WD 2007/ 120693 PCT/ US2007/ 008913 TARGETED BI NDI NG
AGENTS DI RECTED TO uPAR AND USES THEREOF
WEROSD28E-ERENCE TO RELATED APPLI CATI ONS 100014cios®07/008913
application clains priority under 35 U.S.C. 119 to
U.S. Provisional Application Serial No. 60/790, 642,
filed April 10, 2006, the entirety of which is hereby
i ncorporated by reference. FIELD [00021 The invention
relates to targeted binding agents agai nst uroki nase-
type plasm nogen activator receptor (uPAR) and uses of
such agents. More specifically, the invention rel ates
t 0 MARGETEBBINDING AGENTS DIRECTED TCE aPAR AND USES

UPAR. The descri bed bi ndi s are useful as

di agnostics and for the tfﬁﬁ%ﬁﬁ% of di seases
associated with the activity and/ or overproduction of
UPAR. BACKBSISNREHEKERNCE MG RELATERPRIYVTA TIONS

pl asnj nogen tivator rec tor PAR
Acce Nu @rawceb% '§P Hsleg )Hﬁﬁeygg?w(to Us.

Pebwi§ienal | ApSittatds SehﬁﬁNéuﬁomb)mgpﬁl&leAmelOl 3006, k@ entirety of
to the outer leaflet of the cell nenbrane by a

winshcis hetsdy hagarpgmateddyi refrencep) ) - anchor. The protein is
folded into three highly honol ogous donmains, DI, DI

and DIl (Huai et al, Science 311: 656-659 2006) The
N-terninal end of UPAR pr oIBER a ur oki nase

(o OROEIF" FHE AR50 (638 17 104,08 BBl afslbompip prokinase-

tfpei glasmencaeng activatort hmeptoes(u]uéﬁ) iand duseai nf :-Such agents More
ectlttéca g g‘n €ird n{ltti(%g Igtﬁesg Iirblféﬁ n}("j grtnltal.ﬁcr%rulérg);%gor}ag cﬂes %ilrected to
uBPARUPEh® desi:rnbgd tbindingragentd afel usafig astdiadnostics Bld)for (ﬂne treatment

16: 289462 53..2001).. The C-term nal donaj [ 11)

of d355R BCTAHIN B (iF Sty ERTRE SHHRRRUS I BARAR
(GPl')-anchor involving residues ser282, gly283,

al a284. Proteolytic cl egvz&s N }hi I'i nker region

between DI and DIl (Hoy t al, Eur J Biochem
243: éé’ﬂoﬁﬁ 1984 urdiifiakitPpehplasthino kb Q&Walr&r?esépt&&uPAR CD87),
298- 306 2002) and at residues wthin the Cterm nal

GeaBank A(OBé%ﬁeﬂrbHur@erdﬂP 0P2paPn iR 5268 kD fughl gzgyemmed 313

rés‘i‘rﬁié' bollyPegtii af 3 ni‘ﬁﬁe@fto hAd RButer TREIAOE HRNEAP HRGnbrane by a
form conpri si ng DIl and a sol uble forns of

ghraphgsphatidylinppisel Q@P@@Q@TDI ‘Tiye| progginjs| foldyd jinto three highly

epg! ; £
HERERNPUS bl ol DO PR 348 Y1 865 2006, e

NeEThugh @03 /o OFNIR previdéshe Iuml@nasalplasxmaegetn #ivglas| (uR 8Q-binding
| SI(%% gDégﬁéiaI}r?s&gil et §P| Jgﬁto? gﬁf ﬁg%?el{] (("_ﬂ:bgg’ r3§bbi?99€§) E%td@'{l&ssuggests

tlﬁneeﬁi@%@:inlib&%la B71%ﬁc1pa1995)the pSetbly PR llgaretdzmémgemlte and
o ot € ifoePate SRES yr hiind REAdaRG grispe ol s
BaslgChan i 76: 28946- B&9533|20(¢Bl The C—b:ﬁ)ﬁﬁznamﬂohmm ((BIIIII)S 1s podessed to
ol PliphoesBAT AL RBr Bk AR SE sk bl shaea,
alaD Bk € Prdteolsti & dIdaGsgelin thOMekér 1@fidn between DI and DII (Hoyer-Hansen
et al, Eur J Biochem 243: 21-26 1997; Andolfo et al, Thromb Hemost 88: 298-306
.2002) and at residues within the C-terminal domain (Beaufort et al, J Immunol 172:
5450-549 2004) result in the presence of both a membrane anchored form comprising
DII and DIII and a soluble forms of uPAR (suPAR) that comprise DI-DIII or DII-
DIII. Cleavage of the glycolibid anchor may also release uPAR from the cell surface
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i ncluding inflammation, wound repair, arthritis

(Szekanecz et at, J din Pathol 50: 314-319 1997),
watdenmeed erosis (Carneliet et al, Nature Genedwes2007008913

439- 444 1997), angi ogenesis and tunor invasion and

net astasis. The presence of elevated | evels of

sol ubl e uPAR in plasna has been shown to be a

prognostic marker in colorectal cancer (Stephens et

al, J Natl Cancer Inst 91: 869-874 1999). [0005]

(Withemaet el JoCell Rbysioht80:V2252330 §299)pBakiienoB&R incorpbeating DI

St o L S bR G G B 0 B G o0 o75-1 730

19939sue pl asm nogen activator (tPA) and uroki nase

pl asni nogen | vat or reas t PA appea \
be ¢ MPARE % *ﬁ&ﬁ@ﬁS%@ﬂf\}Q? 31rtE<e o Al PRl o Gells, including

cxa@ﬂaﬁigalﬁdowtw et llas $inbate nitks@e NdeMoJ 8giagdniy *hiiOMeRA cells,
a result of binding to uPAR. Urokinase is secreted as

bencs magow £elks: ﬁneyﬁrbfgéhstés cUprgeuiation @i UPAR: exnression atythe cell

s&f‘ac@o andl rBlﬁén'?ﬁbgene BENVERohC haS tHekh [ i¥nkelf 85 ARAYFRSS Conditions
cleavage by plasmn, the ScuPAis converted into an

inghuding: Inflsnmption; svaynddreppink aubritisuiSaskanarzrat g, J Clin Pathol S0:
3{Phes ‘ibé’f eﬁi%lxr&#\wa# efiet ;;mé,;ymw BRAuidsS17: 439- 444 1997),

conprlse and a B-chain
angiwgenesis (aad taRor dvhyionand metastasiy. iThe gressheonf elkvntEd\ levels of

SO ult)le u 1%.}5) plggrgi%%gq)egtl hsbi\l{'ghtotﬁ a Apr%\éﬁ\%cr)]srt]fccaﬂ%%@(;e{ elrcnj cio}]orectal

catri’c’ter (Sieplrens tealnd Nail Ganegriast91¢ 8695874A998rond si t ein

uPA Interacts w connectin
156. 1051 oo KERGAoRIEh e o tivhCORTEe Atk RueRen fn fjp serine
proteas®pldsatin UPARdyseano uégulatirlyd fikdholySienphért nge tivbeplasminogen
rimary . structure of uPAR a di fferent species,
oyt R AR eI AL () BRd crgness DR EEen activator
(UPPOKEWhePdas BRA appédi €3/ baithsSkey pRASMAIYgEn GBH0dteeint plﬁs':}ha uPA is

to that _of nouse (Mus rnusculus).  Furthernore
agspejtedswithicel) sprfaeh Rlgswinogen agHyRtinongs a |’%S“§p‘éﬁ:|i"§§mg to uPAR.
Ush8Raskii€ sectiied ﬁg histtigid %lﬂ’EyltnB?erU gseuf’RS tHéPéﬁnB% Q&% low or no
species (e.g. human  uPA to ra by at
intzpsie enwomatiel @EWVisf e ?W@at{codewgeew plﬁ;irm&céle scuPA is
c&ﬁ}éﬁ% LR hn Ojctlug ’%&Qlﬂldg'al%r{ et Q@occ%dn ﬁlr'%\f fiofecular weight

asm nogen activation: scu IS activated
(PéMbeuBAt | BhissHMEW-eRA pis @prrmaﬁtlof gEAFGhainefaadl-15%) apd @] B-chain,

orPIaR (8 P00 o b BT Aol 7 B AR mpdiated

thmdiitgh the gmthafaﬁdr dahaini (GFI)GauPA8 pfiuBAliotheon- qhhaas cated in the
axéHlogtl%nmn%* é‘r? %}\‘H’ Ch& ns1ecg‘n7 s 17 7 Zlg‘aﬁ n era g ’w1th uPAR

|C|e as an 1n |b|tor 0 rece

(cbnndsmilng%ptidéilablls6dt43)1has beeBiiddntifiedm 265: 9904- 9908

1990 Pl asm,nagen J.n.turn.is.recryted to el )

Sort 10098) £° TR ol o Dbtk BT bSonbC) M e Gogoaring
thB|p|’:liS1|i&r9| | sfﬁﬁdf’t&fe@éﬂdMR amal giadﬁ‘erﬂﬂtf@e&'ﬁ:ﬁ egﬁnmaimms 93%8 identical

c rface and is also | ess susceptible to
top‘ﬁ‘%?gé&@‘i"eﬁllg“? mansey fMacaca fséf‘H%“ latinp And aply Qﬂﬂ’f‘%‘?f’é‘cal to that
ofPB65E (MEEMmus&ilisathRihefrAblel tHeMiBR afftnifiUBiA@Ingf uPA and uPAR

processes .that _contribute to tunmor pr Fgressl on

isj sperigelispefifiac tihg affinities of theuPixforaiPAK @erass spedes (e-g- human
ulflg 95 2ARUPIATD d-iffexe%t sacsk 'n% 6Ede'i@sf ﬂnéﬁ a&%el ns, release

and activation of growt factors t t drive tunor
gr oM®03hd |ﬁvlb§ptfnce( resavigmerinobuP At to MRAR pegulatesegell surface

plzgmlrﬂ?lggg al,ﬁg tign: [sggpﬁllsl &ti@gght fnGFe Eﬁiéxmw\/\@hgn receptor bound

establlshed role I n asmnogen activatio
(Ellis et al, J Biol Chem 264: 2185 2188 1989); the catalytxc efficiency of receptor
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nore recently evidence has established the role of
UPAR as an adhesion receptor for wvitronectin, a

we aphgood nt eracti on that involves uPAR, UuPA aper/B&o0Z008913
(Waltz and Chapman, J Biol Chem 269: 14746- 14750

1994; Czekay et al, J Cell Biol 160: 781- 791 2003; Li

et al, J Biol Chem 278: 29925-29932 2003). C eavage of

cell surface UuPAR exposes an epitope on the DI

domai n that has been shown to be chenotactic in vitro
boPeiBA ds éicrédsed Jel Bivad toGlilBﬁmﬂ 881.11&814?)923626}%@321?&@5” Biol Chem

ti h_inte ecept ors
2185751798 435 phdiSSies st 2R i or S Foaptar bound uPA
(Ef19%t alV'e) Bedl Ghem 2¥b! 9@)4399@14;90; 2P1a2;917r§yg%ﬂ 88 td®0id Jrecruited to

and activation of cellular si nal i ng pat hways as a

thegegll surdce throughnlem, gnd high gﬂtydmﬁ%ttqnatw plagipine gereration

pidde&lsafio @%@*&Qﬁ&&g' dtCthe cBlsificeRaNd NGB! al@lléssB&&keﬁlble to its
932-943 2002 91 I ncreased expression of uPAR and

plenrseﬂépalaglemhwerso e@hthednmer gelk qurfage; Rlasminngeprastvation fopilitates
g{&gﬂ’gF P Proctksdd UHBNHRAGRE So ' tifnbH ﬁilr essﬁ{neﬂﬁiudlﬁg | R@Vation of

gastric cancer, ndorret r canc
muﬁ)ommtlh)pmtmcssr degEadative B0 cktrwedilulanamgmﬂ\/wdotaes release and

a(ftlv ltlgn of £ groy wﬂ]i%?égrsgggﬂwe lfllxarﬁ‘gr gr%%hﬁ&) n%%? oggAnareasen et al, Int

ronot ers,
Jc,yhcﬂrﬂaeis 23nk99m)rm)nes as well as by at herogenl c

i LaTiBT: o utdOL, ey SRR e AR ERanAMahactvation

mdPdTEdcently evidendeoks! dst’abﬁslﬁdal thb eolemfaﬂ?AllQ ag Ggeadhésian receptor for
tunor,

. AmJ Path 1
virogectisy rag%%'&ww%"a at 1yg “'6 r\l?’%ﬁ ‘9}?3 ﬁgﬁge@é?éﬁ}a“z and
Chaphs JoBiof @HRNUEEY: MPAR-1a7560Ab94; Cﬁelda!yﬁ:k@[i Jt CelpBIS1 160: 781-

78135085 L Bba i 2 ALt bIoh | ebhediohery swace

uPAREXPBM At dPpitbpéoR Ahe/DIIUBRaih! E hAPAB&R N B6RMt8be chemotactic in
anti body can reduce tunor vol une and detect the

viﬁroe@l&w@eﬁ abd dipt Cherma80n4 HPr 24803 2005)i Interagtignsiyish integrin

off B pelRRGRIcRRS . %1 830 £<R0AR) ORI 20Bs; Wei etal

mmmeimmgi@%tmmmdammm ofeellplar sigapling pathways as a

NS g DRSO 8 o oot

Namrava[Dm@HleBBo%z-Gﬁzgm) 305 2001), anti-sense

uPAR t_al . Cancer Re 69-
conb PHETEN, Feahsert ERRESor Bl ahd pkitfst B Hed] comelated
with: nﬁ&ﬁ?;;ﬁ&?&smoaj a ragel 6E@umanbbmmdmcmmhg;sbreaﬁt urinary

PAR act | Vit and [ i.t.i on of | vaS|
bl 26l FAAGRE THOTERER RO BT PRAE Ao (Hdogae Hock and
\m:fmgt M’eﬁl Iiei Reeitwisr 24N 13189 2004). r GRARL Q&neﬁﬁ]ﬂ?}d@@nfﬁghmased by
of uroki nase p nogen acti vat uPA) 1 nhibit )
twreﬁfowwmm%@,r%ggv%b B bt mlheties auuibat B agperogenic
rbteﬂﬁsaérrh xMl. Vignrh 6k fbctmic AT ADER sitw h}Bridi#onl dhies have
OOO S RY [00111 Enbodjnents. of the invention

U
s*r% WVRRAR complar to b lpsaliged 19 the imgsygsdes of pdpmor, (Pyke
| eSRAE AN TN 1B8NA0sR 106ARISNarld &rRiMMed MAtHIdmor invasion. High

pl asm nogen activation and_activation of certain

exniession lekela of spthotRas e R PREAl igdinkad £ ReprRyognRsisingifferent
ugJ ffu?ﬁBrF ‘51’&?’ P?Jgglm aﬁnﬁﬁioeﬂerﬂrze}/ 941J53¥ 3509,

or ce asi s. tion, the targeted
bi ndllm%genoﬁwm bayss stiayn ﬂmt arnfdmlpngl wiokinase; resgpler antibody

can reduce tumor volume and detect the presence of occult tumor metastases in vivo
(Rabbani and Gladu, Cancer Res. 62:2390-7 2002). Adenovirus mediated delivery of
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Mechani snms by which this can be achi eved can include
and are not limted to either inhibiting binding of
woh7iedd s receptor uPAR, i nhibiting uPAR/ uPAPCT/US2007/008913

| ocal i zed uPA enzymatic activity, abrogation of
intereactions with integrins or extracellular matrix
proetins such as vitronectin, thereby reducing the
effective concentration of uPAR 100121 Thus one

enbodi nent of the invention is a targeted binding

thegetd —ATR(Lisp el; iGdnedlHeyapyi Hd$03-01 LA°AS08 HumahGehé Therapy 16:

1R PR mateble e leri &P, B sty DRGNS Byt 20: 297-

30;9@1[10[1) éntQéEMse PAR MéhapMet 40C4er T8 PV 3%3;13337791 1999) or

50pM 13] _Yet anqt her enbodi menf _is
CORPEER MBI HEARLIPA HGOPH! Aholt DRCRFSAR §73967-5975 2003)
rdsﬁfﬂécb it Blo@kz&ﬂ:t &' 1ok aNuPAR &tivitly 3R iARBRLASE invadibR rin 9fro and
U937 ceI | s at, antibody concenirations as |low as 10

TWIMQH gro gl,nm 1nvg31?ﬂ WP Vivg- g }rmaddgxog/ A pepgide g;emved frorn the non-
ré&éﬁ@or b%Qﬁn%gé n ofOurBRindte plashihdPen RtivhtoPad ?1 gfﬁi)lted tumor

| ess. 1001 et anot her errbodl nent 1s a targe
PISigFRSSR and apgiogprgsisanddadecsd tumarcelhdeath mv@ §Guo et al, FASEB

ng4ap460np‘g%@@ ivation on W37 cells with an I G50 of -
| ess than 10 %/m 1g/mM , 0.1 g/m, 0.08 g/m, 0.06
g/m, 0.04g/m, O. 02 g/m or 0.01 g/m [ 0015] Yet

anot her enbodi nment is a SRk &ﬂ%:bl ndi ng agent that

binds to UuPAR and inhib er than 90% of
uPAR{0MA] at eEmbeﬂimamlsheﬁ‘ i the 0fvehBGY relakd dot fully4 hidan targeted

07/ 120693, PCT/ U 913 _vi roeti
bBRHK ARy AR SOTAYaPPant> ARAR VIRdG PEt G N Fimsminogen
ac?ig/gtibn and al:gl/vaixon of g:/efthln 17aaﬁgi ﬂ‘ietallfggﬂéaﬁbs ]I'Hélg’(al’@cted binding
n or or ess . .
agrats sl it Bibpelabenion 2nd/aF JuieBanb Rl e fretastasis. In
addién, biti Satg@tedu %ﬁl% Oadenty Rird Susghgater r&clllﬁﬁ'nggot%rﬁfr growth.

uPAR- medi at ed cel | esion of W37 cells to

Mgchanistag by which this Gan be ashigyet gam iehideandasp meplimited to either
uﬁ?odxﬁ’g\’bﬁﬁhrqé)gf 915)511 to 1t]s(l‘egédﬁ$p ulSARPQ{Iﬁ%mng uPQ(RanA‘hocahzed uPA

ewmanecqsg)vm, %hfogaéw off ’@GPI%CU‘PQ{; vvaﬂ»otrmmé rﬁscﬁmaeﬂiulmsmamx
pdetidd dfhed VRkaHcng, tﬂ&%ﬂ% rddi2ingthO Offedife JORARARGN of WPAR.

inhibits greater than % of I1'nvasion of HI-1080 ce
t hr ol§H2Mat r ThugeorrMtmbedimsnyef the ibventiongis agergeted binding agent

thQ? ﬁfe%ﬂgaﬂg Hﬁn?ﬁ?s é)suﬁ’m r@ﬁ ﬁﬂ%ﬁf %gxlxdﬂég o}ggﬁgl%/@ 10Fhe targeted
bmd@ngmyem maYCbln@/URIA,R withod lﬁd CIf rleSISOng/lﬁDp.l\/brthhfSSlp.M 100nM,
16&9%1.1\/} r506 %hﬁfoepq\qb% ”591”506 ﬁ’[ tl%b?l@lltordﬁ(g)wdl ng

uénce PEs ny one of
t he [11!11]3] erreﬁttaandﬂ;erobmmdmanmg a mggeaets b(rﬂli)@ agenCthat| binds to

S en in Tabl e . In
AR G BRI s S0P, ) B BPRGH AGH Vst Rgo37 cells at
artibogy |csﬁc@naaqnuemmcwmo ﬁg/ﬂﬂ wyt_%lméxlp 8C1f1géﬁh([ t@Egh t/ml 4 pg/ml, 2
ence 0 in. Tabl e at is
"é ng/é“qgﬁa ﬂﬂ m al n%i%h Premkor Isys- 5 cDR2
and (@0R3) - IVetammrenmmqhmta fa?éétédibﬁﬁi agddit TRt Winds to
dgﬁnt I‘I‘[)?él se a sequence con‘grl S| CDR2
uf; aeéaef\{ U lAsmeneesa asHyation op P ?@elissw“btanu ICsppf legs than 10
ngd/hal 1 hase, oft pEARINGIO8 Bdvhil) 0.08 |IghR1,a0.04) 51, 0.02 pg/ml or 0.01
pg/ml.
[0015] Yet another embodiment is a targeted binding agent that binds to

uPAR and inhibits greater than 90% of uPAR-mediated cell adhesion of U937 cells to
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readily acconplish CDR determ nations. See for
exanpl e, Kabat et al., Sequences of Proteins of
wo powngleeyi cal Interest, Fifth Edition, N H Puiti/osdoononsois

91- 3242, Bethesda MD (1991), vols. 1-3. [0018] In

anot her enbodi nent the targeted bindi ng agent may
conprise a sequence conprising any one of a CDR1,

CDR2 or CDR3 sequence as shown in Table 18. In

anot her enbodi nent the targeted bindi ng agent may

vitfotigttirs &t argeat@binding denpcoengationg ak\Wowak 100GIdRA], 10 pg/mi, 8

gl 1 e W chra ol BoReyr 1 bef. dnpermt. or

16888 ok Messn omainoﬁ{éa eelibdaitherit ¢ attafp@fidesindingdigest that binds to

BRT g Talitia darae then EPEART PR adrtadeelf afhestonids U937 cells to
vfseBEt aﬁm@%maﬂghfgeh%&ﬁkﬁ%tmna% m&w%e Qb é%u 10 pg/ml, 8

conprlse a sequence conprisin an one of
u@mdz%ug@m“ s/t e Hakm Howg/mh 100angirls 9O pgfmi, 1 ng/ml, or

Bebr RADOdi nent the targeted binding agent may
co rise a sequence conprising any two of a CDRIL, )
CDR2 [WlatDRsYséqu@hereelabwmm iy » targeted bhaiing BEe@9bat binds to

JBSH ARERRABCGRLP 00 bt s ol e

actalgetidibinding agentasaperecations ds h:gv agy 00 mga(ml,cmﬁmg/ﬁﬂ B pg/ml, 8

g ey SR o? i e G neBRE Bl g o g Tope/m

of Rsget ed bi ndi ng agent rmy conprise a sequence

conpr g a on equence of .
oy, QTP B widerembor et fuRGEH SHRE BTG comprise a
sequbflce? cOMPESIinACAHES 6hd B MhdToempEifentatity Aeterrhifing refibas (CDR),
Accession Nunber PTA-7475) or 4.18. 1 (ATCC Accession
Gl &3 g1 £Di83 seqpencssamshprmadieble k. Inangthsricgibodiment the
12 phed ivikdihg tabentt a.rag%as?bnsblméqwmags&hp 5%%03 8f @ CDRI,
sequence conprising any two of

enEPRF sequenes as thown inyhable ﬁﬁ:ﬁ@v@r trither 3tGBBdyand CDR2, a

chiP afa Epfal of's ELH ndCDRAP Mol Slith! Embltikieheing furgeted

bEMR®) agem mthPMQmemwetmmm@BeﬁDﬁlncEHW and CDR3

<S5 T, ST 159, T SOES O 45 o
readily rocymplishtOCDR deténdinations, B8e forastasrhﬂwKabat ?abd BSey8ences of
PLoteZl]o#argm%gg oh ?cral ?nrrgres} % Ea tl%nt ﬁhq %%ﬁcgloqpé]n924% Bethesda

agen I'se’a Sequence cohpri
l\le9910‘,DRﬂsdr-3CDR3 sequence of either fuIIy human

nmno | antib 2.19.2, 2 .18.1 as .shown .
TONOTARHT o 11 AR oot BknCe it hinding 8Pudnsy Comprise a
séuu&dwgomgﬁmhgrmw 6meTpf IaSeDR1$@1MQZIQﬁ (C%DRBrseﬁuéig:feaaiihl)/shown in
uence ei t her u
Tﬁﬂﬁahg ﬁb@l“Bﬂ’&F Eng@av % %‘ed zble Ng,pgent jrgay comprise a

msb b@m;ﬁbihg a;h? (wchar al snmt imma &E@)Rangkqm afishown in
CDR3 | n _anot her

Téh'lﬁobﬁ n‘ﬁbﬁi i3 pishera &R%H ang, %Rﬁg aa‘é@ﬁtl e CQJRpHor feCPR2 and

ENh@nsMaP E:in%b&ﬂnéilt tHeargetdd¥inaing %@Eisma? %Ghﬁgﬁgce aQ&quence
either fully human nDnocIonaI ant i body 2. 6.1

comprsing aCRR 1 sGBRA and/COR B sequegce as shown in Table 18.
[0019] In another embodiment the targeted binding agent may comprise a

sequence comprising any one of a CDRI1, CDR2 or CDR3 sequence as shown in
Table 19. In another embodiment the targeted binéling agent may comprise a

sequence comprising any two of a CDR1, CDR2 or CDR3 sequence as shown in
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[0022] In another enbodi ment the targeted binding
agent conprises a segquence conprising any one of a
wERHsh 12062 or CDR3 sequence as shown in Tabl eci/8sa0d00s913
any one of a CDRI, CDR2 or CDR3 sequence as shown in
Table 19. In another enbodi ment the targeted binding
agent conprises any two of a CDRI, CDR2 or CDR3
sequence shown in Table 18 and any two of a CDRI, CDR2
or CDR3 sequence as shown in Table 19 (that is either
Tabl€DA (thatdis @Rer aaCDRA alaimtmm% CDR A &@R2DR3IJoiCRR3DPR2 and

ther errbodl nt the tar bi ndi ng agent
Cb@ﬁ@ ?‘% arother ‘Pe e dfge ‘g% a&wfén%cg%m&? 3 ffquence

cohiftisingl 8 CIOKI, @:m&?lmd CDR3 sHadendedS3h6®H 1 TaBlea®. Shown
in Tabl e 19. 6 WD 2007/ 120693 PCT/ US2007/ 008913

[ 0029020h  arlaiasether fEbadirasnt theiargeied; bindipenrgeat myy comprise a
seg%%ye c%%%lsh@eénﬁoﬁ@%%néﬁmo RS o 9:19183 seal.feneé o@ any one of

) sequence of either ful
eithgndully dallmaanmomg@lynal agitpdy22.49.2 &T@Cmegesa@nsﬂgmber PTA-

747'3 TQ%' £ ;& &? urf) 'ikﬁxrﬁgér PTM?’S QQRZ 181 §2 Accession

uence o el t uhanh nonoc onal antI'b
Nﬁmber PTA274I6), es shoWﬁ iy "Ed)lshl@m In randthiet emlﬁndlmmt the targeted

anot her nbod nment the t ar get ed b| nd| ng..a
bigip, EcaCind Foptgiiss e st “pp S SR DR or
CBRBP&Quén&on’ eithemfully hmrmhowlomtanhb@by 2192, 2,6.P0b418.1 as

shtyey i Cabie 18 (PR et D) 3R i, 2 ¥R s or a CDR2

andCORPNaIn afiéthe dihbodinléht the &a@eﬂedOBmAmJgSagerﬁ&n@ﬁ Q¥fhprise a
in Table 19 (that is either a

segpencersempyising epRPRn {-12Bra3gnd HP%}]GFWC%%O%%%Y human

mbﬁ‘&:léﬁeﬂ antissy D19di 219, 1550901 8.¢ QFBRWE fn PaiiPiRgl, CDR2
CDR3 sequence of either fully human nonocl onal

ant i 0933 2. 1lg apother gmbodiment the targeted Ringing 2eenh B2y cpgprise a

seﬁﬂgnc% rlsm oﬂ@ f %ﬂem%r QfDl@i’, tsQ&tIenEU lo'ﬁéxther fully
uman ocl ohal” anti body 2.1 .

husharwmonecITad [aatibedy 2082412.6.h oaﬁdtBhleas mnﬁ’éabde ll?leln another
erﬁ@(;oglr%lteggtll]lg tg}gé%glb%&fmg{d Vﬁn&s&ﬁdﬁ%@ F c]pnmnsmg any two

ofha mthﬁmnaCDl%mchwdye of Bother ﬁsllyshvnvxm mpn‘bahinal antibody

2. 82 3 IR sSiowiyh TR 190QHE N eitber a bt fiEDR2, &

CBRAt &td CRRbDadi are3DR2 hvdt EDRIY)edIb Iaﬂdllhag eathpediment the targeted

biEEABCHE: 5P SPPPPRG Ao tHGLFOEr A § K002 A2 484 CDR3

segliéne dfieithdehllle huBnanamonécléhdRantibdd3?2 200, CIBRBoS 40 8aNEEshown
in of fully human nonocl onal antibody 2.6.1 as shown in

11%9. In another enbodinent the targeted binding

agenfooRePr i IhesncthérCaHBOHEithen? VRS itrigB@d 2bikliRk, agdafZoni}ftises a
CDR3 sequence of fully human nmonocl onal anti body

scquanse ICOIPTFREANY 1P% 4 & CRR1..60R2 epRIDREsrguerp as shown in
T%S 5.33 Hﬁf‘ 6Re 6f a CHR Y, d']'.t)'ﬁ@ Br Wgﬁﬁﬁ@ﬁc@d}@hgwxn Table 19. In

as shown in Table 19. [00251 1n one enbodi nent

ar@FheF h@hor#vemntbmtargq@ b@dg@t agenbroTAPYIRGS 85K %0 0f a GAR1, CDR2
o@@ﬁl@og%;%}x& MEnE T IbIENE 88 4fe v{'J“é it Ct@iﬁ téﬂsm or CDR3

target I'nding agent is a non of ona
seqnencerAsstiowann Tablet 19(thatueeithaya, CPRE and ((JeR2ch SDR:M angl CDR3

oraagéﬁtRZ Ansd éDE{%.l I W ém%?llngﬁatll-le %&étgg %Ynding agent comprises
a CDR1, CDR2 and CDR3 sequence as shown in Table 18 and a CDR1, CDR2 and

CDR3 sequence as shown in Table 19.



[0026] In another enbodiment there is an anti body that
bi nds to uPAR and conprises a light chain am no acid
w6 euarees conpri sing any one of a CDRI, CDR2 pet1/C84887/008913

sequence as shown in Table 19. In another enbodi nent

there is an anti body that binds to uPAR and conpri ses

a light chain am no acid sequence conprising any two

of a CDRI, CDR2 or CDR3 sequence as shown in Table 19
(that is either a 7 WO 2007/ 120693 PCT/ US2007/ 008913
CDR1[0923] CDH2), anothéiRémbndinebR3he rtagefedRBinditg; &g¥il) coniprises a

anot her enbodi ment t i ti that bin
ScgPAE R PRESS 9 DR S S IoNd AU i rriter fully
h@ﬁﬁl’pfdoﬁbﬂ@gﬁg& d0Bbdy 2.16R32. saalgdl(-j A18DR3 saea(ueﬂ cragaglssbﬁxy\ﬁxy one
n.c tain e I, men S e antl1 bo
# m@?ﬁ ﬁ&wme &Pﬁfﬁ Sfduenge jof, sifper >o YA yaen @Pnbody
289000 TRk 4.58. @rhsadhbmoi‘ﬂyréﬁl@twb' Hld&ldtﬁeruégxﬂﬁ’ocﬁﬂﬂnt the targeted

conprl ses a heavy chain_am no aci d se ence conpri sing
bigdipgagenorompreprany opwef a GDRLED %3 sequsAespf fnpper fully

h&ﬂmﬁbq}lﬁalohgl Qx“%d?l?rZ ?@09'6'111?8{ 4tl|@ef Ese sﬁo@ﬁ] 1@%‘[}&‘)%’ and any

S to UPAR and ‘conpri ses. avy chain am no

tvec e CBRIe KHR2 onPR3 saguenne ofte\rsbebfulla( lmmmx mompelory antibody
2 gg% 2568%?:'[)%8 ?Sas ?%&Waiﬁlg'r@gﬁ fzﬁat( fé@ae} % @BBE%:]@CDRZ a
ChRdt hed CI2RB oah ae@DRthmde GDRZa)n imtambth:ty enitadithentdthet targeted
uRAR and co I.i ses no acid.s e
o, R8T GAP R CHRIEDEE 4Bl LRT 88k b RUEHEG, poman

moRAocléadll antibddy Immer ea&.n oembmjl rmmlm“tth dablebiR]yandsa &CDR1,

bl TR FRRER b Rl B SR RS 102, 261
omw_qiaggh@wnmaslea@,d sequence conpri Si ng any one of
uence, of eithe human

a CDR1, CDR2 or CDR3 g
monol®AkI ol PR smby; nend the fargeteg Engn Pgagg%rﬁowpnses a
séqﬂeﬂ_&tﬂoﬂlﬂr&mé 2 CBIeL, tadR 2 HRP EDTEN e qhiBic et Uil ﬂMm@BYnonoclonal

onpri se an am no acid sequence conprising any two of

axalb@mﬂ 1CPrRe shewaDR3Tahded8nand afCRRINEPR2, and, uence of
fdiﬁ/n%}ao an &’gﬂ?& thldX’mab&gr % 1922 Gas! sREwA- fl‘l?:g%‘lz)ﬂrs 1900YR another

is el'ther a CDR1 and
erabddltiDRBtlm mg@ak:buamg aprg)coniprisas ot muencemmmrrm a CDR1,

CERG AL H0ES BRSSPI n e EROIRRERL aRESHG 58 a5 shown in

Téhle | 48, hundaa @Dﬁdcl(}:m&z aaudt CDMy s@quefce of 2fully Thurgan monoclonal

%}ngal Et SP as, sho aln{n %9 qﬁgxl ?I{‘IBO %%‘imp%e targeted binding
agenipomprsasm sm;umceammbmcgm mmmmpmzsandg:m soqenoé of fully
a CDRI, or.. ence af .ei
BT BIRSIONah EH TRy %1865 sAgwg Th TG Theeid A IRTEDR? and
CDR3Ts2ghénckDf fully hidhh efonesloasl aieibbdy Wd 8ands shotm lﬁﬂylble 19.
conprise an amno a se nce co i sing an
EEM) 2StpRolTopnecERE0 @w&bﬂﬁ@xedfwm% Iﬂ%%’ea’ hw‘%s agent is
arlTﬁHﬁ’E&B'nakn ¥k i Asblirderdt%Z2ihe Anlerkiod! the Lgdte @Sm‘&hﬂg\@gent is a
in Table 19 (that is either a CDRlL and CJ%RZ

n@naclam@nabo -doreneipbadimeyt ofithe HyspHen th%mfd?%wémg agent
J“i‘?xll?'ﬁhh%%oﬁ%or&@ﬁﬂtﬁﬂoﬂ? an amino aci d sequence
C Onp;(;OSZ%?g aIn another embodiment there is an antibody that binds to uPAR and
comprises a light chain amino acid sequence comprising any one of a CDR1, CDR2
or CDR3 sequence as shown in Table 19. In another embodiment there is an antibody
that binds to uPAR and comprises a light chain amino acid sequence comprising any

two of a CDR1, CDR2 or CDR3 sequence as shown in Table 19 (that is either a

7



8 WO 2007/ 120693 PCT/ US2007/ 008913 CDR2 and CDR3

sequence of either fully human nonocl onal anti body
w@2009120692. 6.1 or 4.18.1 as shown in Tabl e 19CT/08801/008913

I n anot her enbodi nent the antibody that binds to uPAR

conprises a heavy chain am no acid sequence

conprising any one of a CDRI, CDR2 or CDR3 sequence

as shown in Table 18 and a |ight chain am no acid

sequence conprising one of a CDRI, CDR2 or CDR3

CBRUemnde CERShavwODR1 4ad| €DR3. of na alDRPesnd>@DRBYENIn another

B 0 TGy oAl B e s

amINE @ecﬁ@n&é’lﬁbﬂipﬂl.ﬁné_ aldpR 1.5 aD®k2aandi agGDRgrsaqﬁbxﬁmw @hown in
aci d__sequence, conpri sing an

y t
Tebira 1 Leqlfe fcd2ins cmbgdimsnis the W%?Lg)’ (¢ haatfuﬂlzs iy mgpoclonal
aftidddyand CDR2, a CDR1 and CDR3 or a CDR2 and CDR3).
I n anot her enbodi nent the anti body conprises a heavy

chai 0TI no ¥et anotheremhedimeniit a8 angbad\Cirt, blm ¥RAR and
oHRRsAMEDG Ena AN AoldehalleE b idithelny S LOBI, CDR2

equence conprising a ] ]
os €PRensequense asishown iim Tabls! 18. 19 anpheBdrhbodimenbthices is an antibody

thga'{lﬁgx%l Q@H&Akh&da&%ﬁ%‘éé/ a %\%y B{arﬁgj §m§r90 &PA\E&%%M J:osi'gnénsmg any

aln amn uence CO
twd of z(DERl @@PR2 arr CDR3 sesmqnmaeshﬁwrelm ffablef U8 I(that is either a

PR ESHETE GBS0 CBE f i, 5k By 28803 . o

eﬁlbddlﬁim the?@7i¢ lafi | angibady tiicbinds & GPIRR, andCE¥fEpiises GDREavy chain

CAUSDE SRl ST L U CBROEl 00y 8L 82 e chowm i
Tam@t 18 erheethie ebbhimeHs itla@oami@easa rik S£SuBy QaN3h monoclonal

chain am no acid sequence conprising any two of a
dy. CDR2 or CDR3 sequence of either fully human

m)no‘i‘)@ﬁﬁ‘l afy iaROM¥r 2mibddémertt thelaibodlly lihat bASdsS RPWPAR may
in Table” 18 and a |ight chain am no acid seggence CDR3
or

CQBRPIFY an ﬁgu@mymﬂva@qe?ma onmrisingDRy ere ofprED
séz{ugﬁaé Oditey! EL""I" H{Hﬁ%Ql%QPQUb%Bﬁi hbedy 2%, 1%& 18.1 as shown

1 or 4.1 own inT tRat Is either
im Tabk| l&ndh(mheraemmmﬁ tleaatlb@dYarr@MRQomm@ @prRayino acid

. t o)
oL sFACLA SRS E oL 150, CORY, OPBH SR ASE ngr r
haibke megpebmad aofibadyt Bd9.%, 3. 6)1 druddB.] aoslodomalTable 18 (that is

Sy LCDREpL pRRE SEDHY a4 £ B2 DG i CPRGT, 1 another

eﬁBE’ﬂundaDE& anibodPhyswauaivze anaimiao abidrsequency compnising a CDR1,
| nti bod 19. 2.6.1 or 4. as, sho

RS Saf E B Seandies of mititr unE i daeinshial lfugiB 0 26
of:tprmrll @%ﬁoamhﬁauylecﬁsal n amno acid sequence

corrpr|3| ng a_ CDRI sequence of f

hunah0® %noc*%ﬁﬁ?mﬁg%?tlg’eza‘gg’@ﬁo |t’t'1""k1§‘ab‘%/élpfé1 may

c%%gn@e hh ﬁﬂ'ﬁn& Béi nsegﬁérﬁ:@ GO SiHE ML BAE of ANPDRE] TR or CDR3
sequence of ful |§ human_nonocl onal

smwez@mﬂzfz @dbehmw monocieralopyibady 2ndh Fey 1 2 flol 81 35 shown
i QPR 19 TﬁlbLlﬁotﬂa* etho@iﬁQetnh She %HEQ@d)‘T?rWy LdRpAdd bR OfYino acid

conprises a eavy chaln am no aci d "sequence

seweped somprisingpRY twoprDa £RR CIHFBRZ e« eRR3 sequence of either fully
human monoclonal antibody 2.19.2, 2.6.1 or 4.18.1 as shown in Table 19 (that is

either a CDR1 and CDR2, a CDR1 and CDR3 or a CDR2 and CDR3). In another

embodiment the antibody may comprise an amino acid sequence comprising a CDR1,

)




of fully human nonocl onal antibody 2.6.1 as shown in

Table 18 and a light chain am no acid sequence
weomwpne@bng a CDRL, CDR2 and CDR3 sequence of pail/u§2007/008913

human nonocl onal anti body 2.6.1 as shown in Table 19.

I n anot her enbodi nent the antibody conprises a heavy

chain am no acid sequence conprising a CDR1L, CDR2 and

CDR3 sequence of fully human nonocl onal anti body

4.18.1 as shown in Table 18 and a |ight chain amno
CBRMars: GIDREC sequengd oS¢ittyr fulGDRImatbhthoeihaCRiRBbody 2.19.2, 2.6.1

S nce, of fu uman nonocl onal anti body 4.18.1 as
°rs?e1g€vﬁ a\sﬁhmluél]li‘élel 00331 A further enbodiment of the

i nveqoo3op i SInaado@w%hﬂﬁdbhaﬁlm@aﬂgﬁmy thidBifidls to uPAR comprises
r oSs-.conpetes fgr bi ndi n

tqQ UPAR with th ar get ed
PR TR 4RO BFid SsHENEE APBTISNE @AY ang\Af 595% %P R2 or CDR3

se@ﬂ@ﬁ&ez{s shokadhnmsle ¥ aﬂJ‘@llFﬁW&xﬁld AidoRiEsdghedt comprising one
anti body whi ch cross-conpetes for_ bindi ng to UPAR wi th

of 3 €0kl éélPBa o5iGIR h geangaer as shovanm Talde 42, &n apether embodiment
t erh\ﬁ 'BBB @omhgggﬁﬂ h!:aﬂlyaal ShirfoR4s ﬁ%ﬁhcé B?mi:ﬁ%lggglﬁg éwo of a

agent or anti bO Cross-co tes
CDtRlu mPRwor CRRY seqvenesf as sholwyl iniiFahie A8 mod|adighit chain amino acid

| hod Y 14 I
AP EBriding du: o, B & PRy CBRF or CHRISCAIGRE Foltown in
Table m%ﬁyammeeldferwaQRhMICD&hoaI@h&ﬂ andt CPR3i esa CDR2 and
18. 1 for.. bi ndi n to uPAR 0351 .A
CPRhdp Sinthsh FRfdtntn: e 0B PPt Pary. phi aminb acid
sehllueﬁhr]er@nqg‘iﬁiﬂg a UDR1, GDR> aﬁd)CUIB sgencepistshpen am TablAR 8 and a
e taygete bi ndi n agent or [ jes of e
1R RO 35 3RS TR TR 1t Nk GRS Sequence as
showat @ Tébl@ng.anti body that binds to the sarre epi tope
on uPAR as the targeted binding agent |bodP 1%
the [N &Nt | W%%@@Ofiﬂnﬁﬁéh%ﬁw%m Ret 70 RaPA Smprises
a hBMENEHaM aln$nadid s8QicRbe BbMpPHSiEg A8 r&letdif&t CDR'I n d}b)liz)or CDR3
t he "sanme epi tope on uPAR as any one of

sagoRes Graithen Albpbe R mopoglonal Rrsbod SR, &0 BT 4.1 as shown
i o?ﬁ%}g rf%?%icﬁ MehPEhdiR Grdify sahl s%aue&e%nwﬂsar@o% BH@Bf a CDRI,

e sane epitope on UPAR as any one of ful ¥
CRR7aer GDR3cieanericeaiteith s' humallgngnociol@l pntibelys2.18292.6.1 or

4 [lgq ]sh%umqgefa%fg)wl ﬂpmo?he%rl?:ﬁﬁoﬂ?] u@ﬁt%ﬂe Qﬁ%dg F’rﬂﬁ'ﬂEs a heavy

conprises one or Tnore o man non
claaih aindeh &sd 3eqiene Qdﬁip:t@smg aeyssiv@nf AGBRY, COR2 of £DB3 sequence

T AcceSS| uner. BTAs ), angher,
%ﬂ%&f&ﬁ S rﬁl‘f 3r a’%—"*f%@'z\/\%géh&s‘gég|lfﬁicsé§% in Table
1®iandl atlightileAln @asindieilisgedndencomprisinetay two lb€lad®DR10CDR2 or

L

sHOwrih Té:tﬂely%(md E&ﬁt‘nebﬁ CDR1 Ayl CDR2pa €EIRICARIICDR3r a CDR2
- 7474, ATCC Accessi on Nunb

Al c Ssi 0
ST GDRE o oo ey e DR o SN BASE COBPALSST ey it mo acid
sibAd BBMprisingr£ DR B CDRIC A Gm@eQﬁ’e&br@ agaeagany human
or an antlbody derlvablefromt amlb’[éai%f pr o ]g
mBpOR B PPN 7ol Sl AT 4o FHOwRABC LA O ) foght chain
aiindy 44d dequithbLchinphsin ATCDRIPEDRS dhd’ éDR PeGuérdelof either fully

human monoclonal antibody 2.19.2, 2.6.1 or 4.18.1 as shown in Table 19.

