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DOSAGE FORMS AND METHODS OF TREATMENT USI NG ATYROSI NE
KI NASE | NHI BI TOR This application clains the benefit

Sept enber 20, 2005, the disclosure of which is
I ncor porated herein by ref&rence in its enti rety.
Field of the I nventi on This invention provides dosage

farms of a. co e %rﬁh'ér?r USING A TYROSINE KINASE INHIBITOR

di hydr o- 3H-i ndol - 3-yl i dene) methyl]-N-[(2S) - 2-

hy dr opxg-agpiicdtien pikiak ke bebiit of [, Byisipnal Bppleation No. 60/719,118, filed
QLR LB HRYS, 110 bifclos@ ofWRIcRR B dlfad HoleinBYIfcRRGAN s Aftkt). Y
acceptabl e salts or solvates thereof. The invention
further provides nethods of treating abnormal cell
growmh in a patient, ipidof g In rs, by adm nistering
t he dus agentidn@ravsestdosabedfermp afta cempaundldi miuaieRil(4)¢upro2okeet.2-

aﬁ,fawsﬂ%omﬁda&r# %le{m}q N-(2B -1 HkBox 8. AdHEHORO A RSApAT 2@ ditfbtigi-tH-
rel g ed tde, (ajcleghgall ?cceért]gl)leasa?%& s%logtes tpéf'eof The invention
RS '8

ngkek @f%'ﬂ??:j'l“;gf@s b ﬁ?ﬁg% normal cell growth in a patlent such as cancers, by

Banfir{istering He fidsagrr form3 tagthapatien? - The inyehtien f@kiet memislegmethadg et feeptipg

et Q}éfoéen%s{ OPNBGEL reldity @pHinaynic3distiier in a patient, by administering the dosage

F&m] o%ezkatyelmpr opyl ]-2, 4-di nmet hyl - 1H pyrrol e- 3- car boxam d
e, represented by f ormul % 1 is a potent, selective

oral inhibitor of rece si ne ki nases

i nvol Wed @WP%"@naW%ﬁ'*f@‘H%’%@@és? -y 3%@«#0@@@9%@)@% FN-[(28)-2-

aydmt-FmorHoD G Epi - diuthyls Hipyriolesthcarbbxamide, vapresérted ibe forniviaVie

shown that this conmpound has anti-tunor activity in

di verse preclinical solid agd henatopoietic cancer

xenograft nodels. Thi ngon'pu & Py eparation and
{I{Mat\ejq?t No.

6, 653, 308, W03/ 070723 (A QQS/8092917) and

WO2005- 033098 (US 2005101“1825%) Preferred

formul ations of compeund 1 are disclosed in WO
04/024127 (US 2004 30) . The conbi nation therapy of
conmpound 1 i's discl ed in WO 04/ 045523 (Us

2004/ 152, 759) . Dosage fornstand net hods of treatnent

Qf R NElectvB |oRE inhibfr o Ridpiok Bfoshé kIRIdES (R11E) Mich@ll G Sighaling
sca ssmatﬁ)rg;gg'rﬂ?nopﬁrb»lnh %?oénj Qs%n 'épd squS{n%g gh?uﬁ% ha\BBgown that this

erences are I cor ora
R MM AL TN B——
triogeld. nVin coraneunbh s iprapasaion ord preoVe dusibercisscsbrsl in d4-PrePaigRti No.
resdmas wafosorozad et 20080002917 e WaRLCE-a38098 O(USU 2805D1 18855).
are@aé& m&as %'flkdnx,o@,e Gept @Jaioeeds.ab\zb fo2H2r Wi oiARedRN| The
r%lggrfgfon ﬂgrﬁpy ofe com %Jn(? llTastdlfclosed ¥1 \}08 IEEIG45§§3 (US 2004/152,759). Dosage

foznﬁerﬁwwedsyf_’?qraﬁr&m of 3'109"?'] selgﬂnéa iﬁlﬁl{ltmﬂf TlTKs are disclosed in U.S. Patent
Ruffli¢B86) N -2bg6dn182492. 3Thenispbrotes iof tesp Irgferensgd jre ncarpatiterthersjn by
tobdiErRM i Bbi€mBefedl boxam de. I n one enbodi nent, the
present invention relates to a nmethod of treating
abnormal cell
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gromh in a patient, conprising adm nistering to the
patient a conpound of fornmula 1: 1 or a

w@banrmsseut i cal |y acceptable salt or sol vate tPer/E06/002754
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or a mxture thereof, in anz-anount of from5 to 300 ng
free base equivalent per day. In particular, the
abnormal cell growth is cancer. Even nore
particularly, the cancer is selected fromthe group
consisting of a gastr giniia@sds ing@bensdn’ OMaI t unor, renal

cel | Y ﬁbeﬂﬁ?)%ov*ag Jm@ég\é f&ﬁL lancF ﬁlﬁtﬁcd ahﬁéﬁy [Js?lgda com ound of

carci noma eno rC|no ar soft trIs
R ﬁ@ﬁ%ﬁhamﬁ’f@:ﬁ@amﬁ? S %éﬁ%ﬁ"efeem or ect al cancer
non-smal |l cell 1ung cancer h neur Qe crine tunor,
smal | cell lung cancer sRasyooytasi & i oma, sarcons,
acute nyeloid | eukem a, pfostate Q!‘an\cef' | ynphoma, and

feryofte particularly, the
cancer is selected fromtHé group consisting of rena
cell carcinoma, b y £ 1| carcinoma, thyroid

carci noma, col on adesdcHfci nonm, al veol ar soft tissue
carC|nona and thymonma. In a further enbodlnent for

t he net hods or ? as _descri
A P SeCHe PRt 4 %ﬂucae% AR o oot
rPaNaSHE-bydsgtd morpheing-vipppyliZerdinestid Hipymsist3-caoraiide. met hod's
descr inled efagdd@ient, the pesandusntionatlates 16 AN@nE &f BdatifgOdbRdhna cell

1y | S rmula r
A Lol i a4 JRPE

200, 225 or 250 ng freg, as0 egu yal emty. Mor e
particularly, the am)unf(p 200 nmg free
base equival ent. For gxampl F;he am)unt can be 100,
110, 120, 130, 140, 150 M0, 170, 180, 190 or 200 ny
free base equival.en ' nore particularly, the
amount is 150 ny bgse equivalent. Still nore
particularly, the amfunt is 200 ng free base
equivalent.ln a particul ar aspect, any of the anounts

d)?§ BilatiReLibMRy Kbdpt=BiE shitp s&@m%ﬂo&fmntuﬂg {I%'lle& u:l- aﬂ §nount of from
Er?({bl n Lﬁt f%e % e%ﬁﬂ\%legt%glt éa? ulg ugrncg% %he g?norlgmeag ﬂr8‘”th is clancar Even
d’i‘Pfeapaé‘tSH'ﬁ'iyn B GO IS FeiRgted é’H’é i woup Lprsistingf @ gesiohisstal sroma
ey irenellcelichiginomahiiliapyreli sarcindns, thyeid qaicinbres, eabnteddnc@rcipena, dieeplar
QBft BssGeDEdrdinGiti&) UsymdAs, | bR@stSae] vbi@ectal Banébr,f ah-bRAN cel RIRE Edneer, a
thtﬁoeﬁMt tur'n§r @rﬂéﬂ &'II %nﬁ r(%qcelo '?nast@&toé@tg%rﬁy ter@JHa Q&ﬁé ﬂrgelmd

