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WD 2004/ 087152 PCT/ |1 B2004/ 000867 -1 DOSAGE FORMS
COVPRI SI NG AGOL3736 This application clains the

wheoehstisnof U. S. Provisional Application No. PCT/IB2004/000867

60/ 460, 695, filed April 3, 2003, and U.S. Provisional
Application No. 60/491,771, filed July 31, 2003, the
di scl osures 5 of which arg_incorporated herein by
reference in their entireties. Background of the
Invention This_invention relates to VEGFR inhibitors

that are usef uPOFEt FEYE r SAEREHE ot U8t nal cel |

grow h, such as cancer, in mammals. This invention

al so_relates to a nethod o sing.such .10 c

1 CHE PRt e SO i S BTSRRI R AATEYs, fed
Aprd 2903 |2hy UlSu Rnavisionabinglication Nohe/49a.¢ el filed &y 3 o?R98ghe disslqaures
ofifHith @l cBPoted Rer6if BPPeieRASs in theitertiigzouUNd

6- [ 2- (et hyl car banoyl ) phenyl sul fanyl ] -3-E-[ 2- (pyri di n-

2-yl)ethenyl] indazol e, repr esented by formula | H H

0 NCHa Il S 15 | -Backorqurdofthedavepfionang sel ecti ve

i nhi Tig ioventivh reldksSRRVEEER Rhibiprsdisat ae Usefrldis e tredtmént birabaaimal cell

gQﬁﬁ%Cdeﬂ'aQ a:]anéptlﬁ Wabadhals] Mrnis @R&HoA falso TRSE & Hme®hd BNusing such
g :

oTTPoRRR N v, dya sl LR e ey s ana
p@mﬁeWPa}’C‘”@?HMF eoptaning pysh pOTPAUTYE- Bat ugo M Vekich 20

S,  Katei camfhundvs[BH Gyl ddrbafib@gisnylsuiany BB Apy Hin-Sjitheny layazole,

pgical Activities of AR13736, a Snall
%B f%fbg%ﬂé bi tor of VEGF/ PDGF Receptor Tyrosine

Ki nases; Proc. Am Assoc. Cancer Res. 2002: abstract
#5357). Preclinical tunor vascul ar résponse assessed
usi ng dynami c contrast enhanced ¥R Nédnael\/Rl) has been
shown to correspond wth g h index. (WInes
LJ, Hylton NM Wang D, mre hbs J, KimY,
Dillon R, Brasch * L, Henry RG
Partridge SC, Shal ilnsky DR, Hu-Lowe D, McShane TM and
Pal | avicini Ma, A 13736, a Novel VEGFR TK

| nhi bi tor, Suppresses Tunor 4G owth and Vascul ar

lspaﬁ ro%ﬁ kHdl | Ieé{lve lnrﬁbltou%%géﬂ?{y%%aé kl%@%\ﬁl{h 9%88%Iﬁfcgl%ctmty
Immqaraétaodﬁisvwloy "IN A8 P INgRENFer B HOAY® BB D Bekken
JSEERRR yAnhddon &, Hamee M, Toche Thaim \\Banizlsa ®, Peronendé Saidgrsia,gielkich
Sf %ﬁ@ F@%Tﬁﬁé ROES:dofy & r%ﬂ&mtShHﬁ%@gla ﬁ%%ﬁ@c@%«:’uwﬂes of
AGO13736 a Small Molecule In||1\[3|tor of VI%-IJII%G% }%ecept/or II'yrosme Kinases; Proc. Am.
Assoc. Cancer Res. 2002: abstract #5357). Preclinical tumor vascular response assessed using
dynamic contrast enhanced MRI (dceMRI) has been shown to correspond with tumor growth index.
(Wilmes LJ, Hylton NM, Wang D, Fleming LM Gibbs J, Kim Y, Dillon R, Brasch RC, Park JW, LiK-
L, Henry RG, Parfridge SC, Shalinsky DR, Hu-Lowe D, McShane TM, and Pallavicini MG.,
AG013736, a Novel VEGFR TK Inhibitor, Suppresses Tumor Growth and Vascular Permeability in
Human BT474 Breast Cancer Xenografts in Nude Mice"; Proc. Am. Assoc. Cancer Res. 2003:
Abstract #3772.)
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i N5 which can be systematically nanmed as
6-[ 2- (et hyl car banoyl ) phenyl sul fanyl ] -3-E-[ 2- (pyri di n-

wQ200glo3ashenyl ] i ndazol e. 1 n one enbodi nent, tPET/IB2004/000867

i nvention provides a dosage formfor admnistration to
a mammal, the dosage form conprising the conpound of
formula 1, a pharnaceuti cal 5}/ acceptable salt, solvate
10 or prodrug thereof, or a mxture thereof, in an
anount effective to provide a 24-hour AUC bI ood pl asma