[0032] In. another embodiment the antibody comprises a heavy chain
amino acid sequence comprising a CDR1, CDR2 and CDR3 sequence of fully human
monoclonal antibody 2.19.2 as shown in Table 18 and a light chain amino acid

sequence comprising a CDR1, CDR2 and CDR3 sequence of fully human monoclonal

9



Accessi on Nunmber PTA-7476. [0039] In one enbodi nent,

the targeted bindi ng agent conprises an anti body
wdalsninaede fromone or nore of fully human nonEck/osmb7/008913

anti bodies 2.19.2 (ATCC Accessi on Number PTA-7474),

2.6.1 (ATCC Accession Nunmber PTA-7475) and/or 4.18.1

(ATCC Accessi on Nunber PTA-7476). [0040] In one

enbodi ment, the targeted binding agent conprises a

pol ypepti de having the sequence of SEQ ID NO : 26, 30

aﬂtib&d)y 208. 2CH$$heWﬁddi'lTiiBI&‘ 19. Ih Afother @ﬁb&ﬂnbhﬂﬂﬁe%tla@@)ﬂéompnses

co es a ti de havi ng.t he e of S
}isBin BnBp LB Eeayece Compising s b HOD R Ad R g sequence
dfrfﬁlly Ma@idni ﬂBn@élHMl'zﬁﬁifbo 2@151\63 shBWhMinPPABIO a8t éxﬂﬁa light chain

havi ng, .t he sequence, of 8 NO : 26, 30 or 50. In
2HEO 2gidisEansA compRging A CHBdy CHR2 trd CRFSnepyence of fully human

,ﬁmwnaﬁmﬁmh;g@m 168 §h6’w1|9 o TR50 1596 SRR Imbblfinent the antibody
sequence_ of 28, 32 or 52. [0041] In one

CORPSIEET® h?aVYtqli@"t ang@tafdd Bravenercamerining® GIARL, CDR2 and CDR3
sb et bPﬂn G rﬁs,,ﬁ\%a?ﬁ% g?‘ﬁﬁﬁg’rﬂ?%‘i ;%ggﬁb@h 29 rhie 18 and a light

quence of SEQ 1D sequence
Caﬁlyl amiao @ﬁ‘-ld $equemdecrranprinihg neﬁIDBh, GDR@eamll CBBquuence of fully

h row of Table
%&ﬁn?ﬁ&dogﬁie&gln%ﬁtga%ng%e& Egg]far ge %?'%dl ng -agent of
the i[A0331ti o Gother Baﬂmdanmqu phfptnvdntlmrma tgpetgd lbir&img agent

equence of i he, se ce
g SRES Bimadles K. bbb 10wl i D iareael Hiite agent or
anﬁhecges of ithee investidnesIn agotheat eﬁhbbmmc fofrihey lﬁf'erifiihl there is an
13. I n one enbodi ment he.targe bi ndj ng agent . of
Aoy B Sh s or bRt OGP R mith e Frrbeled biing agent
of @fititities offthShVehf>MO. : 50, wherein the sequence has

any qne. of the uniqgue copbination of@gern1|ne and

non- d&03dli neln @Pﬂﬁésﬁrﬁ’?ﬂﬂl@ﬁ?‘eg’%&af&%{ hindingagepp|og antibody
cioss-chthpefte RTbeidiignio PR tmg %9%5& REi fflyaHEhn %onoclonan

the invention conprises a ? pepti de conpr|3|ng
agberdierc 8- 182, 6 1| podid-18.38, lwmr:e‘rmchhmesb@lﬁetheemnqglon is an

affioNEnRth db&- He f;ﬁtglfué,g Ok f&hg H,%ngagmg antibodies

non-germ i ne resi row o
2119.2,126. bﬁedé#@ddfqmdmgheult@Rget ed bi nd| ng agent of

the Jb@/ﬁ nti Wk@%ﬁg&rﬂ %\Ig‘%lgereglﬁléxqt?%ﬂ: %@Hr iy bi]rni?ng agent

sequence of e seq u nce
tlmt)bndseo dlie sanee cpitqwa@maﬁmRmanhmargﬁe@bmdiugrgeamr amibodies of

007 93 P /US 0/00891 rid.ne residues. ..
il g oed g b E R olior B 15 AF iRy B binas
tdi hee sbmae gi;iitede inndPAR agehd tztrgetedhelnndmgrﬁgeﬁn ot anfibodies of the
.y ggé\%pepti de conprising the sequence of SEQ ID NO.:

iy lerein the sequence has any one of the unique
conbi[eesé]o n bf ogeémbodimennof the ﬁnmhﬂh i@ targatbd bRfling agent that

lnicted eachro Tabl e 00421 In o o
@H@ THaHme SHIEOPS o lﬁ‘d’a‘% ag Any qge P L/h%%ﬂﬁﬁ?&ge@ aptibodies
2hn@ew @hahamml 1Y PR e denBoAREAt DT MG Il EntFsiFid AR GRIBSdy RS binds
ID NO.: 26, wherein the sequence has any one of

t he
uthg §&ME SPEPARONORPAR 8vaRY 9% efnillyohuygen rﬁwwz-,clonal antibodies
211831, Queh ahddilgat ed by each row of Table 15. In one
enbodi ment, the anti body of the invention conprises a
heavy?®3di n Bopys epbiodineninthe) targeted: himdinggrgent sompprigecene or
mdre of fully human monoclonal antibodies 2.19.2 (ATCC Accession Number PTA-
7474), 2.6.1 (ATCC Accession Number PTA-7475) and/or 4.18.1 (ATCC Accession

Number PTA-7476) which specifically bind to uPAR, as discussed in more detail

below.
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NO. : 30, wherein the sequence has any one of the
uni que conbi nation of germine and non-germine

wo emi7deess | ndi cat ed by each row of Table 13. |pPCD0S2007/008913
enbodi nent, the antibody of the invention conprises a
heavy chain pol ypeptide conprising the sequence of
SEQ ID NO.: 50, wherein the sequence has any one of
the uni que conbination of gernine and non-germnine
resi dues indicated by each row of Table 17. In one
enbomompt Irhanaambbdnh)ermftherh ds ippovddéd anagetredrbiadingaagent or

oy Ry e A P e e e B ARG REHGMoR 2 igpber PTA-

7478 Amcwace@gsmnnmhhmar HTAg4T5 146 ATCM AecgRidH Nignber PTA-
residues in 1(iat ed each({ow of Table 14. In

T&thooln ARGEM 1']?"6%6%/96’?" e fangrtrd PEIng 2870t Pgég agtibody

dédigible thntheommyl ?&dﬁ@&p MHyS il HyBRd&aE U@M&ecpffr&EQ«ch
I D NO. : wherei n the sequence has any one of

t he
AgeRsgIon H@mehd%%ﬁ%ﬁ @&G@. fecessign nTaHmbare#’mA ﬁ‘é75 and ATCC
A%ﬁ%g%ﬂmg@pﬁ&gqmy each row of Table 12. In one

I ment, the antibody of the invention conprises a
| i ghf003%i n polopp egmberdtimentipthies targeted ebindimguagrnt efmprises an

ax?%gdgnclleglﬁagblégo V\&?er 8} H’mﬁ{' of Sﬁﬁﬁ*‘ %ﬂﬁ)%nt}g&@cngnaﬁ’ %ﬁflgédles 2.19.2

natron o ger I ne an non- ger
(AEECdAesssingl INlanlmi RBA-G4T4), 2 GATCAabAecession Pﬂlﬁﬁﬁ@lPTA-7475)

The jn [ further ro ds for assaying
a’?cpgr {légg{vAggb (VSRR or? r:jlgff't" 2 conpri si ng
cont §@0400g alr amgebmbo&nmﬁﬁt,ngheagargctedr bardimg]tdgenu RARprises a

tihbo the inventi i bi.al ggi I .
PR BHHe AT e SRR COCERh D e Reqiier ap- BB farbodiment
ukawg%?aa Sﬁdﬁ)g&([jgehbe&ﬁpﬂmﬁ wg&l@lpé]ﬁtlc&ahzd/i@ﬂ’}él sbquérg:lerﬁf:j $EQ ID
cl enbodi nent s e bi ol ogi S e is.bloo
Nbadhad? 95 Py aln 8 eBbodigon F oo SRALE Fuprgp pmprises a
héHvyNEhair PO Pdptide KbIY thenleqaénTe fSEHMeDIi NVErtd, G0 or 50. In one
provi des conpositions, including. a tawgeted blndln

erabedimest, theantihpdyof |ﬂammdpntmm%ﬁm@nqep adiebhehaip gpg@ppude having
tréfkq Gencd of qzﬁﬁ)iiouﬁ)@%% drGh/ US2007/ 008913

maceutl cal |y acceptable carrier. In other
enbotﬂﬂﬂﬂdﬂnt s hhen¢ embedimentp they tatgeted bingding iagensnef the invention

P oA Satsots el L OSER TN, rin e
se;pmemee thas 11@94@1& iliﬁ gh¢ rangquei mbmﬂome’-zf gartihing sansk non-germline
regh u%its]L il a%ecp'g e r%%v § 1t le Ilg onggb% mpéﬁt stﬁle t?%%rt}rgg binding

ment or a nm
agend of atﬂernrNcatlem lcmypnsestmpobzpc]mie aominmra@ehﬁ seqathoe of SEQ ID

fectiye do 3 of the targeted bindin
N &l PR Sontee AR SR Bt B Plave EBbinRlian B ecrmiine
afidy@orgermling fesiduesrirdicdted by reaelh owrdfoilibbe b3.s In tohe embodiment,
targeted bi.ndi ng agent is an anti bad e
‘hen'égﬁﬁ“?dghmgmf t gg rﬁ%"e EEPREP CPERIPE2 QP[%'BBPH‘“’ comprising the
Bt bf REQTIDZ NI®.: 30( AvifeeeiACEe SselqQénce \wiib@ily one of the unique
PTA-7474), 2.6, 1 (ATCC Accessi on Nug‘gl%c{37 PTA- 7475) and

cwnh@at_zore AT germlipe #ad nevreRe TesigRey andigateq by £g¢h Fow of Table

198 indbie HIRBHInNER! fhe &Fg%té'ﬂibirﬂlwtagéﬂir@ th%aﬂv&ﬁlon comprises a
sel'ected from the group consistin mel anonsg,

pebyaeptidecamprifing therregrenca-SERIIP %@ 1 5% uHepreiarthe sequence has
eug} bﬁg@f tllIEe hﬁé: ?bﬂnﬁirﬁﬁ% |df‘é%ﬁ)\hﬁ@'éﬁd ROARerhie Risfues indicated

mor, gastric
by each row of Table 14. In one embodnment the targeted binding agent of the

invention comprises a polypeptide comprising the sequence of SEQ ID NO.: 32,

wherein the sequence has any one of the unique combination of germline and non-
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prostate cancer, breast cancer, ovarian cancer,
bl adder cancer, |ung cancer, glioblastom,
webgonaiens al cancer, ki dney cancer, col on canceet/us2007/008913

pancreati c cancer, esophageal carcinom, head and

neck cancers, nesothelioma, sarcomas, biliary

(chol angi ocarci noma), small bowel adenocarci noma,

pedi atric malignancies and epidernoid carcinona.

100471 Still further enbodi nents of the invention

genolined ecsidbiek diddicafed by feach irvel yf mabhat ilﬁ.g Bn oaai embodiment, the

sufferi.ng from esi on-

RS ek S0 oot BYERE fomBtitg > seelupstidg cpmprising the

samemaé of SE@aD NOL rszptwkatinf e fqaelde Bahasy @he of the umque
g I nvasi gn-rel at ed di sease, and dn1n|ster|ng

PREMZFIPR! EATP RS ap pepEsrPing residues yrdicgdsd by gach row of Table

16ar get ed bi ndi ng agent of the invention that

specifically binds to uPAR In certain enmbodi nents,

the 4047l 7 In RoResmbadiment, (the antikedyjofhe snvention comprises a
htARIE8S polipRptidIcaapAlink %@Sé h¥e BESE @'T@@l 2 lwherein the
antlbody I'n certain enbodi nents, the ce adhesrt on-

sefuepes |has apysorm of dhetwiqus sembinatign tqfnmnnimeaenchsma-gennhne

ros e e BT RN AP LT Tabion . ARl CnBLAIENE (RIRMboLY of the
inveation oompuesssa Seavyyclufin ZomcﬁtheAd’dmpMBgslm saqublcebef SEQ ID

Axd4 . 6 W ' N PTA; 7475
N850 bl SRR ORGEA SRRGe STABHATSA o i
arld @ab-gbimlinetdsidudh dsdicated bp d:acmvmiaf IFabdd &8 .edn ahing eastesliment,
the ity PCRR BYenfoa EQRETES o Tavp i BRHBERI prORsine the
s&tﬁﬁﬁsfeo o€ISBEQ dD NO.vei0) wigiréin thebseqliétyteOhds aniT@dhe of the unique

Irl C 3 WD 2007/ 120693 . PCT/ U 007/ 00891

dizhination ﬁ?? SR RY i dap-Eeiip s Fot dpOIORG8, By ch row of Table
19aNGEone bdrablsiRmeBQNBE antibbdg dfameeinwentgdﬂ ebPEESTR, light chain
endonetri al cancer ki dney cancer,_ col on cancer

pRlyREptide: samprisirgs he sequenssRfeiQ IR NOvotth, Whigeia the gequence has

ahf be GRAMEERS u%@ﬂ‘)hﬁhbﬁ@ geﬁﬂflﬁ@m nofigkirfiNe residues indicated”
(cholanglocar0|nona) smal I bowel adenocar ci noma,

bpeticht ove ofalalipaltti e nel enehsidimaentpithe camtibpdpraf. the invention
a | t
conRAse LB PRUE BprBdE SpERring e RYATC TG BINO. 32,
Whnfdiramrasmmynceohashaypeoqm of tHfecuniqué vembiinatias @f germline and non-
dj d :

skRinCleiRueg dhaitale, Wbl o, 8 THblL 171 1 gpg gubodiment, the
artilshidlyi ofiathe emiventiare mbmpmfsei hae light/ exhtino lpolijebudke compnsmg the

net hods ti g PAR duced ce adhesi

ne of %{/Eé% ! n% ameﬁ%f‘ tﬂ"rhség'é"“r%t'ha&d%“y "H‘&l‘{fd‘ © unique

c&abmﬁbm of garmilinerand non-gemlied residnas inli¢atéd by BARrow of Table
1%nduced cell adhesion and invasion, and adm nistering

‘0 said animal a therapeutically effective dose of a

t ar g¢ae3d] bi nhé gnvepeioh farthdruproyidas! mhmmlawing the level of

n |bod of the jnventiqgn wherein said fi
u@ fend, S%Phlascqwmwfr%%ﬁ F—%E&‘i‘ﬁ‘gg %ﬁ% R &n anti-

uPAR! E{h@lbbﬂ‘y’ 8fiHeGRvdniioh Wieh 4 BR 16 €al 8hmpld P61 Biffient, and detecting
the I nvention in the

blndlng I%WPt or an antlbqgé
therleyrd 05 bi betiygen sadantibqdyrand WPAR inssaidsarpplss In gore specific

emBOGReAlY; tRIbibRERA Gitaple i Pb18dd, P126as 8alild) cé{ébﬁﬁgﬂﬁi fluid, bone
wherein sald monocl onal anti body specifically binds

magr oygRRrine.
[0044] In other embodiments the invention provides compositions,

including a targeted binding agent of the invention or binding fragment thereof, and a
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[0052] In still further enbodi nents, the targeted

bi ndi ng agents descri bed herein can be used for the
wee@par@ds on of a nedi canment for the effectivepcT/us2007/008913

treatnment of UuPAR induced cell adhesion, and/or

invasion in an animal, wherein said targeted binding

agent specifically binds to uPAR In still further

enbodi ments, the antibodi es described herein can be

used for the preparation of a nmedicanent for the
phdrhectutvaallyt acee;bta’elnt capffieru PR oithred Lamiibdnehlhts dbéagvemtion provides

and/ g |nva nt i
FBef ot rIie 3 =R g ths asfiSes e PR Bareot, and

aphwamkbﬁﬂmﬂ@&ﬁbqhaﬂebaﬁern relate to targeted bi ndi ng

ageniﬁ%%ﬂat gknd uPAR and. ffecé P functlo O her

enbo € {rygntion, proyi e&rﬁ“fa Beegting  Galigpantipmor in an

ahithdl B0 GLIRBRg ARt ARl 68 Adat oblnrédmhaDni\Ffoarad nidllighsdt tumor and
uPAR functlon Q her enbodi ments relate to anti-uPAR

adminigeame o e anigal 3, barapetically effestive daps of ghefragated dinding

aéén@"&fﬂh& hevaReH thet BIRES RS WPIAKE. rh ekl QAbdHifRnRl Ml BYmal is
finity for uPAR the ability to neutralize uPA AR 1 n

hvmtm 0 laneertain gmpedingnis.tthe tangeted: inding agent by an @nripody of the
uiv%gff&ﬁ gn%ﬁLg l%dstége%iegrh&ﬁ%g Pr(% V(,%ﬂ sﬁﬂn?gfjé 95, 2t %‘r?;&co fAccessxon

gr owmt i ments epar at i
Namben PT-A:PAT#)a R 6 bATICOfA¢dessiom Nmtbeo rl?Tv&-? #75)cedi4. b1 éATCC
ropert r é rapeuti c perspective, including
A%Fg’ﬁ’%”h‘g‘%b&%?’ﬁ? / for 14 WD 2007/ 120693
PCT | BRe)7/ ODBébl'&in eRbBRlintdngs, ale iriatignam tureot cal be selected from

uUPAR in vitro and jn vivo n he abilit i\ bit
tipeapn Fonniire eladae) ShaikRe bve it agh-tfet) Bl Rick cancer,
glioiB) hgpaavdeiiular n@ived n&@cino®a) shyroid airgor| @akteilc| (stdinaghh cancer,
anti - uPAR anti bodi es of the inventio CH% desi rab&ﬂ
PISEter §ANSET  Pregsh £2PFREr SPEEANC cﬁ%‘ie&pg’d‘f B, CANGET udimgg cancer,

ghb®lRstoinadieRd@oraéttian chicel, OkidnBARanédie caldn! édnket, Gancreatic cancer,
neutralize uPAR in vitro and in vivo, and t he abi lity

esaphpggal prarcinema ihsediand BegN caneptes Mssothplioa. ﬁma@%nbﬂm
cﬂi%%%focta}@mma@r bt HIWRer akixBOsLLiFBMaS Fge%heﬁ‘ltx@ xanhgnancxes and

preparations of a fully human anti-uPAR antibody of
epidermeid sarcingmani t h desirable properties froma
ther W‘V]' c §§fl Sﬂ%& \éﬁ'xbokiﬂﬁéd@'d}‘gthlg' e iRGude methods of
affinity ' for uPAR, the ability to neutralize uPAR i n
effectivslyafreating an mvmahnvdff@m from & c¢ll pdhesigi- [gingd/oy pyRsion-related
V -
o BANE il PR A0 O A B b Meson: anor
invasibodelstedndisdaseli @8l adminidienng to theuzBARawatthelvm:lywhllg teffective

OBl 4 S Snd TR, AT Oy pIRASS wPaR.
cdrtdinliengbodiAbhtey the aniifel hsasharrtahanln bertain aimbddimentedtHeotargeted

9, 10-6 0- 10" 9 0 or .10-" or._ gn
bingigiesspt G:n Gl mpgienoclordt abpel 47 Spralh ettegiments, the ce
aﬁﬁjﬁt EBE)N;@I CﬁhgaQEn-f%athL dikebye K[sgcﬁ)gxgéxr )mataﬁiﬁ%iﬁd In certain
CORE(r as descri pe ereln. e.enbqdi nent
cpbOTREn i PR B RO MEGREST 1 1 atf R0 o5 O gyenpipn and may be
sd16AEATBdhS tHRf gﬂbﬁ@%@nﬁﬁidm @9 ,z (mhmc b&d&@ss‘i&h Nﬁﬁféer éerA -7474),

known in the art, the antib
260l %Tsﬁ‘aﬁccwwgd‘éwﬁ%ﬂ PTﬁoWéD @ﬁ5|4 l%hu(ﬁif FiCc Accessmn Number

praPgged, and/or fully human antibodies. Enbodi ment s
of the’invention described herein also provide cells

for WQBhci ngreatable cgllt pdhssions. andopegsianrreljted djgeases include
nddPstc Aléded Ratn GUDRCIAERLS siRhn (B 1hAY Bl MdH-EmAP el lung

cancer, glioma, hepatocellu]ar (liver) carcinoma, thyroid tumor, gastric (stomach)
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limted to any particular formof an antibody or

nmet hod of generation or production. For exanple, the
w@Bjo1igdR anti body of the invention may be a pcr/us2007/008913
full-length antibody (e.g., having an intact human Fc
region) or an antibody fragnent (e.g., a Fab, Fab',
F(ab')2, Fv or Dab (Dabs are the smallest functional

bi ndi ng units of human antibodies). In addition, the

anti body may be manufactured froma hybri doma that

cBiRter, Shrostatd Cankbs, | Hresky .cafierf bdFian EfeerHIaRIRY Icncer, lung cancer,
i)roduced ceII t hat has be}eawn5 transforned or
¥

ipblastpmiay gpdoetrial CHReFE: & fRRCEry €M, 6aR9EE pancreatic cancer,
e%ﬁh‘agéhqiyear&qgéﬂ Hehdlesnde 'ﬁ@&@(ﬁﬁéﬁ@ Q{esz)ﬂ?l@hbﬂ)ie@ﬂcgﬁhas biliary

i ncl ude isolated nucleic acid nolecules encod |n? any
(hrolangiocagginemald #N3lli bryvel gedrnecargimomag dpeskiatge malignancies and
f) Alesrciddiff €of as described herein, vectors having

nucl ei c acid nol ecul es encoding anti-uPAR
ant i Wlﬂ%s o reatade celt edhesionansd invasignwelatedadigeasés ghbide non-

Bt A0 SE 4ol 90 R AT GO i

bAOMHTNRERAS aPBTitis|SRBG G008 8iE alleagit iconfBARIALS.I body of

t he | t|o cul tur,i host | s er co

V\,heré a ng‘g P}e{}c’é’a{am %lgﬁl %tcﬁé é%?‘g'é’gebr‘ de nfefods of
iffibicing elPIAlRE irlutéed o€ly adlgdslomverid/drVinvat@y gy amemniaﬂle These methods
.antjbody.. It should be realized t adi, rent

igtide TRGHnE 6n Aee et 68 taApiert do W AR Qs el ddhesion and
inMasioh, ané cilsinRterip! td bl Mifinfal &gmmap@fncamy Jffettivslose of a

i.nvention i ncl udi ng nuc elc acid sequences

f th
tagg?tm‘rsg@al& agent QF ftlly Lﬁ@ae/ mﬂneg ogpl antihody odjthe inyention wherein

shid agiBsdySspebiFicany b o LpARSf ected into host cells for
ant i bodé productl on 0058] A further enbodi nent

i ncl deR]a nEunber esmbaskiments iof theninypntigry ingludg the use of a targeted
biHA AL LR EST &Paﬁt %/%\f thd TNE TN (Re PRPIBi oWiot theditEREnt for the

uPAR, or a fragnen thereof, and one or nore
tr@atmﬂnl of g @é\qmm es lrmasrfongglmdt disedses émfan gnigh|wherein said

t he generation and
mlgé‘g {on@@ggkgﬁ%%lﬁag Vat eag ?%glodl es that bind
specil00523| | yIrt stilliRagher gRARdirsents xbe esgetdd bindihgaginesidescribed
el.s I he [Q V. -rel ate
fBlEL b0 o tor 5o T BF o HipdiERIAE 36, 18] Bl mggement of
uPAR doced) |cenladhe$mm m}d/orf invagiBn cianarp aeineal] whierdih sa1d targeted

g%?rl&c?egg’ n el l gatﬁah@ g’,ﬁ}gﬁ%ﬂ%ﬁﬁd G foci:wlgﬂ 1 antlbodles

deseeibed dhﬁre&‘h o hﬂdusaﬁ fod g preparagonicfengrdicament for the effective

oS PR Gl S s o5, ooch e i

aﬂaiddgrsbecsﬁmll)ebmhgtd)mnnbodl ment, the patient sanple
is bl oo%fl E{?g)og serum_ In further enbodi nent s,
ody

met h&H® TREIKE Pf ftheainvention dpscaibed diereip gelate to targeted

bda P&t tﬁat Ktha @RAR aRDAFFEdt APATO fiftictidh S CRAG érﬁbodlments of the
presented which_ involves the identification of the

inygatie fesssbed hersin [siatRte longclanal angibagdies ghat ibingdinRAR and affect
uPAROALANPT BftherSHAH u'ﬁ@ﬁ‘tg rOfht cflt foCadt YRR zﬂfﬁbbgfels lé‘i“;t‘ﬁe ﬁwentlon

met hod for diagnosing a condition associate
wethpfesirablen pripertRaRirom @ therdpepiic dmipgetivan gmckuldelgs érghmbmdmg

agir'?tn? fSPM’AW {Iﬁ #bi dﬁ@rég ﬁt&lﬁtgalﬂa AP zria\g%tang lin 3o, ar%d the ability to

ar uPAR aht i bo | I nvention there
irdwhit aPARy indused r@ﬁeamﬂvssmh ardAR, inPpsipe randtbrcwtgrgwdl Other

embodiments relate to preparations of an anti-uPAR antibody of the invention with

desirable properties from a therapeutic perspective, including high binding affinity for
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i nclude cell adhesion- and/or invasion-related
di seases including, but not limted to, neoplastic
wolb@measwss such as, nelanoma, snall cell |ung P@nCe1007/008913
non-small cell lung cancer, gliom, hepatocellular
(l'iver) carcinoma, glioblastoma, and carcinoma of the
thyroid, stomach, prostate, breast, ovary, bl adder,
| ung, uterus, kidney, colon, and pancreas, salivary
gl and, and col orectum [00621 In another enbodi nment,
uPAR, ItlIiB/e]ﬁlllt)Otb hewatalide UIPAR s vatyo kihd ik Ofvo, drd eled almgty to inhibit

n tissues, cells,, or body flu
uB R e e mahE o S aB oF e arp Wit Df s sbgdiments
rdlaé 36 tfielly Blmdh R@tiafoR abfibédiebf tHeOYerfonifith désfrable propertles
2007/.120693 PCT/ US200,7/ 0089

3 1 nventl n t i
frgmuatherapeytiGRefsRectiye. inplyding high binding %fgewgw leRABh@e agﬂlw to

n@ftdiRe WP ANV RidBARG ihfvity, &ffNthe dbMi9e BRRRCAUPARR! induced cell
the antibody is a nonocl onal anti body. . In another

adhesioni apdior mﬁesmtarﬁémymm@t gEowis uPHRri embedimeats, relate to
O
PiRpaehL g7 ARG, R ALRAR AR P g i csirvl

Prqmcttwdefsora antharapetis p@rep@xtwngwludengahnghdwydmetafﬁomxf for uPAR,

tl'# %qu§, d%s Lrtilis: a.'l(}%@ g.ltl"/\bli1 2{;{ %ﬁg?nd 119 nge‘éﬁ& ttfl@ gbllllp}p k' dbi® uPAR

irgluted cethadhesioolantfon invakien aadfor llmdgr grayvtive | abel ed with

a mar selgcted fromth rou onsi § f a. }
1 ot 8B el b enbofinent & SReboR Hhiddefiboies that bind to
uPARi @fthgesy l‘f@hmﬁiﬁﬂtles [40)3) 3]701Cl)hﬁiple athoehane ntbbitp fnouke chimeric

ventio |ca C OSLLI O havi
ok RUgRREEd piSadifal ShBRNIE S %v Giing BPRR Rishis0RA 168 bR but not
nameﬁ ta PAR, mﬁu:oldplyo df 10 ?]eléll Moo, iof aﬂylgmlxgwoevazme ftherein.
arnaceutlc accept a e carrier or 1.1 U t |@

it HV 0T AT P RS UrAMENS o3o(tsg TREATHICH PYqdiRES

BRACORE® s asdcribedyerentf. the invention, or a fragmsnt
thereof, is conju ated to a therapeutlc agent .

t her AR88i ¢ Qe smbodiment, off e 1BYeAWIRINC adf%sépl?tfair angibodies, or
fxﬁ%{i&' 5%?%@ antiBOH4d, (VR tbiRNR WEAR € RO {o¥RNin thealtU@R%ntibodies

s for treating diseases or conditions
cars docifar evkamiples pdlxclendly edigpelenal mengrlenal.a chisgricy thumanized,
Y '5@&3 t AlheShl&fidn' & B herein al
an%ogﬁp];; i&%ﬁ‘%& In %sg gglggtaﬁ%eﬁﬁaﬂ ar‘?tlB uPAR ar?tl bodyerem %0
pnfvmdmllsnfmepmedngﬂmeaamlgﬁhw b| ndi ng agent or
ant | rﬂ anft fj%e %% ;etaﬁatécg hﬁﬂ)dxrﬁ@xﬁs 3)?.the invention are not
adm red al one, P n1n|stere in
liooredita ahyq:anmwdr fadd|df|aorm1lnboéymr mmilncuisot’)generation or production.

Fgggm)t @er g)%e%&l 1%!’1?1& ﬁgflgocgfr g{d {h%t 1599 tio U‘e&‘gﬁ’fm F%l?}léllength antibody

and/or

gocl ona
(7. X haviag g iAéRhambn tRcchegsmp loatan hinnbkdy: dlapmead(ves) arFab, Fab’,

EA I TR PN .
aﬂlﬁcﬁﬁé@)/ In'ﬁddltmht kl(ﬁjarftﬁfd)dbenﬁ))e bk Qnarﬁﬂadtliredlfv@nanﬂyﬁrim)ma that

60 Weniothods. L (O L REGPREAPIE ppdled Ael oficpes been

uﬁﬂi}ﬁﬁh&ﬂor m/f&ted \mﬂi%lg@ﬁe bEp&ies dnebidigparRantibedy di ng,
but not I|n1ted to, neoplastic di seases, such

mel arl®9fF] s nRither camodimpgss ©f1BeAnVenHeR 1astufs | olatpd PHflgic acid

i ARGHEs efdddH P and Qﬁﬂﬁﬁcﬂrééié@rblﬁdlhg’ed' n&araﬁhﬁ&lms or fragments
glloblastona and carci noma of ¥r0| , Stomach,

tlmrggtqgtcigsc@e@agqrennovgg{?rs }mvgtgdvéplatqduwg; eig agid @olecules ‘encoding
aliti UPAR  40Bb8 g8 Yo, FH@:@P cEA Strarsfbrméar Wil %}d ofasﬂféh nucleic acid

col orectum [0065] In another enbodi nent,
mai¢aes. dn agdisipndene embediment ef the invention is a method of producing an
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manuf acture including a container. The contai ner

i ncl udes a conposition containing a targeted binding
w@ag@nti2een3s an anti - uPAR anti body of the inventipor/usiwd7/esos

package insert or |abel indicating that the

conposition can be used to treat cell adhesion- and/or

i nvasi on-rel ated di seases characterized by the

over expressi on of uPAR 17 WD 2007/ 120693

PCT/ US2007/ 008913 [0066] In sone enbodi nents, the
arithuBAREshtibbdyl iofl thedigeariticnn bypailturiigARdsaoélisngiiler 0bnditiéns wherein

i nventi o mnlstere to i ent ol.l.owed b )
o BSIEH, Aot elesIOE SPrrabia rgauboihe Shlbodn iR Pt L weovering
theiahfibbd. | I ehcid bb eehlizkd ﬁiﬁ‘t ERBodineats of RO Srileni(6h also include any

anot her, enbodj ment is the use of a targeted hindin

el ok molgule hiehISAROUKR IEIPOGY oF HEAmHAN OF PO, prfiRody of the
invERidH qgﬁﬁ&hgoﬂuaglca aBRd sERIREs foﬁﬁmﬁﬂﬁ & §ALERMg Yields of

di seases such as cell adhesi on-
antibpdieis onr rfedements dhereg§ exhen rﬁram@cteé nms@h hastt cellshfor antibody
p&ﬁb+ dheS|on- and/ or invasion-rel ated di seases

inc e carci noma, such as breast, ovarian, stomach,

endof958] al Asfalnharenn}boglﬁram in¢lud@ a iethed\of predusing high affinity

RGP AR AN M OB o RO 3 g
thambé,szmd rone an diome prlhabgous seqbatoesl od fragmsms theredfide, but

I d
et aBRR) < cPiooR G Eate, Dok Gnin | e Feratipg and

ideﬁtﬁlﬁ:@iti,ongbf dfmatebeaathwedsl tHaarbifd i speelﬁcany CionaPAR. uPAR is

rco head nec ncers, sothelio
RETSFARFIORAT L Bl coll BRI s O oI e lseases. Such as

ndopiisat [digeadtB! | IBRMNEIELST MetbidlopRRl astivaiyeof UFMORGhn Yeévent uPAR
anot her enbodi nent is the use of a targeted binding

indyessk ceflradhgsion and inypginn 3nd pHisE gesredietieCtsnvent i on i n
t he FUG%BPV at A RGkhef e%aKBﬁ%&ﬂ”%PtthfzoinJeﬁﬁon UinBRUBEY rRthod of
nant tunour in an animal. [0069] Yet anot her
d@mmmeasm or penditigrin whwhsmtmbeé)e pEpaged; afy dpsedbed herein
isQi1k8 % A8RBE t}ﬁrle%l ANUPAR AR [?a@itehpm 18f thRfe embodiment, the
invention iIn e preparation o di canent for the
patieetisample isfblaod on-bheashserumi cInd firthes embagiments; methods for the
f [ f
dgmig&ltlgﬁg)g et'lnS fg{:tlagsh ik %1%] gg&ls&a%er gnd@tg. 1%gt(ﬁ'e&19é'a9be seﬂ'esented
whmhelm/olwas ithme idmn;ﬁncequm af lthmowérezapmmlwm afferiMAR asinghanti-uPAR
thegtoent of inflammtory, or hyperproliferative
afiPOE e es i ncl udi ng but not limted to arthritis,
at hefo#st] er cAnesther &hﬂtmﬂgnmtcoﬁjthﬂahhmﬁdxﬁ indbldsFa method for

4DESCRI PTI ON.OF THE DRAW. 0070]. i i .
RPN R REOT RSN EPIEHEn o UPAR 0 cdhby Sontacting
thdRARITH QL LN itk k0w indifi Aghha0 T QGRIUPAR lakfbdNof the

iy G 190 R AT e PSS PRy Prefered conditions
ineliide ReH AAhe ibh Cind/Exihivhsibrie bt d?éeﬁ@&sitncﬁﬁfdgc Y na Hmited to,

potency are indicated by the vertical bracket. Bold
ffog&aétlp iseases. sueh entmelapamacanall celhiung eanseninoacsmalbeell lung

ca%EéxO %ﬁ%ﬁfa, hEﬁHt@de‘ithaE‘ (V&) CoRira, ghibbialfonti, tah@ Rafcidéma of the

bition") is shown as a function of anti body
thcfmié,eﬁpmﬂiuowomaqu bregst.t avasy. blagqderabingg dterps. kigngy colon, and

perrdfeas 1AHORS Jrénld, Ynd QBI6r QAR 13

[0062] In another embodiment, the invention includes an assay kit for

detecting uPAR in mammalian tissues, cells, or body fluids to screen for uPAR-

related diseases. The kit includes a targeted binding agent or an antibody of the
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[00711 Figure 2 is a |line graph showing the ability of
UPAR mAbs to inhibit adhesion of U937 cells to
wo/rdor/@eet i n. Shown are dose-response rel ati onsdw/ps2007/008913
curves for eight mAbs, as well as human and goat
i sotype negative controls and goat anti-uPAR positive
control. Percent inhibition ("% Inhibition") is shown
as a function of antibody concentration with units of
Log[mAb] (ng/m ). [00721 Figure 3 shows the inhibitory
irvkhgor thaf buﬁAFtb wRAR amd #mck8for mdma&ng; thet fierctinghof the antibody
“%h{gtn%ﬂélgl?,r {Bresen rrpr fmgﬁg ratﬁl(r{g nthe gB?l‘j] ; hs?g %&og'y%ﬁﬁ)tnal antibody.
I ahcﬁiﬂl:IGelgbaqhh)em athe ahﬂbgdydthz(tﬁnhdsjngRaﬁhDabb\bd.e In still another

e?‘ﬁ‘é‘ﬁlm’f 1! e ; IB‘Z)?/ dggargglk‘wggber Al 1{)%¥adedl trlllteoklt further
inchRis Hﬁﬂéan‘s Q‘bﬁd@e(ctﬁ@ tHhe Hrieeddy aatibedye m e ﬁﬁbodlﬂﬁg%]éhe means
u

Figure 4 i phsovvlng bi ndj ng of, anti

forsieischion e “‘%%taﬁ b%?@geqoa RBHReYY thal iARAnGnimpmgglobulin. The
artitiydy SHag &nla{b@%dswmla& Qneﬁ‘icengagctg@ | ftSin thg I’E’o@'ﬁ%ﬁ@tmg of a
val ués derived fromthe anal ysi s of

flnerochygmes A seakn%mrﬁ@wa\d@ldepanétatréémpmmgtepalgur e5is
a baFO(ﬂﬁrph éﬁﬁw Qﬂbgﬁliﬁne%ftg &t o ﬁ%?ldﬁpAB:lﬂ'&@SpI%maceutlcal

t uno I nvasi on percent age of HT-1080 cell
ccprnpmum;; ltamrmghefﬁmtw gaionnt obatasgeiedbinding agept or aif gnj-uPAR

< HI BgSHER F RO, S SRR BB i o

dilinmnt.r dan; yétt cthef em\md:mpatsbthectmtedrtah@mg agerit curmn-uRAllﬁantibody

of e b aRiqrar.® Fagiyen hres B preni 1, o\ Brdesic appre. The

thefupeultt b e parebs ifonexamsplelet werins mdmgsotdﬂfee antu human
uPAR as i ndi cat ed | /Dl |
nunm AR ° Xpanciher Spihadacrs neues miiads 164 frpating.gigeases or
cﬁldltlé'ﬂérésﬁ&:lﬁlad with fiRNextprddslonl 6f WPAR ift pzhwﬁﬁl’b}uid@lrﬁstenng to
murine DIIl; lane 5 - human uPAR [00761 Figure 7. iS

thei pedien atpetfestivaiampunt of aftargeied Hinding pgentAR amQIE-WRAR antibody
of el iflvdiBRr ’ﬂ{eoeﬁf & blw%g'\@%gtloxcﬁﬁl QP AR08y of the invention

xenografts. unor volunme (in cin3) at time
c350 bntaslnpolsterqdr almpJ enhtan ibg rﬁd(rmeér@e%e%tcommaélﬁp) with eadditional

%WE}:S o ﬁéﬁ&h@ﬂah&ﬁ&d drB%SBte dradpa'(i}gnf ﬂ{eri IFRPT ¥REple, a

oxorubicin cohtrols. tntreated contr t unor
n@nook)hal( ebigogbualnyr peiscleoal wixgie pf aRAR, auﬁlbmSemat tbdock cell
of ols. e
PSR AR S SO UL AU aRS T sy g shown o
inchiitbit hmbr@ellqmolii‘ummon diieotinr Kbe metiprdeswi lwperfoemsd iedivoand the

ry t I\/DA- P aor hot i . :
pfisnl s e BN, By IR & RESISHEA, Bippodipentyhe. method
cal¥ertis1the GRsAtient/ IS AdHIRD] Ind/ok mmr?l-ﬂmémaiwmw ;including,
stain i nt enS| nsi t asured fromtupors 0
gt fotlipliep 36 Reapiabrib irtars, SPOLaS, Egomer Pyl el fing cancer,
néi23dhall Fdeﬂufuﬂg &i&}lcengBKn{aFlhng@c&ﬁ)ar (lﬂ%%élﬁb@w Qlloblastoma,
8d), FAK (Fl ure 8# pFAK (Fi %ir(e,jﬁi:ﬂ’% |ncltg
andhearginog, of e BYTQK. Stamaghe PIos VY | %f%’? lung, uterus,
kidnBy! r&%ﬁ&aﬁp%&eégagawgﬁna GRHRBRAEdG. the activity

of ar[](t)(;GS] In another embodiment, the invention provides an article of
manufacture including a container. The container includes a composition containing a
targeted binding agent or an anti-uPAR antibody of the invention, and a package
insert or label indicating that the composition can be used to treat cell adhesion-

and/or invasion-related diseases characterized by the overexpression of uPAR.
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mMAbs to inhibit netastasis in mce w th NMDA- MB231- GFP

orthotopi c xenografts. The data represents the nean
waobeo7atampslar d devi ati on of the nunber of tunorpdmok2007008913

10 fields of viewin tissue sections from/lung

(Figure 9A) or liver (Figure 9B) fromsix aninmals per

treatnment group as indicated. DETAILED DESCRI PTI ON

[ 00791 Enbodi ments of the invention relate to targeted

bi ndi ng agents that bind to urokinase-type

pl asrDO&en &ctsomat enbodimeptsothe trdétpd Hindiagnagent or anti-uPAR

SR g P SRR BT R0, 2 Apisrcion o

chatihy apent tg vdrAgve @:cemclfcatmpg ambad%ﬁﬁ’oml the Blvad.

ronod 7L " o VEF BotfRECSmBpaimieRblente FahaeEsteddringing agent o

ah GREQJP AR heibedyp o ithe ffven@bn i the ﬁr‘éﬁﬁlﬁh@ﬂ dfCmedRament for the
fully huyman anti- uPAR_anti bodi es, and anti bod

trﬁ?'@ﬁa\t &f idissasesisyeh af gelf H@%HEUPP@’@FI‘?VQME?F“C‘Y disggses. In one
cm@gﬁém nihe Mle&ﬁ'{e@foho Ig.ﬁd/g; lﬁmloﬂ%la'téaaégeﬁgg Ilmg&e gé_rclnoma

t he |nvent|onhave desirable therapeutic properties,
suehc ps drengt. QvepAB, s;pmph»geraibmqmqu saliyary, amd, flerg, kidney, colon,

i, KOppAI B PRSI B 01 8R4 s 1 g

embddnmm&sﬂnmdllnadhesxoo- an@'onnvammrelqtad)@iqeaﬁsbogﬂmenbng are not
1.0 o dciide  3qlat I n
e R el i BEHARE AR AN gy o

celhéurkg pahceg gllcagaretmpatoaeldulaﬂ éwev)edarbmmat shicpmialidead and neck

anti - UPAR .a t|bo L,es. fra ncl ud
o2 B oo B CRARTHCSPBBRD el ek fepblercinoma,
pedistrici ihalibrancies ard dhdladtodnel ow. Enbodl ments of the

i nvent i al i nclude s tha ss fully hyman

ant i E@ﬁyjs Sféhl’aﬂ% LER E?‘;'B‘?H}T’pﬂ é“§ é"l Taﬁgelt‘?f{Pﬁ'g@g agent or
ah hti PR SintiB6dy 6F ﬂ@iﬂ%ﬁlﬁdrv npﬂﬁa,srega:ﬁﬁbﬁ of a ®d@idameént for the

Chi nese haq&;er ovary (CHO ceIIs variants of CHO
“E%tmeé‘t?f% %%I@"OBG&Q“@HB*‘NSO cells that produce

ant i hosk9gs agat BASthEPARbodRthE bP R inveARSHTR! ﬂ)@rhsew&rgeted

variants of CHO cells can be found in Andersen and
binding peeriomain @gtireiAR angibady of i the Bpwendionnis Hhey preparation of a

oS W 6 gt ARl 3 R Emen
of tegayentionds thet ussrof adatgettdrhinrding efent loe ap autPIAR antibody of the

in
G0 T S 7 R R e, Ot R, o
hyprprolliférativep rdiseasdsi ingludPAR-bue dicit Buohited aonarthgts) athcroscler051s
) ereby inhibiting cell adhesion and/or
%gggbhﬂQVKﬁPe not being limted to any particul ar
theory, the mechani sm of actlon of this inhibition
may include igf
receptor, UPART—F sIme 2
may aNHO] i NhFigute 1 mwﬁ;ﬁph @H@an&liie uﬂ‘llbl&ﬁi ¥feéti of fifteen anti-

Y t here reduci ng the effectiv
uBSRBhidleta) ArEPSdifsna & PR InGBARRSHAH BB dribition sty The dose-
rdsﬁdﬁb@trblhﬁoﬁﬁﬂp icaRiebfol euaAEiAtd ROgRSestEd. actlhesehgm #tibodies which
éﬂﬁ1é§ vltronectln and may al so_ di srupt uPAR

thighesbeiiicany angt potensyTsdrdicated by dbmuartigal bracket. Bold
fae@tnegeu%ﬁuﬁwte bﬁ@wﬁeso&hfch %thvtem@ar&iag)ésﬁhafbm&m dpérxemage

intracel |l ul ar signalling as a result of “inhibiting u
obinhéhitign (‘¢oUphiRiten”) is shown as a function of antibody concentratlon with

units of Log[mAb](ug/ml).
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di sruption of uPAR interactions with integrins and
grom h factor receptors. D seases that are treatable

wo Bsoouefaesd hi s i nhi bition nmechani smincl ude, bupcBUS2000608913
limted to, neoplastic diseases, such as nel anong,

small cell lung cancer, non-small cell lung cancer,
glioma, hepatocellular (liver) carcinom,

gli obl astoma, and cancers and tunors of the thyroid,
stomach, prostate, breast, ovary, bladder, |ung,

uter l(lemllll dnEigure @oisom lingngtaplasbowig, theadbiligr gf glPARI mAbs to

d c 00 Q. h i ments ,of th .
G ARIGION TP oAb S QUEPRotE o PRV G dGisateriqnss rptionship
ctlote lfdfl d’l%_l'iggnAbe aﬂliﬁél{ bé Hu@hn ld.i?cll\@gaﬂ’is@ypé ﬁt’glﬁi'v@a:lontrols and goat
S . € ass | canln ude 1 -U
afr{E ﬁgﬁ ipasitiye ‘E%’}élmll ‘nv ERECEBH ‘%ISB‘H@“ oh Inhibitidsisathpwn as a
flrkfi6h S AMtibodyRoREdrtAtof Wath @itsi FFIHeERAb 1']' fl).

di agnostic assays_are useful to screen for cell

adhedf®y?] ankisurr Ashews the intubitery ssffest of MRAR,mARS, o FT-1080
iMakioh 'ﬂ%ﬁ@q Maﬁn e me?ﬁl;rhﬁe ppRBASES The Yhli &ﬁes t concentratlons

nel anoma, “snal | ceI | ung cancer, non-sna

of G gyl (tgp gmpb) lh‘éparfr@d@llﬂ@lleaafar(h)i anglr )0 eg(md |(h@rmn graph) were
teglehpblﬁét Hlb 5 &ngelf qu?ﬁ&?{ﬁh%f mtvgg J;%r ﬁ‘led Matﬁéamclrbyond 60

prostate, breast, ovary, ung ut er us;
micrdmeter (pml) evith mmknpwmmssotypmctomm greglamtet]. and

an oMb SEE ' iR BrORORR SR gk PP E AR monocional

anitRydRdstol iBnkdt @@ﬂﬂhﬁlglﬁ) REPAR exprEded dntheNgirface of 293T cells.
empodi ment , the antfarlgonl st_is a targeted binding

The SiepMeap vglugs dgrived fFpmahe Fﬁﬁ%%%@%ﬁhg#umaah Repk shift are
ploftedi! ) UPAR; or ii) the uPA/uPAR conplex, or a
corrbl nati on of these. In one enbodi nent the antﬂ%oni st

i s alit¥4o abigutronilya baperaph; hovingthe effact of anti-yP ARparAbs on

tdfn% Vel BvAG6h. | Th¥ipéfeentd® AYIRABRD TeNIRWaRmgSEk eldlatrlgelTM
rom 21 WO 2007/ f20693 CT/ US2007/ 008913 n antl body

betondr §b eucioaratdm(nMbis shawplifer ¢achl antibadnrat wonessitratighs ranging
frgm(‘)_?ﬁ?(?iq%&é&ﬁs HAICC Accessi on Nunber PTA-7474),
. 6. C

cession Number PTA-7475) and 4.18.1
(ATC®ORSE esstgnrd\IéntiE!wsPﬂh%- ﬁb&ﬁﬁs of [(pd8p¢ Himdingeanalysis of anti-

oG TR 5 g O AR s i

tagped)averd ep:lpaamdmgHEmGTl et iand uPATR exrgssior was tdetegted using
cel |. .adhesi or i vaS| 0 The nechan] f acti
the AR AT TPl A n e RGO LAY hihah BH; lane
2 anigias i BI/DIo- LHBABnaDHIJ Rkt 3 Limgrikd1BI -bhiathan OOMDIURAane 4 —
to i cept or, AR. out w shing to be bound by
hymgn bi/rdlf upine PﬁgJ?‘%‘ig\l; r’rﬁA‘Ag‘gr ations, mechanisms
by Wioo8] ant Figars #i8 #link rgeaJm SHoRGhE Ble eFkdct T hiti-uPIAR mAbs on

UPAR can be achi eved inclu but are not lim.ted to,

sqlichitymers growth 19f nM%-MWabﬁFPt SrihRioPie ceppPEAftEPARIeas, tumor
volQhieliid taf Qﬂ‘ tlhhgﬂ%lh@/bolspﬁﬁllép?&n@at%%p(ﬁc@ﬁy BBt 19nplant) are shown

activity. nbodi ment targeted bindin

foggaph aph Gﬁﬁésa%fqrrﬂ@(i%@me @p@l &g@o iGnjcopiels. ddntreated
cdrithol m%p%o\gﬁf Bt AR bm§ W dsPRGY slénrh%ar?tly %1fﬁedénto o I%G4 isotype

4.18 One enbodi nment an ariti bo
chitredss to the sane epitope or epitopes as fully hurmn

m)noﬁid;ﬁf‘l aﬁtghnzgdﬁlA-%‘ ;.x% gar éragh} sﬁsmé}fgl&elactivity of anti-uPAR
monoclonal antibodies on tumour biomarker expression, measured in primary tumors

of MDA-MB231-GFP orthotopic xenografts. The data represents the mean +/-
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[0088] In one enbodi nent, the targeted bindi ng agent

bi nds uPAR with a Kd of |less than 1 nanonolar (nM.
wd b@7hsjegset ed bi nding agent nmay bind with a Kdpct/@§s07/008913

t han 500 piconolar (pM. The targeted bindi ng agent

may bind with a Kd I ess than 400 picomolar (pM. The

targeted binding agent nmay bind with a Kd | ess than

300 picomolar (pM. In another enbodi ment, the

targeted binding agent binds with a Kd of |ess than
stafidarf eviali6f 91 staiting imaditygdénsity) mebyuded ffomanﬁﬂa;aj of six animals

roduces the ta b|n ng ent. as c
pRe RR SR Boupn kifs gt SRaCh S TFiges MBbmMRPR, (Figure 80),
pMARKI C@Gglreesd), i BAK ql"igmre aew/;snAKh@;@aavmch@dwulag untreated,
t he ntlbodles as d scri bed herei nabove. In one

dexasybicHed WPISona produces the |ight chain

and/ geo7she hFigY.lYes@']@-'H‘aerbaa ghaph yeprsgenaﬂg m&alvﬁ%k anti-uPAR
ant i bod | n anot her enbodlnent t he hg ridoma produces

mARs to inbhit eesastasisity Byice WathhMRA-MB33 hGRP pﬁbotpmq Yenografts.
THE AR r Qé}lté)ﬁfél m&H 0 ?%}(d:ﬁ'd Rviation ﬁf Ghelmhbét-oF %urg]or foci in 10

Alternatively the hybridoma may produce an antib
figlds o vikwids tlssjle sehonsafremdpng ébigury 94pior bipers(Fagure LﬂB)yfrom six

nagc 19.2, 2.6.1 or 4.18.1.
a{iW 10t née}?@é%@(;%glm%%&elas a nucI ei ¢ acid nol ecul e
encodi ng the targeted binding agent as descri bed
her ei nabove. I n oneD E SC | eic acid
nDIe enc ht ch r. th .chain
of a !I bo &bggl%eélsc Sdnvﬁﬁ' 1Prel |r?o1lgt§ot\9 Za:gfﬁg(y%@]ng agents that
biawdb adi nmsitmadeet eiChp Eismnmged rotiedtul ereesptofie uRAR). I|ghi some

AN LR R T

typei plasrRinogére be@vaed (uFe ) to Bs Receptist] aPARACIA dmeleﬁﬁbdd@mem the
chain of a ful

enco L .the Iight chain or the_heav
RGP R BISre BPHSR) colPodee b binsiins Hoppesls disreor
2. 19(6b80%- 6- Oy é}nﬂ&hﬂaent[so&glﬂe ARhiish iRERALI AP hRhan anti-

t he |nvent|on Is a vector conprising a nucleic acid
uRfRezntibediss. apd aptibedy preparatiens Bl arfetherapgcally useful. In one

erWB@cil?deﬂt tﬂ}@% egﬁ&%r of fhd Ca‘i’i@%/@{taﬁﬁg&gf df *&ié“ﬂ:'v@&uﬁﬁﬁ@é desirable

def1 ned rei nabove. 1n one ment of
therﬂpéhw mqomegtlas,v@ehlérngc sipts Sinding, affimire fer alé’Ml the ability to
. & e s :
UE B e PG50 36 W AR AR iduce e
adhwaipp apdanvasign tarwtr'anlld bodyo.as def i ned her ei nabove.