m n] ste

0

RS, Pt PP PSRN U P Py o caner s
ﬁslﬁqfqdéreunéw Q"’Ph eona%wtrenialsce'bremn?mas bileyvecal eaygineraa, aoid gerginoma,
cbolpn augnotdndnotng, @ibaar it tigses cathomdd éyrpaniet | cul arly, the

i nt er g dr@etenlOdirhddd fob Qrt}eodwa FreOUIIRF doSRS fimd sLRbNBI herein, the
DR 08kl S QB 1% b aﬁfna%%s K§ and a rest period of from

articul arly the intermttent

dosi nf &tHEGThadiment &f 'ﬂ‘? TetERS’§ d7RGoe¢ PrEgiy (the amaynt pf a compound of
flemmglin® is from 3@ toj 268 wg fréet Heeaquivkiest g esaipiedibé emoust can e ), 75, 100,
dos i150917$d0@ e @ 2509hd theb bdsd b§uRBIERt. NidAEpatiiBliRy, MelaBuk is from 100 to
‘i@@h& oM TolATS Hll/afi’en{ Sofle r41&e. %%lnﬁg.t &g?g%l £10, 128381555 F44 160,

ow
A 0 5B 2 S e, S S pRABIH Y B e8P mp foopose
[Fativalentt Sﬂ"@emﬁrﬁ%llaﬁvgthaﬁmum@ﬁ@mirﬁgbm eguivelepat i ent a
corrpound of forrmula 1, or a pharmaceutically

acceptable salt or solvate thereof, or a mxture

thereof, in an

pancreatic cancer. FuF't i

F



amount of from5 to 300 ng free base equival ent per
day. In one aspect, the ophthal mc disorder is age
wo edoaaeg2macul ar degeneration, choroi dal PCT/IB2006/002754
neovascul ari zation, retinopa&hy, retinitis, uveitis,
retinal vein occlusion, iris neovascul arization,
corneal neovascul ari zation, nacul ar edema, or
neovascul ar gl aucona. The present invention further
r el at esa pdticalarkepaa( enyfobhEraGaNE WesSitag héeis Srtidmpoutd of formula 1

f iQ raﬁmih Qen]-:d onla QJntI&o&%glﬁ?&ﬁéﬂle c ﬁll) e%arﬂ?;%ﬁpmghgu& %l atimﬂig;tf,red

P Sl o B e sl
p¥ice P GRvAn asANIBAURIEASg soherlleq iRgditheri agpetty theramaintis,dgiterpd on
5 fanggerlyiiierg desipgisvrabiantin pailisuler, paarhoucius adinsierddid@cequeindai turing the

f #Renelidd. ARDinFBHidulaL B1c BRASR 6 AdthiMAdr&d Hice FePlia ﬁ'hgme%eatment
t &ﬁ%cggpo%aft&ﬂhy,%e ﬁgrm:ttng ’dOﬁ:lIh %‘he&uét do[n%l?sgé a t]' rea ent2 peridd o?? rom 2

pRANCRTIRAT P (Pt reFRE LI 26, SHMTIES el thegpigrpigient dosing
besbeslule dpA 4/h Hesing schisdyle. eStilh fathes,, the intermatieniudasingcseinedile is 1049 dosing
10 1skBeduld 26K fultBdd, thelidkrmittdr Dosing Séhedule ifa 3/1&ding ScHébuer 200 ny

f ree b’ﬁéﬁre?éﬂ”n%ﬂho%%soé\(/‘eﬂesf é”;rFe @J oft thaﬁﬂnﬁrm%%lodeﬁesésgr \V@BF-

q ent n
r195FY SRR ke 6 mel o sl it reb 3 grpouna or
ffelF“uad'rrPh? ghareacpipally acceptabigragihlor solyede thegesf, ar 4 mixture, thereof, in an
patcunt©Eircat $ 9 30®ihg fiGbasd eqtitfent et adyTBithe Gdpedhihe dphthdiri€disorder

15 Ok Sgy Qz%feﬁ n%@&rde&%g'a@ﬁr&br&dal G BscASrizAeR %maﬁ%ﬁnlns, uveitis,

Stlsnwtr Ieljt? %pcﬁsmn lns?neovas ule nzat’ onpgo:ﬁréegll I%S'Ieo%%rlquavégﬂ. %]%g"?aé Cfﬁema, or
JF AR IERSIUc TS or der s. For any of the dosage forns
descr iThertesertireention furtheyeigestts p dstgetidme cahgsisige chopamd o foanula 1:
oral dosage form In a further aspect t he dosage form
is an intravenous dosagiGf or urt heraspect, for
any of the dosage forns \egcrl dLhe?el n, the
pharmaceutically accep ed;t is a mal eat e salt. In
a further aspect of t hel priesent invention is a dosage
form conprisingr of formula 1: 1 or a
pharmaceutically a bl e salt or solvate thereof,
or a mxture thereof, in an anmount effective to
provi de a maxi numtotal pl dsma concentration in said
i ArRiermasutinglly pesertablelsalihor $oNG@0herryf, ml a ikiurp thersofhin sewamount of from
R BeEh @it bade eqlilealedio e PaHicalar éntbioTbrd, 1He amolnt @1@m 25 fo 300mg
& eskle @E.meleﬁth ﬁlo%é’hc‘mm HoLAdunt AR 1620 g ks Bkl &ﬂwéléﬂ For

f rx% nﬂf 5p e aaréwount can%e E(g gd’f 0, @ée%of #}Et r§ -?%5 ctrgﬁyg%?( reg ?SﬁLequwalent

tota Concehtralon 'S

25 Rk porpRicdly. therpmopih BiTRm P 91289 mp fresshpge eqyivelenht Fasexagple. the
i @nafimt ggn W00, 1100, 98 130g14ﬁ1_150 Bee 74, usd, hedror 200y frea oaseenvivalent.
tEbadurtiRl A8 BRoBOE ERNid b b eh@afeﬁto Bveh RithdrOneSbunt id 180 W free

E)‘é?gleqtlvglénh g\:le désg@gm#ﬁ el___tgr a%ln{plglriﬂﬁrp’t% a%?%?n%[‘ tsﬂcﬁ taL gﬂuman.

is froml

tRBtrafers IR EURERPIAY BHM SEor estiod peem s ﬁg?qwma' cell

30 mrewtn, inglpdingeqancegshrarticularly the cancers described herein, and angiogenesis- or VEGF- -
related ophthalmic disorders.