val ue of no nore thaBuhBHdR oftge Inventidn of the conpound of

f or MpleAnvdntBh pri\idel ¥RadBBErAL Shd nieddds df BESRSE v usmgfatc&ﬁpound of formula
adm ni stration to the mammual . 24-hour AUC | asna

val ues can be deternmined as described in the Detalled
Description herein. In specific agpetits of this

enbodi ment, the upper |im,t of th Eﬂh@pr AUC bl ood
plasma 15 val ue is no noge thawg 4000 ng-hr/nL or no
DI an 2500 ng-hr/ L
re than 1500

or no nore than
ng-hr/nm. or no norg than 1000 ng-hr/nL or no nore
t han 800 ng-hr/ m*0r no nore than 700 ng-hr/ni.
Preferably, and in conbinatiton with any of the

V\fh%ﬁq Ltlztgr? :Eg Lﬁgﬁ&faélgdslw %réed Ebﬁr[%ﬁl{elfhgl%rbwst ggtgml]éégﬁ-(?yn in-2-
yQsthegyllindezales 50 ng- hr/ rrL or at least 75 ng-hr/nL or at
| easin ch®embagiinteny/ tirk ingentiert provisies & dds2ge R0On fogérminigiration to a mammal,

tr@%&&gﬂrrﬁ%&ﬁpn&@}g@&n@fw@ 4>f #a.wra Ma%&ea.cm ac%@aab\eaéaw QSvate

| NC
0{ Brodc{Pﬂ/%SrFa‘ %e F1 é{‘f‘ t ede%d?) 8? arln?tw,f ?fgactuvgg e%rp\ﬁlve ea 241 hour 1\80 blood
plagme valugi of he groigXkenbsnadi/mp ok the cprerpund of figgaga il 19t helidemetabolites
iHeF0Mi2PadnfniskBtRR oM@t riE. , 24 P0urhOC BREYbId3EB Uik canb2 dkBrmined as

dg&%%dﬁqﬁgdeﬁg“edgegglﬁgoghg%g nghr/nL, and 125 to 700

odi nrent, the invention
pr ovIncEEcs 2gRrsts 9b this FbPdIBERY e HARE &t 106 RfiBeHs AUGrbloog glasma
viloy innd mord thas 4a9e he-iméd. e bomerg tran PITAMrBdd.Udr ing ebileyhan 2500 ng-hr/mL

oﬁﬁiﬁ‘ﬁ&é @lQrL ﬁ)O@ ﬁé ﬁrhnL%Phé’rﬁ&r@ thQﬁ 15@6 ngﬁrm ok M&Q%an oo ﬂg *hr/mL or no

m Xt ur e thereo
mMofe EHLIPP (’39 B"é"La?S BP Elﬁ’featf'%'cy op H%tfr/ Mhh EFPiEFaY: g “b%ﬁ"tb‘"att?P Wity of

treongitediger gits, thet4bod dsiSigenoll plesmeasiug isswlebst 18 og-hraleorat least 25
melteTsl Hgai Iéaa%o %QHMH_ of & ;gagxere,e@w/mabﬁmeas@m H@hr/nq_f ala %ast 125

cal cul ate
G g [ B epae o 2oy AL ot pdef e e noss o sy of the
refpeCipar dmitssip @oyt o tiue reciled gprentiotdi Peerific, tohdmitigpaemplesnaf preferred
é}geé HeuB M5 t6 asomgme 5b haps08 Qg-hireL, 96 t&@oﬁﬂ%ﬁk&h% to 800
N,

an 12 nmg or no nore than 10 ng or
H r’%?’ﬁ?ﬁ%ﬂ@ gﬁ{{ g no nore than 7 ng. Preferably,
and inenclberisimbediment theiinvantien provdestatsiesage toimp exinpiigipdsthe compound of
form0k t1Sas defifed ABAVEY phatrBacaiiticdiig asdeptBold saiDschatedk ploBg thereof, or a

mrT)gure ¥here f, lln%f?gr% Lét 05 nMo%oha?t(SO I‘nﬁ ?Lhé)gld W4 Jg:';ec%Ied ?h%?\.%t en %Il é part

of ﬁg@gpwwblﬁnmém/dqsfgg?fw& %Seacﬁa{fe“ewmwwﬂrgrﬂhﬁ Smpit ig ke qgpivalent
drident oBaé torgholND oPOO=08 WhiBiRis FREdily kB2 (st by 00Bkilled in thelap pased on

hdid haSses. SpeC| f| c non-limting exanpl es of pref erred
ranges iIn

15 mﬂw spgm coasH_%:tsrPé Rus?n'gog 5'9% H@Lﬁ%ﬁf’ IlT'tso?th a;fuo{:\% is nPH'gore %an 20
rgw entorsrihah b mger nqinese thdie $2 mg ereve ek tadn 10mszer pgvgyore than 8 mg or
RIS iR 7 6@ | PrefgiaBlyahid ih BorRbif@BsN With any df Bhelrattdd\@pet IMIKTE amount