[009 8|\fft aﬁx%tt)ggfme%@ q" [ﬁ? tm\(?éntlg ahs%v%]%h&{] 15(?1af%d binding

ost " ce conpr
frhgnentn aifcarm-uIMRearthdmel 3Intdne dmbddimeht thralindimgpfrageents are
one vect 09 I,n additign ne . :
RS o IR bl RO ool kg BRfmants ingjude Fv.
Fab’{ Babért @Herbwekihkngwa g@tibody fr@éméllite asmeeéﬁbeﬂﬁn_bﬁore detail below.

cul turin st. cells nder con ons - in a 1
EforietSel feriar e Mo delsdha ¢ gt iy Piygan antbodies
adamisgQPAR. BiAfpleg ofgaRtinclhad hpyyRtbnis, Bﬁfé@&ﬁibynaﬂflytcmted cells,
chﬁrgep:ﬁd blndln%Eagent I n_one enbodlnent of

Bigse damsirz; (g SEHDosrlls yariamts ait ?H&jyel&r (fop example

DIGa4§ Bhd NS000el HthitUirbMie MBdbdies abSiniindeAR C mlﬁérﬁt‘i‘ $nformation
wherein a nucleic acid nolecule s expressed t

aboup yaeants 1¢fCHR reldgan befpunein W‘qeés@B\%\dyR@ﬂIYt (7804) Current
OpiHidPRABiotechnology 15, 456-462 which is incorporated herein in its entirety by

reference.
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[0094] In one enbodi nent the invention includes a
nmet hod of making an targeted binding agent by
wo b@ngtweei i ng at | east one host cell with at | p@sUS®0B008913
nucleic acid nol ecul e encoding the targeted binding
agent as described herei nabove, expressing the
nucleic acid nolecule in the host cell and isolating
the targeted binding agent. In one enbodi nent the
i nvention includes a nmethod of nmaking an anti body by
t rang00s2] i nginatadditias; eorbedimogits @f| thewinventivn lisdsde ameghods of

nucl ei ¢ acid,.nmol.ecul e. encodi ng t.h ib .as . .
ufHE 6 ASRUIET (TN IRPRee; AR yiEUR ABRRIAES of ghe invention
anED%seﬁmer bfbvghﬁhé‘l QBAR-metiatednplasiimogén acrivatienatherdbytinhibiting

5]. Accoyding to angther aspect, .the inventi.o
c#lﬂ eﬁ?hf]a@gl andjen iRdesion- W%aaﬁ@% mifed 16, adwyorgqreaﬁar theory, the
miRChdnidrh Yof QEtiPARMYinBbHiioH fla§lihdlGdAihhibREPUPALfr@f binding to
_described herein. The nethod may include selecting an . .
itariepenton, n(upABy  ofntinBdireantibodist ofi dheadavention Bycalsp inhibit
uﬂqmﬁf&nlﬁgﬂéﬁ UPW a8k R atRNAARE, Nisk &y r}gdgﬂné Nehe effective

animal a. therapeutically effective dosé of, o
cenvenygalioms of uPARSe Amitio caaitibgdies i tthe dnvenpam m$y0 gddhit uPAR
r t.he .i [ ' .
AR aaBEREE br fEng Bt BHEH ol pley P Gy PAR hofification of
imefmminstetechgeld adhesjen.eAnbiulAR pnéibedies af tHeseovérnsmn may also
23. 00 20693 .RPCT/ US20074+.0 ..her ei . Th
R HiC P ERUTEE ot g STRRE] ARG, "EPaR or
dishgiomftuPAR inteliastiarsewitk listegrinscald graditie fictor moeptors. Diseases
i nvasi on,. .and adpipistering to the aninal ..
e r e e E Ao el isa ity bechiart et Joptyare, gop fmited to,
nédpatticisubesa RLiclg @B irhelandhg sndibbelyilag) caret, widnysmdll cell lung
uPAR. _OOQ?L Anot he aﬁ ect of .the in%éﬁtion i ncl.udes d
Capchpt RARMBf NEPASY & Ever} [FRTCHIO% % gB R A Ry ia{‘9 gyneers an
AR P ¥h D S SEtBabl, [Bstafe] bRasty odsrydBRadéh Bthg, uterus, kidney,
her ei nabove. The nmet hod may include selecting an
celanand pancisabalivary Mdrréw{ cqlerectyi-sease-rel ated cel |
adhﬁz?@g,] andHpfer ! eyiREnts FIhA VRIS SdlieE didehd¥fic assays for

ani therapeutically effective dose of an _
spavifidadisydetsriniting they guarnitise of uRARy ot bigtlegicalasamnle.t (The gssay kit

UPAR Q i [ . i
Uk I 5 S LR An SHRBELih B ooy s o
detdtrirgy suchamdfirdiesv dBliese diagrasticmssays are agafuli tot saréeny for cell

t her apeut.i cal | ffectiv t a j St :
aesions B ygrioabiafed GepteS ALY, Yy FRCRARE o tncoplasti
disegdesdsucheb€ ahtlagoma, amaliadell ungeemhcef, nHonesthatkwellflong cancer,

i sease-rel ated ..cel | adhesion .and/or invasi.on .
oA PPy, O ERLCu R RER: e Ran At P G oma i dhe thyroid
soffaeE} prostatt) Ieeast, cvary rtiladden Ringohtehise kidnelypgoloa) and pancreas,

qctivit of uPﬁg. 0099] According to anot her aspect
salparyelabd,and\solpige thod of treating

di seqg@s4) el ahadtheslabpeat BE ShedthvaRGdrdls A uAGE6ITst Of the biological
manmal by adm nistering a therapeutically effectjv
agiiitnef BPAR whetsdh dbe BRtagenist bigdsdo WAt ﬁﬁtoaﬁo"rn’%’gmm’ the
ahtdfonit i8laQ@igerld lﬁﬁ&ihg'atg}fn@gudhpﬁ%n afifboiR! Mhe FMBigonist may bind
Include selecting an animal in need of treatnment for
tai sease-rel ated cell adhesi on and/or invasion, and

adm ni st erij ng tgpARe, aninmal a therapeutically

ef fective dose of a targeted binding agent which

ant agoni séh  t ithe bPAVuRARBabmpbai vity of uPAR  The
0%‘ g% r%%len%tigh r(])? e 28E0 e grggocﬂﬁ'neﬂp& %tsatggﬁﬁgls able to antagonize the

biological activity of uPAR in vitro and in vivo. The antagonist may be selected from
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al one, or can be adm nistered in conbination with
addi tional antibodies or chenotherapeutic drugs or
W0 207aticen t herapy. (0100] Accordi ng to anot hepcBEP®O1/008913
there is provided a nethod of treating
di sease-rel ated cell adhesion and/or invasion in a
mamal by administering a therapeutically effective
anmount of an anti body whi ch antagoni zes the bi ol ogi cal
activity of uPAR The nethod may include sel ecting an
aanntibddy desveibed hkrein,cfat rramnplef fullydihsras monetlahadamtiboly 2.19.2

BTt b AP Ay £ R G G GBS T 7475)
aid18]180dA TOC ArcassiGgNuinbesPTAS7476)) ogi cal activity of

uPAR. anti body can _be adm ni stered al on or._ ca
be acﬂ?ﬂt{lﬁ?st ei Th @Nf rFm'B‘?ﬂ‘r'S'Fﬂ'a#feoﬁ"%B?Ws"aag 1he Giplpgical activity of

uPAR RR4) asin@’ toC WPAR NeldaRRYELY SEVER QPARAGh LA plasmmogen
t herapy. 24 WD 2007/120693 P /'US2007/ 008913 [ 0101

agtabiPa; ﬁh@rqbas ighibitingreell sdbesion prd/er inyagipsy The me&hmmaf action

oPthit iRAbiHd rﬁa,n SRludebiRdliR mhe%a;@msﬂ kS LPAR G f inhibiting the

t herapeutically effective anount ant agoni st

bindingopinRAyite it resepioni uRARY Wiitipat wiphingrée be Hownd, by any particular
Mcggtﬁgﬁcé\ggﬁ%bﬂg xﬁgchaﬁﬁh{garlg \%IEICH %ﬁ&ﬁa{us%roqqfxggmlogl&{l activity

cancer m ni steri ng t

of WeARpwwtiecachieyed fiicledd, bat aroget binited taninhipitiorsof knhdmg of uPA
t i cal of AR. _The..
o SRR Sy B2 g G g WA Sogific sctiviy
adm 00863 r e dOne rendisydiimenstt isoa targeted edoldihg Gigaht which binds to the

SEREFBIRPe G GBUL BTGP NS ErRbREr = AbpE R oA gr 4-18.1
provijepsy]a nohBesboliniérdd amgnti ?Gﬂﬁch Binds i@ fA¥am)epitope or
adm ni s cally etfective anpunt of a

hﬁ{lng a ther ehtl
CRIQNGE A oo RRHEAAL A BdoRitredr 4-H8 1
bi ol penssy! ant bivd éﬂib@&nieﬁe%e 1 Eet8% biHAth g BYent biHdsUPAR with a

selecting an animal in need of treatnent for cancer,

Kared lessrinan dtaopmplardnMie Thfaregted bindingpeantineay bipd with a Ka

{ f {
1e§§] I“%o%‘?"ig%%%‘& (giﬂ‘{)) ﬁg‘%ﬁfﬁ? 543% pﬁa{i}% g@&@fmagmh with a Ky less

thtaar ricomplad (P a gt taxgstedokindingi agent mep dindiwithea Korless than
Plc% i‘é}%fé/ll)s U raﬁgth'eﬂer‘ﬁggahﬂem ¢ Qta\fgétgd Bglq Jf %&ﬂ{ binds with a
0 rug t10on

|bo i es chenot herapeuti ¢ or radia
Khhékap;han[MQiM According to anot her aspect there is
prov | .
Do OROL, TBRSHBIAGER R0 B pRedE gl picin

agemt lab debprmhd bbreambagonlzes: d&xhbocbm(ehoglacl@}brﬂotnavthawproﬂuces the
el ect

i Y G St B B RA R o A EPed P rapoPc o one
erdbodiRient the tg/bridetial pradiaes etid l&gﬁtl c\halmhmleorahe &Ba\éyl’ltﬂahﬂdﬁa fully

V\/nlchant oiss he bi ol ogi c activ

i RO I EPaFERodGRS the, hyBEigTR produces the
ligtetnéhairs hed/ef mdwhwmmm bptheMillly Baldan intndklondl hliddes2.19.2,
ar. chenpt her. apeut i

tg:ﬁ radi ation therapy
2pdirsh indc &lfﬁr?&}wteg' DRefoma st Profuce AR aiberly pdich binds to
theh@hR bSitdpeOr Sfithpehias AP HinAMBALAMI hib8hy I, 2, 2.6.1 or

b| ol ogi cal activity of uPAR for the manufacture of
di canent for the treatment of disease-rel ated ceII

adheﬁjm] andAf&theN \eaHolinent is a nucleic acid molecule encoding the

targeted binding agent as described hereinabove. In one embodiment is a nucleic acid
molecule encoding the light chain or the heavy chain of an antibody as described

hereinabove. In one embodiment the nucleic acid molecule encodes the light chain or
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101051 According to another aspect of the invention

there is provided the use of a targeted binding agent
wOMboeneasd agoni zes the biol ogical activity of pd¥RH01/008913

t he manufacture of a nedicament for the treatnent of

di sease-rel ated cell adhesion and/or invasion. [01061

Accordi ng to another aspect of the invention there is

provi ded the wuse of an antibody which antagonizes the

bi ol ogi cal activity of uPAR for the 25 WD 2007/120693
th(B'daMﬁZBﬁi?i/df @ghllg humanuharsicional adtitewdye Gititlcanerdier feorbotlimeent is a

bR it S5, Bl P o PRI RPLSBRE 12 fully human

mdhoelvnalantibedp a¢lected i yntibiodiealdl 19.2,@.6.1wsd.1801.

-ant a i ng ,UPAR t| ent wth a.tunor which is
depeﬁ@@m‘ﬁ éHQ‘heBre'ﬂ"}?f’p mEpt; © HPF IpVsBSN rlﬁé‘eb’F?}P’ comprising a
nb&%ﬁ%cx&\rtﬁbl@eﬁle edﬁ)ﬁwléaaws & déd&ﬁbbw\lﬁféiheﬁfd)vb NGIhEEERS the vector
assay kit for . detecting uPAR in mammal i an tissues

ee%qqeg a tareefsdabinding; agent 8 definsdrherginabyie; In qapegbgAiment of the
ARG bR V@S VRBrok RofigRRig §%§§1%§: acTJP @né‘lé&’ulé %9 |rﬁ’<ﬂ@c§alé‘s as described
targeted binding agent™ that binds a means
hexginabave.cuberain theevectercencoden light clhal“g@!dé@lf B.fmann ghain of an
ag@ggg&, esent. In one enbodi nent, the

targ tedfegpﬁ(g%ldggg% that binds uPAR is | abel ed. In
anot 189924 nbo¥ietramothehembedigentelf wk:n'olimrgioage athostcelhcomprising

a e RRchs dbspited Reiclfiabold! WiRmdiREl B8 ndl: TR Mo Shmprise more

thaargetvedtoi ndi ng agent i s I abel ed with a marker

o' SO G AR SRR e A O Bt o
ph@iueingad targéidd Dindpupait cerdfatie imventioh Hyl’lﬁlllluﬁngﬂtolsotiblls under
i ngl.udes an .assay kit f8 etecting uPA rramml}l1 an d
condiipps, whergin @ n F'eb’oa‘ff fglegule; is &Bh f‘8rP‘8 pige the targete
bRNGSASRL, fNsweDBR SRR elyedfahe thrite®Bm@ing ablefit. Hh bne embodiment
i ncl udes an anti bodqy that binds to uPAR and a nea

of ghe inyamtien ismymeted ehptodyping an #dibady of § Inyeption, Bguituring

hbt &'il?%ﬁﬁ&r coniforRNvh&elya RBMefeacid MRIIQGHIONExpressed to produce
anti1 body. I n one enbodi nent, the anti body that binds
tmmnbpdy,lfauewe@bymoemt}tmheemimyrrent the antibody is

an unpgg! ed EBinbo i PR Idffel al HEhBEof maki

i ncl Hdes a mIergh}sl or gletectlng t e&nﬁrrdgfyaantl él) making an
targetetb ihéndimgh agkénieyt transf@tlneatnéeaush@mm cgll| veilgle atsls:ast one nucleic

ra‘&n%/ &{Q'ﬁ:gxm t?&) (}E" eted, gi)ddl-l eédrg\géﬁﬁ%%oﬁi% iBed hereinabove,

exmlesm'ngﬂuefrrmtmct aeid ngulm;pe toths ihost qed] amfl lmlaﬂlmg)ﬁisdmge’wé Jbinding
aﬁ%ﬂte% pe b{n%g(ladl %JC gl?tloﬁjoglaﬁldegg r%akm an émtibody by

I en ures
tiahsfettingeatrlegabé hgsta:elllmﬂPﬂReasmhe Inoclemwi mqheomd ¢ledding the
|nad|t|ona tail ,bel ow ence |st|n

e AREbed BRSSP BRI DR THE SPOEIHIS in the host
caéllhd BRIRng A aiikdidgs | i sted bel ow in Tabl e 1. This
table reports the_.identifjcation nunber

.each
ant i 10890k anficEHAnE 19 BRYFNGH BPeFh éh%ezyeptboa RfEifesop method of
aBQ@oM@irn'gaMeebezﬂ &dtivity of uPAR by administering an’ antagonist as

described herein. The method may include selecting an animal in need of treatment

for disease-related cell adhesion and/or invasion, and administering to the animal a
therapeutically effective dose of an antagonist of the biological activity of uPAR.
[0096] Another aspect of the invention includes a method of antagonising

the biological activity of uPAR by administering a targeted binding agent as described
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26 WD 2007/ 120693 PCT/ US2007/ 008913 the correspondi ng

heavy chain and |ight chain genes. Each anti body has
whsenigcyxrn an identification nunber that inchames2007/008913

three nunbers separated by two decimal points. Table

1 mAb Sequence SEQ ID ID No.: NO Nucl eotide

sequence encodi ng the variable regi on of the heavy

chain 1 1.4.2 Amino acid sequence encodi ng the

vari abl e region of the heavy chain 2 Nucl eotide

heeguabove. diflcodethgd ey Unshidedetectiegianranivhal ivendedgsft treatment for

0 Cld s guence encodi ng aria
it Bl pdnPno RVET 35 R0 ol Bl the amimal o
thaerrapnjltnglly h@fetmve aloke ofegjitamgeretl bindirgeagent ClhRich antagonises the
0 sequence encodi ng the variable
br‘(gﬁg%%l %F‘VBHS?H%%\?\/ chain 6 Nucl eotide sequence
encodoogr]t he Anathenfaksect 09 i inVéntidiCinkiudps a Ghsthéd éf antagonising
A no aCI? sequenc encodi ng the varjable regi on of

thehebiplogiral cpdiviyg o BRI cdgupisicRiog @R caaMbRyYt (e described
héAfihabRVE TR ABthSd mdiCindRAYseflahg af almﬁg:l 1]1 rﬁ!&lrlﬁ" P& flent for

sequence encodi ng the variable region of the heavy
diseasenrelated (el | adberign andiere invasione @af mgministering kbitke animal a

tﬂ&%&%ﬁc&i Hf@ct vbgf&e Gp@l Qntiﬂodm E@ aﬁﬁgﬁ?l SSOHE %Fc?%glcal activity

encodi ng the vari abl e region charn
oluBA&et | de sequence encoding the variabl e regi on of

the N6R8, C"Alordihel om0 Al SSRGS, SIARH! Bircating

t he regio e he
d@eqsmenq:@ee@rcclidadigstoheanrdpr abVamregn om mémita by gikltmmstermg a

tl'?é?%ker&u%g y ?ﬁé&qrc o al genc eglcs? 8k(:)?%d%1%%§é%(i ﬁS‘é"‘?—" of uPAR.

Tée aoethod) ntdyanvladc aﬂbﬁn’fg&*@ amineal i heed’leﬁttyatﬁieﬁt fbrlﬂsease-related

aci d .seque encodi ng the
célégﬂdg’ﬁs%? ThEYa5ioRn ﬁ‘i“ﬂ IR 010 Bbe n% éhefape“"““!/
effBad dige b en watapalibio e bidlogiéal abevity ghipARAI N 19

Am no_aci d se uence encodi ng the vari abl e region
t he |lf’@?ﬂ ché Fordng Nmog&naa@e%élaﬁﬁ%ﬁc@om@sdﬁ rnstth@f treating

disRhdeaRldted @8i108dHR5iohNEndYBAViHvAGH in 24 rharhinal %}A%ﬁﬁ’mstenng a
acid seguence encodi ng the vari abl e region of

tighly pffoctivenyaowtofie taraeigd urding @aamtnyhxcheantagomzes the
I t
bYcﬁB%@Q RiilRY b@ NPAR. [ Tfe el ARG IdIAR s g@q ﬂg aﬁ%‘aﬁ?al in need of

sequence encodi ng the vari abl'e Tegion
trehtmrant Tor disgaskaeolatedecetlcadhesion andogdnvapien and sadnahistering to the

S gt St U RE ek MR, AN B
thubiOélecad eactizigy eqf ceP AR c othe darghted Vizindiag | agene gao e oddministered
afotﬁg,i la(i)glagn Cgé?“ Jhn%;ls{ﬁga 81 %% q)ngeﬁ uenc ?tg(%ngl anq{:f)odles or

vari abl e regi on an
cwummpemrmdxdgmgr nabmtmalthabpp regi on of t he heavy
chai ce encoding the
var | ﬁ% Iy eg?%ﬁors*"gt CLﬁg il prﬂu‘gfg&'f“é@m of treating

dsesseemlaeedemen)dadlgsmheamﬂm aﬁ)\l’zﬁldnegh ) rdminaE Hyi @hﬁumstermg a
ol AR s R A A LISa e bioogia
a@RGGIMEPARE Thehéthb@ mAdinede selebingd) 82 ¥iintdl 3h Re&Bof treatment
for disease-related cell adhesion and/or invasion, and administering to the animal a
therapeutically effective dose of an antibody which antagonises the biological activity
of uPAR. The antibody can be administered alone, or can be administered in
combination with additional antibodies or chemotherapeutic drugs or radiation

therapy.
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3.8.3 Am no aci d sequence encoding the variable region
of the heavy chain 34 Nucl eotide sequence encodi ng
wo b@7mzoshabl e region of the light chain 35 Anpanusmoriooss1s
sequence encodi ng the variable region of the |ight
chain 36 Nucl eotide sequence encoding the variabl e
regi on of the heavy chain 37 3.176.2 Am no acid
sequence encodi ng the variabl e region of the heavy
chain 38 Nucl eotide sequence encodi ng the variabl e
regi ¢o1W] t hécromging hanothed @spettrihroe icprviieduemethod of treating
encodi ng the va riabl.e.reai.on of. the
A e e S e e M S e
aﬁﬂagmdistrk@f thb bislagicabawivitggifalPAR. (The hethyd nedfyaintludd selecting an
4.12.1 Am 5 ?Cld seqhgnce encodi t.he var.i abl e
Al o dreet n8t HE Ph Gppcery ande gdruRisepgg e dhe animal a
tmspednaeglyt reerwwa doke ofeg QRtagbnishevhich intadoaises 48e biological
Ami no ence encodi ng the vari abl e regi on of

gty ?fngABha Azt |°élatbr=d*éng@a@é%@loemmﬁandwtw@mlstered

it¥ *bidiatioh €@HtR NadAitidraf ah§BYdes BRI dRethatbrapautic Qm,%p or radiation
aci d suence encoding the variable region of the heavy

Ya 46 Nucl eoti de sequence encoding the variable
regi th
ncodti ), Ackls Gohef bandiiite iR ARHATRERRA of reating
caneet yoa m@cpmmlnmm atherdpsuticallyadffastive gmwnb@f a targeted
h n 8 e co
s SN P00 Tt eh IR PL G RS, PRRORLAR0 ey

1mmcesemtleg @odinirgalt inenetel raf atmlaendsr&gfbo varzkr, tand ddnghistenng to the

c.hai n sequence enc ng .t he vaH
g &ringpeeticaly B R P el waRh antagonises
tl&nbmdbgﬁ@l tdeevitprdfailt £Rr eghe targétet hﬁn@lﬂgvageﬁh aarn b®Zadministered

4.19.1 Am no acjd sequence engodin Lab
altaEs o 610 e FEBPPIIRL . SATRRoCT L cantibodies o

cRasSHERGedthedrias bARdRticRShétapyef the |ight chain 55
Am no acid sequence encodi ng the variable region o

the 9H chécrerdie WRAPHSE AtRect Bistie Hororided @i rnathpﬁ@f treating
cXfkt 3R £ h&ahRD W abhmieaNy aCIG?éere%?lchlﬁQrﬂ%cM r&fﬁhount of an

aci d sequence encoding the Vvariabl'e reglon of

aptiedy whidhn asggonges st biplogieajuadibatyent ol tﬁbe method may
m\émdeasgie%tlﬁ i1 ﬁl%eh'og g%:laﬁn&lt rfotS ancef!! aﬁﬁ ﬁ%ﬁ’hﬂlstenng to the

sequence e I.Ng the vari e region 0
amifvsl na Gherabelﬁmqaillw offectjve1 dose ofl es sangibledy wivbishd eﬁtage@ises the

b*oEoeggpgllgcan/ltg ({ m ﬁle a‘i’nﬂ% léit?q)e %E{xgll eré@I aalémeh %¥ can be

are conmon unders
admihisteney in sbniblinatlnntvheh additiomal rantibodies ot dmnalhd!repwt&edrugs or
r%ﬂ¥JQFd bg context, singular terns shall include
IPH'PYPBE and plural terns shall include the
Si ngHd] Ceaecdaling, to anothen akpdcy b€ shelinvehti@dthere is provided the

conpecti n W. t h nj ques. of el ngd tissu
ufoPE Gheantagnmsg i BF bibBEnal 5Rn° or oA, AR miplfogpe of a
nﬁﬂicﬁdﬂi&ﬁ{ ﬁﬁ’&lheﬁﬁeatﬂxeml (lsﬂdESéaBdlﬂalatgd bell d(iilialathdﬂﬁ'Sﬁfdshﬁd
erej e those we and c nly used in th
art. v?w%isl emegw.gotota@e F gt SF DR lnticy therd is provided the
uiee&fo‘{'ﬁh' cg%ht %fﬂﬂ%@éﬁoh%s Wé"ﬁl@ﬁ%‘l&a] a@t‘i\qty of uPAR for

ti ssue culture an ransfornmati on

the) mavyfapiyreapf 8rmedicamesttder ﬂamsreatmzly ﬂgtdil%a?ee@&t% gell adhesion
a8 RVhdibhcation techniques are perforned

[0106] According to another aspect of the invention there is provided the

use of an antibody which antagonizes the biological activity of uPAR for the
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according to manufacturer's specifications or as

comonly acconplished in the art or as described
waheseiimeoiThe foregoi ng techni ques and procedur eST/@85®07/008913

generally performed according to conventional mnethods

well known in the art and as described in various

general and nore specific references that are cited

and di scussed throughout the present specification.

See e.g., Sanbrook et al. Mol ecular Coning: A

nhaufacatre of aveatdicdmdrd for the treatodnd oS isi ang-rekatdibeell adhesion and/or

Laboratory Press, Cold Spring Harbor, NY. (2001)),

PR i s |ncorporated herei n by- reference. The

no mls r[Ol((Ijﬁ] ur en ozdBeMBo ARt At ﬁﬁQﬁh Qs'jnPﬁVéildﬁﬁﬂﬁﬁfa&Q&@ékﬁy suitable for

utilized i.n cony tion wt nd the |l abora

5 . PP AR PP Rpsatsolich By cYIRcl IS pihdentplone, or in

p&ﬁnhhshpARgeagﬁbﬁ chem stry, and nedicinal and
pharmaceuti cal chem stry described herein are those

vel | [fHBn afdothsifsrhodimentqof the pwentien indpdgsiag @ssay kit for
daéemg UPAR FHE iARERal{ n§§h%§‘ edls, 3&”55&5%1%9 REMcFén for cell

anal yses, _ pharmaceuti cal preggratlon fornul ati on,

adhasiape| andeinyasienreelated Alisreses. ofhp kit inaludes poangetedabinding agent
r I

o i ARG 9068, Mo Bl Rk 8 8 Wideed bincing

agérd| with aiPdRielf pressait-t dnngeernbadifmeht, dh mggetnéahmdlgs agent that
ni st b )

oA LS8 e BB AP SR et TR sgent i o

untalrpkedmhd the 10It|fgnhercireh1dcsiea, mansalfmrgdq:lemngjme ﬁh@eted binding

inter ence . RNAI ntisense inant prot
oRTPePISEY 0 LY P M P DI ER R BgnpBer hieded fom
tHeLgroop corlisddtizigt a fivorociromiepiin enAyne, e\nacﬁﬁmlamle af@e radio-opaque
M Ih vet 0, Gary DS, Mattson MP. (Pharmacol Rev. 2003
5(4):629-48. Review.) and antisense see

an' i[ORI9 JBAn@ﬂiM‘ rdnfbotithentS6f thel lifvenB6P Indlides28n assay kit for
2003 ZQw%9§e47 101161 Disease-rel ated cel |l adhesion
dgteamng dpomamyalipg Hespes.apeilss Rl bodin fhuds 39| regn for cell

aBRdshA QA GAY ask-tel RSN @BeEks ANHOKit iR @ddsOdh aktody that binds to
exanple tunor-related cell adhesion and/or i nvasion.

uPAR angim sgiagh fordndicating theasagion of the aatibeyswithalP AR, if present.
ThBGhHOSHy RidY b%?rd%%clbh&i‘ d@iBolP. INBRe %HJbenﬁéHI%é aﬁHSJS‘dy that

as leukéma, nmultiple nyelonma or |ynphona, and al so
binglsiwd AR frolebelsdic lin asothet emberdimentithiel angibpdy isugryunlabeled primary

aﬁepa cglnt?u I](E{%thf/grc ;mig g?%?%%’gnaqglt det?&hgﬁe primary antibody. In
oparembodimentf thdranddngrioclidedial bbdludts,ecmelpnggdgt rthat is an anti-

) h o S
n: [ os?é\%’irbr g%g'?r%[;s’etn lan}t(xPoJ;){e %al%f)éiecg v¥war n}naﬁ er seﬁected from the
gripveonsistihg of,a flusmchronis whoenzymes ap’aa@aad:hdebimiﬁ daadio-opaque
Igﬁgq uterus, vulva, endonetrium kidney, colorectum

‘ea pIeuraI/peritoneaI menbr anes, salivary
gI anqionallr]ud thﬂl@d’rrﬁtﬂBodlfrﬁﬁst Ieaé\uesgr?ﬂumé mi&f erglsr&ﬁg any-uPAR
S nol ecu I compaQ Wi t a nol ecul ar
avﬁ s'25¢ provided;ifadd WB&&%B&qu tons. [01181 The
term "uPAR" refers to the nol ecul e urokinase-type
plasn1nogen actlvator receptor. [01191 The term

ng" when referring to an targeted binding

agenfolugh aEnbedﬁﬂérit;b quu{ee hs%ﬁﬁoﬂ Qné1fi8e athel gaexxﬂaf affi-uPAR
anti body to elim nat |cantgz reduce, the
9,

antihqdigs; histed bgl%prg gpblgn} g'lgy}s q&éec EParts ideptification number of
eadhCAtT-@P AR dHiibody, along with the SEQ ID number of the variable domain of
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anti-uPAR anti body of the invention is capable of

elim

woBAR12080neut ral i zi ng uPAR anti body nay,

act
uPAR.

2007/ 120693 PCT/ US2007/ 008913
pl asm nogen activation is significantly,

the &
ant |

nating or significantly reducing the activity of
by bl ocking the binding of uPAto its receptor

By bl ocking this binding, the 29, W

uPA nedi at ed

or

for exavpk®07/008913

(ﬁ{d% heaﬁ) | dHaftehRFight dRdd Eé’nesa BRHEhabb & H:Qs been given

gal nst uPAR i nh| bits cel adhesi on "and/ or

an ndenvﬁsatm m{milez ohat Prdudesithree w@nr}aseqmepel@tedq by tyeedecimalaaints.

as a generic termto refer to native protein,
fragnents, or anal ogs of 1;[@ RYl ypeptide sequence.
Hence, native protein, fragnents, and analogs are
m3tecijes of the polypepti de enus, Preferred SEQ ID
IDNY.ypepti des in accor dance 1“5 f he invention conprise| NO:
the hwiRRroliaavsquehed éhcoldiigthe Yadble tdpisbehe hesvyadhiin 1
N he mﬂo lsaiaps% bérﬁetene&ﬁh tHeVRABR P !of thdWYa0§ Whaia. 2
42 Wy, I SPRDIRAL L 3
conp Mi'dﬁ abl e ﬁ'é?f&@én&db 'th 'Ub&‘i’dB]% r8 ‘d 'of theTighit Cham 4
¢ hte” . Cotide seduence Sheg ng 1 i& va ajﬂ: [ regio gﬂﬁthlp Iﬁﬁavy &hain 5
L4mk et 4uhino acid sequence encoding the vagiable rgg%fl.nﬁh:n vy chain 6
“anal bdcleetide ssquense encoding the vamable region ot the light chain. o 7
wi t h| Areinoagideseapence eRgoding thecvamablesegion|of the light chaing| 8
heavy Nalskgotide seauenest ensatling thewarable esgien of tha hawt chain 9
1.5 diminD@LRISeqTinse caroding thewvagiable-regionof itheoheayy chaind| 10
"her el Nuakotipp béeguein¢coermodingithe variatdé exgion of thh dighteltain 11
t hat | Ainiabjaeit seqagnhch ené@ling thenvaniabléerregioh@f tiexligipicbaina 12
POT'Y paRiciedeide bequehyetbdiigl tHe varsble rport bfthe heayy et 13
1 | N_an APhieid AkRiBefhdifck éAtsting el vivRable refidh of @it RAvy chain 14
ALY IR oA S ALY G olThgl 1AL VEabHe FeghBH 67 WhE%eh{lain 15
E?eg An ‘n'nS 'ébid’s’é&huﬁée ‘e¢codin %he‘%rféﬁlé region 0f ,uie?‘l’?g t<h&inY 16
ff"()p; \{ cx¢oﬁﬁg §quencﬁeeen icodthg, tHe variable region of thE heay fcl‘ a?ﬂ " 17
L1001 +omBeasidseguente epco Egg@%vana erepion of the beavy chiin | 18
per i Nuclegtide sequence ¢nceding the Nagighle reglqm,?fa chamn, . - 19
For ¢ pacid:seguence gnceding, thecyariablede f <chaig o[ 20
codi nducteetide sequenee ensndingithe variable region gfthe heayy chain 21
1 lgég ¢genion aofd sehjeervednpedise theevariablesregigntuf dvehiayy ¢hain 22
) di| Nueheotide sgapiendd encoidirlg thé gaabie regiors efjthe hightchain 23
[ 012B]andine ackY sequdiek \encsding thedeiriabk regioarof ekt Xightlehaiai nf 24
mean$ NucRti¥8BEquencd &iddditg the vafalile BSorDof the he@asthalld) 25
bas e$ Afinb @RI s2quétice RBEodih P BitUrdrRele e8Rn@t the heavy chain 26
28X YRl SREE SEucREce ahoda] fm m@g_ﬂmb Eighy ST | 27
nEE! P AT MS’acf& semx\g?ngb"é'ﬁc g eovzﬂ’iéB ger? ﬁm of '?l?ef t'Chain 28
0ol GRS Ut SR B¢ VTS a0 OB pEfYy chan |29
21918 qupceéegr pg ﬂwv le region o ,Iheuheavy chain 30
“nucl eMucleotide sequencs enceding th yariahle region o the light chain 31
and {iévming aridrssnuence eaceding thef vasiahlgaegion of the light chain 32
O i gphucleotile sesyenseeeneodinigthe variahle teien pfthe hgeveshain y| 33
3 §0_{rp iAshing asid seqguirive @hc@lifg Hwswsiable reginnrof they kefazy ghaip, 34
O gpMileatitle Safieasecentoding thé vatiaiste gegion bfthg lighaetthin 35
nmost [ PirkinGradid s¢qilehce kacodiflg theSvarihble rédion b thelldght@hai0 36
170 4UNRRRBBdE BequeRBDENt odfdy! tHO REGAIO Fd 6P o Fthe hdsHa¢Hain 37
S| NG & inb AL quéncl ent SHin P tHEOGER1abR' e ZOHGT thelhka\¥dchain 38
31766 INHGRIRIRaE Sdduenéeldodifigthe variable region of the light chain 39
Amino acid sequence encoding the variable region of the light chain 40

27




ol i gonucl eoti des may be doubl e stranded, e.g. for use
in the construction of a gene nutant.

w@higanesos eot i des can be either sense or anti SPOB®S2007/008913

ol i gonucl eoti des. 101251 The term "naturally occurring
nucl eotides"” referred to herein includes

deoxyri bonucl eoti des and ri bonucl eoti des. The term
"modi fi ed nucl eotides" referred to herein includes
nucleotides with nodified or substituted sugar groups

et A AR A YU S0,
bei ng matched) are allowed in maxi m zi ng natchlng
Defid@tfonsengths of 5 or less are preferred with 2 or |ess

eing nore preferred. Alternatively and preferably,

t wi0H2dt i Hnlass etherdsq glefingd| geiepifiicande trebpisal terms used
r f
hercfiE el fae B ORI (03 are Xm0 Undii Gl BY (e AT, drlinary
skillj in thheayt. h&vushem ualesy othenwiss cequiresf bytcontent, esingwar t@rr(ns hall
O i
ne R R) SR S48 PO . SNl
nomgnaatuess. utBEzed [Daycbmﬂefcpoh/lv@h and tédhinicpres fof Rredit aridntissue culture,

Seqguence and ructure, 110
mol G CIog 0 sl BEHS 2nBP olidS r sl dabrBK IR shemisp and
hybridi paticendestrited leeréiniase mlwwfell kppwnhnd Qonﬁ]’ftﬁ)ljz weed in the art.
se her eof are nore ef er
ho gjousgfaf‘dg'ﬁel ?ec WES aclis Wl gl erFC‘?'ﬂgéll‘Ha'btr DNA,
olig@fiieRlotitie shittfediclamntlitizahe MMitiie id hﬁﬁdfbl}fnétidrq&?j dl&dtitoration,
{eh ALI Gg program It should be appreciated that
lipofeplion)- ¢ o inpungtis  SATHRRS 8B oRWATAtRB ndFBFIAYGF t Aien Petfgrmed
accofdihp e ﬁﬁﬁu&cuﬁ&%?&ﬁ&m]g@s{ oreasaitRkrRonlly RRcodHPEIHeA R khe art or
sites of mpuse and human orthol ogues may have a
as qesefikad derpive dtheh orsEHS teﬁhqu%mdnerqceﬁwwr@@ gengrally
erfgﬂned%cm &Zﬁﬁx%m':’ &yl Hﬁ%}%y @&ﬁ%l&m &%@n Mag &dstlibed
‘corresponds to" is used herein to nmean
in vaobyhgsnerl | el Joefge Apesific mifenericeyohst (are ecitedj gnd discussed
Vg u
throlt Sl e PrecciPbpciificatibh Y 56 Ol SaRRRIAK ot qrf YALSHlr ERbming: 4
Labczmqu:e nefenualr (3rthaed.,aColsb Sppep tHaibos éxqbenatmry i Bress) eGolidcSpring
l.ypepti de 0128]
Harti}, R 1280 FROFRRA' Phicficd RIHETBG referbrise] 10 nomepglagpres
hereln to

28

and | Nusldotide seqiience enqoding the vanatile oegicke of thelbeaesthain 41
4 ig& el edinbaciibseguenderencodieg theotarigbleue pipatdfdishdaviylchgins 42
h | 2uconidp Bejuehbé ewdodingthe s phishle eididn 68he light chain 43

phos pRghsekrNRahienceResHRL RN SRbRY{0R of the light chain 44
PNOSPRAJREE QEqUeRBE EncodHEARL VAT & 5f the heavy chain 45

4 g;gs LR B R e QuefBEEntiMns HEVanahE reedn’ of&m&\»y%ﬁafﬁl 46
’ Am cleogﬂé seqience encoding the variahle fegion of qh‘é L11 ¢hain 47
Acidd " Aspino a acid segnerice £ageding the variable regign,of the light chain [ 48
Desi gRusleotide saquene encpding the yariabie region of theheayxchain”| 49
4./83 %A\MO aAldﬁeﬂpenqe:sncma&m@r\fanahh regipn pf ghq eavy chain 50
Ecks{ Nusleotide sequenes enagdingethe vanable sepion okthe lightehsimnd] 51
(1991 Amingtaeisl sequerice epe@ling et vaniabiioegion bf theélight chain 52
Unl maiNucheotd ®ssquencdCbramdog| th&eariabls repiorbd3the h8a8) chaihe| 53

4 il%i c | 2snine aicid seghénh eatadihg thebiariableGegionaif gk Bdavy chain 54
’ AUeRotide s€uedodeisdot gl tHE varddble tdpsdréEtha 1ighD&aid Or] 55
det e¢CTARRo abid LaaedREncd the vatfabRTeBion e BEHESARCS] 56
ar € TRAIRLHEO Vequehte Eitoliing! the Yarfiabie FéioPbf thE ReyFeHain 57

4 gg:g 'A'n¥m8 "5&:1“335% dg CE enco ,variable region Of the heaVy chain 58
den u~]eo ¢ Sequence encodi %X?—'_‘ré able rorion ol tzlgT' { chain 59
ing the;ariablggregign of fhe ight chain, | 60




mean that the conpl enentary sequence i s honol ogous to

all or a portion of a reference pol ynucl eoti de
woeequarwes For illustration, the nucl eotide septEOS®07/008913

"TATAC' corresponds to a reference sequence "TATAC'

and is conplenentary to a reference sequence "GIATA".

[0129] The term "sequence identity" neans that two

pol ynucl eotide or am no acid sequences are identical

(i.e., on a nucleotide-by-nucl eotide or residue-by-
utikim'ddliue dzmmieg)'orowéth t el gbeplabomitory wprodeduresT hmdt ¢achmiques of,

RGES e en cal.cul
%??%}H fs o%ﬁﬂé{lﬁ § ?agic C%%Hdgté'équence slmcr)leer (f Hﬁ%’maceutlcal

clmmndtryv db&cmlmdphcmﬁoa:e tlwsenmlhlkngwht‘mmmhamntyf used in the art.

osi tj ons, at which the,identi,cal nucl ei ¢ ac
sadiyd “Rehibugd ' 48 43, 45 dietnicalSinfieed cufigERT analyses,
ph&frﬁiath%ticﬁl pephiratics, Cﬁiﬁﬁﬁlgﬁoﬁ Qm)ﬁll délldertyh@mdl?%iﬁfenﬁéf patients.

mat che osition jviding the er o

posi {904 pyAS H@ﬁ?%{jﬁﬂ acqprAeRee Wf‘ﬂdgb presgip dise ﬁPSPFFe the following
teGﬁBPanﬂe%@ NothEAASYY indicRted, LIhIIVVbEORYMerstbdE)to BRGE the following

multiplying the result by 100 to yleld t he percentage

mepmdg¥uence i dentity. The terms "substantial
i denf@fis] asAUSHfladdnie®iMaf®RY BSlyPestitR RnbRId adilC

c&boRydrate,
pol ynucl eotl de or am no dcid sequence, wherein t he
hp’@l, ymall| melecelar sieighticompaund, arwhgqm@é@tlées@q ebamepnde RNA

&?%Ier abp@ltIAxfaaﬁlrnsglée %r e BnbaRdd &t@m %naﬁtt%dy, or fragments

y at”’| east to 95 percent Sequence
thedmftqrtcyanjumtee op fiesfien ptsitging thereafs tFIQ guicpent RAjsen ddilhavet

o %em by Nﬁﬁsgﬁoﬁf&iﬁ{,ﬁ?&] freéve RS s é%gefggxeke@lew) and

Conp rison w ndow o east
adtisedse peDpalinsisa JB r(équeuztAM (ﬁmsmmﬁb\@o@fZSﬁDOB@@Q ped7.)