20

For any of the dosage forms described herein, in one aspect the dosage form is an oral

dosage form. In a further aspect the dosage form is an intravenous dosage form. In a further



maxi mum total plasma concentration is from 300 to 875
ng/ mL.. Even further, the maxinumtotal plasm

weomeesseati on is from400 to 875 ng/ nL. Even PCT/1B2006/002754
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t he maxi num total plasma co#centration is from500 to
875 ng/ mL. Even further, the maxi mumtotal plasm
concentration is from600 to 875 ng/nL. Even further,
the maxi numtotal plasm concentration is from650 to
8&xDedk) Gr iahy. of fhd @dsaderorra @ destribed WeRsi, bl Phatrhdcadticdly &2éptable salt is a
cRasRILgation is from 700 to 850 ng/nL. In a further
aspect, escr.i bed herein, the
oo 7 e barst o 05 tSent Blebfln s fHeoce o s G of
aPwei: the dosage formis an intravenous dosage form

In a further aspect of any of the dogggg forns as

descri bed herein, the ph@r thc¢ain cceptable salt
is a mal eate salt. The do oramlg\sﬂltable for
administration to a n# agh as a human,
particularly for use |nlth® treatnment of any of the

di sorders descri b I e} such as abnornal cel

grow h, including g, particularly the cancers
descri bed herein, and apgiqgepesis- or VEG--rel ated

opht hal m c dlsorders In a specific enbodi nent of any
oF & Hermapsptisty sesentdlerrolior slvsierthasenfl dnar mikre tharedf,.gn ap smount
vdffbdiivata proddie 4 naxinumetaltplagiea chasattor i6 EaABEmaRE4 b ld@tre than 1,000

Nl d? freddiStsd lacﬁiNLl@t{t '(:Mhé Ebn@om B BrmulaS U Wor@%nﬁ%ﬂme mbiFum

atct;)tgloiasﬂa {;oncen}rai n BC%“I’T]‘C gsio ;ng.arf:g %E %@r%{n‘uw total plasma
cfaPF@%‘fa“'gkff?i“ Esaﬁ 8% no/rela rFveR fu'é‘ﬁr fheanaEsm ok Plaweskconcentration is
deraie o s0 no/mii. riverafodhst, & rmaginam tatahplastita @pricrérativh RCigm, 150 to 900+

Cﬂgﬁrﬂ_l aNerCRMRE ihe iR totf PREAY condeRRE is @bm U o 3R g/mL. Even
rf@rgx'eplﬁve ﬁ&%%’m%@&? onc&w@r!ﬂ@n Ci?bﬂffqblto Qfse%ﬁm. Clglen ?urther the

uterine ca cer, carcilnonum

CAFPETURANE PEPMA $PRCSEFRYIHETPT 49 t° BB meitho ﬁﬁendvﬂhe'h@e iRy, total
FiasER rreneantigfont it &om 5P ria 875 rafoli- nden. fufiner, Hee pigtigum total plasma
Hoatg#tiationds ING A 3875 @GMC.CEven furtidi @heateRIIIMANS plasht YofdentRition is

teh& 6‘66%'8'75!'1 l?%vbﬁ‘i@mhepﬁx@%%m% toiahﬁasﬁﬁ@@&édh@ﬁ%n%‘r Fn8b 19 850

er I‘ oi d cance f? g
‘i]%)?n‘i Ein fuﬁher the xF]num t%al agr?-la qngeﬁga’uo% g r@@#@giﬁa&g %\?Ifn‘. Ina
t F’%‘§’uﬁpe°& gfrﬁ% Pf @Fagﬁ HEme P%E’??F'Qed Resgiy dhe dgpage fRam reqm asal dosage
geros trea il uriree espectgier dopdge foom isao intravehoss) fasagedorm. In a further aspect
| of anytoomy tidsagel iyt BOMBSbedIRRS e frlamiddsutitipatodiable 6HNE SMaleate
cé“alt t'\*ﬁ@ dcﬂa&q&)ﬁ lé)JuntéﬂJre%r gﬁmlm tr%nﬁ lto acrﬁénll a‘? @Ec‘ﬁlagg mhan particularly for

0 as NS
Cug?] f" tﬂ eatrpi% ang)?g[ﬁs rﬁ'SF %\Sfesc?ﬂes Flg}, %ﬁlisasf WWH growth,
é'pﬁ“ﬁ'aq CaR%ars Pertiigristhe pAngdrndeseribed kerding Aed angioganésisa pryVEGF-related
ademdmimdisondersa conbi nati on of one or nore of the

foreggi J&e&a@ﬁ&{d&em'oﬂar@%%@ﬁ&enﬁ%ﬂ&ﬁ%@écmﬁﬁ heétéhh, & for use with -

, el
or 0{19% mvéc‘r@veqio?agggrrr(@escﬁbed ln?re% pg\!ﬁculartly II']]: a maTmerl % rﬁhtag a h%n(])an the

erative ease, In

FEUFTE S5 growiids FRpFer ;j?%@@%W@HW%W 14518 153nC8fy bOn EanpgsREnaeatic
ICﬁncar shigropicen tanger efdedead opfieck, hitaneeusbuiapmiat melanbea, carmeeancer,
| oBariae kaedr.edctd rcartbrg) 8itdr OF ik B4 irdyfth, sidnfa6HTBdncdr,UddIRA Sancer, breast

reead uShd lankd E&éur‘fb% mqulﬁﬁa%ttubg@ Bf&oma SRR & ﬁ"eﬂhm carcinoma of

%gncer non- SHE& % ?ncer neur.oen

P, cashgre © F|Vaq"1in fCé!‘a 2 8F e ey Hedpligs Piseasy| qaﬁfﬁraof the
§&‘?PE%9H% canggs pftee W%‘Pf@ﬁ“'ﬁ? tapesk ef ffiegndopring sysiam ecancarnf e thyroid gland,
| ynphoma, and conbi nations thereof. In further
speci fic enbodi nents of any of the inventive nethods
descri bed herein, or for




use with any of the inventive dosage forns described
herein, the nethod further conprises admnistering to

wo b@7osesenl , or the dosage formis further adnPei/Bi20062754
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wi th, one or nore substancess-selected from anti-tunor
agents, anti-angi ogenesis agents,. signal transduction
inhibitors, and antiproliferative agents, which

anounts are together effective in treating said

alzamema the perhthyrgld ganti ftancBudg thesadiesd glind estircbmit bfisoketissuap@@cer of the

d [ u?éiHreQ $8deri o thE g éag gﬁ@étét&%éeg rbhrelgtgeir Sam QWSSH?gI%ﬂ?&QM%phomas,
oGP EE 8 B et denid o kbR 5015 el fordhping b Btrea o e rona
t w&'v'a ."g@lasginf e c*as*Fa' RETOLHSVEPTE (GNS) 8755t QN SmAHemag sRipal s tumors,
r ébfaisystamcgionan pitultesy gdermmii or @ tamdinatiofxfaonp braprepdf the frdgeibg amaers. In
agastied embudindbies Baid Méthdd, satindbRdrha el grdwd is @XRREH SolitrBeddisease,
alikalio) s{nﬁo@rrﬁ.tm'p\;&és.sse,&en a&mv..% @EA&%QOP%M&EN el bi pe,

