits c-met signaling activity of a human hyperstabilized c-met
polypeptide, wherein the hyperstabilized c-met polypeptide comprises a deletion of at
least a portion of exon 14 such that its degradation is diminished compared to wild
type c-met, and wherein the hyperstabilized c-met polypeptide has c-met signaling
activity.

The antagonist of claim 1, wherein the antagonist is an antibody that binds to an
epitope formed by in-frame splicing of exon 13 and exon 15 of human c-met.

The antagonist of claim 1, wherein at least a portion of exon 14 of hyperstabilized c-
met polypeptide is deleted.

The antagonist of claim 1, wherein the antagonist is an inhibitory RNA that
preferentially inhibits expression from a nucleic acid molecule encoding a splice
variant of c-met wherein exon 13 is spliced to exon 15.

The antagonist of claim 1, wherein inhibition of c-met signaling activity by the
antagonist comprises enhancement of cellular degradation of the hyperstabilized c-
met protein.

The antagonist of claim 1, wherein the antagonist is linked to a toxin.

The antagonist of claim 1, wherein the antagonist does not specifically bind wild type
c-meet polypeptide.

The antagonist of claim 1, wherein the antagonist does not substantially inhibit wild
type c-met polypeptide activity.

A method of treating a tumor in a subject, said method comprising administering an
antagonist of any of the preceding claims to a subject, whereby the tumor is treated.
The method of claim 9, wherein the tumor is determined to comprise hyperstabilized
c-met.

The method of claim 10, wherein the tumor is determined to comprise mutant c-met
comprising deletion of at least a portion of exon 14.

The method of claim 9, wherein the method comprises administering the antagonist in

conjunction with an agent that induces receptor protein degradation.
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