24-4 clegti de aCJ d) i tions, where
t he E%P nt ag&eBY° ga(ﬁffg nte r?? ot y algg%r vasion e"d%yg“’ any
albrvial, | ﬂikglekiﬂﬁ)lé Eﬁ‘repaih@legﬁen uelm cadhtgon fmd&equemm V\fiurcéxample

cl el etions or additi ich to
wugireisliec £} adesin Slor ipahee CaCatlERRE- GO4Pr ifpsion-reatcd
dizedses indlede, \Wuh deVaot Thfited i menselid eamefsc:@cm 1&ketnia, multiple
supset of a | arger seguencge. [OlBOL d herein
myRIoTE, R Y mEhe N AltP SO fYmEE quoin gy Bejeama, smal cell lung
caRBf, evibAlshNS kRl haw canvant glﬂﬁﬂé hepat6eelDRR (liver) carcmoma

B 0 e ko ble Bt boms patis, BN Mad and

néckdhkpbtic s%érﬁhsioﬁldcﬂcﬁfd%%@tlﬁgastﬂef&lhﬁ t@éhclee‘c(ﬂfa@ﬁ%n cervix,
St éreol soners (e.g., D-amno acids) of the twenty.

lungnirasele orrairorn wesrphagealsbladdasdune e, ﬂévza@pégmgﬁw kidney,

B i Bg e uontal bl Ry VY i, god gpidermous
| act llQlléfdl d, Ammmdnemtqumm@hmolmaqymmmmd with
a%oﬁgc &?&l&s%@%&?bﬁOé ?{plt&% ypeptides of the

resen unconventi onal am no
aC| d$011r&}| ud®he 4{d1ydr&xl§4nkél irefers ytoc athb oxygjeaitlanmrekinase-type
ne, E-N-acetyllysine,

pg“ﬁ'l‘ﬂ%ﬁﬂggtéﬁ %rreXW%Cetyl serine, N fornyl nethionine,
3- me(onA9%i st THe nerm Snyttaliviyg’y svies, refemng to an targeted binding

ofi RISy 750, BT AL TS i, o
s%_ﬁiﬁdﬁﬁ'@y Irékﬁlcen gieazidtl_@'ity usfedd tahgétleamxgehh PAd:ctbfrdmgm @ “neutralizing”
Lr St mnpno term.nna N .an
ait YRR JREIDRHY G F16n TNERRD. 18P RIS PbrAPHARInE oF significantly
rédutRigithe actm'fy SCEPAHANK QleWriliklﬁg apaR aimbuaylmyam example, act
conventi Qn. 131 §| m | arI , unl
Btbﬂ“%’tk\mgs@e tpﬂ ng of I‘?‘afﬂj’t‘% e tpr él?ﬁéﬁ ockmg this binding, the
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stranded pol ynucl eoti de sequences is the 5 end; the
| eft-hand direction of double- stranded pol ynucl eoti de
woesiHanees is referred to as the 5 direction. pdf€s2007/008913

direction of 5 to 3" addition of nascent RNA
transcripts is referred to as the transcription

di rection; sequence regions on the DNA strand havi ng

the sane sequence as the RNA and which are 5 to the

5 end of the RNA transcript are referred to as

uP Apsiediatad plasqmmgcasﬂthseqmémcsegmﬁgarmlys opncdrhple@A ellmmated

T NI R T O N
r ef e{0120]t 0 The terﬂ&dﬁpﬂiﬁe@ﬁd&’Squse@ he&m ag 8 k8ndric™&rm to refer to

appl i ed .to_.pol ypeptides, the.ter sub tanti a
ety proticjn. SREMENTS (6 IgES Bh e nEciencg, o Hence, native
proRdih TBlabents] gﬂ&%amg@hare%p@yleg hff meoscs@ﬁ@ptfaeP éHus Preferred
BESTF| T usi ng defaul t, ga ghts, share at Ieast

PR¥PeRtides s‘éq%FéﬁEd@nP%iéﬁ‘tﬂi‘t e mmlp&%wm&t theeagmagdwavy chain

xxﬁ%hﬁ@élbbﬁﬁﬂ YRGKEules efid tth(e Hﬁ%ﬁ ap z?rl"i’é}{ty cRdin! #A%inSglobulin
per cent qgence identity, nmost preferably at

mowstesggs pr@rl @swn%@tﬁ)'eméecmé rﬁorm9d bym@nl@namrys comprising the

héd qulgﬁl i?&ﬁhﬁé%@ﬁuﬁd“ﬁ{o Cff?:{xﬁzs RAth 11 Haﬁi"‘ Bb@l}'n molecules,
conservative am no acl substituti ons. nse vat Ive

sugiy as sheakappasy barnbdahight ehaing fmamurtoglgbwdin molecules, and vice versa, as

LEG I f [ Vi Bup ' .
vs)e ag f Eﬁ'{_}gf‘saa?ld 'c{nta ogg thﬁ:nc:(?fS ﬂg%?regﬁong%iggsn ae{acslgllrc]lggce with the
1rwbnqnhatmay salslre mmpm |selegl ythc nieymayl ahang, chaihi ilmmunoglobulin
Ig kp theuct a group of am no acids
me §°5Pa§ﬁ§P #58 oxyl side chains is serine and
t hr eq0i20g; aThe eern O‘ﬁatu&aﬂy%t:caﬁilf@ &8 used) herein as applied to an
am de-.cont aj ni side chajns is gi ne and
oyt SHiTRED We BFL AN BRCHG SHt P TNAg | M o example, a
p&&ﬁ@atf&%ﬁ%oly&u&@@ﬁdfé SEAIRhEE thdt Yik Ot £t lﬂ% organism (including
trypt ophan; group of am no acids having basjc. side

vwfﬁhéhqtscaw@re n’éOIa fiomhe seuige 1R; watpgg Asd whigh ghas not been

i ioRa P} nfodi M BEindA uhﬁ%' 198bratek HF otheRtisd 1y rﬁgurﬁllﬁ-%ccumng
chains 1s cystei'ne and nethionine. Preferred

cons 221 | veTh¢nt¢rm Hepatably dbﬂ,qedf @8 iused deraip gefgreto positions of
c}’xﬁh&{eﬁts syi%e%P&Z( &%Qﬁ%%el]ﬁ’ Hg?{}é}%{lﬁ %%ém to function in their
¢l ne-1s0l euci ne, phenyl al ani ne-tyrosi
intgraled gnanngr.ni oz, e)@hmie,r@cvmrq»ln@qughqsrt ésmecablmlpléspd [ 6o a coding
se%%gnc%s Rat c@?&dgl geWﬁ* Qﬂfglséx]%éss%ﬂs SYSRE dcogﬁ{ge E&]uence is
nor varrations aci'd sequences
aduﬂweldonhdelscomdltmmwnugnlaoblalmm ﬁnlceotubl&@qacm:es
cont te s, bei.n sed b
e RlEh. o 1R S ROREE VA eiiied 8 R i pptymeric
foami @fseagléstizies ofiiant ast 40 bmstm75t%gth’mbﬁh¢lf eibenadlkbgtides or

at le 0% 9OW and prefe
d%oe‘afagﬁsenﬁae t ?t‘? % iﬂf&“&n‘? P%r i ‘?'f’éti’?’o BEIRNA-DNA
haedoe@uﬁle&sdeme Iterheﬁ:cldales emgle alna doablel stidhdé¢d forms of DNi(\j.
conseryative_am no re re contenp| ate
Cons 4] | veThe L gﬁiegﬂrgwffp i¢hedemedas Heamp 'ﬁFL@sS naturally
od¥ubihgd) ahd frAGdiFi¥d ucREAR 18ked Iogdtha! by Axtaralls! (?Hcﬁ)qm'% dfd non-
chai ns. Genetically encoded am no acids are genera

nafppllyaecurringdinkages.i digopuoleatides ipEe-a pphnpgleplide subset generally

c&%b‘ﬁﬁiﬁaﬁ%néﬂg)of 96 'b%sésy(ﬁ-' BRer. SPRHELHG; oﬁg&{dcﬂa‘oﬁ@es 4r3)10 to 60
non- pol a ani ne, valine, |eucine, isoleucine,

basepin leagthrndmosipaeferably Fbtldh dhi o 16, 17,548 dBher20 o bases in
u AL 7Y PMAMIEE ¢ 8] Yo A Prdes; al
b, o GUESAEROBLSTD NP RO TEANAE: o SCPEs; alfhoven
famlies are: serine and threonine are an aliphatic-
hydroxy fam |ly; asparagi ne and gl utam ne are an
am de-contai ning famly; aB&nine,




val i ne, leucine and isoleucine are an aliphatic

famly; and phenyl al ani ne, tryptophan, and tyrosine
wer@7ameds omatic famly. For exanple, it is repsnoshh®008913

to expect that an isolated replacenent of a |eucine

with an isol eucine or valine, an aspartate with a

glutamate, a threonine with a serine, or a simlar

repl acenent of an amino acid with a structurally

related amno acid will not have a.major effect on the
oligtrilicheptildes atayolse dbublarsﬁpﬂdddl, . dbr ukein éUddnsti@ction of a gene

nol ec [ he re | acenent does

7D SieRSIBREdeS o b ciietroeh S orr PG R BaRyeistides.

V\hei i]grzs}n aflhélgtef?}ﬁl gna(iig&t[lgeoédﬁilgﬁ Sndcleotided™u @@kheaaio herein
pride can readi e aetermne )/ assaylng

rscgt@dmdieex qnwleyﬂ%ﬁr s adaribgayeleptides dEhelerpy atq%ed nucleotides™

rdfeéy fo RéRirdReRIdEP REcIES RS vatH nbdalfRid or ﬁbﬁ&ﬁféﬁts%g% groups and
anal.ogs of antibodies or inmmunoglobulin nolecules can

thee lrl@adl | Khep terpar efdlg?ywlﬁe%@ ofinkagesl] rrafoyrediitp| hergin hiacludes
og%(;nucﬁfoﬁfd@g r efgrgﬂalr'ébé‘o' ?mfspth FdthiBhteOf {»ﬂ&gﬂ&‘&ﬁﬁhmate

anal 0ogs O near oun Q es o funct i onal
phesphpreselegpatenct ur al @hesphgradisedeniate, donai nsphosph¢reanilothioate,
phgs%ﬂt)fagﬁlggatp YpHo 5@ té) fanzih.ﬁ Rgl %QL %e E&qé:%he et al. Nucl
anmt Nno acCl nce ato pu IC or p oprle ary
Asizly Ren.cHt: ﬂ@ﬂla(dasé)s Stder exfadrilalmy Chemrﬁht ek626077 ( 1984) Stein et al.

MEF PRI, TEaPY AP 13  of APEChine AR iz 099

Zoﬁcwrau Oligbhwredpides enddsArmidloguze A s'?ramdall 4ppadabhoipp. 87-108 (F.

=g 8 QNS S B b OO 5 ¥ . s
PKﬂéﬂtNNo BoMs165 18 UHlmae iafd Feeynfad: ChémnicdPRIViews 190543t (ne90), the
foregoin exanpl es denonstr at e t hat, t hose of skill

displosaes o athiFs ety Aeshy dacpgeereiod fiy Toferensty AgoligRgucleotide can

it RE 2lIABEIF8r Béedétidnl HHesREB913  struct ural

conformati ons that, may, be used to define structural )

and 08§ onAWosniaP 48id sequences Atga hiomolpgoyst Hehere is a partial or
gl?@faeﬁﬁtyd&?%éérpﬁﬁuhs%ﬁﬁé&es [ @gséimﬁﬁnef ses%qﬁmﬁnbgsomeans that

aC| substI'tutions are those which reduce

88Ys o phe Aminpyagids grotidentical gvhe(lzyher gm@gquences are aligned for

{ t a
PTG, DAY |G LA, o B b SaBlifh Hing mathed) e
abbowed rrgmafdrmmrtgl reaichingdgdptlengthafod 5 @rlessardipisfemedavith 2 or less
h SI coche or | e f
oL R MR e DABREIAL88 ] spaences (o
psmamdeesethhmes tdlaaned frermthbmr off zityleam: abouti 3(gaxpept aodd; in length)

uen For. exanpl e e.or. e_am.no acj d
oS BERRevot B aPb YL THbt DRI T80 o of
nﬁaub tHantUtih @malaxﬂmﬁvhaoﬁmdas) m;utgmhe mmgrmal ANIGN ouith thegnutatlon

d%tgg'gﬁletgl%eap glr éa{g?éq%gttéff ? Lhe or t Ethgf ol 1},1%&3 of Protein

SeqUvndednd Birafrass! pat 10181 B(m(WQhﬁﬁd: $ Naxidnal lBlbﬁNédlcal Research

Fomsion T S5 St G PRSE bR 9§ Lo sequencs o

PSP HREQITRAR vt prRf@ably lﬁiix%lbgoﬁqif tﬂe‘i‘ln&inirlé &Ji(ﬁs%e %reater than or

heI i X that occurs in the arent sequence, or disr

egual dp SPYpidentgal g@mfmma lighed usingrhe AM%E{Weét should

bk Qﬁp&aaﬁeatthaﬁﬁ&%aﬁ &k di ?ﬁ)n@fof AbnoldgyR4itiA o orthologous
ypepti de secondary and ter structures are

smqub ki gxappde.chey &mosmeﬂcwp raoNse rmrlémaax orthologues may

h%oé mﬁ@l”’eﬁﬁ%gﬁw‘gg%ﬁg“ Trtr o Lljocﬂt":ll on to gpgt ein

Structure (C. Branden and J. Tooze, eds., Garland
Publ i shing, New York, N Y. (1991)); and Thornton et
at. Nature 354:105 (1991), 3nhich are each incorporated
herei n by



reference. [0135] The term "pol ypeptide fragnent” as
used herein refers to a polypeptide that has an
w@mionez0sey m nal and/ or car boxy-term nal del et i guded7/008913
where the remaining am no acid sequence is identica
to the corresponding positions in the
natural |l y-occurring sequence deduced, for exanple,
froma full-length cDNA sequence. Fragnents typically
are at least 5, 6, 8 or 10 am no acids | ong, '
pref 0By Zhe| wamt “tdrresponds dol’ ds |used), hereine to mean that a
ast . N0 .aci ds . t - X
plyFteilel s@heh G2 noiloREbIL RS 3t X dficel Plotujonarity
rdlatad) tdOalhrirne partida oHnagreféfeace tpmiynuckotide gdeqasnaes ast that a
erein refers to. pol. tides which are conprised of a
e SaFerce it it 0o § A retREmat PP e SHiliencE:
subsfeszs] al Irdedtiradistinerich, U8 ter@n‘cOmpieniiayad” aMhsed herein to
aci d. seqguence ggg whi ch has at Ieas} one of ihe .
megy | tHal ﬂ‘gf FPEREMSAY feapenssets fpmolagopyitaqalt oraa pomion of a
rdffdfite SpolyalitidieNdedqi@ne®NdiRdrONfustaBon,althd | Auklddlide sequence
Llock appropriate uPA/ uPAR bi ndi ng, or”(%%.ablllty to
TARASH t conrsapendsi toja seferqngsi seangnge “GNhAfepandiis complemgatary to a
rFOREd SQuBneORPEAYARI Ve ami no acid substitution (or
addition or deletion) with respect to the
nat ul@® 29y - octhe rtemy “seapener édentind] mgans yhwit ol polxnucleptide or
St . ' /1206 9 .
i Sl ord hsfloab 1, TR B ier S TR e by-
rdsglug ebasis) naiver athe ofongprarisen agindowg Ths t@mrhufher¢entagiehof sequence

. pat.ural | y-accurring pol ypeptide. [0136],.Peptide

Aol GBRE bRPeRRee M Fop AT ihences over the

wi iidbvs bff Yompari sui) -deedpininiag diielgambei bf posifiend atshich the identical
anal ogo to those of the te ate peptide. _.These .

e B et db Colpdtmdl B & MBIt JEgveaccurs in both

séfjubBdds 6 'yiddd the R@RbédemhaRhed ositidrlaiediag the nfiber of matched
Drug Res. 15:29 (1986); Veber and Freidinger, TI NS .

Ppsitgps Ryithgtgtal nymben of positions, in the copparisqr, windoy(i£a she window

sitd)) @hd mMp IS hgd MR reSllEBY NOD 36 §5L1D SR petcitagLELERERee identity.
Such conpounds are often developed wth the aid of

Thentstmerispbaantinl e tdentity mas epsed g herpirprdenetes reehagacteripiic of a

pAyRudtititiel §F ahido LiF Ledlien R, WHAGGARRE HoffHukleotd€ k! amino acid
péptides may be used to produce an equi VvVal ent

cqmprisgs @ seuense thairhap iy leastt§Scpas¢ans sequeaes isientityy preferably at least

iy . . "ot cuct | ol .
SO PR PR ISR ER DU 18 9 RO Wuene
idehtityh esricomparsddper teferencepdequenasod ey iaceimpagison Wingdw of at least
uch n. Lhody....out have on r . nor ept i
1F HERBIaT (TR RO Pl ISR B BB PER Ay s 2048
niidleotide(8- Igr @ninoceid)ipokitiogs,0fhereinGh2 picentage &FfEJuence-identity is

o et csasmesring e refesst abirfe i, TR hisguey fnclude

délbgoriardr.aditioine WHitlC 1otdl 29t pekdent 6Nless ofthe réfereiité Seciighéover the
aci ds of .a conﬁgpsu sequence wth a D-gning ?cid of

cqRArsefavipdo. (Thegeteragce sequincs may Be asubsst of alargergfuence.
my pE3efed Ao WeddHendia, WY ewéaitddodveiiall@nind Macids and their

addi tion, constrained peptides conprjsing a consensys ...
abhrevjations folloy comyeptional ysaes- iSee drmuaplogy grserutbesis (2™ Edition,

ESS UGG CanidD.RE icREn, "BYs. P 8irheBe mat6Haky, SEidiadad KNRYE (1991)),
in the art (Rizo .and G erasch Ann. Rev. Biochem .
whichdg meetpated hieprin by splsrenge n Stessqisqsyers &¢-8 Ehamjno adidy) of the
] o) %‘1 I Cafg -
R e in 0 ol S SCHE S 82 of Pt
cyclize the peptide.
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[0137] As used herein, the term"anti body" refers to a
pol ypepti de or group of polypeptides that are
woonpniaesl of at | east one bindi ng domai n that p@BUS2007/008913
formed fromthe folding of polypeptide chains having
t hr ee- di nensi onal bi ndi ng spaces with internal
surface shapes and charge distributions conpl enentary
to the features of an antigenic determ nant of an
antigen. An antibody typically has a tetrameric form
amanepadids, N-atkyb amdema¢ids| laghid acid pdnchothypentonyentidral agino acids
C [ a
nEEER SRR Ao o8 s BEhe pEEYinE Examptes
of QihBomrentianali hmdm beidsliingude:t e-hy[iﬁila@ﬁiolﬁa w&ﬁﬁbdi@gﬁltﬂnate €
é\cget ed bi ndi ng ent, targeted binding. protein,
“F‘F‘Eﬂ’b’pﬁﬂp‘hg % pestrlysing | iQrohpsphegering; o N-peetylserine, N-
L HETE {
f(ﬁ-ﬂ%}pr g@?@z?x}la{,l J lgi ggn{t{) X tgrh dr lfﬁfxe t(}'lﬁt methylargmme and
otheb sithilag atming hads alcgmllad acidé (6‘/\@ ﬂﬂ'ﬁ'atwﬁ@ﬁtﬂﬁle) In the polypeptide

PCT/ US2007/ 008 ent 1S ecific for_onl
gD SGb AR AN JefChpitk Atediat 1 aBRST ot gliegfior and he
rightblandgdiagieivin isSthe ﬂﬁﬂ)«fxlyetefrﬂﬁmhﬂfrectidmaﬁn @Beordamqgetvith standard
site. .1n one enbodiment, the targeted binding agent
“Waﬁgcﬁnm& onal antibody and the target site may

be apo13pi t o9Enildr}] Iless Bpevified ofHergiseihe " lefifhanll end of single-

S@"tdlﬁsod W ir g gg&&%g%yts; %ggggr\lfggté dEﬁNA ml(gc hrgcl:t%'lnegf double-
s@amdkb %lﬁﬁlcleghﬂéj kéfienédsas iBfRired hd1as tHees'RfiRactibAP The direction of

F(ab b and singl e-chain antibodies. An
arwu?ooa«idls%é}f nassenta RNA Jpanseripts is greferpsds ¢ @6 thg gfranscription
dBEI O Wqulefic gﬁfn§toﬁqge UN/Q 3Mand ﬁé’\ﬁﬂ% e daﬁﬁ: s@.hﬂ&ic@gls the RNA
sites 1dentica antib subst an inhibits
andimdu¢loareod’ to theePepndopf tlv; transgript @efepwfeﬁemr@s ampstream
»0 b UGES e
sEERGR, D teglBhic Riltork 381 BRPNIE AR hilitg e <4ifSERSce os the
RBOVoamd 80i¢h ared3’ nortbe u‘iéuaid pfgheaREA transeripbcue 8f¥ted to as
é s measured in.an in vitro conpetitive binding

LW FIATE“An anti body may be ol i gocl onal, a
pol y¢or32al aAsidppiyd ta pompapndesn tHe @nhi ‘tsuugtantaal identity” means

chimeric, ntlbod t tlbd,
U YD PepiAE fempenchi Tt Hadly Siaref 1428 2 wiipg agperams GAP or
Bmvtﬂs@ngﬁlﬂ'éfabﬁdgap &/eCéHtﬂEéHaﬁe anuetabow péicerisggtentedidentity,

a_f human ant i an_ant i ot
bR 155k SOpRro TR QP OREPER AORRY, Bare) BigEsretly i YEisE 95 percent

seﬁﬁbﬂ&ﬁ qdéftitPound fREMpasterddly ASIdaltaPIEPbienty &Ed]l&frhbs identity.
or derivatives thereo either alone or in conbipation

Pygifemblys Fesidugnpasirionsi thatsug ioh édsaticg) Glferi By cpseerts amino acid
sUtRH Mo e%:onwvame DRV RYsUBBLAABR AT BRBE iterchdilRability of
term antibody al so includes binding fragnents of the
resittuep daving similansiderchains oFor exampis) argrovp &fmsrpg acids having
ale&i:altn\:!ds?dé: ¥haik@ky gfyihe; afhhﬂﬁl Qafind, ABAGHE, %td' 1@9@Mcme a group of

dinmeric ~variable réegion’ (D abddy
amirsuaqids bavieg aliphatizdydyenyil sisleechningiis ner(rwsamﬁ) thre[omrml]a group of

The S Y, tei et e
o BT, AR LGS R0 CHIRL B B bR i o
grBupeM am@ee ptids haEingt apmatidetide chaiantis phasydalah'yle tyrosine, and
consi st of che callyatlves fa I . .
trp%ﬁ géfﬂ eSgrou ho aaSnnan aﬁ:lo havm&ggsxc g?e %ﬁlg;ﬁ? ngshne, aggmme, and
hitidinepynd h)@i'oupodf ahm;as;dshmvmgsqmm-fcomammg side chains is cysteine

di mren
ancp methionine. Sﬂre{érred conservative amino acids substitution groups are: valine-
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structural characteristics, as well as specific charge

characteristics. An antibody is said to specifically
wdrod1meant i gen when t he di ssoci ati on const angci/6s206%008913

M preferably 5 100 nM and nost preferably :!5; 10

nM [01421 The term "agent" is used herein to denote a

chem cal conpound, a mxture of chem cal conpounds, a

bi ol ogi cal nacronol ecul e, or an extract nmade from

bi ol ogi cal materials. 37 WD 2007/ 120693

IRCieSeIe0dine 0Bl 1alrfinet-Birosine,t lysine-apgininec talaninteyValine, glutamic-

regard to a UPRPAR palypeptide refers to a portion of an
afﬁﬁ%’ﬁgpfsp%aﬁ%lagg?ﬁg%ﬂhegs a biological or an

i Mrurfe138)i calAsadisdussddyheréin, mingtvariatioAR hel anpiap tacidesequences
“Bi ol ogi cal ' when used herein refers to,a biological

of aRfPTE ShimmPESRIPPEm MkEhlts ot Shdietnpiied i boila dhyampassed
by RAR maedeyip &plentien, Providhe thad Ghe WRARiSHsOIrOgHeCathino acid sequence

activity ingludes, for_ exanple, uPAR induced ce]l
el 2 feashd 5% mgipa?ﬁerqb&awrast WA 0% iveh andgost preferably

9bey Qbqueh&s §déntit BNthe 34HtiBBHiek lr@'t irﬁﬁm@@ﬂ%lgﬁzrgc]qeﬁlles described

manmmal . Preferably, the manmmal is human. |

hesegest o Pagicwan: | SaFrative aming cacid) Applacerpensai #re contemplated.
Crko?ééi’%t?vc' &pﬁé@@meg%%[}% e AR aRE %é&gqgflt:lgig d f?ﬁ BF 3mino acids

nown al so as "Fal ragments, a _ _ftragnment,
thed havgralged stdegbmintsi fdinetically éncodgd bumindhasidnaretgegerally divided

q L . G “anti bodi.
i ) SR e SRS (TR s
npn-polarralAninge valine, diensingf ispleacian; ipbaihe, mhknylalapineg np¢thionine,

i pked an S -antigen binding,sites. The. .
bR 3 69 ThEASed B AL 0sphoAithB Setplafrie, cbine, serine,
thrédrite, tifesinewiMoreysefdried fanilies efee sarinecaridthrevinitieratéan aliphatic-
fra t ..of an antibody that retains.poth .. . .
hYRFEY RIS BERAFES B, 280 AP HE L, BRI qntaiging fgily} alanine,
valngd) levshr@nanis Bolehcineiate behRplsaticCfamillyt agdpAénydiladifie, tryptophan,
anti body that conpri Se’ﬁy t he constant .donmai n_of the
apd Gesiph Ars,an fEpmane family. GEopexamyple.;if is f?éé‘?f}ﬁb'ecWa‘F"rRe“ that an

idofatéB kepldRnentogh 1tBhe Wikl KE6iEREiRe I valint A8AEYarfte with a
an antibody _that is the smallest functional binding

glhtarpatgs a hreemiam WAt 2 tieedr a pigulag reptacement of eprapino acid with a
s{r\?ét&faﬁytrgl_afga in8NRld *1if hét € a[xggjgf)]:ff:: |dAhe %ﬁigiéﬂg]ﬁﬂxction or

used herein refers to a small vesicle that may _
prepeftigls of ghe rrshitingrmpolgguldy esgecialimif theigeplansment dedsenal pyRlve an

aﬁ@kﬁgaﬁt \iavﬁﬁinog J{‘A}ﬁe»{'&%eﬁiei. ORyh, ef%ﬁ mﬁ‘g‘%gﬁi‘dt %}aﬁgg t]'eﬁfl]ts in a

pol ypeptide to a mammal .
furictibndlentptide cas echdilyrled detemfived by assdying thei speoificodctigity of the
bl e. i ety I Is a
PRI £ A DR B B8 T o s
of hetibddies we sioenundghdteilindmotecalelsi cini hy Ireadibyuprepared by those of
r onucl i des

di oi apes..or di i ncl ude 3H, C
olffie9 3% el PRI w52 418 ol BB il of fsaments or
ahalbgd scemynéearcbaitelarieo dénfunetionab rdohmimsle Sthesphbasd danctional

FI TC and enzymatjc.labels nay include horseradjsh . .
AP, Shs B2 HERINEL (5. cameatisan, oF fbF JSislecite prdyer amino acid
stfiefigt@dta 36 publi® b lopfietary SédlenédA4taBas8s!t PFebraBRE Bbmphterized

drug” as used herein refers to a . . .
comparison methods are used to identify sequence motifs or predicted protein
conformation domains that occur in other proteins of known structure and/or function.
Methods to identify protein sequences that fold into a known three-dimensional
structure are known. Bowie et al. Science 253:164 (1991). Thus, the foregoing

examples demonstrate that those of skill in the art can recognize sequence motifs and
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chem cal conpound or conposition capable of inducing a
desired therapeutic effect 38 WO 2007/120693

wOPEb/ 307/ 008913  when properly adm ni st er edpdmUSR007/008913
patient. OQther chem stry terns herein are used
according to conventional usage in the art, as
exenplified by The MG awH |l Dictionary of Chem ca
Terns (Parker, S., Ed., McGawHill, San Francisco
(1985)), (incorporated herein by reference). [0153]
sthacturab dorifermeatinns 'thathayabe usdd tp define stroetars and fursjtioad! domains

gt ot 3uhdFs o ST BoaRRROST nbn any other |

i ndi yorh4ql SBf&fekrﬁéii lafhihd) cRkD RRBtiniticH3) are athdse vaieti:a i)y reduce
a substantl urléled fraction,.js a co

sYReERtEn mep O&Ses’ dBb ggdvee sysphbilily 19 ox OS' {?alﬁ‘tesémdmg

afffi SRt f6@Ming préfeiPéorRPekes) (mf altdr | bifdIAE qmﬁlﬁsy laRl (4) confer or
species present. Cenerally substantrally pure

magfy esher RiwsigpshenaigphaT ndtignel PraReHicaIS Fuch emﬂeg%: eftpalogs can
iRludd! VarfBifs" AURIRC BE aar géc.e%thep MRSE Mhe nBrdrd)R - occurrm% peptide
conposition, nore pre etably nore than about "85%

s@pgcean drorgenammes singles be rmbltiple @mnwmcéttsumiw (psreferably

c@ﬁ*srel'\fa'u@g dRinBS §§Ht gﬁﬂstlﬂﬁ '?1?21)1 Ye ﬁl%@éltlﬁ alE\%trurally-occurrmg
SpEci es cannot tect |n t'he conposi tion

sauenen(prefesblydat thctpcxmon nE theoptd ypepitide outsidenibe domam(S) forming

|on cans I st IIy of a_siin
mﬁ%fg"?gﬁ%ﬁ L GPare speé es. gﬁﬁ@ﬂ appae  agt g‘bl%f'tt iratign, should not
subsedntid Hg d’haﬁw then dtruethedli claaractenisdice aifsthe parasn sequence (e g,
Ant i bodj es.and .Hunani| a n of t|b dles 155
e BRgt SRy arid SR et e, B AT S el ARl i ThE parent
séjtich&) ir BisruPESthPO B5RS %f FYEdrdary Etnlio&ﬁre\/tﬂﬁﬂ ahirsctaibs Ghe parent
constant_regions, The eg&nce of . such rin

. {
SNSRI FRBIRLe Y HFFCPRBed SOPREPHIEToGOR AR, g Structures

alel s @bddIAPrBEeinsO SirkdfrssCaidi MoIdchRr %%Fﬂ&d @sieightad) Ed., W. H.
|nnune response agai nst the anti body patient.

In
Frgegnan angd SompanyhBew iYiork 4198); ofntrﬁmlfl?{fgl &t Fragein Structure (C.

Bl det esha Nt g esds. | latiind WiNshiap! mwlmkcwybqwm» and
T_generated t hrough t he introduction of functional hunman

aritei ¢y at| Newrurend o403 JABRY), whikbrargegach ingprpgrgted herein by

?9 F bat the rodent, other manmmal or animal produces
i y hunman ant i bodi es. [0156] ) One nethod for
genel@t3Shg f The ytetmntipolypentidedfragment”t A3 o1sgh herein wefers to a
Xen
pg&ge%téer egfc’ Eeés %rb a éll%n &Em%ﬁal nc;'gﬁﬁ)r ggt}sogpq%an %lggﬂetlon, but where
tHebresiaiidlg getind acid steqméncgus e@brﬂtmalgwahe sonf:sptohdirigtmitions in the

hea chain | ocus an ht c | ocu
RSB RAVTFS Befioria 4o SXpRIg o gy Efgh cDNA
sédiRfce. aRfghzhagpically ire ﬁxlpast 96, 8 bBSDLh‘BrSiné%lc(s]lS@)preferably
The enoMouse ({Sr) strains ava | abl e from £ leni X,
of st (FPBIIES dagE. AP ToThY 3 lsgtica BBy digione, usually at
laéemd\/aﬂﬁ@(arc)dssbﬁglaﬂa eOén ﬁ‘lo@@ptefferﬁblllytah ®ast 0 &finowRisdons. The

delineated in U S.. Pafent atio rial Nqs
tegmy &eeloeoss uqq hegeinggiefys swﬂ}sgﬁmewm%egmm
of 8Nadt V5 hénind A8ds tihi/had Qub%ia?maf ide n &f a 488fked amino

07/919,297, filed July 24, 1992, /92 649, filed
agid| spquence japgywhisdy besi atglsast onq ef then fllowing prepssties: (1) specific

bgi%/lr;'gll% zgﬁlgAR, under suitable binding conditions, (2) ability to block appropriate
uPA/uPAR binding, or (3) ability to inhibit uPA activity. Typically, polypeptide
analogs comprise a conservative amino acid substitution (or addition or deletion) with

respect to the naturally-occurring sequence. Analogs typically are at least 20 amino
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filed August 27, 1993, 08/234,145, filed April 28,

1994, 08/376,279, filed January 20, 1995, 08/ 430,
wO3®/1bichbed April 27, 1995, 08/ 464,584, filed BunesiHnroosos

1995, 08/464,582, filed June 5, 1995, 08/463, 191,

filed June 5, 1995, 08/462,837, filed June 5, 1995,

08/ 486,853, filed June 5, 1995, 08/486,857, filed June

5, 1995, 08/486,859, filed June 5, 1995, 08/462, 513,

filed June 5, 1995, 08/724,752, filed Cctober 2, 1996,

ao@s 16g;, pedferably atdeade 66 mirano 8¢idg 89, orUpagerParsl ¢anadftemrbe as long

0 Ve 0, 2001 and U. S. Patent
%%g“@ggg@?ﬂ %W'b%éﬁy%epi‘%ﬁ 598, 6,075, 181, and
5, 9390E39 an @eﬂﬁdmimkigs Raé emhni‘ckn‘ﬁy ustdladhd Bharithcetidab thdustry
506 B2 d, 3 068507 B2. al so E rgfgg?n Pat en

. ..al .
=R orHeBUEe Asies SHUTProRgRies, FRRRTUS Heq oY e! 1he gpiste peptide.
ﬂheieerfy@és 088 néiepepttdeARdiin goint O Ard\O termé® %é;&aﬁOZmnmeucs or

ubl j shed .February 3, 1%2,0 I nternat | onal
1 ogymeties NoF auchgseod/ Ao fug fesi 1 38241 %&ﬁ)oxsbersvfd Freidinger
Tlﬁ@% 390 19&/)241%8%va&§bérl ghed mecﬂ;élm 38%&29%987) which are

310, published Decenber 21,
infospqralsd hesein by ferense. t%hmmp@ueds @t@ qunetiquloped with the aid

oee&hggghmﬁmx&ugﬁ LRI iR %‘Cﬁggtﬁfeﬁr ﬁ@gg%ﬂ&&&ﬁ&mﬁ; Similar to

rence I n elr entir
ﬂmrmmunaallw usefppentisles mayhks usedi ocprodigeyarGegiinalent therapeutic or

pléd&)th?[ﬁﬁ eﬁ?ﬁtl (%érré?alla' E%t?do%lHeluég gﬁastrum\f}ﬁl X\p glﬂﬁlar to 2 Baradlgm

oac
pbhypeptides(irei,na pkbyreptideothgh hahe bx octleusca rproﬁerp:y ec pbarmacologncal

tlv@')VI d(gl:lne}gugeséntlbfordo n!;lét ve é)!%gogrunslgxﬁepe ?dﬁgﬂ-.gage}'_?ptionally
r¢pdaved byaa hinkagenseleenid fragithe graupdcansisehg wi:a-SHeNHG-, --CH,S--, --

b - B bRt! P aee CAIH e aihd "orso-.

bthémbds WellSkndpiw @earts Sigsmdtieshbstituton- ofP@ﬁee&t ni¥Pe amino
5,545,807 to Surani et, al. and U. S, Patent
- agdsabagopsensussieguenss with g Psaming acid gEthe same tsp%émg oPdysine in

pﬁacz & 14 smé) 88 0used StoB ééne:ﬂtg m%régZ&bﬁ:gZ)epndes In addition,
874, 29 and 6, 255, 458 each to Lonberg and Kay, U. S

cm"@med PEPUASS FOMPSEMER FOBSTPTS SIPLoNge | ansebitantially Hgentical
c&%'eﬂﬁls ééggenéj a\t'eﬁﬁhokk?ﬁay Be %lxgerg@g by éxeﬁ’%lis %anqa%e art (Rizo

to Berns et al U. S.” Pat ent .
asd Gh@as‘éBAm Bewoi Biaehem. lmrﬁfi? (alr?&ZEemmpmed herein by reference);

ARG Bk Sy S0k BRLAE fE Hprotcr

disulfidstbridipes vdxth cyoliz8the epode.f i | ed Decerrber 17, 1991,

83%2?%7?819“ ll?s%c)}\%g%lg é’lge t%rg'lg %nt d eﬁa@%gofl | g%pepude or

glfpEpolydibptided that adg compaed dfo Beast &&'I Kif8ingGldmain thadis formed

Jul 199 8/ 155, 301, [filed Nov nber. 1
iy P TOUiE OF polp Bep i ity BoES S risBalBoIng spages with
1rﬂ?ﬁ&lc‘lrh&falcé&haﬂ&%}d @Vﬁféﬂa&st?fbilﬁoﬁs t@dpleMﬁ]f‘dﬁy % tldieggﬂtures of an
t he I SCI OSUr es |.C ar e er.e | NCO porate
antigeni figistmisant of an dptiseR 7 /A BreedsErPISE Md‘f‘Fom"é'f?e“C form,

c@hpAsifp 0P eddhticall Ris ofipo \%eﬁﬁ& %ﬁe&%ﬁii Rivied b ight”

Pat ent Applicatjon Nos 92/ 08918 92/ 22645
onp [‘heqyx7 Chagm. g lhergartpblsregians) ob sach pmform an
a&ﬁ; 5§§dm g6/ 14436, WO 97/ 13852, and WO 98/ 24884

and atent No. 5,981,175, the disclosures of
whi c|501a3|8é hefsped hermimotargesed binding agentctargqted bingding protein,
r
sﬁc‘af,ﬁ(f ggﬂ&n§$ﬁchM| %IE]@ :iex%(é— Zt¥1ln?§ r%lé g(l; a.tcl:h %?ﬁé{iy gpne '?mﬁﬁ%gs fragment
thespeide thpt @gefgtentla)(ln(jpg@s toTn jarget gite. gin ong pggm}hmqnd the targeted
Tuai l l on et
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al ., (1995), Fishwld et al., (1996), the disclosures
of which are hereby incorporated by reference in
WO bein2oeed i rety. 101591 Kirin has al so denonstp@t/eskobiesors
generation of human anti bodies fromm ce in which,
through mcrocell fusion, |arge pieces of chronosones,
or entire chronosones, have been introduced. See
Eur opean Patent Application Nos. 773 288 and 843 961,
the di scl osures of which are hereby incorporated by
bmelﬁxg egwexs spdifict fopoaly yne tdbdellsiten fre otheh emibodingeritd) ehe targeted

of .cross.-.br edin f Kirin's Tc m W t .
bl B8°RY 1 FETOE. 0T (POlRan Rec BRER S Boe it GBRciesiment, the
taI 6& bifidify Pt @84y bé Bembntitidhal hitibsdBN&fhe BRI Bit®may be an

e Kirin mce and the kappa chain transgene of the
P¥RSharm mice (Ishida et al., Coning Stem Cells,

( 200%013%) 91- 40%Hing RaHBdniERIBRAn aﬁﬁb&gdar%%ns&sbeal b%orelasmbmam

derlvedb in vitro nethods. _ Suitabl'e exanples

DN m@el%les oAby eagymatisior eherpisaliegyaseiof f pnta«;ﬁ angihqdies. Binding
MmeRRSHSIude qyzﬁ?( F43° Oik&t?le\/ﬁ@arﬁ?% af@ l@éﬂmogﬁﬁbodles An

Arexion (formerly Prol i feron) bosone

aglibgslyagth¢rohmn a Yeispacifi ser alyfuugﬁgnalh @ntlbmy is understood to have
e%gehggflftgieagl%ﬁ%g glté%nltdkpt?&] eSad %@Uéi)/oﬁ.{bgt%gﬁélﬁﬁ lenhzi‘gits adhesion of a

Wer e prepare
receptor zaita mmmffr-lth@tt)iend)bb temeéxcess of Amtihaplyyredaees the quantity of

d bed 0
rEan R R saibrera e G5 RS aeRb el o or s0%6, ana

nﬁﬂé ubeilyegreaedthan Qboﬁteﬁi%l(mmeasmréd]m 1 diobi competitive binding
ri ne i munogl obul i n nol ecul es and anti bodi es.
a*@%%nologles utilized for achieving the same are

di sclles®d | nAhhanfiBéBNtrhay apP! ok@iclonal, a Pobyclonal antibody, a
references.di.sclosed jn the bacg:ﬁkgun ect n herei ) .
%Oﬁlé‘Pflu tibgdy. 3,ghimesic antibo ﬁ’ﬂf gpulti-specific
aﬁﬁ&mvgeml&-sséaﬂa C&htﬂﬂ)dgf dVcafal aﬁfiixbd}Odh eauhiaﬁeeﬁmmmy, a

disclosed in U S. Patent Application Seri al
hg@mgd eaviborly) @d fidy ehyaan santibodp,  aanantindiehpis |@m§>pdy and

t /
a\ft?;o%% gtg‘Q!F’(!aé% lhg%leo‘(?\ﬁg 301%Qe g)ﬁ é)lglfhg?? Pod'n%eégg'l’evbﬁ RE Gra %Héﬁts variants
opderivativhethgrent) aither alongfor ihéarhbiaatomwith byher@mmamd sequences

oFAPALLROREA TSR S1Shi oy I ROI i o

afdttholl¥6 alsb6 IHOQIJCQS?))mde foigosings .ofe thef anhibedies sofhdhee byvention;
i ncor por at b e 1 T ..

exem OlaB' trr?ﬁ{g nts Yncilfc{eﬁfir\g '%%E ITHF%Q m% é %{]agl gbqgggg )t’ dimeric

vma)aads tegion (djlabxmyl) ged ﬂlslnmmdmmhparcmhmblt reExme(dstal ly,

ot GG ) Toe R PP Tpflies A HRGER: St capable of
s;ééi:m bagling ¢e Iahsi)mﬂﬁﬁog’lel&ﬂiiﬁ ped-t¢lbmedepr. Epitopic determinants

er-i nmu e, and the recovered ocyt es .
oot BF ERmiaE st sytoe Gonbinen ot EPUES Sk as amino
atid¥oF kagar Rydy éHkonPand filaly, bht@st.alwigsS Baty BdcifdTthré&limensional

lines are screened and selected to identify hybridong

sigqtpral chractersticsppd dirtlets sRrcHifochates chuasiFligticso pantibody is
saﬁﬁt {09 8PecPHicallyt an%s'ém &ltiRkh OGHe h&1 dissoRfafiolBERES: fif <1 pM,

e producti on of nultiple hybridoma cell Iines that
praferdblye< I(Mhanxdll regstgpeferablyc<t0 nMPAR.  Furt her,

provi hergj n, are, char,act e
ant i l&@’g&és pt 8% A%y a§§§‘s Hsecdeﬁ%ﬁre‘l“. ﬂé‘gm'ier?c‘f*lfm‘ﬁ‘d compound, a
nnmmkeaofiodemadad cafmpoandy; i 1 bidogiedl cmacranmilgcabs cif ari lRRtract made

fro z:\,moloagrl]colal In{a er}}alchal ns of such anti bodi es.