V|ndes ine. a I ne ochij ne,

el | o BGPTSR SRe=L o GYPE o er gt i Spgporasinal somal
c Qe denak cllcFaFinom® | Riepeta eanper.1 cploraeigly sangans haResmall cell lung cancer,
r me@@xdoodne thraots eesll seicingasanded Xdstoéyais, | dlibreas &brkgma, acute myeloid

d Qe R Brbstdtd @xdat, %@)oma and combmahons thereof

2' -N-| f&rgnssrn%?%x. e%ﬁ" dlpmehgm n lol @e 91%136}1 ive me&l}ogs(é] cnged herein, or for

derivative

t &FF Bl PHeSt threinYRaive clespoe forms dessrtss) herpie, ih? Mgtpd) fypthes jcpmprises
c\pioigistering de &iei mawnaler R’ @sagdiférinuie foile cadininistered iwitk, one or more
( get¥mhdeaieRE}d fraMr dndbiicl RAgehit(l ahfi-AngiodkRbsh addhk bigial BEhsduction
a%m&s h@ant zsﬁfg;ei.@ a%én?s Rnidh laRourf2Lrd WYeREr Sre@¥d B Rlalily: said

I p %Pr?a?tcelalln )é%cg)ﬁu s%ncéaa dr?chxge thwacfls&gsegrm Kgglpwsatlon nos.. WO
1 0@13%79% U CB0RET 16 BLOL 00T 4t AR 150 41 Q1 00IBE7S, WO’ 038730, WO
- 16D/8¢685, A¥P PQIS™MYT Ind YWD 0ahisDB6D the Idischisaredgfl whieB ta@rincorporated herein by
(défa&jcgmmﬁ}m,rel,eé bi s( met hanesul f onyl oxy) but ane

E:Slaflglrr%rgp‘ﬁlg{ %ﬁgtg@éﬁhf ?139 I!]n%lhd 0%19 tlr%%ltors fc(::rl eoxanrﬁ eo r\)lﬁda alkaloid
OGRS BT g CPPBTTe RS diheEne B SUEFisH cahoRngleshenie,
C:[nal]qu)gqlmg, WB@FFQWT@WEQW atber ¢pichicihicoAcidndotdsetatin 10, maystansine, rhizoxine,
1 t£{xahee bich 120 @il Ypapitadel JocstieD(TORERR RHY-I3{MiHayRAIn6)Sropyiglutaramate
digBbeneed fiiddRoichidhd %}g@@y%tgiﬁéj idAdside, %&%péxglga&athlopnne fluorouricil,

%{/tcf)cmg (F)rangmosﬂé 2%9&#]{1%% o XY OI ngﬁrw?'l é{ rgtw?(irzPoa)%ldr (?%lz'yFl‘I Alkylating
n .aefintﬁg B PYPATAL Sy Ripin ﬁ?@‘(vgﬂwgmwvﬁ?ﬂ&d@wvy 19 §f-acetyiDl-sarcosyl-L-
hyedeimpch$atsy iodbsalexti 1. oevpidiexadienst4drsbamie add, agebit($-agrding)-38stioxo-,
CYieihp Bﬁéﬂ(dhazﬁb’dn@[ AebidybtitindstIRE IS fane (bisuifan or leucosulfan) chlorozotocin,

mfilné(slor@/ %{(ag ?"g%io Big.t pyc!m%kr‘er a3 rt%%g.ltql

flugrodopan, he sulfam,
2-chlor l);_‘?f M1t 080
RN 7 et b s e e
d b wrosierion enipergidnadigepe ripARIeany dorfrerhyain.eepirewieploin rmokistassiy derpxirone,
asetraptin| bived, Nestiya®melayiad, ophn Sytvgen castard, f aﬂam@mypropyl)amine
nﬁwaﬁéma@ nmbrhy%amgduleas exfeht@Nhlakh i B S&%Hé RRsRifbSurea,

@t c%zlc%efyl-chgr%g*% O :rgour%a am (E-Chl roemeflﬁgl& G-duobt?-%%pen%$ nitroso-urea,

ouraci l, ara
h)lqu ?}'gﬁtré{%ltrosourea procarbazine, dacarbazme nitrogen mustard-related compounds such
22¢ (nSihipuetbaryne2cypynhespisadtiidyiodamisk hydinbaia, cHiyaibecdti asiepmstioe sddium
| @ﬁtﬁblﬂ@, strﬁt@iéhﬁ)’é‘nh WRERIdid6l I B} anti-metabolites, for example 5-fiuorouraci, cytosine

Y- 24 pyri L
a‘gﬁ%ﬁé‘- TR i e o AR Erpmcpionece,
H‘E‘B‘R ??yts' Ml HrE2-oaieygidipg, |“Hijﬂ%iﬁfbﬁ€’“%l 9’?? B‘B‘%‘M‘Eg“a““‘“e-

cyclocy di ne, guanazol q, inosine glycodial dehyde,
macbecip Il, pyrazolim dazole, cladribine,
pentostatin, thioguanine, mercaptopurine, bleomycin,
2- chl or odeoxyadenosi ne, inhibitors of thymdylatq
synt hase such as raltitrexed and penetrexed di sodi um
cl of arabi pe, floxuridine and fl udarabi ne. DNA/ RNA



anti metabolites, for exanple, L-al anosine,
5-azacytidine, acivicin, amnopterin and derivatives

wo b@reaf32such as N-[2-chloro-5-[[(2, PCT/IB2006/002754
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4- di am no- 5- et hyl - 6- qui nazeti nyi ) net hyl ] am no] benzDyl
]-L-aspartic acid, N-[4-[[(2,

4- di am no- 5- et hyl - 6- qui nazol i nyl ) nmet hyl ] am no] benzoyl ]
-L-asparlic acid, N -[2-chloro-4-[[(2,

4 -aphidicalinnB/pibdy, IEdeayd@cmﬂhé])b@@-lﬂ%@@}ub@H%%bo]srdé,tﬁﬁ)ﬁ@ﬂlﬁd Guanazole,
a‘Hane %9&th&yo§alﬂ%ﬁ g%m aipt b)):'a%hmldgyofe\hl ggrﬁi% | Xén:oLtQﬁNS YHguanine,

RN PE, ST SR aRERy | S el i prtpse suh o
t ltitrered chind niesgirexed sippditrof einfasabine.t Aqxwisine egndt fudarabine.  DNA/RNA
p lantio@taludies) for e@tnple rasassine, Blzeytidipd, a@inc anfinop@iinchnd Baila@sS thereof
S H&bh a8 N-| [@—Er)!'d?&-@mﬂy@dlaﬂué% n%fhyl-ﬁ%ﬁazﬁnﬁﬁ%ﬁamﬂﬂb%nzgﬁ] Ltégﬁarhc acid,

gz\ﬁ ﬁ(ﬁ rzE nﬁ% —etthgﬁ%-qu%zolintﬁ)%%tgg]ér% C%b%ﬁz%g]sl_l a@pa c acag er@rh-chloro-4-[[(2
VBT PR BT RARROB 2oL eHpHe 255 A BAE ooy | dcricroay
p éawbapk, )braspinar, rfietafh fihvdre Spadcyt@ing, irethotekats, N-(gHosphenohcetyigic aspartic acid
g fe@idoliurh @8 Pyrazbinah, Bintc@xgie, Sitdnlycis; 6tinSmych b, Rivbt&hcin, and analogs
| Blf ggglypﬁouyags@atfa&k%ae%e of f¥ et RS g?%iﬁé‘&l%f%&dé& ifElbpean
arERopnnEo” o33 o NS T e ety cseiinszgie e et
N&1etrdaenel-2 mnoxlklaﬁ*%mlq e grewth facley inkbitarmpdelt cyslatinhibitely: dniregalating
S aathiotizs fGas@dgx (atifd)nycin and bleomycin; proteins, for example interferon; and anti-

( ﬂorm%é@ntgr Sxa(n unﬁ@sﬁr&fgn@ E\)él\ S I MQJQYTL‘ ) (fa%:»m%q rc@ X%r ZxaEBuE hantx

y| - rlf et hyl, nanilide

i RRE R ARSI e
s it ?W‘Bﬁ%@ﬂ@m@@‘?ﬁhenﬁi‘:&l cogipints eqgirent maylbei arhiosfl whway of. the
[ a:dmnanezbuaheqmmwmta& dedinglottee iidividad! Eaaipbnents of the treatment.