O |e%9t39 sﬂh%&%i le%% 18 of Qﬁggﬁ%tab@asmpw iieaafz sfrs?gom Bost 3

g | Cfontegaya\?gfa@gﬁrmcblp% WQF@ i Wéa'négfthe rs?lte%llowﬁar)ymﬂ? tg any of the recited
thereof, in an anmount effective to provide a 24-hour

AUC bl ood pl asma val ue of no nore than 4500 nghr /nL

of the
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compound of formula | or active netabolites thereof,
after admnistration to the mammal . 24-hour AUC bl ood

w@b@gosr19al ues can be determ ned as descri bed PET/IBR804/000867

Det ai | ed Description herein. In specific aspects of

this enbodiment, the upper limt of the 24-hour AUC

bl ood pl asna 10 value is nQ nore than 4000 nghr/nL or
no nore than 3000 nghr/nmi or no nore than 2500

nghr/m. or no nore than 2000 ng-hr/nmL or no nore than
ufdeOibnite g Biselcifit, nor-linfiihg lexemelet lobymefdr@angesgheydetrom 0.5ri@30ng. @ to 20
mghﬁé]to%%g%%% ﬁto@%g%%t&‘hﬁ@ 700 nghr/m_

re CI rrgginl étﬁgﬁur‘ Frn;?r?vges H‘éert}?ﬂ oggﬁﬁnn%?ﬁorb al ce gﬁmﬁh in_ a mammal,
inglpdingea iumanp,tby agrainistering to thﬁg:}ha-‘mmt'@rcormounﬂbﬁéqu% Ayef veﬁH‘:ibOVG a
pRermabuticRiIf Shcebiblé) GaithEdivale & Mpradifug teddot, of @ Migtie /tidkeoNlin &t amount

k%?tsett%#%glg 12 090 /A0 ooﬁaﬁrjnae %%Lé%g S rbaAThs00 ngehr fmL_of the

ranges o ' ood pl asma“va
cormRomngoes fqrrawg dor @qt'@rm%aw"teﬁthw% aﬁ@@@*@@“ﬁ“% the] Mapprpas %‘ohm"
ABBYI06d pldshi véiles ichrftd detpried hd débdriBed ilSpeDéthiled Desartptien herein.

i m fgosggcufﬁ)%%@nt%?ggfen%d;ﬁu%ﬁ %Jp?ﬂﬂﬁ%f inBGh HSU? Aﬁb%&@élasma
vitq%hé/qﬂ_morg_@@nt@b%m)hrﬁ&hgr/mmorgHHn I%ng Pgbh }7'800 HBHP?rﬁLhan 2500

nd-hemll ervri@nhore thah @eADgihripL ovmcdeere dhang 6000d-hofl tor eampradghan 1000
ﬁpﬂ{ﬂ! ho GRkd S e h‘g Hrfthaor%mJe thanzﬂ)O'r@lq’ll'ng' ngefé\fany and in

uman, m nisterin

cpmlqmprhm% aﬁ%“&@f'ﬁ‘f@‘ﬁ”@%&'{?és the£4 6ﬁm @L)ﬁ% P asgral v)gllde ] aP least 10
ngrbitrelp bradd llemsts2l rig;hr/eb low attleasiof0 marho/oht-Log att Iast Efig-hrignl o at least 100

nH\wPﬂlly BﬁattI&@tr £8fhg-nimL. a@orﬁéﬁﬁl’eﬁ‘éd raffes BPZJ—‘%DEALU@ ElBocBQaé'rP& values

’BHF% raneslfrﬂ@ aegb%dﬁc&eqe lgwgr P’H'%ttﬂ Snyaog ghg CIt?d urpﬁ;]ar lu%ts sge?f{c non-
limifiho/sxempley of pretﬁmedj@ngeg nsludenfearmmas tp 4500 ﬁ@-hré'@f.u ﬁQ,@pZéth ng-hr/imL, 75 to
1@M%¥/m9f1ob tb%oo s@mum 1@5 tof7®c5 fgHrmLl, which is readily

Cal ¢ ée lg%@ﬂtl(iny fu@nne gr%¥|des a method of Qr%?t@iﬁ %br%ﬁn‘cl'a(? gellgq}ovﬁp |inaé mﬁmmal