[01631 Alternatively, instead of being fused to

myel oma cells to generate hybridomas, B cells can be
wolbdeatdeys assayed. For exanpl e, CD19+ B cel |l s paryubm®07/008913

i sol ated from hyperi mmune XenoMbuse(r) m ce and

allowed to proliferate and differentiate into

anti body-secreting plasma cells. Antibodies fromthe

cell supernatants are then screened by ELI SA for

reactivity against the uPAR i mmunogen. The

superoBt3nt S“P(btjﬂm’ @l ‘@wtibiey’Sor mgmﬂdtofwnPAR polypeptide refers to a

n a ts uPAR to,furthe
Pl oA mesRod Tan e Podesl A iohruiiegi Mefiviey of
aLﬁﬂﬂ:@E I u;mﬁkdpdlyﬁe@hﬂst I ‘tB‘iolngh&Bl” When aizkd bﬁi’:’dlﬁ&egﬁw t(ﬁhSlﬁiologlcal
e ScCreene 0 el at, e| man recept ors an
fyngtion ghat fFﬁ‘é“ﬁ';&ﬁ%‘e‘ C SHViOR! HRfBFH Y5 WhaRepol SRipHige A preferred

uPXIRO BRI1G8al TRAKARY  incRIES) Ofo GikBmpRf, WHAR infitk&d &8t adision and

determine species cross-reactivity. B cells from
‘%@F‘P§ contai ni ng anti bodi es of interest may be
| 01§ d4) Z € A RphmtR{1 oﬁeﬁehg&d%erélﬂcl'éfgfsngofw %1&19 that is
make h brldonas either fromindividual or from poole
corsidesed @ manyyal; rﬁre@rabéhtb@mmm&hs)hummnsf ection by
kno rt I
s t AT Pl XHREBOREY Ve B odein, spais in ewo
ideatcalt amigeartindiogi feagmunts ltﬂwvn dboi asadFstpécfnagmnts; @sd a “Fc¢”

rethntsolate n fI.Ch tlc
bl Haebii0 S Bt i MENTORREE bk g R i rystlice
Digdstion &f adtib&Gdies withAh® 3115}8146 p@ﬁsﬁ‘nl%ﬁ)té in theed Feab )2 fragment in

gtedforl is are,pre sh ed bl ood .
wiit B Pliprags of Becamhi bl ol rule Tsiaass. Giibed 0 coniprisa fwp antigen
birdengd)4i€S £ MhE FOdb’ R Rrp@dnk hediiht UbRitE @NEkslinkGnfigas M
cells se retln the i nog Ioeglln of interest and

conpll IR pOeRatsEg D fraciethenBy gt ey fragmeapp of an
aa%aﬂﬂaﬁaauﬁm@@mm% Pt BHRARY R at ed

lysis of the sheep red blood cells surroundln

pl ask@l47d| | “Tab” when used hergin wsifers|te afragment %fb%‘b .amﬂaody that

c&haﬁggg 158 |cbnétint! d¥in£if U dhe Btht 852 afd the €# 88main of the heavy

I sol ated and the genetic information that encodes the
ckaiecificity of the antibody is isolated fromthe

si nghkgi4¥asm c e

ol | ST O PR Do sl HGE LIRS Kkt of an andibody
that o the ghaialleds ziunrptmaall kihdieg meglqﬁ nshuoiantdm@boans i body can

be cl Q r

[ nsell(?ﬂ?ﬂ nt o ateg-{?l ?’g‘gP DM@%;)%%PSISOE.IS glr?géei#l%g;

pref L8]y a“liposame’tabaetsed hanc)h refersatopc &Hhifl] vedicle that may be

B R AR et B Bk Pt £ ReRB plfhrpiep gfghe invention

ocartibodiethe sgehnat ait &R pbgqiepﬁdecm iaaindle transfected

cul ¢ B 1tk stabelS 5 i hinarete fo Qi Elfion of

depaapler ndicty ftor a ;ﬂﬂjﬂkfdpﬁﬂe t fAN&Ldrhple] @NradsRhiRg! fdGrescent label,
t r ansf or mants, or anpli f rlzge f he genes encodi n t he
eRfymatisglabel, a’%ﬂe'égmﬂrms dyeRer Riotiny],grepy fkadioisotopes or

rddi G A8ss Mayt ielulde Ser 'y biNd ohgsOwe P hlgn! 251? @y, ﬂuoresccnt

heavy chains with fuII human kappa or | anbda

labplsi ray inglude, gpdaming é%‘t‘h%é%l phesrhiors BHELES sanﬁmmmatw labels
&2 Q&d%?ﬂé/rs&]aafsﬂ ?S Ridisd lB gﬁﬁétg agée ﬂ}éyfefgg@' an|§alme phosphatase.

ies can a be  of uman i sotype
[ nCI (M-‘ﬂg | gChe tefime plhatmdnediicad agpmstssks daShug:ki herein refers to a

GRS P S RESRELD Pl JATR SiP orec

solid phase and sol uti on phase techni ques.
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Anti bodi es possessing a KD of at |east 10"11 M are

preferred to inhibit the activity of UuPAR [0166] As

wokdoh/1RReAPPr eci at ed, anti bodi es can be expr esgegusiner/008913
cell lines other than hybridoma cell |ines. Sequences
encodi ng particular antibodies can be wused to

transforma suitable mammal i an host cell

Transformati on can be by any known nethod for

i ntroduci ng pol ynucl eotides into a host cell

wirenl pmbipngy a‘dministeacm ltee a patcdohgi Qthet lehempditynterins didreia are used

into a viral, vector) and.rransduygi .

cosr? lngce(1 Ico vetnﬁm??}leu%gfz us Lh rar\%/’eﬁ %F?mBPh%@%y 1hie MeGraw-Hil

Dieddvidre of Chiamidad Tecs @RarkerpBr) Bdy, MeGraw-HillaSan Francisco (1985)),

exenpl i f b Patent Nos. 4, 399, 216, 4,912, 040,
(ch9%rqg<iﬁergﬂﬁby4re§g§n (whi ch patents are hereby

I ncorpes3t ed Axaised hefin, r‘%ﬁl@ﬁzﬁﬂﬁﬂ? pu}_fh’eméir%' il SbjBRLspeties is the
procedure used depends upon the host to be

Prodomipgnt segciepichgH{1¢- oPn AiRelaghesing is mere abpnsigstthan any other
1ﬂcﬂl/wﬁﬂpipﬁ9fe§ G the! dAnthoSRITHR! dnd'breldbdy Q%ﬁbéﬁﬁltlaﬂ?%‘ﬁﬂieh Fraction
he art “and include dextran nmedi at ed transtfecfion
I%alcemmnpﬁ@ syherain thy ebiegli sPaeied AOmprisspLat deast abeirSftrericent (on a
t C t
nté(%lgxgg;sss a(ﬁ)igln i Fbtngcme&g%rl %}}éae ott:sl% £ E{eﬂ&%? 5 gg%stantlally pure
camgosiitipe wyill rhoopoisa jneare ithem atfout 6 pBNAnt of al mactcanoleaaar species
007(120693 PCT/ 1 7 o
PSR ISty JRSE RN fport W anatE 0835, s, p5%6. and
98bownMonst tpnefemibty, athd  objeétu sigecimanis pmnﬁed abi essentiad| homogeneity

| i nes. avai | abl e fr t can
COBIrRR TPkt Beiot Bk oR a1 RgRUb SHtBpOT o PLbfntional detetion
ntdthedsy evheéinsthe rcoﬁpﬁ&kxoﬁm@@klsmbéséntlmaf aadihgle rhadrymolecular
hanster kidney (BHK) cells, nonkey kidney cells
SPREB), human hepat ocel | ul ar carcinoma cells (e.g., Hep
G2), [bvsHn  aBE kil fptickidRaNddhintdl dndl, veldithagy SwHjBRs.
of other cell lines. Cell I|nes of particul ar
oreference .are s Iected th - detern1n|ng whi ch cel
ansApubodies 2 - I W&ESand produce
ant i oﬂsas WHdmasloax&mddﬁsl uanu R oN dhé) probieme’ dss@siated with
[0168] Based on the ability of mAbs to significantly
apbedies thab PRISAI MYERE OF {3} ‘(aaléb'aéwéffgtqoaﬁtéat Jegiqnge 1he presence
oEXRIBAnE 6} Aleri tESB 1Y édhadaEd ik rhpill @¥rance of the antibodies
t herapeutic effects in treating synptons and
o Gaftilepdl & thergeaaration 9 R dmmImARSSPORR #2adnsh the antibody by a patient.
Jﬁrbr&é}eﬁ)' Lvdid QHPQ&‘:'hEE«'in? of iGN bt ?é%ddé%ﬁreé%tm%&ﬁ dfully human
erein relate to t treatnent of synptons resulting
aftibgdiesPed® be dgnerdted ghroughibs iintnoduction gifofunetiehal human antibody
l(’)&tl Cglljf)ﬁéxﬁ otcﬂeg Qﬁ‘&dﬂd&ﬂ OI{] [a%rggl] sdo‘?}?aq .rtgé Egdérﬁ, 3RRE hﬁa{mmal or
aspect o e Invention there I's provided a
aphmﬂummhmbsﬁaw1nmmpnmuﬁmdnsconprising an ant agoni st of
t he hj gic act Vlt of PA
prar AESAP; cBor TRt e Bonertifdou Wfon prsinicsf poan the

ubd 6f NehaNassT strzﬁﬁfrbf inSies tigdl hané |blaad¢ngxﬁeﬁed do ra;gntaﬁh up to but
her _as ct of i nvention hhere is rOV|ded a

1%33@%&88? aqﬂ% inei enntieyFrsh fragmegnts P Wsa}ambew chain

l&ﬂl@ AAdOtapgh zht 3RdihMbévs. OFee NBNdez @NEN. NVature Genetzcs 15 ]46 156
arnaceutlcally acceptable carrier. In _one

enbo
(1999) appd gOFRest and ofakiobewiss oh &wPi Hder) . lFéfﬁé]“% (1998) The
x%%wﬁ?éﬂtwﬁg A}@%ﬁ%ab@é fro rﬁf’%é“‘* b EQ? AESRCENGN Of

pati1 ent sanples a ccor |ng y are uSeful as
d| agri@l;ﬂ]cs Tbe mé@qm of ahe XenoMouse® “strains of mice is further

discussed and delineated in U.S. Patent Application Serial Nos. 07/466,008, filed
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descri bed herein. In addition, based on their ability
to significantly inhibit uPA activity (as
wolesmnsiepat ed i n t he Exanpl es bel ow), anti - uPARCT/US2007/008913
anti bodi es have therapeutic effects in treating
synptons and conditions resulting from uPAR
expression. In specific enbodinents, the anti bodies
and nethods herein relate to the treatnent of
synptons resulting from uPAR i nduced cel |l adhesi on,
Jaruagg 10N 1890, 07/610,ac8)! filed aNovengber! 8,1 1990, BUIKIRR97, filed July 24,

SRR G b8, A AP s, TR 12808

filev AR 27E | 993 03333935 eﬁledlml@ ng941 qmwinsiwc ﬁled January 20,

oS EIER, 038 e oS4 RO 0 Tg g Eleg oo, T89S Faiaca, a2,

fildd Yi&le) 5.C 059, DRMS3, 1Y FRE Jddd"Dr 199529i8f462,837S EBRihe 5, 1995,
cancer, Erostate cancer breast cancer ovarlan

08486853, Bleddupe 5S¢ 195 08/486:857. Bleddane 5919%’9@ O8486:82 9, filed June
e t c e

SEARRE A, S SBleg S ROPECnra811S3 GRRESacBEN 2, 1900

08/6758&20 fried Reveimbetd B2%n Y-8 b@lhetlmé$%/0¢%820eﬁkd ﬁ@pvember
e in

265 ROPF SARCLES, BRERENGSTENTaNE b S0 G P o605 181, and

Smérﬁaﬁemﬂl Jnapmhse ﬂ?lasht Ns.0h 0681 d 8¢-@&2n3| QﬂBl iﬂﬁsB{? (dhd13 068 507 B2.

i pent s i nvegt | ude st
58 é’rsr?aggulpe%%lpa grﬁrﬁﬂ E?l%%g%&aﬁqr grﬁg u%ﬁfhego{ﬁn&lz 1996,
Initbuiatiomad Baerﬁtuhpghca:troaablme VO 9402603 £ paBissheSuitebruary 3, 1994,

BN A BN OL BB APS. FRaBhedBONS: 41 3996, wo

9pat4893 ,0piblhed oGt 11 omaMWOEOOHGBl@x@misHed PReerbar 21, 2000.

UPAR _is_a vated fi - UPAR
% FAvESS of %ﬁcér%fﬂﬁvr%ag cue aa@aﬁataé\&mwﬂhw ggferences are
h@l‘éb?mdok‘pdraféﬂmytrefb?&cemﬂleﬂ* éligétgbl y have an adequate
dur at on of action to allow for infrequent dosing in

humad@1588 pr &1 0dge RltsmmattveonaRFroashs | GNP | mglng\r,g f §renPharm
Ihteationd1 SHIE Hava e 1iPRY § “RAMIGSE Bhprd@aH. Nth feRbESs Mproach,
alternate parenteral routes such as subcutaneous or
an greganeys Ig focuk iy mémickad througipthednelupion of awewens @nfliyidpal genes)
ﬁ%ﬂ-{‘tﬁé Cl?&?st Sfhys| Bhe B é Sy $hhel, dde’ @rh8R D :@Eﬁ’é&g Bne or more
er|I§ tratlonrre ranes,- prior to or fol Fow hg
J;h gcpﬂs, laj matqomtaahobglmewdsxsualm aoyecarid t:h@tfammbod;(preferably a
g%]ﬂ%a%%%&ﬂ{j}é Forn? 'af@for#:éd \Mtu J&Ssé&& & ma&'txox %}Q aL’n'ai\‘r:tgal This
ormor-in S8 erap Suti e ant ositions
agvmwlaisl desaribedimUell Patcro 1‘&0 $56445,80heo Shm ng ala and U.S. Patent
ekl C t X t
NS 515.451183%315562? LA &Eav?hg'@?%aét QiR o 01430, 5:789,650,
518&4;3|16yﬁ,87?),897,f&87432994|aﬂﬂ 6;255 4§8Cdach‘tm Boxstte@maﬁd Kay, U.S. Patent

NB & Piee e s B Riskele 04 BRMoTr Guatlesumgi2.205,

skmowe7, ami b789,216 19 Bentﬂjet&ﬂlt laaa 08. P%H?JNGFS 643,763 to Choi and
I ntravenou Intra I i ntracerebra
Dy 0, CEHP BT IHERREeRA Ao PRiehb APPGFRtAN Sérial Nos. 07/574,748,
ﬁldat rAlguee a9, mnal ert/5¢51992 Iﬁu@d akﬁgaisprmﬂ wgﬁ eawsw 279, filed
rect injection to a tunor_ si l9g¥ sust
t

DFé‘T‘@B%‘e%y%?%né”é%ﬁrﬂ%e@‘%Mﬁh he @7[58%0% “fled June 23,

mzsf 67/05b 86601 THRERBer QB I1@99uaisyo§3¥131nfﬁ1%uonp9r Y 1993,
bol us |n¥ect| on. [0174) An effecti ve anount
1

08/Q06 763y tiled w@%ﬂm&m@swelﬁl%a{wymm |18 183 08/161,739,
il D%zsaﬂpérea Y96 61964 BSY aﬁ%l-:lt DEcMLCLd, VRD3 td%ﬁzéw 741, filed

route of adm nistration, he conditi’on of
Meseh 8ml994fxctb9 disclpshses qftwhigh greheteby dneasperatedeby reference. See

therapist titer the
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dosage and nodify the route of adm nistration as

required to obtain the optinmal therapeutic effect.
wonyprealdy, the clinician will adm nister antilodys2007/008913

until a dosage is reached that achieves the desired

effect. The progress of this therapy is easily

noni tored by conventional assays or by the assays

descri bed herein. [0175) Antibodies, as described

herein, can be prepared in a mxture with a

a{sbaEm‘apmt Patentl No.a@ SdptB| Bl chiternationall Ratent H&plphpaum Nos. WO

BT R- 0 o6B905". MR, Wiy WH S2aeats Y0, 9312227, Wo

94/10066@“?\/(]194/35)585 (W0| 1144 38, WGF%IABS&Sa@d WQ 9824884 and U.S.

PRONCRR: 398775 e B e oy oF whigh arf DERDR IbtBp A By Felerence

ird el @fliretyh esvaezydmhw Taglot ¢ ax/sue«m ctaﬁdnyez dlh€l993 Tuaillon et al.,
t herapeutic¢ osjtion shouid be st

1934 59*!% f f'ée‘%9r=?’ ORbereA b nf 194D, ?Y&%fé;ﬁl a&l%"@om Tegillon et
al amlgas) FishwiRDa &1, F@D9@)ihed §iQLIBRIrEE bY whidhfardiiRPddy fn¥erporated

These Conditions are known to those skilled in the

by referepeg éfqhylr egdseiye fornul ations of the conpounds

desc& B@j’ 'ané‘ra‘fsopaéﬂﬁﬁs%‘itefdo{hes leFflfonCbf human antibodies

adm ni st at|o y m xing the conmpound havi ng t .
frogsinicednddyelaghsfugbumicracellifusiopHargemiengs iof ghropnosomes, or entire

e XCi p I bi ] i . o

PRI TS ML oA P58 iopin p Ak ARSI 25
ankb stije 964 dhe abisudesviresatof owhichnpleohetbyaimdtorpachtadleby reference.

P 2 s PRSBIRS FrEe B g e mice

“&&Cmbarex’aﬁhﬁulobwlﬂmh&l@pﬂn&fe hatveibgbh geheated! Mhesalavide possess

ten re3|dues eptldes S. pol yar pr.ot ei ns,
the hymanslg H HITBRANT, 0{;@!3 a@i“ﬁ mgF aParﬁﬂﬁ gi‘ﬁ’ RgHhithgansgene of
tHeYGEriiRRith infic® KR eBal UCIBnig St@AlCes rmlopyn .ohiignone;

an1no aci ds such as IyC|ne glutan1c acid, aspartic
aci d [0101 arHrmapean aCeha P e, d8P§%f%cthar‘Pd‘é’§° methods.

Séﬂ&l@teﬁ%pfé@rlhﬂmlg Hat @fe hHCliHeddo gﬂiabéﬂcﬁ’ﬁﬂay C ATt Morphosys,
derivatives, glucose, mannose, or xtrins; chelatin

DygerBiosite/MedarexpBspma, Symphegen. AJRsion (ﬁmvwrla(sl’rﬁhfﬂm)o%fﬁmed)
jsodi um and/ or
“ﬁé%“ﬁ‘g‘{n?%ﬁlg{] F?g‘g?anﬁﬁ%éﬂ R AE %B'It'l\?\éE[lEN PLURONI CS or
pol yet hyl enegl ycol . [01761 Sterile conpositions for
P}n aJ%B%Q G2 Q%sfornulated according to conventiona
—ﬁﬁéfnateuggkag—practlce as described in Rem ngton: The

Sci el[ﬁ:h?lamd ARtibadies e apf dédoeberhcheréinDt Wered ,pr(tpapq:d nthodugh the

oflatiof it e, RopORbRat e bip Gk i Sessaited belsi, SHHRHfe ghen, are

cAPABITRE Prbdiscihg YhuneC ﬁah&hbgosanﬁ IBbleGMEd aaa ¥eibddied and are
naturalléppccurrlng vegetable oil |ike ses

it e BRoucHieRal Bhring rlmgngvﬁ{qb@lmcmpﬁwﬁﬁs Ao antibodies.
Tlad:l'ii%l(?én@ﬂtxl&'ea FbCacievikiEthk iskife ARY disElBsedGhith€Patents, applications,

Buf f ers, preservatives, antioxidants and the |]j ke can

anpgb refereneqsotisalesed indthe barkegouns sectiephetrinhin pagisilar chgwever, a
pREGFLd gfﬁbO(ﬁl%K? of Bdhignl {n%ﬁﬁ@ﬂ%r{eéf fifice and antibodies therefrom is

sustalned rel ease preparations include sem perneable

dmltolsq:d:mon? RastritApnlietiph Soiial Mo 9&@5%6@@@@@@@%3 1996
R H{gﬁg@&; ?Ftﬁs%gg,gns%w NG WO @s/@bg,gﬁm;@mgmémp?%s and

m crocapsu
VeQAAHT6G3d 65 peblisied laatemhces’lh 200Qdide phiscjesmsiresr of which are hereby
hydrogel s (e.g., poly(2- hydroxyethyl-nethacryl ate) as
descri bed by Langer et al., J. Bioned Mater. Res.,
(1981) 15:167-277 and Langer, Chem Tech., (1982)
12: 98-105, or
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pol y(vi nyl al cohol)), polylactides (U S. Pat. No.
3,773,919, EP 58,481), copolyners of L-glutamc acid
w@ng7gaosmm et hyl -L-glutamate (Sidman et al., PCT/US2007/008913

Bi opol yners, (1983) 46 WD 2007/120693

PCT/ US2007/ 008913 22: 547-556), non-degradabl e

et hyl ene-vinyl acetate (Langer et al., supra),

degradable |lactic acid-glycolic acid copolynmers such

as the LUPRON Depot'" (injectable mcrospheres
inmmmsted by refeodnce. a&mlagbylywndez xCiad d,\laqwleyﬁ’emetamdls 146-156

aC| @%B%?]ﬁ&%éga %‘bf?%? rpm(zz'téd rréf I %%,gxg/ butyric

et hyl[ér&2]vi nfThrought theeusendf | sach [ teclaml@gy, gﬂhylyohmmaraondnoclonal
abl.e rel ease of .nol ecul.es for ov 0 S, .Cer
et fooh FaESel SRS hAYe HAEn SROIIER. (FRUNALD d@oMouse®
1iHELHE RICARE Uil Bz WitR Iaasanhgémbmt&egtft[% gb‘&fl)&li)o[ymﬁhatlc cells
long time, they may denature or aggregate as a ré€sul
(weh @z Brsall® are reestveradr fom: the dpper-framunized gnica, and &@srecovered
t I
lﬁﬁngm cg{egg!!rg "ﬂlsea%'tﬂ'a Mycfl&gt t?gé %Eﬁ’ lﬁlqu ﬁﬂ%e 'uﬂmo 1 Pgtr)ndoma

genicity. Rationa tegies ca devi se
cglt boes. nThesabybiidema ofll linkspan démepagirndtrelesteditandemify hybridoma
' Y I r a
e R B pfeRlic i Aiibodies speciF 1 HE ERIE 3P BRI Rded herein
ateh mnnlyrbdsd farultlie gheodustien céfa mgﬂtrples hyplriidanza tdetin hmssy thm produce

d b di £yi d
A Pl B SRR RV IO B¢ shrgigrization of the
amfibosliesr ;ﬁodweﬁelryt such el gmasn ﬁhﬂndingtrﬁlc&dddé hid amirnatid sequence

veIo 1.N eci onp05|t|ons
a'[“’gl g]?eél ‘fl lél’g Oééﬁ%b 98K al so i ncl ude
pr epqom:a] onSAquaﬁwal§t ais&aafoftﬂémgaﬂise@&dmy&w BélRGol gbnerate

suitabl e formul ati ons capabl e of rmlntalnlgg[? st al

hybyidamsse B cells cambe é‘"ﬁ?‘@b&?sét’?‘!)n§°m?éﬂmip cells can be
iSRRG RN eym%une Jn@%dsﬁ@n GRLY HANRSRY q§ Broliferate and
sust ai ned ease effect er COHDOSItlonS al soO

differéntiie Imposmmbﬂy-smmrag)midsramt tdbbdi edntibpdies ofrem the cell

s{iRRG L A B B Bl B RS ARE roRU R0 78RR AR pmunogen.

Thé supdtnatants rhight alsAdinscr&med fblSknn(uhB&‘éktlﬁiy 3gdifst FodPments of

wb ¥R Birss pharchecaisgin: apbies 7 vingingytodgmaigh of functional

intek3stBOuP AR 2 Tﬁéhntlbddiaﬁﬁhaﬁ alsB&TeQ;ﬁfeeﬁ&DblheﬁfdlzﬁBd human receptors

118008 tg . 485, 045 and 4, 544, 5451 and
oSt Aoty B4 B9 ESen A8 S0 AP PRIRECRHE PR dypmomolgus monkey,
otftﬂdilﬁyhé%t bpuPARr the QusY @8 defdrim®iY spddids &1Bss-RaAt@Vity. el cblYs from

t he attending lghasn cian taking into consjderation,

wEHs jconimng (@iboRics af intesestorpy be Hamartalizad By arigys methods

incREdingE ARG SRVIRAK MyBHUbn4REthef frohSRAMN dud! OF Yol ;p%‘l‘ed wells, or
sex diet, tine and route of adm nistration,

byrindpetian Wia Eme%trmfeqt@névdmovm intnemlizinggenss and then plating
inlQffaBREMEHA. ! )‘\l@t'r{a%i@tﬂ gféﬁgﬁﬁrﬁa Teis Q@crgt%gem%gfés%th the
either in vitro or In VIV 101811 "An
desired spreificiiies @re then isolatedusingoalUBAR-sRasifid herdolyse gilaque assay
e eu a p [ )
(£ 196 exRpleCNBELob S BrebWall, teu, S0V, 93043-48 (1996).
CQ@@W&@%Q@' 15’@3’ fauSpREAGI9 S3BecH radhidood gelds (FRBCs) coated with the
uP ﬁlﬁlt%&;atl on, and the condition of the patient.
ccora ngly, it is
[0164] In the presence of a B-cell culture containing plasma cells secreting

the immunoglobulin of interest and complement, the formation of a plaque indicates
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preferred for the therapist to titer the dosage and

nodi fy the route of admnistration as required to
weklaiedhe optimal therapeutic effect. A typiectusmbi/gnssis

dosage m ght range from about 0.001 ng/kg, 0.01

ng/ kg, 0.1 ng/kg, 1 ng/kg, 10ng/kg to up to | 00ng/ kg,

1000ny/ kg , 10000ng/ kg or nore, depending on the

factors nentioned above. Typically, the clinician

wi || adm nister the therapeutic antibody until a
spiosfageP AR -mediatetl dybkis bfitheabéspered dladukecells siureundifig gt plasma cell

h f ' h ' il i d_ b
ol sk O R R cn o
isoldtéd hed apppaitiat ieforidagion ahan ericotesatheospeoificitiesfaghe uintibody is

.entities jjn .accordance wth.the conpositions

bt TR B ST el e B BaPersCriit, Bjcared by PCR

(RBPORY She EXCAPeIdding BHedhedviyesandGight Shdii adarRbl regions of the
i ncorporated intqg forpulations to provide jnproved

aptibodyrcap be glqnege Spch cigned A4 can then befurthgrinsertrdsipto a suitable

ek RESSUALVEQDS prifacdbidl@ vEcRsr Easadtil SuchPRAVE §IcDN R2&IdRS preferably
ointnments, jellies, waxes, oils, lipids, lipid )

sychaa PeJANG vectemeantaipinectha cansianiclopeaing p immypglebykin heavy and
ligfatp Qﬂa(:i‘ﬁ.t 'O?'F%? %]e_ng'&t?écf ngbtgg El:t.«lf':fs‘izher_l Wﬁ?ﬁ%&r@gﬁg m)éto@ells, e.g.,

st es, wat er and wat er-1I n- ol emnul s1 ons,

HEK293i eehls, CHE ool rand payiltyeednip) eonverfignad inytrisit yeadia mpdified as

no| ' = SOl | m - | @le.:
oA g YRN8 J el SrrBRmeB et i
genesteucabngrthe desiredipgmueneasat e i n treatnents and

t her api i n, accordance.,.W,th th Lese iventi.on
or oy RHEET ( pat EROCrAL rupSies nrafuddli B the e hyPdomas were
hiusan G2 heotyi chairsdviy filltychunhaor kappa or tamtadadight ehains. Antibodies

for, tion is physiolqgigally c ati bl e.an .
agiBr riethpprsebn Bumpp JRG% dreel ARG ooy b 1802 ey chains.
ARab8diE€ lcalP-alsoPB@oTeRBer hEhn €308y s MchEBNEIBGTENThe antibodies

the need for preclinical guidance " Regul. Toxicol.
peasgsske begh alfinities, typically pegeRsying aiah gf fom about 107 through about

101 8P | B @] WheRNHlestaVRl BPIBNE PHass @hd Cgomt%egﬁhse techniques.
pharmaceuticals.” Int. J. "~ Pharm 2 -6

ar : _ 03C1-2) 160, .
Anpibodips poysessivesha \KEP 'of japlegst 107 M 966 pr: {gsinhibifthe agiivity of
“gé g delivery-sone energing concepts." J Pharm Sci

). 967-78 (2000), Powell et al. "Conpendi um of .
exci 066l s f As widl baapprekiateds antibadiemcan pp&xpressrsk in cell lines

i glec : - 31 . i ' - b
off S Aldonys Epifdiey™ 'scpldiCE BROULPFol iy Sfbodics can be
u$eglr toutransfoms a syitabls sanenaiad kst cekbr sTrapsformatéamcamp be by any

har eyt 4 c ] S s ratJ
BB PR 4f Bl Red i R EL B REASER, kel for cxample
pickagingtthe puBmnticleatideih & aived(ovintoleeviea tvievtotr )yandofrarisdecing a host

o oty oo gicks o Seted b aSEGST PrORHGES ey e, as
ex@mplifidd 8 WS/ OPalednNobOHY99)DI6;1 4,852,040, 4714Dj4b8y add 4,959,455

Suc nmodal i ties_i ncl ude, hout .l im.tation, _advanced .
CHNER SRS it by GEOTPRH Hereitn #V\BLosBReeI yBRG 5 anstommation
piIeddlS2R0d /dePERIESupdA SRSt to- b@kahsBHh&E, Methods for introducing

I mmunot oxi ns, and radi ol abel ed therapeutics, single
hefsrrdogpus pnlymyisdRosisles apfoi wamynalipa fitintese wallc kngwn dn fth art and
ir{:cﬂ.tb'e' d&iAR-hédialed RandBRiond QAR | fHdsPHhate B7BLibHAIon, C})olybrene

therapeutics, UuPAR binding domains in novel scaffolds,
medinted Heansfsicsion, Rsatoplasti| @siop, | eleqteaporation; ensepsilation of the
PRSI S in | ROforae ahd HRL Ao cc T Rnt DA fnig pucle.

t herapeutics, where conplenent fixation is a desirable

attribute, it may be possible to
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si destep the dependence on conplenent for cell killing
t hrough the use of bispecific antibodies,

WO foynebexi ns, or radiol abels, for exanple. [ Gk&8%052007/008913
Bi specific anti bodies can be generated that conprise
(i) two antibodies one with a specificity to uPAR and
another to a second nol ecul e that are conjugated
together, (ii) a single antibody that has one chain
specific to uPAR and a second chain specific to a
secon@16¥] ec Manmatiai icell) linessavajlablecdsahostafion bxpigssidratre well
has s ficit PAR nd the th Lecu
KB BF s uf b il OaRP iR cos T RRY FailaBié hom  the
AmeticdnqTgpe tCudturaiGolleetion KATE@CT), flmludmgr’mite)otllhmted to Chinese

"B 1o R <Hlb 180 el B i g R ol monkey

mwyacelan@t:q)ﬂ), HunieC hépatoost i tar (dakdnhoxﬁ@ €ells de.g., Hep G2), human

epf@%‘z‘%f ey ogrpetissind o mambet oh aﬁseps selhned éeﬁinfés@f particular

pPREAERNES akd)8elebtd \MrouBR | detéflihing! Whith r&ﬂeﬁ’ﬁé&r Rave high expression
including, without IImtation, CD 16 CD64 (see

leveds andprgdige antibodieqwith conybiye yBA&mnemgwyerbes CD89
(see 7[ﬁ) 68): VHa8Ld b7 &k ity BF q-Hﬂﬁgqus‘f fiéladn(%% neutralize uPAR

(1997) [01861 In connecti'on wt ot oxl ns,
aghivith déé edenoenstriptedrrindithe eBxarppleachelow),i thean cmntibodies will have

tfgégééééﬁllgcn’gff{eélg qx%gﬁ n%u%&{?'%a (i 4&)3@ gg:tgi}ﬁm %om uPAR

eapmssibh.Sln E]aﬁoeﬁn emdbodimeh®s) ; tl‘.r'EQaﬂntlHoﬂlesmd nmhoduhetbmhelate to the
th t f di be tib
g o br BB s Bk PP AR Pl 5T pafifiahy invasion and

imﬁ&knahngghﬂuhgjques that are well known in the art.

See . Jun 1s et al, in Cancer, Chenothera and

Bi ot H@l‘gﬂdy 6?&9%8 ing £y apofher gspect of, the, upvention "b‘%ds provided a
pﬁﬂﬁnacehﬁ&ﬂi 1tB%V&ﬁn16r1§9§)ah st Ser ﬂﬂleSbloR%ﬁcféﬂFtactxwty of
Nos. 4,681, 581, 4,735,210, 5,101, 827, 5,102,99

uBAR; gy a phasmgeaptically agceptable; caygier.  Igng FRkedigieat the antagonist
c&%ﬁz& Jhﬁnﬂﬁh& fAEBditg RAINTRIE: abiRict BEMe BV &tiBn 'irl?éfe Reprovided

applied as a sole_ _therapy or may involve, in addition
at pharmaceugisploeaTaROSHion peMpHsiag ENGMIagonisy o the higlogical acnwty of
LPehR
TSN SRS P10 Tl i e
cﬂmemndbdnntl tunor agents: 49 WO 2007/120693
PCT / 7/ | t
ant i tﬁ?ﬂﬂf era ?\1/'2‘7%& %’Hg’o@?asf“ < u?fﬁdlgén aﬂﬁ%l detection of uPAR in
patierisi sesbples) santlhacoeodinglys ates @sefuh alsredhlagmdstlomdbf o:gggase states as

k t f
RPN B najRl Phed 5B | BEK CUp R oGuE FieRP b dppibic uPA
adtivityar(ds demitdnstiadednin ahé OFeaiiples |belcbwl)§ Uafth@PAR antibodies have
de and ni Lrosoureas); ntiHEIabolltes (f.or

t enpnzal a
TR GURE? B RS RRIPRS| 2 Fonggipgoresulting Hom uPAR

ekpressiony In spedimeembodithentsf teodrRiboaies land skth®Baedin relate to the
raltitrexed, nethotrexate llblytosme arab|n03|de and

QR i SRYPtomS TPl HBE fEOrR i ladugadypelb pdhesion, invasion and

iRPHcBNAGY igrha@itnd. | KPurdflr| &¥&dithent GRBI¥d Rising the antibodies and
doxor ubi ci n, daunonycin, epirubicin, idarubicin,

mﬁthqmyéﬁwn@ed d'a%fﬂnné(hyfé‘raﬁ eglh adhesiorrmpand ninvasion-related diseases
irftRdi hesf%nsstﬁg&fg sseé [ Qkn QX 2HRY o}ﬂange.aﬂyéﬂ'1%g%[-46ee¥enon-smau

Vi nc sti vi nbl asti ne, vin eSI ne and VI no
celhdung eances, |gliema; depatoaeithlan (oves) sawinbm| birroidstemor, gastric

(stomach) cancer, prostate cancer, breast cancer, ovarian cancer, bladder cancer, lung

cancer, glioblastoma, endometrial cancer, kidney cancer, colon cancer, and pancreatic
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i nhi bitors); and topoi sonerase inhibitors (for exanple
epi podophyl | otoxi ns |i ke etoposide and teni posi de,
webpmaatiene, topotecan and canptothecin); (ii) PCT/US2007/008913
cytostatic agents such as antioestrogens (for exanple
tanoxi fen, fulvestrant, torem fene, ral oxifene,
dr ol oxi fene and i odoxyfene), antiandrogens (for
exanpl e bi cal utam de, flutanm de, nilutam de and
cyproterone acetate), LHRH antagonists or LHRH
cageni Fhearftibodiesxamphleo bg asefnkini theating wpl @dkésion amblor invasion in
userelin roges ens .(for.exanpl e negestro
e PR LR Y SR RO SREND | o e
anastrozol e, letrozole, vorazole and exenestane) and
inhibitors of 5a-reductase such as finasteride; (iii)
apeytic. 2 S 2 OFRUAaNHl e ¢c-Src ki nase fanmily
i nhi P1t7ays  EibBdiments of the invention include sterile pharmaceutical
4- (6-chl oro-2, 3-net hyl enedi oxyani |l i no)-7-[2-(4-nethylp
fqr@@}ﬁ@pﬁ of anti-uPAR antibodies that are useful as treatments for diseases. Such
f&{—mﬂd%ﬂ;‘y%érdt RiHiBie YAE OBMER &1 UPX YRUig %@L%P uPAR, thereby
AZD0530; International Patent Application
effagtiyalysreating darhalogies|conditionsrvhpgel fritexgmple? s¢rgnf gr tissue uPAR

- (2= ) Rl RE s T P :
S PrPGYRY T PRI Doytodicn pryferahly popsgsqadequace affiny to
patanthy kenibitl aP Ag asd piaferablyBise 36 46@2Gyatd duldtion offaetion to allow for
. 2004, 47 .6658:6661), ,and netalloproteinase .

it s FRBCRRN: ot HSIOTGR SRR, § BARE it slow for tess
fraguant aAad enor kasvening dosiag tsthvalubes hyedeptane pareneralaputes such as
i,nhj bitors .of cathepsi.ns, inhibitors of serine
“ﬁFB%@3§5§”FBVmB SVFEYY pt ase, hepsin, uroki nase,

if nhi [l)lﬂ?] S O$tedlb€$‘&ﬁﬁlﬂﬂl$@)s; cdd \b)ehi:ﬂ&biebj tfor examply; fbgtj Hiltration
actor unc on,: or Xanpl e suc Nl birtors.in yade

thaoughy 1$tarie ¢ éiﬁagﬁvi BlsaREanesn PIEF ol 1Pt g%'?fawnse&w?*&wm and
re2OnsfuER0S! 4R0GIBoRET THS AR PO 8R Barilf RilIRAtefed(ihAfophilized

exanpl e the anti-erbB2 antibody trastuzumab .
formeeiciptalution., Therapentin aotigdi cemposBiaps peReelimasgplaced into a
cdliEind@Mdvissy  Bediledfcba5b, $61 eI anlifrNenbiis sél8BeN bag or vial

and any growth factor ‘or g;omxh factor receptor )
hawing poadapser thatsalloyeagtripyalnidhe Srmaylationy pugheasi a steppes picrceable

| - , 2005, Vol. 54, ppll-29);
by i hﬁﬂﬁﬁﬂ%ﬁ {A@%@%@k&gy o pp )

suc s al so I nclude tyrosine kinase )
i nhi 04731 s, The roeteaeiketibodyi bdminisiragiont iseire prefud nwith known

h_f fan ) i .
n}g{h%\% eg%ﬁnﬁéacélé)%%#ﬁf%tﬁ\%ﬁk gﬁ(qgﬁgi\gegggf I%ntlfaﬁggltloXeal, intracerebral,

yrosin ors su
inMafisallan intrabehilanpintahsterydl ) infrathecal, inhalation or intralesional routes,

di?%i?ﬁ%é%[tﬁoﬁ%{oség’qﬁ@'gﬁke[ 8Pk RfebEAN lfcialggs%:oslyis@h%'a%rﬂoqu below. The
ar¥ibiody ¢4 ﬁ}éféthlribreﬂyﬂi%isf’ir&} dirsitoust) bpfnfasibooy bybbhaajection.
-4- an erl otipi csl -77 .
o ac ks o EBie P! £f JBTBIG AR op. cmplayed therapeutically
wilbagienl] fﬂ;fék@:ﬂgky_)lpﬂy g{é&ha{abiutkl-qc&ﬁédﬁ'lﬁ/eé,%g 183 pf adrhiiidration,
tyrosi ne Kl nase I hhl bLtors. sucn .as atl.nin, . .
onid P BPPHON O e AR SACCY BB Gvie RrS{Emed o dif therapist titr the
désabé RinHomBdiEy thBeropteabs la@ininiSkdtiondad kejMifedf RCbBIaIn the optimal
famly such as imatinib,_ .inhihjitors o . . .
“@@PFH%? eHedon! Yrically sheedini¢ign wall adppipisies antibgdy until a dosage is

reabHi tHdt NithidvBS i the tdekiRed UfBcds Thar ﬁx%%yéss tgransd Rhasy is easily
inhibitors, for exanple sorafenib (BAY 43-9006)),

mopfipisAthyrepnyentical asspysien by the assay bdepsribekbersty. or - AKT
Kinag@Ss)  Antibodies, as described herein, can be prepared in a mixture with

a pharmaceutically acceptable carrier. This therapeutic composition can be
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inhibitors of the hepatocyte gromh factor famly,
c-kit inhibitors, abl kinase inhibitors, |G- receptor
w@ bovsubiens | i ke growt h factor) kinase inhibitorscT/@81007/608913
ki nase inhibitors (for exanple AZD1152, PH739358,
VX- 680, M_N8054, R763, MP235, MP529, VX-528 AND
AX39459) and cyclin dependent kinase inhibitors such
as CDK2 and/or CDK4 inhibitors; (v) antiangi ogenic
agents such as those which inhibit the effects of
ajmsostered 'mndmtrtcellslyabr ¢hrougln thaabse or [lfumg, pn:ﬁumblg dsha liquid or
a\ra]vtder é’e%gs% 1 ﬂgo&)h ieaclom o OWtlh g a ei b%(rjé/nterall
BEvaEc zumaﬁyt)g\v SRPOTIEER %yc%f)? f W%gﬁ 4P y
ok i subswanhguuslyi bmrdfsﬁed‘.h ¥¢hen admlmstered systemically, the therapeutic

h -1l | hoxy- 7-
cHTbRUBR) PR e AL TRERRERS P i1 & FoF il Besppisble solution
hEmgpiue régaititfbi pH\/‘@ot&ﬂiél@ﬁ%ﬂ!) stablhty These condmons are known to
(4-f.l uoro-2-nethylindol-5-yl oxy met hoxy- 7- 3&4
ﬂzﬂSF Pk led. lwﬁhﬁr%boxf%})ecﬁu, (FR5345 3%92&70{ E)GQWPB“ gescribed
h¥felhrR P@Q&j foraldrhge oV Qavr\%ilﬁ’gﬂalﬁoﬁ %}@&Ymg P Af{poeas %)avmg the

and SUL11248 (sunitinib; conpounds such
desiredhdegreqyjof apusiti awith Hmﬂmlpﬁhalacm@@h carriers, excipients, or

stg‘gmzkﬁat LR m §%C & %5;9 %on I W@ﬁg7 4(33 qgf q’gen}é@nﬁg éi? Ztﬁé 6dcggges and

WO 98/ 13354 an onpoun at wor
comeshuatiognsseniployeds aadpnelude rbuﬁﬁeweﬁucmﬂsufmsowl pliosphate, citrate,

oAU BBt 90 05,0834 AT g8 e o

w@mt(bssthah abouCenbreadess) peptideddsuahds (pomatgmnhs protems such as

d| scl ed in _|.nternati.onal P I i cat.ions

SHR0 A RERin et B, 0 sl a0 OGRS SR yRey such as
pal&hm@mcﬂmﬁudf@ Qﬁ&xﬁﬁé?dias sudhvas glyaeint) glamdab&r appatic acid, or
f or. exa ethQ are directed to,the tar

aygIpe; Moy & a§1§8§1 esz,@gg otlgﬁ{ cgrhohyirates 1ng1uamg cellulose

o is| &e@atves( \dlidoke, gﬁaﬁnédee bR RExBRR] CREIAGS abdifts WHEHAs EDTA;
for exanpl e approaches to replace aberrant genes such
sugar lepholn sugls 3s omanwitqlr o somrek, gousfergme,guch gpspdium and/or

nbSIBAR SHAESHE SuSNZY T IR, PLURONIRISSEN o1 FRRY thy%%'

such as those using cytosine deam nase,
ki nad@l76l a Bigrileeompositionspfasdniectior ca@rbz;fnenalntﬁd according to

%ﬁghgaﬁgeﬁma}rﬂa&ﬁ%‘éﬁa I%.C & LEMesd eﬁr %nﬁ {n%ton T he Science and

rapy or rad erapy suc
Preggicetafriffmryene (2(Ihepé,pylppamﬁ( MbharrmﬂankensaBybhshers (2003)).

M&Ee(ﬁsso'hﬂfd (QJ s@g%ér}% onem la(e,tl\?g(c&hqo%ngﬁgp aél{&gﬁl%é/e%tlcally

approdches to I ncreas I nmunogent Cl
a¢ogptablec edrrigr sseltlas watet pamattealﬂy ogcuming wgewblened likec kesame,

nter [ ' r Kj . .
o8 Sl Sl o on AL TGN Bl s sl aleps orthe tike may
bapesioat h Buffers, dmsmstevesTaneb:hdaneragyl thaplikeoaarh @8 incorporated

usicga :Hransf eg Ed im’ruge cel It.s such as

AUOTYRE A PRITE PRRATRRF BRI PF9tCecel I's, approaches using
cyt oforva t r apsitadté eexarhple®r of kbisthiheBrel@ns PRPaARIMES include
usj ng an -|d|otyp|c a [0188] In one

nt .
SeIpETINSAL, ’Flt maffices fif] s n@lfﬁ?&@meﬂ{w& comiginipg thepeypeptide,

whithOh¥@icesd Bredddhé | *f(Sﬁh bP shdpRd @16y Hilss O miBRcapsules. Examples
i nvention, treatnment w th other

ofinspsiriaed-Telpase VBRRIFES ndpgidet pebwsgss dwdrogels (e.g., poly(2-
hfRBRI ARSI ABRalyRitEOhs dBtride8 by DafBd 4341, J Biomed Mater. Res.,

(1981) 15:167-277 and Langer, Chem. Tech., (1982) 12:98-105, or
poly(vinylalcohol)), polylactides (U.S. Pat. No. 3,773,919, EP 58,481), copolymers of
L-glutamic acid and gamma ethyl-L-glutamate (Sidman et al., Biopolymers, (1983)
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oncol ogy, such as al kylating agents (for exanple
cis-platin, oxaliplatin, carboplatin,
wo yobaplses phanm de, nitrogen nustard, nel phal anpcT/us2007/008913
chl oranbuci |, busul phan, tenozol am de and
nitrosoureas); antinetabolites (for exanple
genti tabine and antifolates such as fluoropyri m di nes
i ke 5-fluorouracil and tegafur, raltitrexed,
met hot rexat e, cytosi ne arabi noside, and hydroxyurea);
22098745060 moarctagbddableoahxlém-vinakampdte (bartger atylc| supes, degradable

g A GO (AP STEON T Bic -t HAERCAL Ik “abipectable

miiérokHRARAC icBnposed | Tl Iaa:thacna@geeyttosnc( held eypslphner VAdiC deuprolide
al kal oids |ike vincristine, vinblastine, vindesine an

acgtaigh ang palky-Rr(o)-3-hydroaxybytyiie acidy(BP 133P88%xot ere and -

pol olgrge | DRI hOlyfers 30¢h ab QR 1SRIBM ?mcetaw Bihd crmm acid-
(for exanpl e epi podophyl | otoxins 1i ke etoposide and

ebyenlip azil ¢gaablgrelsase efanoleeles Euayenhfo éaﬁpp@tmeéwﬁsogels release
PSR Ly RoRBEAERRALAE B R £ I bty o

a domgp tionee sheyf mabledqnnmpr eagregate aisrreresulti aflexposure to moisture at

N T I I -

iffinuhbgeniditul t R[aﬁﬁh@ sﬁaqgnemt ¢ ber deeiged afoe ﬂm&mgstablhzatlon

t he i ndi vi dual s,of the nment .

depsmgingan be %%*a% ﬁq.laf*% I”? Ezﬂi%dﬁ sagSfegeﬂ?% mechanism is
disByRi¢d @8 be GhterRBRCIRE &8 i Boal! ﬁbnﬂﬁﬁ&pﬂﬁrbhgx daulfide interchange,
thereof, within the dosage range describ

stabiligation: mpebe aghiewrd By eedifrag maHBydmt a*r%“yleac yophilizing from

aaat%nfsomlbm ncbﬁtﬁolﬁegrﬁuﬁanel OScHikéht, "BHRGE ap {eERdditives, and
[0191] The foll ow ng exanpl es, i ncl udi ng he

' d@vqunmﬂcsﬁ%mﬂumt matinePmpesitignss achi eved are
provigief@; f or shétLMF&-EélEﬁis\F‘]& Bt eaﬁénsormyo aEIAE € phphrati®ns of

be construed he teachi ngs hereln
cﬁmMDQEt}ﬂ:: anth\iddi sz:Ap'etr@NdANBuitaﬁlEFﬁoN@ﬂanm aapebld of maintaining

OPRE i AP R PR o SRHEE oh R iRy o

nﬁ;aséﬁrasaealynmn) panldcceal bustronet relede eff@880001@r compositions also

f ect an Sj n human.uPAR at the.cell
mginci?%' oRpLE ST BhR gPrbegie Linbeguiss pabAlfEpich antibodies ar
meaﬂai Rfidwh per §ithf. Patl Nol B3, R18IPAR Epskéin wnasl., Proc.

U L 2 e SBAEaR S el BB o,

(ﬂise?twoatoalan ErlExswsmlb ER 36(67|El,ll1ﬂn 38[OM8; CEP t1las, 29| 1142,641;
surface at a |evel suitable for nj z -

TR R PP HDSALL S Bate otk FOLDAT i A and
E@r]ajzyﬁlus Ten jig/ nouse for soluble protein for

&9[] and 1 x 107 cell s/ nmouse of B300. 19
tr an:{‘P ed &be desaesof therpatibpdy formulation derga giyen patient will be

dléh@?sﬂg:%'e& ) 'tﬁ’@at‘téﬁdl AMng Ciﬁﬁréé)hg‘iaeltaﬁoh Q’gn&?st 36@%s known

ose at'ent Appl | catl on Seri al
tOBoAEY tmnomqfeidugseeelnﬁ@g sgveritg 36d Aype qfrﬁrs,qamtbpdn ayeight, sex,

dﬁ’f ﬁ'% Aﬂgjﬁg&% 00T 763f8°x\§?f§?{ é}% ﬁ% %e’géé%d 8{]‘%9 ¢ clinical

factors. Therapeutically effective dosages may be determined by either in vitro or in

vivo methods.
[0181] An effective amount of the antibodies, described herein, to be

employed therapeutically will depend, for example, upon the therapeutic objectives,



2000, the disclosures of which are hereby incorporated
by reference. The inmmunization prograns are
wormAaticied in Table 2. Sel ection of Animals feeT/US2007/008913

Harvest by Titer [0193] Titers of the anti body agai nst

human uPAR were tested by FACS. At the end of the

i mruni zati on program fusions were perfornmed using

nouse 53, WD 2007/ 120693 PCT/ US2007/ 008913 nmnyel onma

cells and | ynphocytes isolated fromthe spl eens and

tlhq/ mite nefdadmipfisttabien, andnthe 2edditioacod yherpatient.of Accordingly, it is

ct |on s.described in Exanple 2. Taple 2. .