Anti - m%@@%&%&& §géﬂQQﬁh§e MDI@JZl{ﬁ’i@tnmugpmhenase 2) inhibitors, MMP-9

( %ttnx me {o%?qagé) 5) 1 h|b nrg a%dé})X =1l ﬁtc‘gm?l%apasb |I%b I?mepies of
{57t %) bt CELRRREXT 1esontist g 5 ol rampes of
COiW mafrin Fetglioproteisask rbbitpchcarCEsEBREN(WA)96/6 I 2 (poblishey October 24,
v adedp vadshi7ssa il eeex T, bggeﬁmaiﬁ;h:e&t&f Adplﬁ:@tfohl No. 92304971 1 (filed

@d | Qﬁf e E‘u@ﬁaﬁ’en{w% %b 5%@179 ?gg D 98/0T6eT
(Sn S5 FaBiyah A OB RRE b R 3 PR e
NAUOUS A8(1885). IVQ 9pp49) i@uRtipd Agust 1@ 9998). %?%B@é%ﬁpmbh@mugust 6,
Apgse). wataa/@wemuu@@&mmnsqs) EfirbpeetiPABnt Rblestio €16, 04&9(919))|shed July

V‘Q 9884() @ Shear Rl PuBIRAEN 5 844B4 bk{shZQGJu $898d9), WHAcRB119 %

T e

O\RBIZER8T Peigsd dRIT 18998 §C §LP§?°"%APPI@9°3')N° RigiBes/01113
98“|}e30%31 (1PR8h | Eurobran Patenit yApHigation] 60 8302282 (fied MarcR251999), Great
Peiabih gatbit 0ppiic&itn Gdboet muhbmslh @idd Judey 3,1590)1 VBied , States Provisional

EHB;Q&%WOP@?@Q&M %hgal Of3od) 3 hiteq 73%s G’QHMS Bmg (i VIR anuary

0 5‘%39?9& o ﬁs%m %%E@’b 'Si‘fg Sonyg) 0 B0 S e

( BEPWF@H@ B@é!tua'ﬁ%ﬁd Jone 2511986 all ol phich g ersi8 TncerpsTARd; by Friatence in
J trigentiréty. AréR8d MMPTand Mitie+9 irdibitocsraed thodthhtihaatiiti@dr nblactivity inhibiting

PR B §1ofd befelrdy, Gfﬁe itoSknal Yiaktivént inhiiID-2 arfaléF AAE.8 RuidBRUSRE other
| | : r :
ARk agsno,gae.meg SR Sayeks, ALt ke £ Saar 2 it nae-10,

I oh nunber
(MMPé&“@ﬁh@‘?d T@Q@) Uni t ed States Provi si ona
Application No. 60/148,464 (filed August 12, 1999),
United States Patent 5,863,949 (issued January 26,
1999), United States Patent 5,861 ,510 (issued January
19, 1999), and Eur opean Pat ent Publ i cat i on 780, 386
(published June 25, 1997), all of which are herein
i ncorporated by reference in



their entirety. Preferred MMP-2 and MW-9 inhibitors
are those that have little or no activity inhibiting

wOoRM73432Nore preferred, are those that sel ect POPIB2006/002754
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inhibit MW-2 and/or MW-9 el ative to the other

matri x-netal |l oprotei nases {i.e. MW-1, MW-3, MW-4,
MWP-5, MWP-6, MW-7, MW-8, MW-10, MW-1 1, MWP-12,

and MVP-13). Exanpl es of MVP inhibitors include

AG 334Bxampies 82 MBBSEhibitRS ikBid@) FBB34MMRD BAB550,0RP 01310830, and the

I @&hdo@fds FeBiteli MBhef 1QIbhifYMsng | 1 St .
3-[[4- {ﬁl Eln-]WJ &erﬁ%&)ﬁ 'ﬂ%&@es&’fﬁ?ﬁ ﬁmﬁé&&(&%%}.@& enfLaRy.ca

r bano
39@&'8“%" jdn 33 3r[f‘& BroBRREARRPY 5%*H'§’é’ﬂ?é’§'i?ﬂ ?‘81?3”"%’?1%‘]]“@“&3'
oxabdsilie wldomr@am]dectl’an 8RB [%@wtﬂm#ﬂmo kenkyldxy)-benzenesulfonyil-3-
hyigf ey &Hﬁﬂ-@lperﬁﬁ& ca?lB)(yhc acid hydroxyamide; 4-[4-(4-fluoro-phenoxy)-

1b£n‘%er(a§ﬂf&@l'aﬂﬁm6}‘te4raﬁyh£ ‘Bi}r%-b&&%)(;lh@ %o ﬁybr%ﬂ%ﬁﬂ@ %Ltﬂ4f§QﬁEMr-E~]ahé’hoxy)-

hg ' OX%}xg?Hylg@ -hy o>?«‘%r erﬂoyf-?yulgtf gl) Blﬂlgﬂ 85?? IY ic acld %(:[4- 4-chloro-phenoxy)-
W@ﬁ@é’my'ﬁmmﬂﬂﬁrﬁ‘i’yﬁfejpwﬁ'ﬁ pasoydie e@dpwirawamwe» Srlfytdxaplofophenoxy)-
abérderkayutforotayaotitarelydi3-pjrhrm3-¢afookylitiaidhydro@antidey (2R: 3R) 1-[4-(4-fluoro-2-
bﬁﬁ%ﬁﬂ&&ﬂ&x@ﬁbe%hésulﬁ:ﬂw 3-hydroxy- 3 methyi -piperidine-2-carboxylic acid hydroxyamide;
9{[% 4%5/ ﬁ e%‘xg})% ze%é/sﬁl}o;ﬁ)é% Nyd oxyﬁ rmaa C())Ll 1pmew-e%1r)]li)-ami§oﬁ pl%plomc

béﬂ%é ‘éé‘ﬁﬂ“?fa ﬁ?ﬁ"%ﬁ 9?6‘19“%5@‘{0?%@BMdE?XWP%}?MG“&HFBW?WW'"'"°1-
aeicpjortipagidokgaifilae chigropienéxd)-kehdepgsalfopyiaaninek§-yxa-bicyclo[3.2. 1]octane-3-
besizayie s atid O hyayoxiide,0 Heérda.Buc-auopyharbxip-beraérdsuiilylafino]-8-oxa-
aﬁlb IoP)éqfo%ﬁéaé:@a%@xyhc( ZF‘);md'3 R) h);hrow}am‘dé fl Hﬂr 0- :;[21 4-fluoro-~ pthoxy)-

nz%/neaj %ngé%ntgi%rsrygrlgl ud;a Cﬁa% )P(P d%%é( gm?%%mlé)e an pharmaé/eutlcally .
3a<f°f=mab(e@ﬁlfsr %Pfes?j‘ﬁéﬁéf}(%ﬁ)°fﬁé’r?2@?9é§‘1§i fonyl ] - (1- hydr oxyca

r banoyixaplesstf bigral tehidyetipn iaibitors jncipdecigertsthag candnhibjt EGFR (epidermal
Bulobvift tdcr fobdpRF) Gespnear0¥Y aé@m&n@w&f B8 hrkibdards, RN QB Sihat
r Qr%”%aﬂg .Lrﬁ&.tﬁrgh\y FO(V Qi Qengbt% oD 0{) Mti‘ﬂa& 0D GrtBS rfheptor

enox enesu
oA biR s g efg%fm%w'eslﬁfaettb%eé Tl i, 9 focgpipfor xempe,
hyiERes8]. B {fenentech, Inc. of South San Francisco, California, USA).

3- end oEGHR] ishitfters &re desthibef ey pldie MZCegB219aH0f (QUbkshée Jaiy 1210, 1995),
8 WX ePiaeM GhBlishatt ﬁmild Qﬁds?ﬁ)\ﬁ) FardadapubNehb e aRGEn b2, 1998), and United
h%g&{e éXt LP‘IS_?% 49?1 gssued ay F 169%' E(%El?mlfﬁungageét)s lnclu%e but Fre not limited

belzenesl

o35 e FgeiFbe) Ao CA o Rt b B Pop St estypiated of New
S abrk.s New OVovkat \).athel qompaindsg €D-0839s fisthZemaspo URXS1382 (Boehringer

Exgarirdsmok-447i (Qedalex Int. 200 AkhdGdale 0wl JBREWUS A hd DN 88 Merck & Co.
2GR Endu LR ANel 1LY, bl GRETE Y (R kol f R Ghen o

uc I es

receptor) responses,

T o 8 HoRREEn WFEE) t hat are EGFR i nhi bi tor s:

VEGF (Yﬁ%cﬂ'l‘“éff’fsefﬁ’d etRek| -1 (iifirer.f Iaek 68N alfh he oreRined ;or co-
andnigistd BRwith deephpsitionn NEGF hidbitrs asdedvriged inDfogexamgle in WO 99/24440
"‘éﬂu%wd%y% 138 ﬁ%ﬁdh@rﬁathﬁhﬁﬁ\ Lo lidfméd@mom*@rﬁé% May 3, 1999), in
r?\fcgﬁ’glﬁﬁmé%u%f s,g&?%gl?st %, 1 Q/é*ﬁb%..ﬁ&%d“{?”i G 18 -United

i RiFfen et 38340 (H%%‘?“?"%W 1%199?)6’?’ 0 8@(%9&?51 (grbyished November 12, 1998),
9 BHib SBBs Pplah|5i88HUA (SutdyMach, 161 099)) UniteyDSG8s Pafef65.886,020 (issued
( maRh i28 hedo)ADfiked SBites b@@&) 5,79Y\339@Eddd A3dust 1) blodsy, @8, Patent No.

J@@&lf'ﬂb"zX vﬁggm%&% ublls ht1§éi‘z 7%§855’ ?pbﬁ’@t%eg gfpge?:fer 981597,
WS st et i %6 QWV B0, e et ESewo

and anti-EGFR 22Mvab (I nCI one Systens |ncorporated of
New Yor k, New York, USA), the conpounds ZD 1839
(AstraZeneca), BIBX-1382 (Boehringer




I ngel hei m, NDX-447 (Medarex Inc. of Annandal e, New
Jersey, USA), and OLX-103 (Merck & Co. of Whitehouse

wEe@uiodts27 New Jer sey, USA), VRCTC 310 (Vent echPCT/1B2006/002754
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Research) and EGF fusion toxn (Seragen Inc. of

Hopki nt on, Massachusetts). VEGF inhibitors, for

exanpl e AG 13736 (Pfizer, Inc.), can also be conbined

or co adm nistered with the conposition. VEG-

i r19802Be (utdshad danckeysZ2y 1908)0WOR9/16765 (pabNshaiAmEi 8, 1999 Dand WO 98/02437

g%uglﬂ;ﬂzﬁigarﬁ BL} H@B Ql oMmi’ch%lQ her&ﬁﬁggnrapegy r!anrEr?oB m%e‘r Qlﬁi@ Other
A%%T&jﬁ e, 8‘%5%5? arh oo ybetinc i, gﬂajbngton SA);

( PUBER sKke Ve%@ﬁ%éﬁ apti- ﬁ%gynww g dSl(%ﬁ"e'EecPa't“ér?f South San
5 ,F8BdscB,02liini} wedardomeebe synthdic ridG@8s fron/\Rb&gihéd (E8@Ger, Colorado)
( pobthichEtheMacecaRmial2, 1998), United States Patent

5, 883, érbéﬁreéém%ﬁl-hﬁ%{g%E 25 %@v zaé&ggélaxfg lﬁ§ Qﬁoﬁﬁe monoclonal

Pat %ﬁ?iﬂ?‘r R | Ssue
SR 8 ies i ¢ ’5’"9?‘95"37%9%‘?8?3'{]% ol Ab?g Yopdiapgs, Teepgg |SA) ang 28-1
P4&hiAR). Mey.be gdmjggtergidin corpiinaily witiptBel omppitioh.i Stk erbBAinititord include
19999 desdBbOT X/\Bﬁ@w%mmblish&me.d;a@emhm avo §923514|69(%)ished/§£hy 15,

9% B odi B8 bRGEa M6, 136), WS 80243 9£’y22 1998), WO

anu 7‘3‘7’ @%ﬁé sty w ko ?@ﬁﬁu& e

19 'ﬁﬂ'eW\Be%' B 243P%)p el Yrésreiaton Retent 6877805 figyes) March 2,
aI1999®feaqm|f witichdis kerdieinerporaied bprefeenatie s direty.e EdbB2 recaptor mhibitors
t hugdtul ireé ple8dny invéRlidiere amérﬁ& nﬁfUnﬁéarmat&nﬂsdisfoha AYbHedtion No.