4 &P gg; hr?ﬁ%?n?t%% {lgeé'ﬁchfl%s&gg Ie}gd &?%B&tgﬁ rctg,t% agagmlmstratlon as

duitedag @btdbh itiee Optvaalofhetapeutic effedtOA tymcﬁEdzilguﬂeﬁxge lmlght range

fr%?r'zﬁéwe SR BWMEJ‘ , Ttmgkegpp 1o T00merke,

1860m AoB08ma/Kge bt -héereD Hep&idin Q)d: lﬂae tféﬂét@x%/ H‘i‘énu&ned above.
uPAR (B300. 19 4wks_ transfectants Cel | - bound | g4

g
Typicafy. thsi elavigren will aﬂmwsgo@hq@)erwgc antihady awgih dgsage is
reaE:H;d rtﬁiteﬁ&lév(}s"é@o&esf}@&i" FreAMPhE cﬁé@/ YhiSFtherapy is easily
S, B-CELL 1 SOLATIONS, FUSI AND
m%mmmmmmg {lmqsm]lbﬁdﬁnsmnz ed mce were

oo LA Y L SO A 7 s

atgorpérwedwigh| the cmltwnssmd atetltbdsyhegeinnwilh g>e| adriividtéred with

rel ease the ceIIs fr the tissues.and t .cel L.s )
sHE TR radrlR oot ot B 5F 4R nEg G, mutations
td) pPovitle Divpidvpé trahffer, dulivierygnoleyanoboamyd ﬂfe lzﬂd:d e These fdmmulations

.cel l[let to res end the cells ge

ifclile, BEE epembE, RGVERE: et CRBD i) ks falspdipids, lipid
(SH¥OniB bt lafidniY| dohtaihing Ceidies (StER sl B.lpefeeﬂn% DNA conjugates,
incubating the cells with the aggnetl c .beads at 4C for

drpix, a@EOTPIG, PaSiESH il '@awtyn eMaterdpionl epulipns, gymulsions
ca®Bvak (ph ety 1dne %19&)19% ivati¥gs ffldchldr Qreilhts), Q;embgm@ gels, and

total cells) was Toaded onto a LS+ columm and
semi-sohf mixWmEs cantaining\gavbowrme tAyapf dhe Méa@mmglxtwes may be
aggéo ﬂs&eﬁ ﬂ'éatl'rn:ﬁtscl&?%& e& ' .‘gedcu; aﬁeoow rrg%tg gﬁ%ggrrﬁelnventlon,

e e cells Wer.e expect e .
pfavidesh tha sthp eadtiye mingrdsyenti 3 rxu ﬂg \fmyhé@rmma ot dn®Btiyatedsby the

féﬂﬁﬂpétxcglﬁr g thie gg@ﬁ%ﬁﬁiﬁ%@%ﬁg%@&ﬁ%@% @%ﬁg Qél%rable w1th the

rabte of admimistration. 1528 alst FAdridicB 8 Ptatficeatica erxatplmt(dfevelopment
the Aéed RF preclinical guidance.” Regul. Toxicol. Pharmacol. 32(2):210-8 (2000),
Wang W. “Lyophilization and development of solid protein pharmaceuticals.” /nt. J.

Pharm. 203(1-2):1-60 (2000), Charman WN “Lipids, lipophilic drugs, and oral drug

delivery-some emerging concepts.” J Pharm Sci .89(8):967-78 (2000), Powell et al.
“Compendium of excipients for parenteral formulations™ PDA J Pharm Sci Technol.
52:238-311 (1998) and the citations therein for additional information related to

formulations, excipients and carriers well known to pharmaceutical chemists.

Design and Generation of Other Therapeutics

[0183] In accordance with the present invention and based on the activity
of the antibodies that are produced and characterized herein with respect to uPAR, the
design of other therapeutic modalities beyond antibody moieties is facilitated. Such

modalities include, without limitation, advanced antibody therapeutics, such as
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cell mxture was gently pelleted by centrifugation at
800 x g. After conplete renoval of the supernatant,

wo b7a8dbs were treated with 2-4 nL of Pronasep&pludioo®toso13
(Cal Biochem cat. # 53702; 0.5 nmg/m in PBS) for no

nore than 2 mnutes. Then 3-5 nl of FBS was added to
stop the enzyne activity and the suspension was
adjusted to 54 WD 2007/120693 PCT/ US2007/ 008913 40
m total volunme using electro cell fusion solution,
bispédiitc antiBddiSsicinunenotSkimspand Cadidlabéead3thefapdutds, single domain

R M gl & & F oy B R e B orph Boheration of

péideV tdrapehiets, CEPARI binditlgl domaind int hoveélebdasfoldy, Gzene therapies,

resuspended i.n 40 i S. This wash S repeated
patguiaHy intg qaoglesa@rmsﬁnmgg%ra%gwg  oleeres: o
concegygapt | O Oforgectl8lP “athl Sthel .geh&hB6h Breatisiceg! lantibody

fusion was perforned using a fusion generator (nodel
thepeotias, Wherreeeraplement fixationgsg dysisgle attriputeiangy g pessible to

sidbRgP e dsétp%ﬁdéh%@ Q)nwﬁﬁgelgentn?or cER iGink Rrobgh Mo bispecific

I nstrunment settings Al i gnnent —condrti on:
amdmdmgermrsgnqumsmra labels, forjegample. Menbr ane br eaki ng

e: t n
ho J“"* ; B%@Qésig%/ f’ﬁf%@jeﬁ ter EEE?Q’?%E (F%%lc&‘dfﬁhs% (@) two
amdmﬂmssnmrwuhvarspeclﬁmf' b uP ARe amd; anbtherot; & segond msdlegule that are

ccg{ﬁggég }ogeﬁm%%,e 1l g;lull n%ﬁgg&tyhglgg Iéa?rsg gne ?h Ay gﬁr Ef? oI l.%RR and a
sddphd icﬁmﬂasp@:hlﬁcub& dxdnd mglEd orJ[{li) Bistpid eldeaptibddy Hat has

s&ygﬁ}c&t{;y o %8)5 a(ngptgl nt ed é&éuﬁepyh}&gltjélas{)n%cgsf I,?éﬁibodies can be

g?\/rrhbwﬁa m)smga%hrﬁqwg} tlffdlt@[fa)wa‘mldnd\igl Gt’og B?thlcﬂ@ﬁl‘:onnectlon with (i)
nn e| . e cCe were | ncubate or
and (Wyeee g8d FaesT @érﬁr(wg%( Methods 472581 ‘(5185‘% %%rlght and

Hbafs, sbﬂr@z %h8 Yh RJnnddiRnCRith $iiBee eIENTHnEQ&Y $PRNARE J Tancer
a smal | volume of Hybridoma Sel ection Medi um

(Suapbt |7eﬁirr§12 €992+ eImverrbusassu IS wvend sgesifiity gam,be made to the
héﬁgg&ﬁm Q@tsvati%n%gﬁéa@r)s' m@nﬂl rﬁé" Quivithuld 'Tﬁm@zﬁioﬂstﬁjm or CD64 (see

ropri atel nor e doma Sel ecti on Medi um
elgadleb ehah ﬁnm&tol pFedamis: <b27 53(915(76) Br §dP8% (segtent.. Yalerius ef al.

200 | per well. The cells were
1
B?ﬁof(]e ‘gesr?t @2 9aﬁPpetted into 96-well plates and

al | of#i86] o ghovsom@ntwkaymm onmugotoxins, hutifodi¢secanebi¢ gmdified to

eg?rnrg?‘o ﬁé&?&?ﬁhz{%ﬁ‘%ﬁ bé%s: ?’8 0 grrges W\ﬁgp(em ir{ja{g&m See e.g.,

Vitetth i fnenino! tToalag 14252 ﬂé)%&di Sua alsExHaﬂJsRatw No 5 194,594. In

su nat a col |l ect ed ri donas
cGHREOT P bt oot e BT R Bboip gnibodies
caublise%&dadlw ﬁtelpsmdu&ntzug:teemhngs thas apeswelEXAVRhEn 3he art. See

Bl NDI OUND hu- UPAR [ 0202] .. Bindi n 3y
egntiop "l rr AR s S e RO D RS (24 edition,
CHREfnch @n@r Eoﬁg& eéds | L@lrﬁ'&QORl%r( AT9Y9)).t sen afsec Uesl P@tent Nos.

I [ls
AR ORE: 4, BNy ] DB TS 1P OSR REo o e S ey 1, and %, 807,902.

Technol ogy (FMAT). 5,000 cells/well were enpl oyed for

the assay. Myuse anti- 55
Combinations

[0187] The anti-tumor treatment defined herein may be applied as a sole
therapy or may involve, in addition to the compounds of the invention, conventional
surgery or radiotherapy or chemotherapy. Such chemotherapy may include one or

more of the following categories of anti tumor agents:
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WD 2007/ 120693 PCT/ US2007/ 008913 human uPAR mAb (R& E
Systens, MAB807) was used as positive control reagent,
wovbereages &2 KLH supernatant (1:10) was used asCT/US2007/008913

negative control reagent. The bound anti bodies were
detected using goat anti-human 1gG Cy5 conjugate at

400 ng/m (goat anti-nouse 1gG Cy5 conjugate for

nouse anti body control). The positive lines were
confirmed by FACS anal ysis by detecting the bound

ant i bodi eqiwmi t hothext bntlgoafermh\td/amWaéttb Bhugsr a@tDa:Tombinations

anti - 0 tes, at 5 d25t

Dot ATETS a5 Y5 BEURAD HRcHlRdt sof Al g aepfh (for cxample

2;28 f\)/e fd- pMﬁi|1y .oxaliplatiiC Neagbysplati, abﬁﬁgphdsiiﬁanﬁﬂkl omlelﬁgérh emustard,
oliea ues  bet en pOSIt e an negatlve cells

wor & MSIERAIRT SoTREPHGS Apsyiphan.gslemopsiapide | aad e ditmsoureas);

hits anfmﬁtdlbléﬂﬁ:@r @br hex@BAp citabfieeChidd C ahfifodatls o'ghch as
each fusion are listed in Table 3. Table 3. Nunber of

Ant i BB@repyringiginep diked 5t‘h‘%@#ﬂ°lb@9ﬁd¢eg¢fw uraltitrexed, methotrexate,

o R KaBAG g 3y P BE6 oy Y Cexampi
EXAMRRthracycmpPElker| werisnienNCPlcomygin, Tidexetvbidin,y dfunomycin,

o, SRS A2 Sy S

ass aymtxﬁunoaé I agmtm(fmmexaxﬂplb mhxtaaalkalo&&%ke ireris#idé G)inblastine,

were | transfected to ex uPA Tr ansf ect .
w1 b VSO SR gD b TP oy andotaipiets i Phfokinase
t he snlibitors};amids topdisoficraseeinhitgtvrs (firt &anyfls Ripiyghdophyllotoxins
cel vverel cubat ed wi h500n/rr1 FITC—#abeIIe%, )

¢ o- uPKS CIRPPSIE 284 t9riRaR , petesaE wnd crmpthegim;

Bound FI T@h)l PA cytéstatidet @é&lﬁgj &siﬁ:lhngasr aiides@bdens FI(Fd?  example

conj ugat e E bi otin éurchased from
Mol eé‘iﬂ‘%\’f‘ 95 cfb §§“a“T=o‘°éﬁ'ﬁffF‘P‘i; r@}?él peyndgoloxifepg randaiogoxyfene),
det eghtisiré@ageor SlandieV ividaluthMnies OFudahRle( SAiliMmide and

2.5 .tg/m, purchased from Jackson | nmune Research)
was EWPIOtaRE anelatsdl SAHRH apntaganistw rery PR ragopistsy (for example

MAB8 %zs§xa¥fp le%&?éfﬂs and WsERlih 7| ﬁ}ggéﬁ?&geﬂaggoﬂ k:g%gﬁ%megestrol

bi nditng) was used as positive cont nt
2007/31@@'(993%1@@3%5!520@@1@@&@1$xa{n©BﬁOafslarnStrez<ﬂ¢, lefrozg® vorazole

supe tants frg[% l;];g oma |i nes (b| nders) f)ﬁg

t est é‘ﬂg and 50% o |% gltl on vvas conS| der e a{stgrS

posi tSvieduckase §nok it 'ﬁuestémdees (neutral i zers) from each
[ ummar.i.zed.Tabl e ur f

fusion are. the, f

Lher o are i 1AHEEUASION SRR (HAEaRae Sy Bie Hamlmbibitors

bi ndilikg of umsicmou&éfa-mm{;h@neéloxwiihﬁé) pi2Absndth@Apiperazin-1-

i nhi b\ eld uf’A/ UPAR bi ndi r]g
)Jethoxy]-5-tetrahydropyran-4-yloxyquinazoline (AZD0530; International

Patent Application WO 01/94341) and N-(2-chloro-6-methylphenyl)-2-{6-[4-

(2-hydroxyethyl)piperazin- 1-yl]-2-methylpyrimidin-4-ylamino } thiazole-5-
carboxamide (dasatinib, BMS-354825; J. Med. Chem., 2004, 47, 6658-6661),

and metalloproteinase inhibitors like marimastat, other inhibitors of urokinase

plasminogen activator receptor function or, inhibitors of cathepsins, inhibitors

of serine proteases for example matriptase, hepsin, urokinase, inhibitors of

heparanase);
(iv)  inhibitors of growth factor function: for example such

inhibitors include growth factor antibodies and growth factor receptor
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Fusion No. tested (binders) No. neutralizers 1 168 63

2 37 11 3 169 17 4 69 11 Total 443 102 EXAMPLE 5
WERSS208EACTI VI TY TO NON- HUMAN PRI MATES 102051pciB8RR007/008913

derived from cynonol gus nonkey was cl oned and

expressed on the surface of CHOKL cells. The binding

of the antibodies to cell-bound cynonolgus uPAR (wth

parental cells as negative control) was tested by FACS

analysis in this assay. A murine anti-hunman uPAR

ant i loodhodipBEoY exmaple thesansinerpBRaantibedy d;agtuzamah [Herceptin™],
I
P r an e EpBAFE; o BEF HanitHiaty e dhlt NN O, cotuximab

1: 2 {EitutuxpC236)] ahd apyprowtit ﬁm:mr oragrodh fitter beneptbr antibodies

o B899 o o, (ARIGF re e Sintithedigd iR Rktoloy, 2005, Vol
ant i Shwﬁpﬂl&%,haucrh %BWU@% em(:l&dé lg@‘sme) kinaBetiRhibitors, for

pur chased fr noIo sear For each

P CRBPRISRIRHRS 0% G PR H NGO filyo e raghle EGFR
posi tféﬂviﬁy afifodifd AtinaR @ﬁhbﬁoxwe wchf %nw ﬁT&ﬁoﬂo&UﬂQ&ophenyl) -7-
above 95 were considered hits. e |lines

denomthfa%& 3 aTBhe Hroyr%mxmwwolle ﬁnmnspxiae%ﬁlwa: ngDP1839),
(neuty gl é&?ﬁﬂbh&?ﬁf6 $mkg%§t§?§9et5&d§q@i 2829lin-$mine (erlotinib,

summari zed i n lines that were

t est &FIsiHdded bi ntidhg abi I6r40yy1?@1@3rﬁ’o(3cfﬁ’m0'4e'ﬂppé§>§ewl) -7-(3-
on t %réﬁéﬁx%ﬁ%}yﬁﬁ'%&z&m-h%mlg %2 Vt'yI&éuIeo kinase

cyno PAR was con
candiimhibiters\secle ag lapatinibaindibitors of éu: hmmmowﬂn factor family,

EXarrri)llnh(?b&grsbgi~ QM\é Qfe? ?nvé}i“ ffa rS f"un R_H" tix‘-l)latinib,
B Bl el U

cel | sTeXxpréssin
y/ X pxdsbitox\ses’f Earmwhre(mmet rka:haszser@r (@gamplc eRa$/Raé) signalling

63 59 WD 2007/ 120 PCT/ US2007/ 008913
o3 ahiBitars Sgek 85 raéi Baneftrise R dOR R pmPle SheadseyB (BAY
H gh 48rg00e3n 1ﬁlkﬂ6;)to@.kﬂl’ltelt aignahlingHhk&igh MEX GhdFdrl 8KT kinases,

G o SHBTFS LS (RBRLPYF CERM IS 03 e o5 ) inase

deschihHiBRoRE IGM rédptor (@Q;’uﬂh)hkesfﬁwmf f&R6Y) AlifdsB dnhibitors; aurora
anti body (Ab) was titrated on t UPAR- coat ed EL| SA
kinase ‘inhibitors (for example AZD1152, PH739358, VX-680, MLN8054,
R763, MP235, MP529, VX-528 AND AX39459) and cyclin dependent kinase
inhibitors such as CDK2 and/or CDK4 inhibitors;

W) antiangiogenic agents such as those which inhibit the effects of

vascular endothelial growth factor, [for example the anti-vascular endothelial
cell growth factor antibody bevacizumab (Avastin™) and VEGF receptor
tyrosine kinase inhibitors such as 4-(4-bromo-2-fluoroanilino)-6-methoxy-7-
(1-methylpiperidin-4-ylmethoxy)quinazoline (ZD6474; Example 2 within WO
01/32651), 4-(4-fluoro-2-methylindol-5-yloxy)-6-methoxy-7-(3-pyrrolidin-1-
ylpropoxy)quinazoline (AZD2171; Example 240 within WO 00/47212),
vatalanib (PTK787; WO 98/35985) and SU11248 (sunitinib; WO 01/60814),
compounds such as those disclosed in International Patent Applications
W097/22596, WO 97/30035, WO 97/32856 and WO 98/13354 and
compounds that work by other mechanisms (for exampie linomide, inhibitors

of integrin avB3 function and angiostatin)];
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pl ates and was i ncubated overnight to allow Ab bi nding

to approach equilibrium Titration of Ab.in sanple
weowena@on dil ution range of 1:200 to 1:19, 531pCBUS2007/008913

standard curve of uPAR-specific antibody of known

concentration was used to define the Iinear range of

the assay. Data within the |linear range were used to

derive the relative concentration of uPAR-specific Ab

in each titrated sanple. The high uPAR concentration

and t he oveidni ghiscilac ulaatagong lagents eshich has afdmebietasfatiAb A4 and

ffinity, | owi | titati f the.rel at]
o rouprpulls ASunte SR BhaC Pt APiiickRodt W g9/02166, WO
L: i met:h()émwWo@%&¢@wm(?wm22an“((&b{zm%n{; %B@Wolﬁtzy(ﬁén;
ates were..coated wmt alo r anouyn OT UEA n
(F:)orrpar i sorfVill t Hnfigense;t amﬁf»ﬁﬁéﬁxa@éﬁE#qsatwlanil grecdjyected to the
descrirped 13RS 230eh a9BIST803, AHlarlds ARRHEL) -

Sanpl eS cont ai ni ng one concentration of antibody (Ab)

(1: 25 di I(MtiD) orgengedherapy, appraachesoinshudingnfortexampleogpppaches to
bi ndi deO0. b L By td ,
concoriaarIReRP BEtkFUh ob P iFor ABREARBIER  or BRCA2,
conc &MRERT i(eene-dir¢ated snzyme pro-drpgotherapy) @ppraaghiésesuch as those
base Lr T ey fiptya. 0 1 i ne

Uhat o PRBNhe | Falibde, Sl ingde Dl or Mot uroreductase
( neuenzyime end) appreadhes dot mdrease tpatieriiAfolokakden ¢t iohsmotherapy or

25 R B AR e OB

Icac I nding i |
FACS- basedix)bi risinmghotHabhpyeaiproaniesrincledinghfer eeamplesex-vivo and
for the i nes. t hat

. 30 hybr;edoma [ had t he esired 1 h
neut PEP{"i2RBrORERSIOADCTERS The UPRMPORFHGY RERptieph o gells, suc
58 V\&s 20an5fdction O viRCTdyuSidnés/ /o8 94s3 inteXidMKInE2, 7 interleukin 4 or
SPECI FI C| TY STUDY []0209] The cl gsest honol ogue to uPAR

is h QoY EsmacoBhees 69lony; simulpting, factpr, npreachesdg decrease

al I guddibosiepsy,t Iﬁbr&arcﬁéss'ﬁﬁﬁ‘%t &dnéfBctbd OSmARIR cells such as
identified and_ excluded. [0210] Human Ly6e (Genbank

Acce§¥iokinegansfacteth dendrjtioueslls| eprsaachesl Using reytader-fransfected
HEK2 Q3T oic&lll 1fhed 2@ bffbrodciel uiingdaLididy At Aa@bstiesUe tO

the lack of the appropriate detection antibody, the
aut hék88i t yInopne jgmbedpnens ghe mntiftunes drepment cdefined rhegein may

WY G Q&diﬁoﬂyﬁekﬁé}.&ﬁ&%@ngfw &fhﬁme”%\%ﬁ%x?; tt%gm‘{@h' with other

' enponstrating t rig ecul ar size o
artigrolifesattyefantinedplastic druge sindrgeniliivatiarsi thgrepficassused in medical

fil = ' } e T ctd V.1 t he. .
oAl e B A AR L B, B, cppopicn
cydephbepmmidac d nityodeACSmastakd; si melphslang Thibrhmbunéeitjonbusulphan,

supefnat.ants, .and probed with goat anti-human chaj n
HRBIRROE T iBCHuRRRSSrrroSR G, Sxriffin gemeiEbite. and
aftifolatgsC jch Bi Nitiorgpyimidinegntike Mt fluarourdeild ynd 1t0g4fur, Mtaltitrexed,

Invitrogen) to the .transfectants served as a positive
et TS, AP BRI (17 BREUPIBHS oPtiurpl v bloties (for
exXusle | ¥@thraeacigivsallike €hdBarffdin e blésinydie, HRBkAIbYEn, daunomycin,

control . The GeoMean ratio to.the  positive vs L
CRIERPATIPY ddagpbiging omitamyGifie, dactinampycin pmdgmitheammy¢igl antimitotic
agdney @fok. SRSk Evine® NAkASId8 IiRS VhHIBhS, vAbIALNES Widdesine and
anong 102 neutralizers, onlg lines 4.67 and 4.50
vinorelbine and taxoids like taxol and taxotere and polokinase inhibitors); and
topoisomerase inhibitors (for example epipodophyllotoxins like etoposide and
teniposide, amsacrine, topotecan and camptothecin).

[0189] In one embodiment the anti-tumor treatment defined herein may

involve, in addition to the compounds of the invention, treatment with gemcitabine.
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were found to bind to Ly6e-expression cells. The

ot hers had no cross-reactivity to Ly6e. Table 6
wewamatoegrs properties of 30 |ines sel ected forCT/US2007/008913

cloning. Table 6. Summary on the Sel ection of 30 Lines

for Cellular Goning Ab Cell-based concentration

Affinity Ranking Efficacy Binding LA at 80 LA at 20

uPA/ UPAR gCy5 Goo Cyno Cross Line ID Avg (ug/n)

ng/m ng/m binding Mean Pos Reactivity Inhibition /

Cells 1 1.100 65.95 2.15 0.27 78 521 Yes 2 1.113 25.2

s 1 TS0 hipin, weaten” gl o aipieted 24y gl or the

sithubandous3 88quémsial Or lsegdra@Sdadng .af7the. ihdiiddl 7corsonerits of the
1.35 8.61 1.1 0.34 75 497 Yes .8 1.4 9.01 Q.66 .0.16 69
“ﬁaltﬁ‘e?gsg“@h ff’ﬂ’%"’f&’."i pI‘.’%%‘%?‘??'Wﬁ‘E?S"\Pé’é‘"Q%Q?m ifvention, or
plgéi}gﬁl\:(&a%gﬁ ?@gbtdggd) %}f&? Og%ﬂébf,z %aﬁlé}g;ng Sﬂée? -Yﬂosggéi éraﬁgg gdcscribed
[ S . . . . ‘es . 1.7

h?S‘.“@SFOI? &‘7‘]{ (5‘.“'401%‘3‘ pharmageuts gy Petike ggent Witlyn it approygd dosage
rh@d Yes 14 2.19 6.88 2.65 0.65 85 445 Yes 15 2.6 2.8
3.58 0.63 80 455 Yes 16 3.104 31.79 0.25 0.16 74 302

Yes 17 3.133 113.62 0.32 0.07 72 440 No 18 3.14

33.27 0.51 0.08 74 317 Yescaniprfsl40 68.55 1.6 0.4 69

418 Yes 20 3.167 1230.59 0.28 0.09 74 336 No 21

3. 1760191] 09 The bl wing ggaraples,viasluding the Experirpeys condugted and

Tl e i i i AR o e
aOliDirgBuRM. the WashingSherelt8 2. 44 2.06 0.27 75 251 Yes
L e e T R
4.68 33.33 0.11 0.07 78 E%é’ﬁgggﬁ '

IMMUNIZATION AND TITERING

Immunization

[0192] Immunizations were conducted using soluble uPAR (recombinant
human uPAR/His6, Cat. # 807-UK-100, R&D Systems, Inc.) and cell-bound uPAR
(B300.19 transfectants expressing human uPAR at the cell surface), respectively. For
the generation of a B300.19 transfectant, human full length uPAR cDNA was inserted
into the pcDNA 3 expression vector. B300.19 cells were transiently transfected via
electroporation. Expression of human uPAR on the cell surface at a level suitable for
immunization was confirmed by Fluorescence-Activated Cell Sorter (FACS) analysis.
Ten pg/mouse for soluble protein for Campaign 1, and 1 x 107 cells/mouse of
B300.19 transfected cells for Campaign 2, were used for immunization in
XenoMouse™ according to the methods disclosed in U.S. Patent Application Serial
No. 08/759,620, filed December 3, 1996 and International Patent Application Nos.
WO 98/24893, published June 11, 1998 and WO 00/76310, published December 21,
2000, the disclosures of which are hereby incorporated by reference. The

immunization programs are summarized in Table 2.

Selection of Animals for Harvest by Titer
[0193] Titers of the antibody against human uPAR were tested by FACS.

At the end of the immunization program, fusions were performed using mouse
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102121 Through the primary and secondary screening

assays, a total of 30 hybridoma lines were identified
whdameasss t heir ability to bind to the cell - bopodusmenamses

uPAR, inhibition of uPA/uPAR binding, and kinetics

ranki ng, as sunmarized in Table 6. Anong them two

lines did not bind on cyno-uPAR on the cell surface.

None of the antibodies reacted with nurine uPAR and

none of the selected lines reacted with Ly6e, the

nmyletoes el and dyyuphagdytesPiaplatedofra® 1thErpiens @nii Iymphvwwendes of the

RBR e by RIGH o F R AP & eSS BT on

EI st ocytl c ImerzasqmnharybnﬁnH%ﬁ&aﬁ&TﬁQ axWEI chis

activ ted |nto uPA !

pl asm n. The | tt erRS g@Z VaI- Leu-Lys
7- Ani do- 4- met h§l coBPRIR WPORK. ANEG4 S g cat zflpogtw“’e/‘”k X
nunber  V3138) _and (|Ré9f18§9 UKhe f| uorescent Msdye
Hence? t he int&nsi t@ele‘)‘F}%or esdgde UM% i nFpy Havice/wk, x
assay system i ndi cFAR(BAQUAntity of bound 4WkA to

cel | surface uPAR trnsfecotshO 2007/ 120693

PCT/ US2007/ 008913 Grllsbeurid zi ng Ia¥iBs addi nst FpPAWicwwE, x
expected to inhi bi tUBARI@WQJ@b scuPA, and t hdsks
suppress the fl uordsmsfecants) 0215] U937 cells were

u,fgiirgge?ﬁﬁe%&ggdpr opagated i'n RPM 1640 nedium wth 2
nmM L- gl utam ne adjusted to contain 1.5 g/L sodium

bi carbonate, 4.5 g/L glucose, 10 mM HEPES, 1.0 nmM
sodi um pyruvate, and 10°/<EI’XB’8\/IQLE:¥7C with 5% C2. To

p I
- PRECOVEP PRI PHBE (i i CHHIASTIARPIORS, FUSIoNS AND

and vver e vvashed @BNEKAH‘K)N@EH\HSRHM)M#S (0. 05 M

Tris . t.h, 2% BSA )

101 palan O b mRE vierf it b7 SRR difiprgrion, and the
dfaﬁgug pyzmgh Qf(bdef hervested aindgyoelddr ﬁfameacwi do:l;lomﬁxb'ﬁhﬁ_lymphoid cells

| ndil.cat e na conce ons or .one (o) | Ce.

weo diEpasiated oY rinditi o MMM, O 21eaSE et oftrm Whe Libis and the

cls ﬁex@'sﬂ?ﬁenﬂ@@ SEDMBM. onhepéelﬁ wu\/é cdidRed,Hinld (39 $RESIEM Per 100

were | ncu bated on ice f or one hour rIOT to bei

miBioRe lRoRYISs| #idedator thsh cpll Redict 13oiepugrEnd \hey gells gently but
&hﬁ]%f@l 0%‘3‘1@9@0 ﬁpg%ﬂdﬁvﬁ%@% R Sehad em@nﬁﬁi@ﬁ%e!lg, the cells

e ce suspensl ons who ol unmes re adj ust e .
tﬁolabeletnha' mubaﬁmghw@ﬁlés withrib¢ eragodtic be@dsmvmfc foir d5eminutes.

1} 5055506 001 SELABL 00l FETAM A=l o up o

Zpl(ﬁsmtaioﬁls) s lmticcd)rormss’ays+ dsﬂumanahdjalnesohumm washed with
en.actiy | Vi th
R LR LB M POt A B o

ﬂrésseeltsewenspeqte&imtbaﬂshmqo curves for the 15 sel ect ed

et WBSTS P2RS R et bt i Posing WARDIARFEASLR celfs fom

athdvgUind ﬂons&esﬁoSy waletoridl P3XB3AES. 553 calle pﬁ&ha?aCﬂaomJgrcc cat.#
ncentration antita e inde | C50 or eac
RS (Kt 31 A iero) 1153, 199,148 T550) € 1556 Of 1:1. The

cell mixture was gently pelleted by centrifugation at 800 x g. After complete removal

of the supematant, the cells were treated with 2-4 mL of Pronase solution
(CalBiochem, cat. # 53702; 0.5 mg/ml in PBS) for no more than 2 minutes. Then 3-5

ml of FBS was added to stop the enzyme activity and the suspension was adjlisted to
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[0217] It was noticed that there was an obvi ous gap
bet ween the curves for antibodies 4.19.1 and 1.41.1.
wab@7aweyes on the left of the gap (includi ng Bcmébmn7/008913
nanely, 4.18.1, 4.50.2, 4.13.2, 4.12.2, 2.6.1, 1.99.1,
2.19.2, and 4.19.1) had higher efficacy and potency.
They i nhi bited plasm nogen activation at greater than
90% at concentrations as lowas | g/m. Therefore,
these 8 mAbs were selected for further
40 alr tal evolwrae using dfoctioRtel fisiodDidBian\ (BEB8Y0[302 Baikrose, Sigma,

rQt,l r Iate t ed
ColF 5753, "ot MnPuifieC KGRI OBkFS, et NS LR ThiM calcium
A‘Ehﬁteplﬁgrﬁa VﬁSt#]c t(DEZOS;hI Dok augpeynatant %szgirgﬁqovbcill laftQOdSBnmfugatlon and
te erature or at. st r 7 ce S WwWere
e TS St Esutpande in 50 31 HOPS s waih e oras debRetod, g the cells
addif Wikt NaGhpenBéd th BCFS o h e6ndedrafiontbfmx i9@elgingli ¢ cel |
61 WD 2007/ 120693 PCT/ US2007/ 008913 suspensj on was
t hen I%EX ¢ a1 Elestiorsgll dusjon wastpesionmed upingmacfusion gengratan (model

ERaod1p tlienZtrgalc 1He2 534 DiBgo,CA}. STHE F&sid N EhnYBs REA used was 2.0

twice with pre- marned serumfree medium and tw ce
"ﬁg‘ﬁ"’r’g WietfﬁuﬂBBS IRYFHBSTHiSBYNESs BSA and free of M2+,

bef 0 hey A ﬁﬁleﬁé élﬁ‘x'dit}’onr %8 e3H&A tinfk: BB at

180, eIIs 00 L. The acid-strippéd cells were
t hen [01&&] bat Membraie laregnag eho®bagen3B0atV, ting AfHustor 1

hour h cells were subsequently spiked with

25 nl‘ﬁ]‘sgcguPA ;f’%f'iﬁf’“g‘@lqm%?m& FE and their pre-chosen

MAb \[@208] addadtet BICF, ehe heltl)fsus;iehﬁom wean earbfumtycmatcﬁéd from the
wells in the n1cro%|ter | ate., The.cells were

| owed . .
RSP, e WDgER eI SoPEitans $5i YRHeHSY iR = BREGLAGS containing
tHeSlanfe Veluthe GISHEBr@rha Cultife NRHANNhBEME MTmeBmelences) 15 %

cells were frozen by placing the plate in -80C for

FRSu(Hygieack eF‘fRlefEe twith Eredweming. pedtrenenPEl amal@acetate
p}lQlQa{y thnnE hﬁs@ﬁ?{ﬁptﬁ'&m ib¥a) andyife fBMﬁg@ldg'fagmh&ﬁl) The

l'uor eséence was read at 48
CQiscwlatmwbamdcfos 38-3Arminates s B3TC, gnd2her] ceptrifugsd at 400 x g (1000

r;gngjngé It glg/e %gtgs;?%%?gy&erg té@ﬁ l?yr%ﬂ%gx%e Gl n’Ag %l volume of

Hybhdbmhéitlerdbad\nedluneﬂ—b'brfdondeulmhe Medieny wphmmated with 0.5x

el tlonshlp for ,t re o ed i
HA [ Ghariey g2t 45 WOBBR). B, B8 VoS, fudlsd “SumiShriately ity more
Hbridbma Selechioh Mé‘tﬁumaba@hl\brow Sinalnplating of 5x1a§f3 eellls total per 96-
under th flnedep imental conpditio
wellii#te anfl 28 ! Pgrowﬁeeff*aes"wr-'reg'aa&e |€§t’§q%6ﬂ‘5 Ptﬂet‘ed into 96-well

plaﬂﬁ' HdtARweadb gsbWN Y déi%%r 110, ¥hd-hAP &l inBdiusl Waé Admdéved, and
goat anti-UuPAR, whi is a known neutralizer

tl(emebléke-fw with érbtbnﬂpme SCHCQGPM%'umt hese inhibitory 8
hbi t S % t [
dose dé@{)lén deﬁ?bﬁ&ér’nas %Oé}ﬁ g:%'&?-nt Qs VidubiRe & 'tl{b s@le@twe medium.

manner nost group o
Egbaustive isnparhatans zpHedted fronpthechyboidomap thnt mteptlany ®raduce anti-

ﬁm&g uBARPAH]| b%d@g were mggecém %‘B%c@“ﬁt %9&%%& 40N

Sted i n the assay
concentration, at |east rrAb 2.19.2 and 2.6.1 reach
90% of i nhi biti on, and nmBEXAMPBED approaches

BINDING TO CELL-BOUND hu-uPAR
[0202] Binding of the antibodies to cell-bound uPAR was tested with the
murine pre-B cell line B300.19 (ATCC) transfected to express human uPAR, and

B300.19 parental cells as a control, using Fluorometric Microvolume Assay

Technology (FMAT). 5,000 cells/well were employed for the assay. Mouse anti-
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90% i nhi bi ti on of uPAR-nedi ated cell adhesion to

vitronectin. This experinent was repeated three tines
wowdolvizesd | ar results. [0223] The correl ati on mfT/U$§®07/008913

anti -adhesion activity to other features of the

anti bodies is sunmarized in Table 11. EXAMPLE 10

| NVASI ON ASSAY 62, WD 2007/120693 PCT/ US2007/ 008913

[ 02241 Matrigel TM (BD Bi osci ences Cat# 356237 Lot#

007024 7.7mg/ M) was defrosted on ice in a 4C

huefahi WFAR in@Ab gR& Bi §i3tems M ABSOT) Wbeuwl as\pasitiadéefirol @eagent,

Tr answe Plate with pore
eifeasvﬂ?s% Sﬁﬂﬂnaﬁaﬂ&t}i@e&’a‘ét“—“’% EsRFgalye ﬁpﬂuglr feggent. The
bofind @htibadit A ere detectdd- :Qﬁ%%) 68t hﬁtl-‘ﬁﬁfn@n NgG &YS Rﬁﬁlggg@te at 400
SO X

cel | -di SSOCI ation ution gm) at 1
ééﬂn Gkt 710- TH-DORSE (257 S9p cpuigpatsdar alouawtﬁodyfosetrqm The positive

1ineé Wele eénﬂrhﬁdqgl FASSSAA RRNGIOPy YWescild ﬁx‘é%ﬂdtaﬁnﬁ&ﬁéé Wéth both

eppendorf tubes "and pre-incubated with the mAbs at
goptraiti-bwnerentiEaer goat apti-touman YiCES conjpgates apg/uﬂ/mhandam pg/ml
C eat ed caQntr
(b3 el WAL B TR0k B T AL SRR S cac ave
staiiield, (ﬂlﬁ:&ﬁloomﬁthenﬁmlﬁgan 3{6]2125 beﬁ(&@nmosﬁfvemnﬁ\/hégdﬁ% cells were

ted with,th t 0.1, 1.0,
ahipted” Rafat 28 THR otte Gopfideras aF due: e Rimber ¢ffhuman y and
« s‘ﬁ\é@iﬁctlﬁt@fﬁ%ﬂ%éch KBRS listdPfH TAle BVEM (10% FCS) nedi a

was added to | ower chanber of control sanples. The
upper chanbers containing solidified Matrigel TM were
i nser t ed Table3. Naniber of Aitibdldiesdhatbeurd t(ﬁMl-ﬁ@&hdﬂ (1

X 104 cells) of pre-incub pen

aliquoted to tﬁ%*@BH%PSSHgﬁﬁaﬁfgr'%ﬁ§§BBPB§Pe mells
and the chanmbers were |ncubated at 37C for 3 days.
The transwel | s were a _ _ g in -20C

nmet hanol for 20 m nutes at oM. ,-rature The
transwel | s were washee - :
stai ned wi th Hoechst 33342 I
B2261) (10 pM. Aftgr stainlng, the wells were washed
twice with PBS. Usiny a 20x_pbjective, optical images
of cells on top of W *"”ﬂ'é and—nvaded cel |l s at
sequential 20m sectAgtal "y hid Sigh the Matrigel TM were
obt ai ned. | mage- ProPl us (Nbdla Cybernetics, Bethesda,
MD) i mage anal ysi s softmagéﬂgﬁpka e was enployed to
cal cul ate cell nunber at tion. For each

sanpl e, data were prESOIPESITARE BIRDIRGEEent age nunber
of cells present in all sections that had i nvaded over

a spd®2led dheahHits ofgbe antioodiey to [ritus binieg o6 hamen uPA to
h .
LR S VGG 15 FACS A0 B0 Ry, i

ﬁéstd&a}st a1L9E2ﬁe cml&b (Abe€antwene | transfected 1to 1efpresmdhburGan uPAR.

T?dﬂ'{ Fgctan-{;]@nﬂ uﬁb/e Via® Ehtg Sl'érg‘ u@\é&@{; S’IQHP F:%ocﬁ ﬂxti@g ot rﬁxei Lg\.@matants

Ance was Nor ) change over
ab Al loySiglgot yqﬁer carshing| the callseweter eubatod [veith 506 rgmk FITC-

G SBISEIR R USRS YRGE e -

whstdetsttedVisihg @hbbih antiMIFCt aslj@ghtedWiith biouRA(2LD lgnhl Riurchased

cell_invasion. Antibodies 2.19.1, 2.6.1 and 4.18.1 had
froge Melegular Probes). To amplify the signal, a tertiary dctectlon reagent,

Oe

I gma cat al og nunber

strapavidin-CyS conjuate (SA-CyS, 2.5 pg/ml, purchased from Jackson Immune
Research), was employed. Monoclonal anti-human uPAR antibody MAB807 (R&D

Systems, neutralizing receptor-ligand binding) was used as positive control reagent.
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efficacy and potency. At a concentration of 10 jig/m,
mAb 2.19.1 conpletely 63 WD 2007/120693
wES WEReH7/ 008913 i nhi bited invasi on beyond ecH@smn7/008913
di stance, and both mAbs 2.6.1 and 4.18.1 achieved 90%
i nhi bition. Subsequently, analysis of 2.6.1, 2.19.2
and 4.18.1 was carried out over the concentration
range 0.1-100ng per m and invasion was determ ned by
the nunber of cells invading through Matrigel TM at a
dept [0206] SOMA tatal ddB3ssupstratarits frof gubrédcﬁpa rhiﬁbs(binderS) were
8.] .a . ent rat
‘egt" (EndZ 5% éﬁﬁgg‘tb%]“si”%“ﬁi %?’2%%’??& & b OInd 8 i Fosjtive lines
(nentrallmdrs)cﬁblln cachrfasioorare GuﬁﬂmrizEbIﬁlMBlle4l 1Among the four fusions,

thEaF [ e Rtabetier ahlF i ST ISR et T8 27)

For the low resolution BiacoreTMtests, a selection of

31 hybridoma cell line pr oductg,_ or hybri doma _
ﬁlupernataﬁb§ew@5855fe§25tﬂstﬁ'ai 1B %08 £R Bidths ON-

CVb_BLacor pTK]'S'WFn was. nrM\Qr.’-tPgﬁdl(lQMHmqu mReutralizers
coupling. All hnbs were diluted 68 approxi mat elbg

g/mL in HBS-P %unning buffer (10%M HEPES [pH 714], 150
nM NaCl, 0.005% surfactant P20)168ont ai ni ng 1087g/
BSA. Each mAb 4was captured on a €®parate flowldell
using a 30-sdaésld contact tine #4310 L/nin fol1@wed by
a 5-mnute wash at a 100 L/mn flowrate for
stabilization of the mAb baseline. Next, hu-uPAR (R&D
Systens, Lot ALHOL402A) BXAMBLEG ed at 312 nM (23 C)

qver 2| RHLERE Aty 6o AUNAR PR R " e

r e- a[oRogyed WAR deri¢ediromt @&Mﬁﬁ%bﬂe@&b&ﬂox{eﬁ]&d%ressed

o et ROl e b ST o0 o cllbouna

RARNSIAUPAR BWtR paBURALY cARPhYI MBEAtReCEDHt %a@ltewat FACS
C}f)ne 1§&second@gul spe of 126 nivi h%spr?orl le)m)am S188 (8

anplysys ip o psspie HhgBITNG it may ugA%mePO%JMétﬂ&?H (R&D
S%érﬁg) &IQT @ﬂl‘f)iba@atds%etgomﬁw E&iti e RSt S%ﬁ?ct?ﬁ)ltpﬁcyno -uPAR

eac ta were fit dloball
tmrmfmtmts math alaMBWn‘ge@UAmatf(dehd %dllwglz R thengpernatants

ot RTS8 DR ko RANPLEN: e RLOTERS U5t bf-human v
chidid ﬁx‘ﬂ Sénjhste 105 NE/MY Kid@iti-hemak weksin RE abfjgete (2.5 pg/ml),
coe I.Cl en

sedlnflttin thedta Ki net
bothaupdiased bromh JeskSreimmupelgey o Fobsach e pned. the ratio

oSt eGENIBsH $aluef Betiweh fpasmalaxaln%gam @Alﬁqnérecboﬁad edhe ratios
MAbs are ranked fromhigh to |ow affinity

abpyg 7 A2 Betacqnsidershokits7 / @9'39@3 lingg Had dvaonwaﬁfmnhgbﬂory activity
totﬁi&fu@“Aﬁ@Birﬂfth?ﬁHﬁﬁlﬁef'é} rwdrB %uE’%M@B 18 QY abdége SAspﬁﬁdﬁﬁ%ﬂzed in

from Low Resolution Biacore . tured
Tale 5590 qwt qfstOR kiges(thay were tested showed bmdmg ability to. cyno -uPAR

expressed on the surface of CHOKI1 cells. The cross-reactivity to cynomolgus

monkey uPAR was confirmed after 30 candidates were cloned and purified, as shown

in Example 12 below.

Table 5. Number of Abs that bound to cells expressing cynomolgus uPAR

No. tested No. of y/x positives
Fusion (neutralizers) {cyno reactive)

1 63 59
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(RU 2.19 299 1.4 X 10 4.3 X 10" 0.31 2.6 290 8.1X10
4.6X10" 0.57 3.29 249 2.7 X 10 3.1 XIb- 1.1 4.18
wGBh7A206%30 1.6X10 1.5 4.50 298 1.2 X 10 2.6 »C/0s02008913

1.100 566 7.5X10 1.7X10 2.3 4.65 291 1.1X10 2.5X10
2.3 1.61 459 9.4X10 2.5X10 2.7 4.19 227 1.2X10
3.2X10 2.7 3.140 443 7.0X10 2.1X10 3.0 3.8 427 2.2X10
6.8X10 3.1 3.104 228 8.7X10 3.0X10 3.4 1.99 509 1.2
X 10 4.2 X 10 3.5 3.14 274 9.8X10 3.4X10 3.5 1.35
546 3.8X10 1.%2X10 3.9 1.41 718 3.3X10 1.3X1083.9
3.176(supe) 23 5.3 X 10 2.3 X710 4.3 3.117 {&upe)
459 9.8 X 1044.3 X 10 4.4 1.3 694 2.8X10 %. 3X10
4.6 1.85 4FptdsD X 10 1.4 X 1024.7 4.68 2099®6.3 X
104 2.9 X 10 5.5 1.20 224 7.7X10 4.5X10 5.8 1.163
662 7.4 X 10 4.6 X 10- 6.2 1.2 su a 464 1.7X10 1.3X10
7.6 1.4 321 1.1X10 9.6X10 8.7 1.159 975 1.6 X 10 1.4
X 10 8.7 4.13 161 9.5x1 - 12.6 4.12 154
6.3X10 1.3X10- 20.6 3. 1%@?@% X 10 3.6 X 10" 37.9
3.179 308 5.4 X 10 2. 2ZKRNEFICABSAYS. 167 414 6.6 X 10

619 X.I 0" Zgi& 102301 &?—é Abs fit a 1:1 nodel very
mAbs 3. 133 and 3. 167

shoquzomrre EONPA elatel, whret cddied kiiftetal ErefF: adm&&ftsotaﬁPAR in
acceptable_ estimates. The longer. 4-mnute injecti

cOmRpRIIR PR Lk TymitedoAnkeen Quanitasion) pssay qdesggbed below (4.2

gyrﬂp,l JICSampRNdntfiRite fitbba) (AB) Was tit@tdaNor ﬁ{eeuldﬂkacoated ELISA
ecause the association rate was slow (on the ord

plotes @Bl ppas gncybateq grerpighd tatallow BibabisdueMd apFesch ethbnum
I e [ 1y,
TRRERR AR, LafbcReb By lich Bale b T80 SGHE | b standrd

curyg of aB ARsspegificBimibodr Pi/koesn behdegtratdon wapuased to deﬁne the linear

range of the assay. Data within the linear range were used to derive the relative

concentration of uPAR-specific Ab in each titrated sample. The high uPAR
concentration and the overnight incubation limited the effect of Ab affinity, allowing

quantitation of the relative amount of uPAR-specific Ab present in each sample.