' %Uhﬁ'sﬁprr%d §£n rt 399( ;%tu{ é‘tgtesbprﬁviJﬂnEl EQibn No. 60/117,346,
opth

V\ﬁ%j n’r?hJ% evacl zu

\‘"C%?fﬂ‘ fa cofResgioe Y efince i oo sfrey.
Sout h S8 awpmﬂ@iaé@@ge'@thatmv b eepd ingludg inhibiiére ofy thapenzyne farmesyl
S yrtengtansterasi Ravighittors biana r@l:ebﬁityﬂﬁhe(kB@ddP@SF: incladirantiacOmhpounds

ardch&Qdi T clafHaB iy Vel foffowi rhkf;oo éﬂfe@)patelﬁr fatloR$ Q13281046 (filed
'HééekRJﬁér% 199§')u 8&945?&58@’1\1 gember 16&@?@3 FRb:Shy 9, 2000

PASIpIERIEY URFSST. ARIDT gPEoPyes (mmva%g 7>r8§%pgasew§¢e Augid 25
2 B999); GCHPY8ATS5 (TisyAuust 260 A998 ddhesemipoundsouidoloseaitand daiméd in the
t ova@npatsd SiaR8 prodisictal ptdaBapplidatiing| 60ABER0T (M NbReriaP 86, 1999);
d §@fo'1’@e leb 'be%b@ﬂ(p%%éoﬂlﬂﬁ% %rrb%dJaﬂlféﬂ)Jé‘ir légc%% 60313&’39 (fed

oL g eieE e M e

J avﬂﬁafrvymﬂpat@g@s jeatiopgris bepgin incpgpgrates buspierenre in tigieptjrety 7,

1997) , THAErExmlrkOd onufzpu bl pharine@utidally wcc2ptablelsBBn)r sova@s thefdof may
Sta@& &Susaﬁﬁnﬁrbthe@g@ag us@fiBn {dafe8rbrrk® 6ARRGK T o?éancel IRding, but not
agw ri]cj: taie%ﬁ%a?a%l@%f Erﬁ&{%m& ﬁrﬁltuﬁlzz lm%gée rgé %n‘?s%% s h as %tfugz: (cytotoxic

by
°§'F?c anipgp %""B‘}‘i*te?r@dy"‘“eEraB“éf ?aéibéapf’fo P‘°‘ikﬁﬁ|CtTLf\‘bra§‘d anti-
ugefieRive rageriie syshezsepiberi farnesit protein diarsfesdss ontidersr | Brediid ATLA4
Unirttbéedibs Shah tasbdPlisay inSth® p@sentipyehtios aiciu@thddd. de&dbel il Unikd States

’ PFO‘V!L[@I%I A;%ﬁéé@dﬂeo%?s 64]?9(%& D@c@ﬁibér @3 U@b %lcﬁ‘ﬁsaf: e&w incorporated by
rovisi qsa il p I cation No. 60/1 January
?e %995 BOtH of which are herei n | ncor por at ed by
r ef er eFICHTc FYaMPlRS §f compingtian ferary 498 be dpun iy BET Publigatipry No. WO
ag¥ens808t dnd tW Ora4/045623ul &d Patert IPutdleatiornita. [20G4en 5276d), thdn disclosures of

e RANINRe haFgdREY herBlh O iBb@nd T ERkase and inhibitors of

t he Lu ng%%{hg%; ? ARd; dﬂ Jg&&ﬁ%g gf tP ggzgtbqlﬁgﬁ?be\g{i %npoun%s which are
UIRPRiGR! ocPose aeeHGaidt B9POuESf IPEMIR) o L or g fash bekaape of e gloms aro



Decenber 28, 1998); 09/454058 (fil ed Decenber 2,
1999); 09/501 163 (filed February 9, 2000); 09/539930

w@ toozesi3bmar ch 3 1, 2000); 09/202796 (filed MayPCRIB2006/002754
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1997); 09/384339 (filed Augt¥st 26, 1999); and

09/ 383755 (fil ed August 26, 1999); and the conpounds

di scl osed and clained in the followng United States
provi si onal patent applications: 60/168207 (filed
Noapepdudry a8 @tom 199)an afbiclii3d orlifasé hurhted difdeeneindne the 2Bmic mass or
19389 nun®@ Jedally 38ind fni dafieb. JB@MQES\’ ofgreJeto QSOQQ)can ﬁg)‘nm into a
(f%ost'ndgﬂ%ﬁnnpaq I?Cﬁgé l?o:l‘orpes gf h)ﬁiraoge anbrcl) nj r§:3efr1|l en ?5;” Ss%{go%a sulfur,
p e Rgh effloripen sught asaﬁbl i caﬁ;l o‘gs N.s che r’f’ i ﬁco?pof aandd Ch
byespesfively.c Metods nf usinga rongagnd péfbynula The acpnmqnauauudalmcceptable salt or
f emw tRerdof, whlch BehBnTRE Sbtbrhén@drby is@l6eS BidAP bRerdsdtdhss & bther atoms

S 9 Wﬂ{n ﬁﬁ'lets&?g gquNS ln\l;gﬁ alcgl%m got(#%glgla\% Véuﬂ:o% ﬁcfs f@rg&ar%pqe those

i H‘fﬂ thﬁd'°aﬁl¥? 'SHtB‘feS ISF% atseH apd), Cé&éﬁ@@’@'ﬁﬂré& \ésef’:ﬂ‘ in ‘drug and/or
eAbalRld HiRguen distiibutionoassaysmriEted.cisp CHo e, cabot, 4e, USFLigelopes are

( paticOla@Xpreferred g d8e anpré@eifiondandadiebtoigl EfurthaNlib e with
ag&ﬂ%ﬁxs&tﬂ@@&lcﬁ a®beultliRe KL, ngi ChLAr o) 1dp 'ei;txc advantages resulting

I th
PSSl Pt SEPb, B s, Frveeter o b o e

c éﬁ"l“‘ﬁé‘e'ﬂ}% @00, | renegen énay rheseiperrednip eseme otifcymsteneage  Ispiepicelly labeled
d eswpoirdetifomulaln bt atlaribad iallyAr@ptilsd an ad solgp thbreér! dan Generally be
GQ/eaarédgbyQ:ér?ylr@fohtl tﬁ‘éjprg&&ﬁé'gtb%gcnge% forJH%gr%)\ laﬂ@éocéamb&ln@ %E@hiﬁ‘hng a

exa%? Fla% ?soto%%go Ielg eE reerag%hflorna non- lsoto lca IXd eCI

§

I on erap ounra n PCT
Publ i c%qirﬂélﬂﬁ No. V\D 03/ 015608 and V\D 04/ 045523 (U. S.
Pat ent"Abnatyial eolh growgin, ddoised2@6id- WDRSDTER]se intlibateddhefers tcomligrewh that
Ofs intdefidientodt Borind CRLIRG AEAENIARI(@.Nodd ¥t dofthd InAIRGHR). | This dBdek the

e lenbrrmgi dr&fﬁh of: -Im GPurrll opc\/eﬁ%uﬁgrg) tﬁ’:lt ﬁtghférﬁg %Q&eajﬂ%% R&Qtéd tg-rnsme kinase

u5| ng Isot
AT PRRFTE! £ frowbr VENH A 1) EOHLOTISa P e prieraive
be'feaffﬁr*n B sper@pt trosine Kpse a@vaﬂmc@r%ﬁw) ay bmep |trabn§@\ife@5ﬁ by
areceplootyofi@kinags.an at om ¢ mass or nmass nunber different

from theteah Qr@&tiﬁg 'R $i8ed PbroiBifiSss BIHEANES indicatéa] nledinsirUaRflg, | 'alf&v:atmg
n N\lb{&n the?g o? ‘Br op?ef\l?rlu%%ﬁ%géertopc%{\dmgm \AB@} suct.}\ctgrmpa?&lgst gr one or

hwlie (fﬁ'@ om gr sblgh dlSOfﬁe{ P a:@?: on, 0)8-)9@ 'Yﬂag%eﬁth (ﬂslﬁec’ herein, unless
s athgryise indicplgd Fefameto tiekt eftrbating aqéhea@greﬂﬁe&@d Pisjedigely abd®C, 1