Limited Antigen (LA) Quantitation (ELISA)
[0207] ELISA plates were coated with a lower amount ofuPAR in

comparison with the High Antigen Quantitation assay described below (320, 160, 80,
40 and 20 ng/mL). Samples containing one concentration of antibody (Ab) (1:25
dilution) were incubated overnight to allow Ab binding to approach equilibrium. The
low antigen concentration limited the effect of antibody concentration, allowing
ranking of the antibodies based on their relative affinity.

[0208] 102 lines that had the ability to inhibit uPA/uPAR binding
(neutralizers), were tested by the HA/LA kinetics assay. The results were analyzed, in
combination with the efficacy of uPA/uPAR binding inhibition and FACS-based
binding. Table 6 summarizes the results for the 30 hybridoma lines that had the

desired neutralizing activity and preferred binding kinetics.
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65 WD 2007/ 120693 PCT/ US2007/ 008913 reliable. The Kd
determ nation using high resolution BiacoreTMw th

wo hee206® cloned and purified mibs was conduedBdsion /008913
separate experinments. [0232] Each of three purified
mAbs (2.19.2, 2.6.1 and 4.18.1) were am ne coupled on
a different flow cell surface of a CVMb Bi acoreTM chip
and tested for their binding affinity to human uPAR
Al'l mAbs were diluted into 10 nM sodi um acetate, pH
4.0 for imobilization. TeAMRME Ag buffer and sanple
preparation buffer fogp s were degassed
HBS- P ( 10mM HEPES [pHS7E§{FICT§gE§W , 0.005%
sur f J02@Ht PZTO)E dgmsauhqnngog@o tg/yRARSA,. hyhn Ly6e (about 36%

sﬁﬁ?ﬁgt&fesﬁntr ydl w}ltnﬁéo%g &na]Waioss %%ﬁ{egg y%te%v elc 1(}en91ﬁed and

exandedr y |nJ ected intriplicate for 90 seconds vvlth

"ot cr@ifhng, HumiatCee Aot A6rBSionats. Bhu P8RS sigped and

edprRescddh Iatkzhm Belly &%0tdihg € s@NAAEIpBtaLsls. DhledtoVME ack of the
fit IobI toa%&vlnteratlon m)g'l_lvvlthaterm

aPB‘i"P%ﬁEe H‘\%‘bé‘?‘f‘ %k | thgeauthenficity of  the S RINPRE gELybe was
c@ﬁﬁnﬁéﬂ'@? i h inycolab Fugdd onl 81l oléBuleAd whll ta¥ demonstrating the

Det er m natl on Results for C-oned and Purified mAbs
right mpderular size of tha crpEsssad: proteimra O WVSHIMHREPUSINgAYF same anti-
,,gycjagm% d¢5 2.6.1 249 4.18.1 446 [0233] The Kd

val ues for antibodies 2.19.2, 2.6.1, and 4.18.1 were
175 ﬂmlmg Ahe reactiviycolthe ﬂetslmeSi teelthe HEK29RT transfected to

R L I e A —

ané podhwdi with @mtmt&]iﬁdnan G6chaD 2ojdgdi2d edth CyS (2.5 mg/ml, Jackson

PCT/ us2007/ MPLE 12 CROS IVITY . TO
RS BNEARENKEI %mz%ﬁyms FAREEPLY \0h 1B 1BYitrpRen) o the
tﬁﬂé’f%@taﬁlrsos%ﬁleﬁeﬁci p¥ditive ct)ﬁ‘?olnﬁaqd %uhil bf" @hls taQtiBOUYBR the (Ly6e

UPAR expressed on the surf ace of | s was
nggatived pardntal cellp spevetltasothe negatye egmtr@] e%@&“@é/&ﬁauma@o to the
e f
PSS ARl o 1500 608 B Rty 95 ver

cbeéxdtrredtahémdﬁts a&elaereStdkpom 102 newtrabiedrs.cordyx pines 4i67gand 4.50
P

e o oo TR SR ety T SRR M Bl rodiivity to

Liy6ad TableusmamarP&R pré 26| of 8 Onlines seleBtaRfncleming gG Fc

chi mera (uPARHUI gG (R&D Systens, catal og nunber

531- PA- 100% was used for_ the nouse uPAR of each

mb atTablgp.fumpmaryfncdg Silaction gt aP L\?‘éﬂslfﬁ%CS‘f‘“lﬁhg‘Wb‘t%e
UPARHUI gG 40 g/ nL. The final concentrations of the
mAbs and nougag UPAR were 500 ng/nlL and 20 (giceh-based
respect i cohyentvfipn 0XAffility Rankihg VD- UBHicEM g | S Bafdi®f)
Kd) The m xture was in FACS buffegde%ﬁ supdoéyerapnt ed

L ne/l‘b8§ ll;lgqu' ObAtabBINI)A at2ud wet inding Mean Pos Cg no (?ﬂ.)ss
ng/ml ng/ml \opibition % Cells eactivity
7 1.100 65.95 2.15 0.27 78 521 Yes
2 1113 252 1.8 0.53 75 511 Yes
3 1.159 16.9 2.12 0.33 75 491 Yes
4 1163 33.87 2.64 0.34 73 410 Yes
5 1.2 13.53 1.89 0.56 74 388 Yes
6 1.20 35.22 1.37 0.2 74 467 Yes
7 1.35 8.61 1.1 0.34 75 497 Yes
8 14 9.01 0.66 0.16 69 419 Yes
9 1.41 13.1 1.48 0.27 74 422 Yes
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i ncubated for 30 mn. Subsequently, 20,000 U397 cells

were added into the mxture for an additional 30
waonawtmedncubati on on ice. At the end of i ncubeti/os2007/008913

unbound mAbs were intensively elimnated by washing

five tinmes using FACS buffer. The bound mAbs were

detected wth Cy5 (Cy5-hbis-OSU,

N, N - bi scar boxypentyl -5,5" -

di sul f onat oi ndodi car bocyani ne, Anersham Li fe Sci ence,

d&t al'lég No. BA15000) - 2 abel @@7goat an?4-Hu 1gG %6 (5.0 Yes

dinLy.6dnd 78RB4(5.0 ¢/98L) uSi2ilg a FA&SBCal i bur $890ow Yes

d¢t ortgber ( BBOBi osci dm¥es, Sh Jose, TH). [0236438The Yes

M8sullt8 showed t hat tiI exc@26 anount 4 of sol ubios Yes
rMécorti®nant 6.8®Huse uRAE di d0sdt bl ockss he bi ndi4a§ of Yes
dey ® to celsl - bound.98uman0BPAR (dat& not shoes), Yes
iTAdi $4@4 ng BR3P none 05 t heOrtBbs cros® reacted 302 the  Yes
MBus@13PAR. 11862 nake 0t32e nDOSZ Cross-TEacti vit a0 No
nM8suBtid con@BRgi ve, diflect Dbioadi ng of 74 he mAbs 31G Yes
agel | 3.heund BBBSe UPARI.@as nmmasured useng FACS 418 Yes
20al 3$6%. TReo.sduse odsl | i 0©9 deriverh from t hesss No
@onnkerd ve eogue, NOBB L92622was enpreyed for FeACS Yes
2Ral ys7ss. Thesharvestosd ceblbs were resuspendedszat Yes

20, 0B cel | stael | usi2rsay FACGsbuffer iTdo a V-bshtom Yes
Rkat @.12hi ch4sdg put o1 ce. 0.0be UPAR MAbs at tigzfinal vYes
@sncantrati easef 6. 2249/ m overe addems into thesgwells, vYes
aad uneubat exlad or 1 hasr onopre. Afters washi ng,2s1 Yes
@y5- habel ed gpat ant i1-:d3umanohgG Fc at7hd g/ M and27AAD  ves
as 546 weasosmdded. 0.68he noprtures weg®e i ncubateed for  ves
285 masson i 46 washed.1d3nd reseispendedsg n col d 43ACS Yes
baf f @esf or BAGS anal ysi1s. 63 o¥YO 2007/ 4820693 208 Yes

€ o sunmari zes the FALS

a
resuligs.21 The | = | = t A
ous OB | oThtnghth: pHEAR sl o ideySereRil sl D totpl of 30
hybrglayra lings wergridentified babed @ethivbrabilityltobind torthe bell-hourskhuman

= 4R I h | VIRY.:.L nouse antigen). .
oPAky PHEOOY ARSI S Ky R, AR n b
6t dgedime them,ttivot lives did conbiad yonacynob iR onf the cdl tsarfadeonNone of

th&%@%%%%%gtré\%g%\gi L%E;%g%e Zatr\ﬂélmé)kletéﬂ'%% gel_ﬂl??{ed Eggsa peacted with
Lg6eyhe elbbest homblogue bfiaRgRound seen in the above

negat ive.contr ol .t was therefore_concluded that )
none}d%}glt he&.ﬁﬁﬁ?%iﬂ'&‘??dw?rff redoand ﬁgﬁ'ﬁ ghagacigiiced as described
belBAR. Table 8. Summary of the FACS Anal ysis Results.

Sample X Geo X Geo Sanple ID Mean Controls nean 1

1.100.1 9.89 rat anti-uPAR 248.07 2 1.99.1 11.65 M
anti-uPAR 3.14 Hu Ig& 4.4.19.1 9.59 isotype 8.88 Hu
|gG4 5 4.50.2 8.92 isotyp&AMBLES 4 12 2 8,97 Hu 2

7.63 7 4.18. 1pBASRMINGGERCAZTEVATIGN ASSAY
[0214] Human histocytic lymphoma cell line U937 (ATCC), which is
known to express uPAR, was employed for this assay. Upon binding to the cell

surface uPAR, single chain urokinase type plasminogen activator (scuPA) can be
activated into uPA, and can cleave plasminogen to plasmin. The latter cleaves D-Val-
Leu-Lys 7-Amido-4-methylcoumarin (VLK-AMC, Sigma catalog number V3138)
and releases the fluorescent AMC dye. Hence, the intensity of Fluorescence Unit in

the assay system indicates the quantity of bound uPA to cell surface uPAR. The
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12 2.19.2 9.55 rat 2' 13.07 13 2.6.1 12.95 M isotype
3.31 14 1.61.1 9.7 M 2 3.22 15 4.13.2 11.24 17
wd 2674220683 38 24 1.113.2 10.19 26 1.41.1 9. 59 C2952007/008913
1.2.3.3 9.89 30 3.176.2.2 8.36 [02381 Prior to the
cloning, two out of the 30 selected hybridoma |ines
(3.133 and 3.167) were shown to | ack cross-reactivity
to the nonkey uPAR After cloning, the
cross-reactivity to the nonkey uPAR expressed
neaizaigingadttis\agamst WA Rswerk gspeatéd @Ahibatdiihdingms scuPA, and thus,
f [ ACS anal ysis. The FACS anal ysi s
S?@é} %Jtﬂgg}é\l?gesg%r%gmrl zed in Figure 4. [02391 In
conpdf2Esjn t & %ﬁeehegzate meintainéd ad pmphgmcﬂ msRPMII 1640 enedium

B RoBhh L eleimpeionsed g8 Souh o Bl qeflym Reafbonate, 4.5 gL

gbld@dé;rm inM IHERES, mﬁOSnNtI SfPurit , pyu vt a.’hd 13)%14-‘1318 ﬂn317°m°b1th 5%

10 bs 2.19.2 and 4. were found t
Wrossld esdpre hsh%*%nwéﬁaﬁﬁlf g\e_(ﬁrevéﬁegeg S TBRGIGPSIY of 60,000
ckitd/@ell Gntd)a VEBLNYRL Blals} an@8v&O wiiHdd WO reaction buffer (0.05 M
PCT/ US2007/ 008913 ~ CYNOVOLGUS AFFI NI TY [ 02401 Kinetic
TrisddGh OnleMt NaGt pibvel- bl Wish 2800 BSAn byspinneng ¢allsgdown at 1,500 rpm
65 8 it eﬂﬁei“?ésﬂgpéngﬁmmtwfsr Weleh 8L with Aﬂﬁtﬁqulcated final

. I nvol ves sol uti on- base det er m nati on of f or nal
cahdentratignsriog anedimntan ige. eljog Heated well Repamsioingaygre spiked with

R R ARy AP 30, B SRR, it n

fmeﬁm howmgpaat tovbexgg omshed) twithh eollrleladaiomebmffdsrl oSk edl ofii M Glu-

0 ng/ BS stored in.the bJockjn .
sribesn a9 OBV ke 5@9 ReTHHR s gL o thiepi Shspensions
VHORE Vo TSt Swife TRl RELdl & SRS pPSTHQ miRtuRedl Q@i%tt?eﬂxsférﬁw to a FMAT

I Mrunoassay system Ki nExA 3000, in which beads

ptasel fardtiopgscende detarmiptsiRnswitly e degan repdersol i d phase.
[ 024 np e nygl ;
enco i&Z 1 §6 {gléc g’l%res ﬁma O%gt%ﬁ QWIaén%okgm uglva%l)n assay.
16yandidags swrh" hlghaarrplusmimogen amvfananmhrbsmyaagtiatty ltlhm others were

C-ternm ( I D NO . Jhe ¢ PA

St By Eres Rehe. ¢ P g Bererentopreatoniin QuifEs for te 15
seleCledr mevbat Weﬂi @nélh'lal rlinheﬁmhg dtheire intibicey i acthi#iéOat various
c%ﬁn!:f-l\??rtaggxlésg% iny 1ceHF€ l’lg"HF dui‘e?stg Iﬁ)\(l)eg% r%rz}.ne %plicate for each mAb
cBRGEAAGEM Arqusnﬁ@ﬁogmdatcm for chbe A RiihélaaadinTRebléal 1.
fromthi s transient_  transfection vvas used for the

af fi 1P2471det Brwashgticss that thrzs #vas BB @bXioYs 82p peryuesn the curves for

aﬁfﬂt)&ﬁé% % é@ lcﬁﬁﬁi amtl a’i"ﬁél Btlrv@g 021 tﬁe lefoof a'ielgapz(mcludmg 8 mAbs,
antl -u

DAY, 18 b 450 20 Gridch -0 2o b |- SOhaP P aad bl 4) had higher

efficacy and potency. They inhibited plasminogen activation at greater than 90% at

concentrations as low as 1 pg/ml. Therefore, these 8 mAbs were selected for further

characterization.

EXAMPLE 9
ADHESION ASSAY
[0218] A 96-well microtiter plate was coated with vitronectin (5 pg/ml) in
sodium phosphate (pH 9) at 4°C overnight. The plate was then blocked with 3% BSA
in room temperature for at least an hour. U937 cells were acid-stripped using 2.5 ml
of 50 mM glycine-HCI and 100 mM NaCl (pH 3.0) on ice for 3 min. The acidic cell
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cont ai ni ng reconbi nant cynonol gus uPAR ECD starting at
approximately 625 nM  Antigen/anti body conpl exes were
wWo beahadeesl at roomtenperature for 48 hrs to 1B81/uB187/008913

to allow equilibriumto be reached. The m xture was

drawn through the human uPAR-coupl ed beads to

accunul ate unbound anti body. The captured anti body was

det ect ed usi ng solutions containing a Cy5-conjugated

goat anti-human 1gG heavy and I|ight chain specific
sespensioamas e neatralized byadrpinel dfifi0enM HEPEScundd 09i gMaNsCl (pH

re converted into relative values as a proportion
of control in the absence of hlL-13. Three replicates
of e#@219anplbe welle waresthereovdshed alvicee gyihl pienivaxmed serum-free

BRER, Ao e, AP P oYL RS DT 4 BN B FERG) My before

tlﬁbt\%re&ﬁqaﬂl&%ﬁk@@hd&lﬁﬂrHBﬁsr&WOQTOO@EE“SM@O%LIN ThB&cid-stripped
data using a one-site honobgeneous binding nodel wth

cells wiereribemhincubatad) ve@m:equ%@wom&lbm H) pe/anlvfor hibour at®’C. The

A uI ates the KD and
é(jet er ﬁlsﬁg;shtw%{ }De% ﬁ{:l dence I'n er val by fitting the
dat a[@R220ht s @ p:h of kebs end clsdir fa- dwsmemﬂlh&zeﬁ)é%lded into each of

confi dence i nterv. [ .ven as KD | d KD
e QRS i csqntr e B indhe BURORUS BIe'S. f3F <@l oxves glidhed to adhere
tBiheglag abGTP iféry40 Aih REBBuD M2 wwmmuw 09n¥Qrarm HBSS.

Eog mﬁfﬁg??; PCT, USZ%yW 008913 2.6.1_1.0 nM 478"[%
8 s{yers Plaripg thgopl gmm% or 11hour e cells were
tHaNW&t&M&WM [ &gl oEMyQﬁaﬂtlm?eﬂﬁbssbﬁﬁé}m'ere added

Exanple 8 were tested for the abi i nduce uP
tq ﬁ@@r veslh 2ndi the {luerssconog waserqad, atA4§é|mns¢a@mﬁm @nd 530 nm
emfQical Ni ng 100,000 cells was pipetted into each well

of a V-bottom plates in duplicate. Two V-bottom

pl at ¢224kr e Phepdr edlectehanibs kf@lke@xamle <4 (Wfdurﬁuhg:cted to the

rn b n he
#h%g%e i%r?c%ba g}’}"{.f H@QE’ach ‘fn ﬁ’ta? 'g'ﬂ tr%AB e\f/aé‘ were
fdmduﬂﬁtcﬁﬁe%iﬂbnw&latMSh@ Airvés @g/tlﬁm (Wcrb odtdimgd ihStriplicate, as
.mn. I ncubatia I ce was ssa o prevent, .
e an DRt gh dPeuRBaB AT ARREES Dbkl Sayisg inhibitory
eff® dind&rthe defiiéd dxpefiiéniaf\Enditibdeer . Cel | s wer e

subs ntIy |ncub ted on ice in 100 | of 5
al ex ? | abRFItRey 86‘5'[‘1“ alfOIPRU AT (45) gP“I‘tn\}S‘E'r 6@%‘501 inhibited

adiRERN QUG 9B D QitronPeird 4 Rimilsr (PIHe SAEanh PG, WRich 19 a known
m n. This all owed the goat FAB bind to the bound uPAR

izgy (hlegk thids dpt t!lrlﬁgFlgﬁgﬁ PhttBeseainhybitary B mufbseinhibited cell

aﬁsi‘ﬁhnﬂét Gltrdne&ﬂ'p?ﬁ 'aoﬁ‘os%[}i Efiden? HhareR! W?efk%gt gﬂ)up of the
ice, while the other was i ncubat ed at

cyryes in flwzmphnelqomoagi Pﬁmb [ 18. hcu'cbéth or:} 1W2t Iand I“ﬂe50 2. The

m%ﬁ%ﬁ@x%@é{rﬂs}?& teas%: SBV\% o}/ wﬁ::lsI S;(,%tmw (.:Aet tms concentration,

atdaﬁ] anxbty9.2 pindspéiil neadl@O%TdﬁEﬁhibm ,adad Abos. E&(E tapproaches
J.as. n ) t ot .
o s & v AR RRIERT CEl sabpor oy EonFGin. ohy egeriment was

repealadl tfigee fifids m&mmaa:chemgtsw th FACS buffer. 4 | of
An}(ﬁ% ﬁCt | 'Ph rre atlon oi/_}ﬁ antl-a§1h631on activity to other features of the

antibodies is summarized in Table 11.

EXAMPLE 10
INVASION ASSAY
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added to each well, followed by 10 m n incubation on

i ce before FACS anal ysis was conducted. [0245] The
weaneceriege of internalization was cal cul at ed ri/osRobHEn8913

foll ow ng equation: [0246] [(37 strip-4 strip)/(4 no

strip - 4 strip)] x 100 [0247] where 37 strip' is the

geo nmean at 37C with TCEP; "4 strip' is the geo nean

on ice with TCEP; "4 no strip' is the geo nean on ice

wi t hout TCEP (see Table 10 70 WD 2007/ 120693

PCT/ [9228D7/ OWfsuige!™ Tal3 R oscamnary‘atéf 356237 Lot# 007024 -

"R ALEP P ASEEAT R TEIER SO e s s

addeteonetich 2@éll iR alBD224 whll. Pranswel Faté wﬂh':iﬁre? s&eQﬂf 8 um, and
42.12 3.2 2.9 4.12.2 2 33.35 3.02 3.2 1.99

ingpbated at 33°¢ f9r 99 min prigr7toggelh attachyeny. 2HT41q8§> zelis gegre re-

S%Bgﬁ%g%sgésc%g&h%s%c;a%oﬁ sgl%‘tghg%n%% ?It gi(dﬁ)ls %el_ll_/glnljtﬁ DMEM (0.2%

FQ8) yneldua: t 1eQ pil f(1 anyO aelds) ] the zell @nsmswnd@assehwted to sterile

hour ,i ncuba | 7C. rinen
cibehSH (PR g Pt o i B imaltcay HREERRRR ofi01, 10,
arf D0 pE/rilest 3M€ foes Hdus with bdtasiohialiixifg. Untreated control samples
characterization fof the 15 candi dates from Exanple

g ajgo PronegRE B 0d0S TR hes AT peresenal mixing. oo o s
~10225] = ~750 @l é@EMEMl ﬁooé/ﬁp@s%)edlé@}pbléiﬁéﬂﬂéd with the mAbs

o'sgnu[ M N uo! sayps u! + + 4+ + + +
at( O, Ty)andll LOWNE/md wasu@dqedl msauyapnﬂome MetlhAANawcr transwell

chamger.Z 656&120%3\% (i6%|¥C§)~mgg)1a ;\Pas added to lower chamber of control

I™ were inserted into

samples. The upper chambers containing solidified Matrige
lower transwell chambers, and 100 pl (1 x 10* cells) of pre-incubated cell suspension
was aliquoted to the upper chamber of appropriate wells, and the chambers were
incubated at 37°C for 3 days. The transwells were fixed by immersing in —20°C
methanol for 20 minutes at room temperature. The transwells were washed twice in
PBS before being stained with Hoechst 33342 (Sigma catalog number B2261) (10
uM). After staining, the wells were washed twice with PBS. Using a 20x objective,
optical images of cells on top of Matrigel™ and invaded cells at sequential 20pm
sections through the Matrigel™ were obtained. Image-ProPlus (Media Cybernetics,
Bethesda, MD) image analysis software package was employed to calculate cell
number at each section. For each sample, data were presented as the percentage
number of cells present in all sections that had invaded over a specified distance (60-
200 pm).

0226} The 15 mAbs from Example 8, together with isotype controls
(P'K16.3.l for IgG2, 108.2.1 for IgG4), were tested in the assay at the mAb
concentration of 0.1, 1.0, and 10 pg/ml. The number of cells invading beyond 60 um
in distance was normalized to the “fold change over IgG2 and IgG4 isotype control.”
The three panels in Figure 3 represent the data collected with mAb concentration at
0.1, 1.0, and 10 pg/ml, respectively, from top to bottom. Most of the mAbs tested
were found to inhibit cell invasion. Antibodies 2.19.1, 2.6.1 and 4.18.1 had the best
efficacy and potency. At a concentration of 10 pg/ml, mAb 2.19.1 completely
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t~y ua oultuseld CCCOCCCCCOOCCOC-ucC
ii:hibited:%vb!si(>{1 bdﬁmﬁlm 6 ghPdistance; aud both mAbS 2¢f. Dakd 4.18.1 achieved

RO ) 59090,y a0 Y SYEPILL T8 1202,y ou

ohefOthengdicentyationStdApd OF- 1 G0iR) peéi- il Anid kivablon WadVletéiiined by the
V||v(|0 mWwW - I1- 14NN?\|.N|\INN (Qu_auol D) o~ 06
an ef ?\?lQ mmq\pg)guglgh Matrigel ™ at a depth of 80uM. As demonstrated in

Figure 5, mAbs 2.6.1, 2.19.2 and 4.18.1 at a concentration of 100 ng/ml were found to
significantly (>70% inhibition) inhibit cell migration to 80um.

EXAMPLE 11
DETERMINATION OF AFFINITY USING LOW AND HIGH RESOLUTION
BIACORE™

Low Resolution Biacore™

[0227] - For the low resolution Biacore™ tests, a selection of 31 hybridoma
cell line products or hybridoma supernatants were tested for affinity determination. A
high-density goat anti-human antibody surface over a CMS5 Biacore™ chip was
prepared using routine amine coupling. All mAbs were diluted to approximately 6
pg/mL in HBS-P running buffer (10mM HEPES [pH 7.4], 150 nM NaCl, 0.005%
surfactant P20) containing 100 pg/ml BSA. Each mAb was captured on a separate
flow cell using a 30-second contact time at 10 pL./min followed by a S-minute wash at
a 100 pL/min flow rate for stabilization of the mAb baseline. Next, hu-uPAR (R&D
Systems, Lot ALH01402A) was injected at 312 nM (23 °C) over all surfaces for 90
sec., followed by a S-minute dissociation (100 pL/min flow rate). Four mAbs were
re-analyzed with a 4-minute hu-uPAR injection (312 nM, 50 pL/min flow rate). All
antigen samples were prepared in the running buffer. The surfaces were regenerated
after every capture/injection cycle with one 15-second pulse of 146 mM phosphoric
acid (pH 1.5).

[0228] The baseline drift of a buffer injection prior to each antigen
injection was subtracted for each cycle.

[0229] Data were fit globally to a 1:1 interact-ion model using CLAMP
(David G. Myszka and Thomas Morton (1998) “CLAMP®O: a biosensor kinetic data
analysis program,” TIBS 23, 149-150) to determine the binding kinetics. A mass
transport coefficient was used in fitting the data. The kinetic analysis results are listed
in Table 7a. The mAb supernatants used in the analysis are also indicated. MAbs are
ranked from high to low affinity.
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PCT/ US2007/ 008913 EXAMPLE 15 STRUCTURAL ANALYSI S OF
woIRRR1203 BODI ES [ 0250] The vari abl e heavy chap@asusono008913

the variable Iight chains of the antibodies
sequenced to determne their

conpl ete sequence information for
anti bodies is provided in the sequence listing with
nucl eoti de and am no acid

and kappa chai n conbi nati on.
Tak1d 78N AFhinityDeermimdtichResus B5HtRE

DNA sequences.

wer e
The

t he anti - uPAR

sequences for each ganma

The variabl e heavy
BAdéME Les3e¢Hved from Low

the D-region sequence;&ggﬁu{,mBJac(, Mon sequence. The
IbCD CII ll IID ] IIJ] IIC ll
psqmp Aﬁ%méﬁ g gﬁ ‘)COMAI( ®d to t%"(“m
ov o 'I rgru n—segdene Lo _accaodce
g:lll I I o | nne 3r q \f | rzgég‘il Q*ﬁuauul ak)l %31
com thg a029 "mri\/ hc:\ 8/*\1 Illgl n 1888197t o lt heB-p7
r‘ngn"f?t e germlj n2=491pa\/\/ c 2“ rXrIQm nn3jTXHIO(_=5 19 isld
t aBtl8 conparing 3% antihbpby %APpa |Ii6Kil0Chailn 1.5
rediS¥ns tb their2%gnate pb2XN10nhe | 26X 10Raid rediZon.
[OR5G) The variaPpbte (V) rE@ischd0of i maXd@robdl i n2.3
chaiass ark encod2@ by nul LiX é0yer f2l5 Xid ODNA 2.3
seqrEnt s, { whi ch 48% j oi nef9.urK 0¥ un¢Risoxalo?varli abkey
reglions (VHDIH zr7 VKIK) HupixagoB- ceBl2 Xnpdgerly. 2he
mo3 ¢4l ar| and geqpeg 1 ¢ di vEy9IX YoOT {hg RNprFOOGY 30
respgnse [0 UPAR»AS St ud) £8 3 MoUeT filg X 1PSE [aSSans |
Tey¢ eg’ everal,pgorns s LA UAELSS louw-\H 34
T odi el [6255'3(;9 t Ehu 19 wfosapp g}ﬂxtlﬁlul tat gy o
N D S AN QB‘*‘LQ“"”'R{ O " dp o35 o,
oL ne g it el SR AL Fof Loga g% 5
beliHentital to {Hs seque .TEXF ; pds B 109 adq 39
331716‘5'1’6)[ 254] ording kP ;}_é%dgga t he4-3
3p1r17rﬁﬁﬁ‘[3ﬁ)q ruct ur®hs thp 28X, 18hai héd.3 f102 611 aftd
40813 ark sini 1634 but np2-8i%0Ttichil.3X 109 2]ig 4.6
stA®Stural |y di f4¥rent frodPthe0® ot héd X8~ [ 025587 t
shd¥8d al ko be a2 eci at edS.8R3ad0Whet 8.9aX &t i dul ab.5
ani2@ody Wi ffers2Z4 om itls7.786pecti yd.50¢r10i"i nd 5.8
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Considering that most mAbs fit a 1:1 model very well, the affinity

was believed to be



sequence encoding the light chain of mAb 4.18.1 can be
nodi fied to change nutation 2 or nutation 3 to yield
WO he798%9d | ne sequence at the site of nutati onp@r/0$2007/008913
mutation 3. Still further, the am no acid or
nucl eoti de sequence encoding the |ight chain of mAb
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nmutations to yield the gernmine sequence at those
r«pimbﬂe cThaKdsddtaminafiinl winglRigh Zedodhtom BiakoneSY! wat}ethteh:e(B) cloned
Slt 0 such variati.ons fromthe rmine for
il 8 s e B P el BetetPrdi csent s o
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bﬁhﬂh@aﬁﬁﬁ@ tb lBuhQn uPAR .t ANGRABE e allutel it I'Oq'hMiI;&ﬂurn acetate,
Resi due Number. 12 32 36 38 100 101 103 A S K
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rSoRitionREpEiHentSs. \Watd werdfiSgIoBhIT kdDa A : Pinteraction model with a term

for mass transport included. The resulting Kp values are summarized in Table 7b.

Table 7b. Affinity Determination Results for Cloned and Purified mAbs Derived
from High Resolution Biacore™

mAb Ko (pM)
2.19.2 175
2.6.1 249
4.18.1 446

[0233] The Kd values for antibodies 2.19.2, 2.6.1, and 4.18.1 were 175

pM, 249 pM, and 446 pM, respectively. The Kd ranking of each antibody with high

™ ™

resolution Biacore'" was consistent with that obtained via low resolution Biacore
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DELETED F P A GK S DELETED FW AGKSTP AGKS
TW AGKSFP AGKSFW AGRYDELETED T P A

GRYDELETED T W A GRYDELETEDF P AGRY
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t(;( h%leilllE IIFRR exprégésésd on the S a-gcl:E IE))f 59\911 c‘g'llsiS w§s Xcte:cteg-grl)E I:a) competmon
assay using excess soluble mouse uPAR. In the assay, excess amounts of the
recombinant mouse uPAR were preincubated with the mAbs before the mAbs were
exposed to the cells expressing uPAR. If a mAb cross-reacted with the mouse uPAR,
the preincubation would mask the mAb, thus, it would not bind to human uPAR.

[0235] A mouse uPAR/human IgG Fc chimera (WPARHulgG) (R&D
Systems, catalog number 531-PA-100) was used for the mouse uPAR. 50 ul of each
mADb at 1 pg/mL was mixed with equal volume of the mouse uPARHulgG 40 pg/mL.
The final concentrations of the mAbs and mouse uPAR were 500 ng/mL and 20
pg/mL, respectively (Approx. M, W, of Mo-uPARHulg is 66-90 Kd). The mixture
was in FACS buffer (PBS supplemented with 1% BSA and 0.05% NaNj3), and was
incubated for 30 min. Subsequently, 20,000 U397 cells were added into the mixture
for an additional 30 minute incubation on ice. At the end of incubation, unbouhd
mAbs were intensively eliminated by washing five times using FACS buffer. The
bound mAbs were detected with Cy5 (CyS5-bis-OSU, N,N'-biscarboxypentyl-5,5'-
disulfonatoindodicarbocyanine, Amersham Life Science, catalog No. PA15000)-
labeled goat anti-Hu IgG Fc (5.0 pg/mL) and 7AAD (5.0 pg/mL) using a
FACSCalibur flow cytometer (BD Biosciences, San Jose, CA).

[0236] The results showed that the excess amounts of soluble recombinant
mouse uPAR did not block the binding of any mAb to cell-bound human uPAR (data
not shown), indicating that none of the mAbs cross-reacted to the mouse uPAR. To
make the mouse cross-reactivity results conclusive, direct binding of the mAbs to
cell-bound mouse uPAR was measured using FACS analysis. The mouse cell line
derived from the connective tissue, NCTC L929, was employed for FACS analysis.
The harvested cells were resuspended at 50,000 cells/well using FACS buffer into a
V-bottom plate which was put on ice. The uPAR mAbs at the final concentration of
6.25 nug/ml were added into the wells, and incubated for 1 hour on ice. After washing,
Cy5-labeled goat anti-human IgG Fc at 5 pg/ml and 7AAD at 5 pg/ml was added.
The mixtures were incubated for 15 min on ice, washed and resuspended in cold

FACS buffer for FACS analysis.
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SSKYDELETEDFW SSKYI TP -75 W 2007/ 120693
PCT/ US2007/008913 S SKYI TW SSKYI FP SSK
w0 2007120803 S S K S DELETED T P S S K S DELETEDrdT/V$2087/608913
K SDELETED F P SSKSDELETEDF W SSKSI TP S
SKSI TW SSKSI FP SSKSI FW SSRY
DELETED T P S S RY DELETED T W S S R Y DELETED F P
SSRYDELETEDFW SSRYI TP SSRYI TW SS
RYI FP SSRYI FW SSRSDELETEDT P S SRS
DELET®Z37T W Tabls Susnibati E€5ERe FATS $esblitkR ThekhEdibuPAR, which

S R ITP SSRSI| TWSS
BSOS it oy ppgbn epnetudis adroa it 1ih oo of 407, In
chEtaEt'l,’EtBe FGEbMSaerKlu‘és [ﬂEi_BTeEBndﬁsWanﬁ-liPAﬂ{ \inlAbT(lEbksSreéi:thty to
\? KYI S %K Y | G K S DELETED
mf)uﬁp antlgen isotype controls from the rat, mouse and human, together with the
secondary antibodies for detection, ranged between 3.14 and 13.07. All the fully
human uPAR mAbs showed a GeoMean between 9 and 12, comparable to the
background seen in the above negative controls. It was therefore concluded that none

of the mAbs bound to the cell surface mouse uPAR.

Table 8. Summary of the FACS Analysis Results.

Sample X Geo X Geo
Sample ID Mean Controls mean
1 1.100.1 9.89 rat anti-uPAR 248.07
2 1.99.1 11.65 Mo anti-uPAR 3.14
Hu 19G2
4 4.19.1 9.59 isotype 8.88
Hu IgG4
5 4.50.2 8.92 isotype 8.5
6 4122 8.97 Hu 2' 7.63
7 4181 8.18 rat isotype 12.31
12 2192 955 rat 2’ 13.07
13 26.1 12.95 Mo isotype 3.31
14 1.61.1 9.7 Mo 2' 3.22
15 4.13.2 11.24
17 1.4.2 12.38
24 1.113.2 10.19
26 1.41.1 9.59
29 1233 9.89
30 3.176.2.2 8.36

[0238] Prior to the cloning, two out of the 30 selected hybridoma lines
(3.133 and 3.167) were shown to lack cross-reactivity to the monkey uPAR. After
cloning, the cross-reactivity to the monkey uPAR expressed recombinantly on the
surface of 293T cells was confirmed using FACS analysis. The FACS analysis results
are summarized in Figure 4.

[0239] In comparison to the negative control antibodies, all the anti-uPAR
mAbs bound to the cell-bound monkey uPAR, although the GeoMean values varied
widely. Weak binders included mAbs 1.159.1, 1.163.1, 3.14.1 and mAb 1.100.1.
Mabs 2.19.2, 2.6.1, and 4.18.1 were found to cross-react to the monkey antigen very
strongly (Figure 4).

EXAMPLE 13
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DELETED F W S GKSI TP SGKSI TW SGKSI F
w0o20091%668 S| FW SGRYDELETEDT P S G Rpém;z[ﬁﬂ'ﬁmwm

T W-76 WD 2007/ 120693 PCT/ US2007/008913 S GRY

DELETED F P S GR Y DELETEDF W S GRYI TP SGR
YI TW SGRYI FP SGRYI FW S GRS DELETED
TP SGRSDELETEDTW S GRSDELETEDF P S GRS
DELETED F W RSI TP SGRSI TW SGRSI F

P SGRSI E \?V TG¥NOMOLGHS AFFANYT XLt at i ons of mAb
AT R 4 i i
using thex KapExeAY nitthad.i diés ofethmdbinRolied stlughn-bakei det¢Biifation of
S8 T By b T BB RTERHE g (amivo
adidb|1e30B) .pukotrased @ioyn W& Dt Syeﬁﬁlsowfvaﬁé&qﬂecﬁ td N'Hsl&épﬁhakeﬂ beads.
b7 b o Pl oS LR S el 85 i 1 v
Tris and stored in the blocking solution as recommended by the manufacturer.
KinExA experiments were performed using an automated flow immunoassay system,
KinExA 3000, in which beads coupled with human uPAR served as the solid phase.
[0241] The nucleotide sequence shown as SEQ ID NO: 81 encodes the
éxtracellular domain (ECD) of the cynomolgus protein with an in-frame His tag at the
C-terminus (SEQ ID NO: 82). The cynomolgus uPAR was produced by transient
transfection of an expression vector containing this nucleotide sequence in HEK293
cells using the Freestyle expression system (Invitrogen) of protein production as per
manufacturer’s recommendations. The conditioned media from this transient
transfection was used for the affinity determination as described above.
[0242] Briefly, a constant amount of 2.6.1 or 2.19.2 anti-uPAR antibody
(5 nM or 500 pM) was incubated with titrating concentrations of conditioned media
containing recombinant cynomolgus uPAR ECD starting at approximately 625 nM.
Antigen/antibody complexes were incubated at room temperature for 48 hrs to 168
hrs to allow equilibrium to be reached. The mixture was drawn through the human
uPAR-coupled beads to accumulate unbound antibody. The captured antibody was
detected using solutions containing a Cy5-conjugated goat anti-human IgG heavy and
light chain specific secondary antibody in sample buffer. The bound signals were
converted into relative values as a proportion of control in the absence of hIL-13.
Three replicates of each sample were measured for all equilibrium experiments. The
results are summarized in Table 9 below. The equilibrium dissociation constant (Kp)
was obtained from nonlinear regression analysis of the data using a one-site
homogeneous binding model with an unknown ligand concentration contained within
the KinExA software. The software calculates the Kp and determines the 95%
confidence interval by fitting the data points to a theoretical Kp curve. The 95%

confidence interval is given as Kp low and Kp high.

Table 9. Summary of KinExA Results for Cynomolgus Binding Activity

| Antibody | Kp [ Kplow | Ko high
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DELETED S SSVSYI|l HVE-77 W 2007/120693

PCT/ US2007/ 008913 30 31 35 50 53 58 69 81 87 98 S S S
VSYVQADELETED SSSVSYVQAE SSSVSY
VQVDELETED SSSVSYVQVE SSSVSYVHA
DELETED S SSVSYVHAE SSSVSYVHV

26 FTED S S SVOSM v HV F | 48PM V S S | (P A6 nM
2082eTED S S S MBRMy | O A E 12349M v S S | WSOERMTED
SSSVSSI QVE SSSVSSI HADELETED SSS
VSSI HAE SSSVSSI|I HVDELETED SSSVSS
| HVE SSSVSSV ESAMPERED SSSVSSVQA
E SSSV Qﬁéﬁg SVQVE SS
SVSSVHADELCEQQQIE/B Elgl\}‘%g%gﬁé\éﬁ%ﬁ\E SSSVS

S V H0243DELEEigbt of th: S1AbsSirEm\VEkhiple 8 Sete ®siédTioY the Gbility to
lr@EEE}IIEéiD Jgténéizgtl}r/n $san1g|(5J®7Ecel§. 2‘ gelys;{spgnﬁlioﬁcxntaining 100,000
cédsLwaEpipetted into each well of a V-bottom plates in duplicate. Two V-bottom
plates were prepared, one to be kept at 37°C during internalization with antibody
complex, and the other to be incubated at 4°C. Each of the eight uPAR mAbs was
incubated with U937 cells at 5 pug/ml on ice for 15 min. Incubation on ice was
necessary to prevent internalization of the primary mAbs. The cells were then washed
with cold FACS buffer. Cells were subsequently incubated on ice in 100 pl of S
pg/ml alexa647-labelled goat anti-humanF(ab) (Invitrogen catalogue number
A21249) in cold FACS buffer for 15 min. This allowed the goat FAB bind to the
bound uPAR mAbs without permi'tting any internalization. After a 15 minute
incubation on ice, one plate was kept on ice, while the other plate was incubated at
37°C for 1 hour. _

[0244] Following the 1 hr incubation with the mAb-FAB complex, the
cells were washed twice with cold 5% FACS buffer, and 200 pl of Tris(2-
carboxyethyl)phosphine HCI (TCEP) was added to each well as a stripping agent.
The plates were both incubated with TCEP on ice for 1 hour, followed by washing
and resuspending with FACS buffer. 4 pl of 7-Amino-Actinomycin D (7AAD) was
added to each well, followed by 10 min incubation on ice before FACS analysis was
conducted.

[0245) The percentage of internalization was calculated using the

following equation:

[0246] [(37 strip-4 strip)/(4 no strip — 4 strip)] x 100

[0247) where ‘37 strip’ is the geo mean at 37°C with TCEP;
‘4 strip’ is the geo mean on ice with TCEP;

‘4 no strip’ is the geo mean on ice without TCEP (see Table 10).
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4.19.1 2.34 45.95 5.31 6.8
4.18.1 2.05 41.2 3.25 3.0
[0248] As summarized in Table 10, very little, if any internalization was

detected after 1 hour incubation at 37°C. The experiment was repeated twice with
similar results.
[0249] Table 11 summarizes the results of the in vitro characterization for

the 15 candidates from Example 8.
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TSHVDELETED SSSI TSHVE SSSI TSVA
DELETED SSSI TSVAE SSSI TSVVDEETED S
SSI TSVQVE SSSI TSVHADELETED SS S |
TSVHAE SSSI TSVHVDELETED SSSI TSV
HVE SSNVSYI| ADELETED SSNVSYIl AE SS
NVSYI QVDELETED SSNVSY|l QVE SSNVS
Y| HADELETED SSNVSYI HAE SSNVSYI H

VDELETED SSNV SY | HY NVSYVQA
DELETED SSNVSYVQixﬁ‘ﬁngl%VSYVVDELETED

S S NV S Y STRUSTERAIOAWA 29818/ OP ABAR ANTIBODIES

S L RN SRR T N
wite\SeqievicédFtobddtddmite the DNA séqiénicks/ The &niplbte\deGuence ifformation for
thgéﬁ)é-lpggﬂjgngoaie@ l\épévi%ele, i%tﬁbé s%qué'cr'lc‘eS lljéltil\'l/g §vit§ nlucfgo}{de and amino acid
sequences for each gamma and kappa chain combination. The variable heavy sequences
were analyzed to determine the VH family, the D-region sequence and the J-region sequence.
The sequences were then translated to determine the primary amino acid sequence and
compared to the germline VH, D and J-region sequences to assess somatic hypermutations.

[0251] Table 18 is a table comparing the antibody heavy chain regions to their
cognate germ line heavy chain region. Table 19 is a table comparing the antibody kappa
light chain regions to their cognate germ line light chain region.

[0252] The variable (V) regions of immunoglobulin chains are encoded by
multiple germ line DNA segments, which are joined into functional variable regions (VuDJy
or ViJk) during B-cell ontogeny. The molecular and genetic diversity of the antibody
response to uPAR was studied in detail. These assays revealed several points specific to anti-
uPAR antibodies.

[0253] It should be appreciated that amino acid sequences among the sister clones
collected from each hybridoma are identical. As an example, the heavy chain and light chain
sequences for mAb 2.19.3 would be identical to the sequences for mAbs 2.19 and 2.19.1.

[0254] According the sequencing data, the primary structure of the heavy chains
of 2.6.1 and 4.18.1 are similar, but not identical. 2.19.2 is structurally different from the
other two.

[0255] It should also be appreciated that where a particular antibody differs from
its respective germline sequence at the amino acid level, the antibody sequence can be
mutated back to the germline sequence. Such corrective mutations can occur at one, two,
three or more positions, or a combination of any of the mutated positions, using standard
molecular biological techniques. By way of non-limiting example, Table 19 shows that the
light chain sequence of mAb 4.18.1 (SEQ ID NO.: 52) differs from the corresponding
germline sequence (SEQ ID NO.:66) through a Ser to Phe mutation (mutation 1) in the FR1

region, a Val to Met mutation (mutation 2) in the FR1 region, a Lys to Thr mutation
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SSNVSSVHAE SSNVSSVHVDELETED S S N
VSSVHVE SSNVTYQADELETED S SNVTYAQ
AE SSNVTYVDELETED SSNVTYQVE SSNYV
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DELETED S S NV TYHVE SSNVTYVQADELETED
SSN TYVQAE SSNVTYVQVDELETED S SN

\%
i 3 WeFap. 1 el ool e o s
Sey B llSnwitdiop (m@atiorQSA iDEeEFRD regiof. NThusT ti® hmioEaci$ of nucleotide
oyt ikt IR @ o 1 o g el ion 11
yigEthg germIBieSefuance aSthe site\@fmut8ion\D PFOOH¢r] heG®Bino acid or nucleotide
se@ﬁgcg%g%ﬁ@%t%ﬂa%%fgrﬁAg ?831 %gn gg n§61a1 §ed % cha§ge mutation 2 or
mutation 3 to yield the germline sequence at the site of mutation 2 or mutation 3. Still
further, the amino acid or nucleotide sequence encoding the light chain of mAb 4.18.1 can be
modified to change both mutation 1 and mutation 2, or any other combination of two or more
mutations to yield the germline sequence at those particular sites. Tables 12-17 below
illustrate the position of such variations from the germline for mAb 2.19.2, 2.6.1 and 4.18.1.
Each row represents a unique combination of germline and non-germline residues at the

position indicated by bold type.

Table 12. Exemplary Mutations of mAb 2.19.2 Light Chain (SEQ ID NO: 32) to Germline at
the Indicated Residue Number.

12 32 36 38 100 101 103
A S K Y DELETED T P
A S K Y DELETED T W
A S K Y DELETED F P
A S K Y DELETED F W
A S K Y 1 T P
A S K Y 1 T w
A S K Y 1 F P
A S K Y 1 F W
A S K S DELETED T P
A S K S DELETED T w
A S K S DELETED F P
A S K S DELETED F \u
A S K S 1 T P
A S K S 1 T A\
A S K S 1 F P
A S K S I F W
A S R Y DELETED T P
A S R Y DELETED T W
A S R Y DELETED F P
A S R Y DELETED F W
A S R Y I T P
A S R Y I T W
A S R Y I F P
A S R Y I F A
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DELETED S TSVSSVQAE STSVSSVYV DELETED
ST P VS SVEET SRT § VY© S BECETEBELETFD  $ TpoS
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Table 13. Exemplary Mutations of mAb 2.19.2 Heavy Chain (SEQ ID NO 30) to Germline
at the Indicated Residue Number.
99-100

DQ
DELETED

Table 14. Exemplary Mutations of mAb 2.6.1 Light Chain (SEQ ID NO: 28) to Germline at
the Indicated Residue Number.