C, 15Nhe pidése "pharfoacedibily acdRble SHE)", abBfed hardifl ul&Ehtherwise indicated,
r%a&ggsahgfglamc &(%gmgd& @\Lhn&l%{a?ge aesgaw&mgouﬂé éo%gmhahat are

arrra

Hasm in r}atu% e ca%a rmm?] a %ﬁ%v ?%E%f gaﬁ%\ﬁlthl VS'H’%%‘“T%?B'? rp é)gamc acids.
aﬁ'&?/ % Hatmmay by ‘{S’Eﬁ ‘8 perarethargiegruiically pesARiableragid fditien sgit qf uch basic
S cayppeunds are tipse that fpemntandaxic a@iaddiionrsalissiat, 63ts cantaining piaoedcadically

C ad¥RRdbRdSnioné, Oducte %@ MY BeelaldD $6hzérdbuondl] BdhzdaBllibRASBINAY Sbisutate,
' §9§39IF@50 &gaqéq bg}&e %Hm@g dcalééhge&[a% }faq'\gggttp gad@oﬁ'\gg cBgr{dg clavulanate,

g‘%%i@*hydﬁﬂl"wd%tegaae Sdgiale. sl Vs, eRysysaple, fmgrste. upeptate
i geroegires dutamalgar Glb/@'ﬁ‘ilaaﬂﬂﬂsle pr'@h@ﬁé\oedafé or hytiasmine e a Bydrobibmids,
P hyepeticitd, attican GottietaR( tataie) idktybionkd) ke, makteS inabald, i MEhdelats,
%béya!aerﬁamyeawafesrmcgpaépsﬁag RS, oﬁesat&g,éty 'E}amda}e%mbom) paftiats,

pan?o(hena% phospa%/dnppospha% posyga(iac%dnate saqgﬁa?e stearale, subagelate succinate,




fromgreater netabolic stability, for exanple
increased in vivo half-life or reduced dosage

wo eguaiossseent s and, hence, may be preferred i n BOEB2006/002754
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ci rcunst ances, |sotopicall y-1¢-abel ed conpound of
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Al so, when conparing the C a of C1D28 of 100 ng QD

conti nuous, wth Crax of C2D28 of 100 ng QD conti nuous
w0 pooTabi3e7 1A, the data showed that there was nPCTHIB2G06/002754

accunul ation in the plasma ofi7-t he patients undergoi ng

100 mg QD continuous dosing fromcycle 1 to cycle 2.

The sane concl usi on was drawn when AUCO 4 of Cl1D28 and

that of C2D28 of the 100 ng QD continuous in Table 1A
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negligible levels (<5 ng/nL) prior to the start of
dosing in the followi ng cycle. Data reported here from
the first 44 patients denonstrated generally
dose-1inear pharmacoki netics. For exanple, according
to data in Table 1A, the steady state C2D28 nean
AUC((j.24) was 794 and 9770 ng-h/nL for the 25- and
250-nmg dosing cohorts (4/1 schedul e), respectively,
whi ch represented AUC(0-24) increnents of 1:12 for
dose increnents of 1:10 respectively. Also for
exanpl e, according to Table 1B, the nean pl asna
concentration at a certain tinme point, of conpound of
formula 1 was roughly proportionally to the anount of
conpound 1 adm nistered. For exanple, at hour 4, the
nmean pl asna concentration of 25 ng QD 4/1, 50 ng QD
4/1 and 150 ng Q> 4/1 is 58.28, 8 1.10 and 230.8 ng /
m. respectively.In sumary, conmpound of formula 1

pl asma pharmacokinetics in this study in patients with
solid tunors indicated absorption of the drug in the
first 6 hours after dosing, followed by elimnation
fromplasma with an effective t of 11 to 19 hours.
There was no unexpected drug accunul ation with

conti nuous dosing conpared to dosing on the 4/1
schedul e. Exanple 2: Efficacy study in humans wth
solid tunors 50 patients were treated under a
dose-escalating nulticenter study of patients with
solid tunor nalignancies not anenable to conventiona
t herapi es. The types of tunor malignancies that the
patients had included col orectal carcinoma, renal cel
carci noma, esophageal carcinom, thynus carcinom,
mast ocytosi s, lung cancer and rnultiple endocrine
neopl asia type Il and other malignances. Patients were
treated in cohorts of 6 with escalating QD (ones per
day) doses of a naleate salt of a conpound of fornula
1. Each study cycle was a five week cycle consisting
of 4 weeks of treatnent followed by 1 week of rest
(4/1 schedule) or a five week cycle of continuous
dosing without any rest period. O these 50 patients,
all patients were evaluated for efficacy

determ nations. Tunor size was neasured at the end of
each cycle of treatnent. Anong the 50 patients, 1
pati ent showed



conpl ete response and 7 patients showed parti al

r

esponse of tunor shrinkage of up to 30%in vol une.

wab@7paset al response of four of these seven pRCT/EBRE5/002754
was confirned by a repeat asHessnent four weeks |ater.
The partial response of the other three patients has

not been confirnmed. The tunor shrinkage was determ ned

by either CT scan or MRl as per RECIST criteria. These

51 or a pharnmaceutica

r

eWelQan:are summarized in table 2. Table 2. Efficacy

study in humans with solid tunmorsin Table 2, PR means
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10. The method of claim 9, wherein the ophthalmic disorder is age related macular
degeneration, choroidal neovascularization, retinopathy, retinitis, uveitis, retinal vein occlusion, iris
neovascularization, comeal neovascularization, macular edema, or neovascular glaucoma.

11. A dosage form comprising a compound of formula 1:



conprising admnistering to the patient a conpound of
formula 1, or a pharnaceutically acceptable salt or

W@ oi07ase32t hereof, or a mxture thereof, in an PODIBWOF02754

from5 to 300 ng free base etpdi val ent per day. 10. The
met hod of claim9, wherein the ophthal mc disorder is
age rel ated macul ar degeneration, choroidal

neovascul ari zation, retinopathy, retinitis, uveitis,
retinal vein occlusion, iris peovascul arizati on,
corneal neovascul ari zatig, na ,g‘rf‘a(é emy, or
neovascul ar gl aucoma. 11 . \doBagerém conprising a
conpound of fornula 1: Horig pleay maceutical |y
acceptable salt or sol vatle Hhereof, or ‘a mixture
thereof, in an ano +=om 5 to 300 ng free base
equi valent. 12. The g formof claim1l, wherein
the amount is from25 to 300 ng free base equival ent.
13. The dosage form of clainh 11, wherein the anmpunt

i sorfaphermB@uiically 28@ptale falt ersolsais bered o ¥ auixarettherebd in ahlamount of from
dos ageo higfdatade eglidiiem. 11, wherein the anount is from

510% to T?.QQoéEEe tdf @ Banes 1eQIHéré/:‘?|th% ounﬁs g ‘%5 g&’%&grgg free base

10

any of clainms 11 4, erei

v.g nt.
eC}n I'S "an oral dosage f or m
The dosage form of claim 11, wherein the amount is; from 50 to 250 mg free base

equivalent.

14. The dosage form of claim 11, wherein the amount is from 100 to 200 mg free base
equivalent.

15. The dosage form of any of claims 11 to 14, wherein the dosage form is an oral dosage
form.