95-96 103
PL K
PL R
DELETED K
DELETED R

Table 15. Exemplary Mutations of mAb 2.6.1 Heavy Chain (SEQ ID NO: 26) to Germline at
the Indicated Residue Number.

30 31 35 50 53 58 69 81 87 98
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EXAVMPLE 16 | DENTI FI CATI ON OF uPAR BI NDI NG EPI TOPES
[0256] As the anti-uPAR antibodies failed to
cross-react with nouse uPAR, we generated a nunber of
nouse UPAR- human uPAR chineric proteins to identify
the domains involved in antibody binding. Chineric
human- muri ne uPAR conprising nmurine D1/ humanD2D3;
murine DI/ human D2/ MuD3; and human DI D2/ muri neD3uPAR
each with a Ctermnal H_.s tag were expressed as
secreted proteins in HEK2§§’I"“6€H;§ Bi nding sites for

2.6.1, 2.19. (hERTHFIEATEON OF L ARCBENDING EPPYOPEST €r n
blotting of culture supernatants;.  expression of the

appri8plat e Asebe AR HEAR b‘PtMIeﬁsfa‘\’%’stOd‘é’ﬁifn@P‘l‘ta‘t’% mgpse uPAR, we

geﬂ@rtaﬁﬁtd RAnbEY i0FEncliRe hpAﬂLmrnaQbupAﬂa Rhivhérill proteaRd tb a@tifPthe domains
19.2 lies in Domain |, and 2.6.1 interacts primarily

mw'w ign agfbedypdindingi n CHmerin Beman-musing APAR CoRRTing murine

D BRuGRAD2DS, rhirik®D®himah DBOR D3 S8 Burflan Dl@aﬁlmrm-gm?suPAR each with
nucl eot i de sequences encodi ng f he protei ns used
a Eriermiplihlip éag WetsRRG s s seraeted arrdeins byHERZRT a%lisa Binding sites for
2.689UEH68, 3h& cﬁﬁg 1 F\0&ek NdekdimIdlal By %e@&h%onfﬁ@b&fec@ﬂrre supernatants;
Nucl eotide and Amino Acid Sequences Used for Epitope
expressipm gf thgmrpropopseapearehinanspERieine é’aSE??‘P'Btmd by\dgtsctian using anti-
Highh AL TR dikdRg MEﬁb;?@fo& g9 9%%%%#591 | IAdNCE. 1 §ikeAREs Rimarily with
Aci d Sequence S SH Hunan D1D2/ Muri ne D3
an\gpitPRoVithia Remeie]VET apbs. |1§> Inyeith gmepitope i Daprain KBésqs &igue 6)-
SEQ §fe NHich ﬁﬁﬁe& 'tlﬂ';e ﬁﬁ&H?ﬂﬁSd S‘fngthe epitope
I\‘P)PS-QIO D2/ chlér’c]kgdpjs/e no Acid uence SEQ I D NG prtop
blersng o thedrapslatzd amiamagid SW@P%P&@ ifehetde 2¢belpp.
NO 89 Amno Acid Sequence SEQ ID NO 90 EXAMPLE 17
I NHI BI TION OF TUMOR GROMH AND METASTASI S IN VI VO
Table 20. Nucleotide and Amino Acid Sequences Used for Epitope Binning

uPAR ECD Chimera Sequence SEQ ID NO:
Murine D1/Human D2D3 Nucleotide Sequence SEQ ID NO: 83
Amino Acid Sequence SEQ ID NO: 84
Human D1D2/Murine D3 Nucleotide Sequence SEQ ID NO: 85
Amino Acid Sequence SEQ ID NO: 86
Murine D1/Human Nucleotide Sequence SEQ ID NO: 87
D2/Murine D3
Amino Acid Sequence SEQID NO: 88
Murine D1D2/Human D3 Nucleotide Sequence SEQ ID NO: 89
Amino Acid Sequence SEQ ID NO: 90
EXAMPLE 17

INHIBITION OF TUMOR GROWTH AND METASTASIS IN VIVO
[0258] MDA MB231 cells stably expressing GFP (MDA MB231-GFP cells)were

grown in culture and harvested at 85% confluence. A total of 5x10° tumor cells were
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[0258] MDA MB231 cells stably expressing GFP (MDA

MB231- GFP cel Il s)were grown in culture and harvested
w@t003a%ceonf | uence. A total of 5x105 tunor cel PST/v81087/008913

-119 WD 2007/120693 PCT/ US2007/ 008913 inoccul ated in

saline / 20% MVatrigel T" into the mammary fat pad of

femal e Balb/c nu/nu mce. Three days post

transpl antation mce received the follow ng; control

non-specific isotype matrched |1 g&4; doxorubicin Rx,

5ng per kg i.p. once per week for two weeks; control

or anti-human uPAR mAbs O. 5rrg per nouse i.p. once per

d [ gxper i ment Tunor,. gro
m\%‘%ulfateé) in rsal'e] d1eo}r1 %6;} I\glatn\%eek IB{:?I 6 rB%rmnﬁreyr gat é’ﬁgo Q(fJ%BAPYé‘ Ealb/c nu/nu
micgl uitbeeecddys (Hoat G‘dns‘pdm‘itatdmnglchreﬁawmjltl& f(ﬂlo)wlhg donfrp] non-specific

ns&x}p«t& m‘ﬁrChF%zﬁé gg?)éorruf ) hﬁx,d?ggeqeglrkag(ng) S{hr}cg pﬁr weeq( For two weeks;

cddiriol eatustithomat WBARt mifibs 0.3ngpenNmons i.s lvaws pemwedlgfor @he duration of

7) was _not n|f| dlffer nt co ared to |
b Lo oy rSPBouds g Yt et fatiers and umor
v@umesn cylctliatedr Rcoeling fd ferthula g x| b}ng 2)j whereamd- |ssl|9hgarbf the long

fro ontr n xer'. nt al i mal s e
iRt i ke PP e IRESGE AIBLE 70 IpRtied Sbntrol umor
grbhmh f(mitlshmvngﬁnrlhgﬁrei Tswaks hogsighifivgialyddifferent compared to IgG4 isotype
nohi st ochem cal techniques: Ki67; CD31; MAPK;
co&l{ ho- MAPK; FAK; phospho- FAK. Staining intensity
was [R8gjur edhtuhbe ead BifleJaDﬂy,' mg&yaﬂﬂlbDSSWGreSMdd[\@h& Iung, liver and

nd s, reccorded from.6 . an
spgc?,eg %or(n,:?odmoé an exfﬁ%fﬂmlﬁmﬁlalﬁ Y"ﬁ'@r re d'eg d%)rezlﬁ'ther analysis. Tissue
setliosu e®revstainel for atd )folld’vaa‘geﬂ’o&l’ids kiR steedakd Mﬁhﬁlﬁlohlstochemlcal

e(lél? (?&ftbeisfagf%s g:ﬁ)i{kﬁ WF F%Fgagnlh&‘lb‘gﬁf gR%;;%%%géi.?ﬁ tammg intensity

wake Fpasired tueihgbBide gt érage Analidie safivareuittiRdadat who @dresrded from 6
i.nh*’ bi t ed ?"ﬁri ma@/g:t umore, gr ow h and significantly
animais et WeptrRat rRR GdR& 8)f net ast ases to di st ant
or gaje260] nminag; isted ahe spleed tlﬂlmmgllﬂﬂa?’j Fr&hed phd faiof cells were
oliferation

tumors showed no effect aga t.he
O R b ook s ShBE Lot D e tiee b A BIeE MSTe Fforded (Figure
ot he | evels of pMAPK and pFAK conpared to controls.

- SRIPH g AsaBERERSy ) PROGHER o O druseimp g rancbodies inbibitcd

pr&ﬁiﬂybmfhbr Cgro®/th ﬁﬁ@&ign‘(ﬂidaﬁtlw ihhibived ithe indfdfdnce tdfemetastases to distant
i sSm nust indjrect as a,res

be.a
oy JRATChES B PRt PIOT he By turaia g sed go effect against
thé dAINERHti & XarEVIIKGERbut Elﬁ?ﬁﬁa']as Ahwnkistask INBibRIA inl the ®dvels of pMAPK

and 4.18 1 were evaluated together wth
ﬁr”é‘é&owgﬁ SO0 o MeREF Oty COM | SFURIER ABRIShowed Some reduction
mggi_ll_iluﬁ S‘Ztr(l)tgd;ulitogmmﬂﬁéh U8 labkdngE WE ar_;_hﬂc%@ m_ls_%%Wvlit?%a’Bmurme uPAR
roarr.ay.s ri Star npl o )
RGBS AR PP RAbPF Saffoth A5 EL FERST associated uPA
activity., (Cat#: 3936, Lot#: 041223) was a positive
control Ab in the study. Staining intensity was

estimated by eye using a 0 - 3+ scale (f equivocal
staining; |+ weak staini nEXAMPLBuder ate staini ng; 3+

strong stai ning). FE]&WN&?—I[ETB@AE%FS‘&{\?m PC3 human

prostate cancer
[0262] The binding profile of 2.6.1, 2.19.2 and 4.18.1 were evaluated together

with an IgG4 isotype control antibody on frozen cell pellets and normal human tissue
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and W37 human hi stocytic |ynphoma W37 cell pellets
used as positive controls and both nenbrane and
WG Y00k@s31i ¢ st ai ning was observed (See Tabl e 2dy/us2007/008913
Positive staining was reported only when staining was
greater than and/or distinguishable fromthe
background if the background staining was observed
with the negative control antibody, or staining was in
cells within the test tissue that did not stain with
the negative control antibody (see Table 23 bel ow).
Table 21. Staining Intenstity in Cell Pellets Abs
mlcroaq?xs r?ﬁt%r Tﬁé@g@gﬁ&}?@allﬁg%tgra&ln &%ﬁromzéﬁﬁgga; DH%S’O?stica
Inc., (Catt0336aket#: 041223) wis dﬁosﬁi\&rudnﬂollzsb in theseudy.c StinigRingshsity

was %gatlt;llba 2%; bg? u V\fg%ﬁ(gsts + séa?er é&ﬁb&g gtglnh%3?+c&94al( ta(n‘?'lgg 2+

moderite SEning B stroag bainig). Btoa¢m¢qﬂg>ellms dront PE3 humanCerpstate cancer
and B?i') ﬁJrﬁanLﬁ’stB%fti@' |%bﬁbnﬁ°ﬂb$§9&ﬁle&n@?§%§ed a%kb%s#ug%m?m@s dnd both

cont r ol a/‘{ 02641 Ti ssue
memﬁfae? 3ad cHipPalafmicestaipige g 0369'&3%@?6 éfﬁHe Dorfositive siging was
repofidd m;awhen s@mmgm@t g}@btanhaxbﬁdxbr dﬂﬁﬁgwgﬁuktfﬁmane bsh@mnd if

ere | to
the Uekef RN Sty M OPBAEY B e R B £ Bslp Pl s in
cells Stithimtha gesPegsue rhat d"lldswtjﬂalify\ofh tBe BeghtiZOeonBolldhtiBodOsee Table 23
belo\fi).ls' 1 20 ug liver inflamuation cells3+ c inflammtion
cells 3+(c) inflammation cells 2+ mc liver
i nflammation cells3+ ¢ inflammtion cells 3+(c)

i nfl anmati on Teble 31.Btaining Intéristierin Oefl Pallet@t i on

cel I s3+(c) inf[apeTgigen Jelds] Z¥ L) 4481 | anmati on cells
I +(c) inflanmmtidreontellis?2+(k), inhflammtion cells
1+(c), liver stB% |+ -st rloRhll itnfladbhmtion cells
1+(c) -121 A 170693 2P 8520077608913 | i ver

inflanmmation cells 3+ (c) inflammation cells 2+ (c)

i noke3tmat Fanstaeing ©f humbe tissuei mieroarrays, anta2i 102 ol 4 $8 B-were

- ! t #) b&owyand th
con_n{ggged »umnglrsggsljeg%es%% %o? bﬁdm%%l PdgsaCI %é ’ge{h:f 5 (() an then
useda@#?twartlswlmlsr%m()@) pancreas acinar cells 3+(c) acinar

cells 2+(c) acinar cells | +(c) pancreas acinar cells

2+ ('Falaleale mnﬁg Ht& sgt}(uq’ beﬁﬁa lﬂ%‘: Ugﬁé b?)tlill -"(go%}u rgat@él HAHsas

aci nar cells ghaf e 2
33 192\ 4.18°
I +(c pancreqls aC| m,@,e fs 14 ? broEI ast 1+ (c)
I EB8S cells I +(c)

i nfl anmat i on [W@BT S 7+(c) pand ACIi2mar
acinar cells 1+ (c¢) inflanmation cells I +(c) colon

633, <PRLE AT BRI bl | B 08y b3 £ e

cony@teldgmgbod(ym'lahe results are shown in Table 23. Where indicated ¢ = cytoplasmlc

and m = membrane staining pattern.

Table 23 Tissue Microarray Staining Pattern

4.18.1 20 ug

Tissue Type 2.6.1 20ug 2.19.2 20ug

liver

inflammation cells3+(c)

inflammation cells 3+(c)

inflammation cells 2+(m,c)

liver

inflammation cells3+(c)

inflammation cells 3+(c)

inflammation cells 2+(m,c)

liver

inflammation cells3+(c)

inflammation cells 2+(c)

inflammation cells 1+(c)

liver

inflammation cells2+(c),
stromal+

inflammation cells 1+(c),
stromal+

inflammation cells 1+(c)
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col on nucosa negative negative negative col on nmucosa

epithelium + inflammation cells 1+ (c)
epi thelium 1+ (c),
epithelium + epithelium 1+ (c)
(c) epitheliuml+ (c),
epithelium 1+ (c)

we sloh /320893

(mc;

i nfl ammati on

i nfl ammati on
col on MUCKSAUS2007/008913

cells 1+

colon nmucosa a itheliuml +
inflammation cells I+ (c)

col on

muscul ari s negative negative inflammtion cells 1+ (c)
col on nuscul ari s | ynphocytes | +(c) negative

i nfl anmat

ion cells I+ (c¢)

col on nuscul ari s

negative

inflammation cells I+ (c) negative colon nuscul ari s

NQEAE | Ve [HfaMmfation EBE3LI(ME lﬂ%%tl%%gﬁlﬁf@? Niigmmation cells 1+ (c)
I NiveMTa{iAAmbrfatiom cets 3+%d)| ifHahiatioh AR 596) F. hflamMation cells 1+ (c)
ORI TUS CUl AT E SIS pYR) 1 ”eﬂ%ﬁuﬁla“el 24y’ VE| KT UNGhar cells 1+(c)
Sgt{ck%§ neydle e &:ﬂgﬂ-dcy.e ]egfjﬁcllp\ﬁ?cel 24 l:(fy Cprt exacinar cells 1+(c)
panicPeas V| 1C9dmb Y&l §9¥@) T VE - NP Zells 2™ I VTR dindPcells 1+(c)
pancreas 9' L'":'agpgl;ce'lls \-m) 9' J“c:aljcl:ﬁrf‘?ce[l,s‘ﬁ c)”,'\:.:“',cy ‘éﬁlar cells 1+(c)
PLRIRL Ut IS S oG etk P S b Sbiadl TS P o imation cells 2+()
phncreal © T Aingk IS I¥ () >, L\ dbinarehlls 13 (o) o v | inHfammation cells 1+(c)
colonsmucosa | v epttheliundlr” /T 71 neegtive. 1 'L inflammation cells 2+ (c)
co 'ﬁhﬁ,&c}'s'm :‘;‘r;;l' cé)\f icz‘lfpg :;L‘J‘\e:'/”. ',,:9:: ép?ﬁg @ﬁ,];’i%T(c)J,;'_i(_:aﬁEmmatlon cells 2+ (m,c
colon mucpsa egats o [ on_cdegative, (c) negative
cojonrmueasitli o qpitheliumily (o) | inflammationge)ls, IAC), o dfflammation cells 2+ (m,c
negati ve |negat i,ve' ki dney fredul | a negat i ve npgat jepitheliuml+ (c),
co i tion cells 1+ (c)
ki dney medul | a_negative negative inflanmtipn cépitaeliuml+ (c),
colonmucosgy ;¢ peiPitheHumlt o o}~ qpithelium La(@);  op; inflammation cells 1+ (c)
colop muysgylasl; ¢ e .nrﬁaﬁ_lﬁ._%m_g_ | Yeon cel | sinflampption cells 1+ (c)
coloarmqsm!prls m_bmphegyges 1HQunf al vedlegativ t hel i Lininflammaion cells 1+ (c)
colomymusenlenist| | ym Begative ) | hinflammetivaeellsdit(@) D+(c)  negative
colonmuspielpria)m 2+ fegadiye | ungl al veolnervegitt hel i um 3+ (mpegafive
coloamyshielatis|m 3 +nggative) | nf | infemmagian eells|lg )+ cinflainmation cells 1+ (c)
colopmaysetlarss|epi t he¢rvellrt| + (c) | ung merverdléhus nepgati ve negative
kidregaoritexe || ung begatiebius epl t hel i uweedive(c) epl t hel i umedative
kidrey comdx gnmat | oegatiee | s 1+| (c) -nk@RiVO 2007/ 120693 negative
kidHEy cbi0() 7/ @OBSBlus Ul br pnchglsmearausIpesi fi L St gilorhdiglus 1+(c)
kidmel lcadtaxnt|i orplaedrhias PHEr) | nf | glom@uiven+eel | S| | + (glgmerulus 1+(c)
kidri¢R GoltxO ) Chygorepuluhietcym | + ¢ i nfepaivent i on Leinfismaiey cells 1+ (c)
kidreh amaxat] i orpldmdrhias I+#(cf C) | idfiumiatation 8disl i-Php civigamation cells 1+ (c)
kidAdyCmédRHOCY T esegitivén C) T ynphocyegsive+(m c | Tynph ned@ve
_kidhéyrﬂimmit es 3+qegabive | YMPNDGiffaftnaddn B2IB)1+ TP NRAENMAAdN cells 1+ (c)
kididythé&dulla [[ymPh pagevé ynphopytes 4gpdiive) T ynphocyt es pésiive
kidyCmédMRNOCYT €fedative M C negative negative
kidney medulla negative negative negative
kidney medulla negative negative inflammation cells 14+(c)
epithelium [+ (m,c),
lung alveoli epithelium 2+ (m) epithelium 2+ (m,c) inflammation cells 1+(c)
epithelium 2+ (m,c),
lung alveoli epithelium 3+ (m, ¢) epithelium 3+ (m, c) inflammation cells 2+(c)
epithelium 2+ (m,c),
lung alveoli epithelium 3+ (m, c) epithelium 3 + (m, ¢) inflammation cells 2+(c)
lung bronchus epithelium 1+ (c)
lung bronchus negative negative
lung bronchus epithelium 1+ (¢) epithelium 14 (¢) inflammation cells 1+ (c)
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| ynph node | ynphocytes 2+ mc | ynphocytes 2+ mc

| ynphocytes 1+ mc
wo yowphawys es 3+(m c)

negative negative

i nflammation cells 1+(c)

inflammation cells 1+(c)

i nflammation cells | +(c

| ynph node | ynphocytes 2+(m c)

| ynphocytes 1+(m c) heartpraEysioovens13
heart negative negative
heart negative negative
heart negative negative
heart negative negative

negati ve EXAMPLE 19 I NHI BI TION OF TUMOR CELL GROMH I N
HUVAN PATI ENTS [ 0265] A group of human cancer patients

di agnosed with pancreatic cancer is random zed into
lung bFRERTST  Bdieific S@nthgP ' (nABmmalioiiéells 2+6) 925 ﬁﬁ‘a&%&tfhn cells 1+ (c)
lun M‘)‘Rﬁkﬂus T Q]Yiﬂﬁ'éﬁtlﬂ'ﬁ l+'(£}J U inAdmma: IOWS iod cells 1+ {c)
lym H Rode “‘blyﬁmr{&c&t&%m o [Ea S‘L)Jtéfs'ﬁh(&x% u“"ﬂ‘l }‘X'pm&yfb'é 1+(m.c)
lym Hode ' @"nph'bcgtes 3+(m '.s) ”,l |len‘j) |cht kL r'n'.%) et émphqcyte,s 1+(m.c)
lym nph rg‘:il eY"f nphoqytqs .'c)v =" lymph 551:( ;,‘2+I rrﬂg':l, ch - lym 'yijes 1+(m.c)
lyﬁ’n h fiode *’b{“cﬁec‘%s% D olymphocytesaHm ey h - cly nghoqyaeg 1+(m.c)
IympH Bodea | ghoces 27l o bmpaooes Srima) S 14 ymphocytes 1+(m.o)
ol resonli82WYe magi dg (MRITCEANYE | o ¢ oilng ¢ ot NGEative
|who hiSEaNVE oo g \ Li¥g:: | hody)+ipHammatign colls 1+(c)
wheaH mabl2 G qnesstiveg 2 o] 4 18 MeSAH¥Sy i gn.’f.m apmation cells 1-+(c)
rbedtct i ohs in PGEABYC size | tine neaagvp to nrmrlaﬂmmﬁl%ce"s 1+(c)
pheartonged qurﬂ&&ﬁli\’ef‘nrrpar ed to n?ﬁiﬁl}'%ntq t Hat do peggative

receive anti body treatnent. In sone treated patients,
the tunors are no |onger detectable. In contrast,

tunor size increases or_rempins substantially the sane
inthe control group. E%%M%L%QZO | NHI Bl TI ON OF TUMOR'
CELLINGRBITidN NFAUIINIRNC AT GRISW TR2ZR HUMAQY RAPIEXTShuman
rjﬁ%&;}ﬂ pa Igei"(r)]%psoe knzrgnno G bl th&{%g\l %d {Pﬁ: Zu[l?clresatlc cancer is

antcer atients
oups

randdngizé¢d i Erdat@emkthgp ViEach patignt mmos Srea'leﬁ jvetht wmkév G‘Fravenous

lnjecm 0% rgAg 2. 621 1|:_’.91922 of 4‘}81%e;crf$§§ %Eﬂeﬂedﬁ&ﬂ dﬁki&tngosed with an

t abl ne. patient 1s -

effecmrﬁrumoof/tbeagtﬂ@dmwe@g fiPwn3 avg/'@&/%fé& $°vé5 Hrgdphyesks for 4-8
month{) eA aa.tthb %ﬂ'ﬂlp r.sagmérngu,f 1he BtaRd Q) ElegotRedpeliit réBimen.
mg[ gﬂ for 4-8 ths 41% A tffectlvether%‘ﬁr ur&nls
Estr Arpsrios: et DRBBAT Ther s A Ot G
assesbdtE b indigH@rciresdiant MmeipiigeMMRY. rieds fand thit the pataiktscwho have

nd after.the tr g
receIBedTg/eekq Sang g%da Sgee am%nt w1th A%ll) gebffégnmé%cog LIHWP shgwﬂrﬁémﬁcant
redudtivR¥ Jin turher ige, ftoumdelahao rtrmeqwm emprolonged hm'e'al compared to
patleFlt@ q:l%t Ylg qu”re\éﬁ% LMlb%g)t trpﬁqumt rlﬁ 3bE Weat\% }Jﬁlem%bth% t@mgr\s are no

gencti t abi ne show si gni f I cant
longqr@e@eqablsnén Fwttaawmcmszze increages Qdemaging $bsiaptialy dbg sagys in the
contr8f grBhi®! onged survival conpared to patients that do not
recei ve anti body and gentitabine treatnent. In sone
treated patients, the tunors are no | onger detectable.
In contrast, tunor si EEAMRUE2(ses or remains

ST T ORE A S RONEREN ) LB ATIRAPLE

[omem A 4renapp off tumeancapgerceatieptst diagnosedd vagnhyeid kprasr is
rand(ﬂm‘?iQécFm@A tredt@bit ér&“}g. Each patient group is treated 3-weekly with intravenous

injections of mAb 2.6.1, 2.19.2 or 4.18.1 described herein and gemcitabine. Each patient is
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cancer is random zed into treatnment groups. In

addition to a standard chenot herapeutic reginen, each
w@adoranicogroup is treated with weekly intravenecEus2007/008913

injections of mAb 2.6.1, 2.19.2 or 4.18.1 descri bed

herein. Each patient is dosed with an effective anount

of the antibody ranging from5 ng/kg/week to 15

ng/ kg/ week for 2-8 nmonths. A control group is given

only the standard chenot herapeutic reginmen. [0269] At

periodic times during and after the treatnment reginen,

netastatic |esions are assessed by positron em ssion

aphy oL PET undth t he. i ent
o BB BLerEE apiqymb ot B SndtiR, HERPELFOR s dREweck o 15
mgﬂ(g&evqu for 1408 2mmths4ads8 ai effeotive megmeﬁmc dnﬂe oﬁgemtlltajuil& A control
tastatic.

erch ib AveBrty inEandaad S mpBRiaPo S ireiGny L peistoRes Curing and
aftdeXWdViPedtm2at régiinfeh)ViiiorGharden ilRaXsEddeRb Eﬁtn@@bﬁn\z’Enmagmg (MRI).

o R I the DHE S B3l i 261,

2.1b2ears4.18.¢ aandegemcitabinp ashbensignificam aadetiony @1 yurdorsigek Sime delay to
with intraven

f 2.19.2 and -124 WD
profisison R sudonest Bl FoBated ‘2 ottt i 4D AG reegs annbody and
gemeigbing fpeatmett. Ofn sl meatbd patididis,ahe @atbdis, aré @ lpagéredetectable. In

co@%ﬁhencesﬁéﬂol on e%gp E%ée%%l%l n|t£f{55ee surél\?/‘lz val . !ﬁ"’l“Rr

A HUMAN PATI ENT [0271] An adult ferale is diagnosed
Wi th HER2 positive breast cancer. The patient is
treated every week with intravenous injections of mAb
2.19.2 and an anti-her2 BXfMPLB2r a period of 2-8

ot ani 1 PYETRAIBREEF s M AT AT IR AR s
gi_ﬁ“é@\ﬁ Qc Wsﬂﬁﬁﬁs&mrmmmn‘%?;gmmmmau cell lung

0272 dul t le i [
CaneerR. fé"%ﬂ?‘%?g db‘°f\ﬁﬁf*3m§%&'§?*?§ﬂ§ a%lﬂgﬁ‘e‘r‘?ta S?“f’?’@a‘ihéﬂ’°therape“"°
regmakleﬁcwviphhedtrgrbayyeﬁwaeﬂ njneﬁwgelta@ iﬂfraf‘ﬁ%ue.lﬂquta)gaﬁ;f M@Ab 2.6.1,
rosi ne. kinase. in [ eriod o
2. lé% ‘ﬁ%g%ﬂ esc,‘ébe l?eéglm t acthh%at'llﬁgtt Is éﬂsc mg} Plgﬁgflggtwg amount of the
antibog Ir:iﬂg@:@fromdi‘lr@ﬂcg/ﬂedld 1El St Mg kigOgdeR Toi D48. mEAB/PIAEcotirol group is
RITIS IN A HUMAN PATI ENT [0273] An
gwﬁ'&lgﬁ?'\%&ﬁﬁ% 4A%em°é@‘ﬁ8%eé'8°\ﬂﬁ'wegever e art hl[rl ti s] The
pat [0269] | S Atr paicelic timhdshduring avéndies thajteetrmedtSregitaén, metastatic
2 k f 2..19.2 i Qd ks. As .
AT R R A Al D —
who elchwe tiecgivédn »\tehblysyﬁrﬂiodyrstr@imémt Wwithtmab ERAYPLB.270r 4.18.1 show
PATI ENT 74] ..
SigA AT T B PG 8 T GRS B G parefig Patients that

do pattreazine ansibbdeatathentvi t h | ntravenous injections every
ot her week of mAb 4.18.1 over a period of a year. As a
EXAMPLE 22
TREATMENT OF ESTROGEN RECEPTOR POSITIVE BREAST CANCER IN A
HUMAN PATIENT
[0270] An adult female is diagnosed with estrogen receptor positive breast

cancer. The patient is treated every 2 weeks with intravenous injections of mAb 2.19.2 and
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result, the patient experiences a reduction in the

synpt ons of atherosclerosis, such as angina pectoris.
wo 151 We»2007/ 120693 PCT/ US2007/ 008913 | NCORPRE¥XTEL0bY/008913

BY REFERENCE [ 0275] All references cited herein,

i ncludi ng patents, patent applications, papers, text

books, and the like, and the references cited therein,

to the extent that they are not already, are hereby

i ncorporated herein by reference in their entirety.

EQUI VALENTS [0276] The foregoing witten

specification is considered to be sufficient to enable

[ 1] in the art. ractice the invention. .The .

an SRPhTInaF Bedrl vaE p dctioh S B TrEE ' A3 L FRHAE bf Boic experiences
prolpngédprogekssinh dete senvival.of t he i nventi on and descri bes

the best node contenplated by the inventors. It wll

be appreci ated, however, that no natter how detail ed

t he foregoi ng may appear EXANMBKE?23t he i nventi on may be

CYEA P Dk WS pREAST QAREIEING BiMARpienT

anyl027L)i valrentdult férealeds diaghdsedVWitR AAZR2 FeSRive breast cancer. The

PCT/ US200,7/ 008913 T.1S CLAIMED.IS: 1. i at ed .
partpll 5 R PYRY Aok gIie MNP SeRIepies Py mat 3 S e an ani-her2
agentr ®kr apsded yPB-8 MdmBbsl A9 Bubhe patient exmeieataldra sigtfdant reduction
..and i.nhi bits binding of urokinase-type plasm nogen
N WRPER¥4F or (UPA) to UPAR 2. The targeted binding agent

of Claiml, wherein said targeted bi nding agent

inhibits greater than QOM%PLgag] nogen activation on
ng

U937 cells. 3. The targe agent of Claim1l

FTREAGMENTIQF EGFRSEXBRBSSING LUNGCANCER| I AHHUMAN PATIENT

pl 1. jjogen activation aon U937 cell it h an.leO of

P BEHA)on gt Pl B Wognsth b KaPbrctnfRnegen capeer. The
pati€htails mrehtedWoenkdy withdhalaveaoweingeadtibhnof meAba2)e9L andrihiebégtsr tyrosine

. great.er than 80% pf AR- redi at ed || adhesion .of _—

k‘"%ﬁ é’g"@é‘ﬁ et %P?fi'?‘f%fn%g{'f%‘{%t Ay a r&&‘%‘ﬁ Dt PP LT PgFicnses a significant
delagy/ ifftimeito ptbgressisrget ed bi ndi ng agent of C aim 1,

wherein said targeted binding agent inhibits greater

than 90% of cell invasion through Matrigel at a
concentration of 10gg/m. 6. The targeted binding

agent of any one of the ' clains, wherein said
 FraieLEds

targeted bi ndi ng agent nmor growth and
nmet ast asi TRIEABMBRNMAF ARTHRITES TsrAg et AN PATIENBgent
1-6, wherein saidt

of one  of L B " rgete .

o1 HBE g At it lsmadiaghbrrdavit Severs alirtfy,oFhespasiont is treated
witlpimtarenais ifjeMionsGevelih2 weekgef atAbndingvergepdriodf ofdhweeks. As a

ne of .clains.1-6, wherein said targeted  binding ..

resi hePagnyaigteses AMIECHY efuctioh 3 R sHph T eBiise

(pM. 9. The targeted binding agent of any one of

claims 1-6, wherein said r bi ndi ng agent bi nds

UPAR with a Kd of |ess tﬁ%ﬁl\g@ggg?conol ar (pM. 10.

The t JIQEA'_@MHN'D GPWTHERWS CHEROYISONA HUM AN PR TIENT

Wh%ﬁ?h{i SalAgl ztlcﬁjrltgr%tal%dis diagnosed with atherosclerosis. The patient is treated
with intravenous injections every other week of mAb 4.18.1 over a period of a year. As a
result, the patient experiences a reduction in the symptoms of atherosclerosis, such as angina

pectoris.
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bi ndi ng agent binds uPAR with a Kd of |ess than 200
pi conolar (pM. 11. The targeted binding agent of any
won@7abisvhe preceding clains, wherein said targeusH07/008913

bi ndi ng agent is a nonocl onal antibody. 12. A targeted
bi ndi ng agent according to any one of the preceding
clains, wherein said targeted binding agent is any
one of the nonoclonal antibodies as shown in Table 1.
13. The targeted binding agent of Claim1l2, wherein
said targeted binding agent is nonoclonal antibody
2.19.2 (ATCC Accessi on Nunber PTA-7474). -127 WO

2007/ 120693 PCT/ US2007/ 008913 14. The targeted binding
agent of Claim 12, wherein said targeted bindi ng agent
is mnonoclonal antibody 2.6.1 (ATCC Accessi on Nunber
PTA-7475) . 15. TRECORPORATION BM REFERENCEf C aim 12,

whefsihe, sai d, t et ed .bi,ndi ng .agent i s nocl onal.. ..
oo @, °5 A FEERRE &G HkAe AR sheenlrPS O igasions, papers
texAbbeksyahé dhdilike argl dgereferendesroited tbatid, tatigeeadnt that they are not

i,ndi ng_agent is nocl.ona anti hody produced by a
airlP A6 Be 28 Woalriel o PEIR AV CRlererB ot PR enffetr
PTA- 7474, ATCC Accessi on Nunber PTA-7475 and ATCC

Accessi on Nunber PTA-7476. 17. A targeted binding
agent wherein said targdH@AIVWADENTS agent is derivable

fro ocl onal anti body .af any. one. of i s . .
|5 M98 s TR ToRRing SRt s i B0 st Rgcient to enable
ond kidllgd ecdadi axy te Ipadctise thd érventiors aiTtle foepgmpedbshriptiinnghd Examples

agent. is a fully hunan nocl onal antibody., 19. Th

det?'gr“(fe &d pffftjﬁr(ﬁfén o hbgogﬁ'fw'i)? %t‘r:u}hco H_vegfon %ﬂd?/rsdeiqrff,s fhe best mode

contdmpleted byahel invenwed. el willibedippeecigei)howsver, thanald Rgtter how detailed

thffra.ment of a fully huqan.nnnoclonal anti body. 20. The d th
“t 8?‘%&"&1’“6’( REPYRY e Ut YERHOR TY RERAENGPdSiy; gany ways and the

invintioohi shgufdr Begemstruédsin sebelahadwithahe afpendédeipaims and any equivalents

theceopsisting of Fab, Fab', F(ab')2, Fv and Dab. 21. The
Egrgeted bi ndi ng agent of Claim1l, wherein said

targeted bi nding agent conprises a pol ypeptide having

the sequence of SEQ ID NO. : 26. 22. The targeted

bi ndi ng agent of Caim 21, wherein SEQ ID NO : 26 has

any one of the conbinations of germine and

non-germ i ne residues indicated by each row of Table

15. 23. The targeted binding agent of Claim1l1, wherein

said targeted binding agent conprises a pol ypeptide

havi ng the sequence of SEQ ID NO : 28. 24. The

targeted binding agent of Caim23, wherein SEQ ID

NO. : 28 has any one of the conbinations of germine

and non-germ ine residues indicated by each row of

Table 14. 25. The targeted binding agent of Claim1l,

wherein said targeted bindi ng agent conprises a

pol ypepti de having the sequence of SEQ ID NO.: 30. 26.

The targeted binding agent of Caim25, wherein SEQID

NO : 30 has any one of the conbinations of germine

and non-germine residues indicated by each row of

Table 13.
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-128 WO 2007/120693 PCT/ US2007/ 008913 27. The targeted
bi ndi ng agent of Claim1, wherein said targeted

whbadiingeongent conprises a pol ypeptide havi ngp¢1r€s2007/008913

sequence of SEQ ID NO : 32. 28. The targeted binding
agent of Claim 27, wherein SEQ ID NO : 32 has any one

of the conbinations of germine and non-gerniine

resi dues indicated by each row of Table 12. 29. The
targeted binding agent of Caiml1, wherein said

targeted binding agent conprises a pol ypeptide having
the sequence of SEQ ID NO. : 50. 30. The targeted

wiPA P9 09 A3 ©f daim.29, wherein SEQ 1D NO: 50 has
conbi nati ons of germine and

nont.ger nAnneolated itahgetsd i hinldiog tagentthiatespebifically dind§abl Leokmase-type

pIaanZmaé%haac-[P tog-al’%ﬁ%ﬁ{ thdpé\gglﬁ? me}rci’t?’lps bngdmgoq’ rrr%)kmas\é\a?/%a plasmmogen

nprises<a
actnlvawﬁg’ﬁt)heuﬁe@.lence of SEQID I\IO 52. 32 The

t arget ed’ﬁl?e paé%{}gdoﬁgl%m& ggeﬂpoggl%Pndt 4% i% {e]udSEa%ﬁlt%qginding agent

inhdwtsl graatergmnrﬂ(l%I of plesmmhuge\ actitati@t edUBY7 eclish r ow of

crote.- colfsolbie ] DU HnlobFAR. PSRy prec pinaing agen

inhibite ptasmmfogeh actmatniba o U93f7 chilseithgn ﬂ@sowIP,kRs t15.0.08 pg/ml.

tar ete din nt tha ds he sa epi.t ppe ..
s T8¢ BRedd: BHGRe datdl bl Wbetin B pERP Bficing agent
mhlBIltalgtmte'l‘-tﬂ% 8(3% of ARAR -gretlatedoceibladhgsiag @fitUB@netls 0 mgronectin at a

an am no CI§? éequence conprising a) any one of a
sequence as shown in Table 18 or

Tab$ e 19Thdjarget&DBiIndingDigenaofl CERR31,sehgreincaidmrgatalbinding agent
inhg)ﬁaé%gh% thlﬁgtbSTOg Egceﬂ?ﬁv%ﬂo F%%@Tﬁ egzlil %%gntrailon of 10pg/ml.
segglenc eTis tasgepedhbindingadgent dfSaransheaof th®RrebedigPRBimnowherein said

g BT G et PG SRS A RO mREs S an ATHETA. ©o s,

whet.ei n Thatdlgdted gridig dgentdbh@nypgaaiof ickimn 1a6)t wiely. said targeted
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The targeted binding agent of any one of the preceding claims, wherein said

Co

targeted binding agent is a monoclonal antibody.

12. A targeted binding agent according to any one of the preceding claims,
wherein said targeted binding agent is any one of the monoclonal antibodies as shown in
Table 1. -

13. The targeted binding agent of Claim 12, wherein said targeted binding agent is
monoclonal antibody 2.19.2 (ATCC Accession Number PTA-7474).
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42. A nethod of treating a malignant tunor in an
animal, conprising: selecting an aninmal in need of

wd tatzoesd for a malignant tunor; and adm ni SEEIUSYOT/@MSI13
said animal a therapeutically effective dose of the
targeted bindi ng agent of any one of the preceding
clainms. 43. The nethod of Claim42, wherein said
animal is human. 44. The nethod of C aim 42, wherein
said targeted binding agent is any one of the
targeted binding agents of clains 13-16. 45. The
nmet hod of C ains 42-44, wherein said nalignant t unor

S | ected P nS| .el ano . .
vl T coe Fpigeh e Yo G & ottt sy e Bncing agent i
mogb¢lamianthimmrt2o@del(Am‘CﬂA¢¢essnem NuoﬂxcPﬁAnﬂH) hyr oi d
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targiteiGpAE bl TS huly PEpRbINEPIZ 2P 46, -
whet2i n The dargmedralndmg dgenaof arﬂ580neThEclBEnﬁd‘lOd7ofvaea1' said targeted
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binfHir RO SRR pEA A A AT s adibody ) m
46- 2@, winke ﬁrgeté@lbﬁxdﬂh@ﬁ@&ﬁ dsfeChaimd 9 elHergitllvaRi birding fragment is
Sd?ﬁﬁ##‘Tﬂ |nva5|o ?36%3%§a§%5§¥h£Vﬁ@%ﬁ88 of C aim
46 2wher €heé ta&getéﬂ ?ﬁfd@)t@ eg?én:‘JIog(d]lz_ﬂgm p,g@héreirsiaid?kz?gétled binding agent
om an e, targete g s of clains
compyiifia BRp&eaning s HPEAR oIS IR RS o0 ¢
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comprlses gpgly(}:)g ruééqm%tv{n\é tﬁc Séquence of SEQ ID NO.: 30.
26. The targeted binding agent of Claim 25, wherein SEQ ID NO.: 30 has any one

of the combinations of germline and non-germline residues indicated by each row of Table
13.
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56. A conjugate conprising the targeted bindi ng agent
of any one of clains 1-38 or a binding fragnent

wo beraofees and a t herapeutic agent. 57. The conpomesm®ondosos
Cl aim56, wherein the therapeutic agent is a toxin.
58. The conjugate of C aim56, wherein the therapeutic
agent is a radioisotope. 59. The conjugate of Caim
56, wherein the therapeutic agent is a pharmaceutica
conposition. 60. Use of the targeted binding agent of
any of Clainms 1-38 in the preparation of a mnedicanment
for the treatnent of a malignant tunor. 61. Use of the

r |d|n nt of an f ains 1-38 jn the . .
or ar ac T BGReich Bildie Aenf P ofim ] 3ei i fafest A pipgine agen
commdemeﬂolgpéﬂtldadhhmgme sqokmee ofSEQsliD)NO ‘@2. Use of the
t arget ed. . bi nd| nt of a
or i at T aepets) STRGek sk A il 27, BhERs A Rp'32 has any one
of the nembimptias vftgegindieeand n63-gerhhilénet @sigeéscindivatedibygeaalyeow of Table
12 of any of clainms 1-38, wherein said targeted binding

agent is in a mxture with a pharmaceutically
accpt abile megetédebinding3gent of Claim 1, wherein said targeted binding agent

comprises a polypeptide having the sequence of SEQ ID NO.: 50.

30. The targeted binding agent of Claim 29, wherein SEQ ID NO.: 50 has any one
of the combinations of germline and non-germline residues indicated by each row of Table
17.

31. The targeted binding agent of Claim 1, wherein said targeted binding agent
comprises a polypeptide having the sequence of SEQ ID NO.: 52.

32. The targeted binding agent of Claim 31, wherein SEQ ID NO.: 52 has any one
of the combinations of germline and non-germline residues indicated by each row of Table
16.

33. A targeted binding agent which cross-competes with any one of the targeted
binding agents of Claims 1-17 for binding to uPAR. _

34. A targeted binding agent that binds to the same epitope on uPAR as any one
of the targeted binding agents of Claims 1-17.

3s. A targeted binding agent comprising an amino acid sequence, comprising
a) any one of a CDR1, CDR2 or CDR3 sequence as shown in Table 18 or
Table 19;

b) a CDR1, CDR2 and CDR3 sequence as shown in Table 18;
c) a CDR1, CDR2 and CDR3 sequence as shown in Table 19; or
d) a CDRI1, CDR2 and CDR3 sequence as shown in Table 18 and a
CDR1, CDR2 and CDR3 sequence as shown in Table 19.
36. A targeted binding agent according to any one of claims 21 to 35, wherein
said targeted binding agent is an antibody.
317. A targeted binding agent according to Claim 36, wherein said targeted binding

agent is a fully human monoclonal antibody.
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38. A targeted binding agent according to Claim 37, wherein said targeted binding
agent is a binding fragment of a fully human monoclonal antibody.
39, A nucleic acid molecule encoding the targeted binding agent of any one of the

preceding claims.

40. A vector comprising the nucleic acid molecule of Claim 39.
41. A host cell comprising the vector of Claim 40.
42. A method of treating a malignant tumor in an animal, comprising:

selecting an animal in need of treatment for a malignant tumor; and
administering to said animal a therapeutically effective dose of the targeted
binding agent of any one of the preceding claims.

43. The method of Claim 42, wherein said animal is human.

44. The method of Claim 42, wherein said targeted binding agent is any one of the
targeted binding agents of claims 13-16. .

45. The method of Claims 42-44, wherein said malignant tumor is selected from
the group consisting of: melanoma, small cell lung cancer, non-small cell lung cancer,
glioma, hepatocellular (liver) carcinoma, thyroid tumor, gastric (stomach) cancer, prostate
cancer, breast cancer, ovarian cancer, bladder cancer, lung cancer, glioblastoma, endometrial
cancer, kidney cancer, colon cancer, pancreatic cancer, esophageal carcinoma, head and neck
cancers, mesothelioma, sarcomas, biliary (cholangiocarcinoma), small bowel
adenocarcinoma, pediatric malignancies and epideﬁnoid carcinoma.

46. A method of treating uPAR induced disease-related cell adhesion and/or
invasion, comprising:

selecting an animal in need of treatment for disease-related cell adhesion
and/or invasion; and
administering to said animal a therapeutically effective dose of the targeted

binding agent of any one of Claims 1-38.

47. The method of Claim 46, wherein said animal is human. ,

48. The method of Claim 46, wherein said targeted binding agent is a fully human
monoclonal antibody.

49, The method of Claim 46-48, wherein said disease-related cell adhesion and/or

invasion is tumor metastasis.
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50. The method of Claim 46, wherein said targeted binding agent is selected from
any one of the targeted binding agents of claims 13-16.
S1. A method of treating a non-neoplastic disease, comprising:
selecting an animal in need of treatment for a non-neoplastic disease; and
administering to said animal a therapeutically effective dose of the targeted
binding agent of any one of Claims 1-38.
52. The method of Claim 51, wherein said animal is human.
53. The method of Claim 51, wherein said targeted binding agent is a fully human
monoclonal antibody.
54. The method of Claim 51, wherein said targeted binding agent is selected from
any one of the targeted binding agents of claims 13-16.
55. The method of any one of Claim 51-54, wherein the non-neoplastic disease is
selected from the group consisting of arthritis, atherosclerosis and allergic conjunctivitis.
56. A conjugate comprising the targeted binding agent of any one of claims 1-38

or a binding fragment thereof, and a therapeutic agent.

57. The conjugate of Claim 56, wherein the therapeutic agent is a toxin.
S8. The conjugate of Claim 56, wherein the therapeutic agent is a radioisotope.
59. The conjugate of Claim 56, wherein the therapeutic agent is a pharmaceutical

composition.

60. Use of the targeted binding agent of any of Claims 1-38 in the preparation of a
medicament for the treatment of a malignant tumor.

' 61. Use of the targeted binding agent of any of Claims 1-38 in the preparation of a

medicament for the treatment of uPAR induced cell adhesion and/or invasion.

62. Use of the targeted binding agent of any of Claims 1-38 in the preparation of a
medicament for the treatment of a non-neoplastic disease.

63. The targeted binding agent of any of claims 1-38, wherein said targeted

binding agent is in a mixture with a pharmaceutically acceptable carrier.
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