I C as
mp@e@ & gy bmdww&enm mﬁn?an@%@e REFROURGRf ferroige 1 fgydgpedgove,
alPREfhabduddallyl SocéfiabRl sak) Golads 6 drdtieuy tefeolBr @ mixture hered, ih kaamount
g’ Q'LF 9@ mgﬁéﬁio&h ﬁ’tré n%lor& agﬁrec@& tn;f (lvﬁerFeh%ppa?t ofle compound is

N el S hu %th g [ CL LS e
'%B‘ﬁ&"sa}gP ﬂ?ffns% % fdt é?{‘{iléﬁw?r Pf?déugafhe@m‘e 5 @ﬁﬂ"aef' are
cbepsihd bf fogmida 1avhidhelageadly. Salauigisd roy ane [sidiedtin thengjt easedypn molar
hLast 2.5 ng or at least 3 30 ng. Cont enpl ated ranges
;2;' de rfa n%g%ds{orégw %ng%%lpwerrt,i tnee Fp&)%rc Ilg%teoqi ihfe%mﬂnt lISI rmr%&e {hgn 20
M P Fmett'i‘%ﬁdf"éwafrm raere gen i Be @rrf\"é'tfrertﬂ?fg'@énq % 89 Mere tep §ma or
rid nford tBar3OmgORrefbrablp addin corbinaliorbwith@nyld thewecitd dpper IDitey h2 a@ount

i %} Ie%lg]e | n 5;%1: Radt Qmérgﬁat léagt 1‘% rﬁ&@r%'t Ifeé§2 ﬁﬁ’%P&i'léJ?cQts R or@¥ast 3

Bl ORISR PSSPt PP (O AELP 14 REED R g he rected
upperiitiged Spesific] nendimitieoexemplesy piefereshieeges inglagectordt § tg 30 mg, 110 20
ERABE 15 K b b 1098y, £8RBHg, akddieemg0f the head or neck,

cut arl]nea(t) %%ar‘%%ﬁb%‘&%&?@%bﬁf thg‘ﬁlva'lﬂ\(i)e'metho% @ers%rm I%?J}'Pfﬁé abnormal cell

ovari an cancer, cancer o at or, skin
I 1§rFanCSE (FkEiRG. Buirobimited &, RS CaGRTe Pone 5RNEs Pa'l‘f%?ﬁ e
dahc@r, icaiier GfaeC e oC ack,i quneoue br hiecdia|nhetaperam utediiveesncer, ovarian

dafidef 'ré'&{%r@%nééf c&rﬁ@r o%gaﬂﬁEéldnuéﬁm&ﬁ Eéhbéi QﬁBn &tncdr eeasi@BnterXuterine

SR AR BB, TR TR Bl kg of g
catrisorarefitie vegineeeardingma oféfeﬁvelé? Heefgkvﬁelse%%a&efi’s?fr?é‘h%?%’t’*a%s cancer
& ARCHall Gtestirdecdnbyy bDihel efHotrind systedt) Carfcerodf thehtgyraldgland, cancer of the
&%l@%%‘éﬂ# gan%r%ﬂﬁe adrétR Gfahd, O rednfar &l ki&0& bariderdfle urethra, cancer of
sar co 0 tissue, cancer of the urethra, cancer

of WD 2004/ 087152 PCT/ | B2004/ 000867 -4 the penis,
prostate cancer, chronic or acute |eukem a,

| ynphocytic | ynphomas, cancer of the bladder, cancer

of the kidney or ureter, renal cell carcinoma
carC|nona of the renal pelvis, neopl asns of the

oy o s s o,
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pituitary adenoma, or a conbination of one or nore of
the foregoing cancers. In another enbodinent 5 of said

woreaonos15sai d abnormal cell growh is a beni gnPCT/IB2004/000867

proliferative disease, including, but not limted to,
psoriasis, benign prostatic hypertrophy or restinosis.

I n anot her enbodi nent, the hnventlon provi des a net hod
of inhibiting PDGFR BB mediated cancer cell m gration
in a manmal, by adm nistering to the mamual a

tHelperia pesthte cabérycha:oc epdcalk legkemiarripraptiocyi¢ lyhpremes npoerntkhoibladder,
chREMBH 'th@ kn@neylapurkzt@r %Q%Qﬁfamﬁnﬂiﬁé’ @br%a of Qk’é@edaméﬁﬁtde%‘asms of the

gr{;r%musovsg% n{&ﬁgg tpgrrg?% glNgch)t’"lﬂ s'g%lrr%lalxg1 tumors %raln stem glioma,
pituitery agseennd, ord dopbinatioe pitoaddranozanb tha foregping epacess ripanaifier ebodiment
of Sid Phitibd lsaidlaBndrial ckiegroviiie @ibkrigh pRiNfeetieriRise, indludg bufot imited

o Pk %V&ﬂg%rgstﬁkﬁgﬂ§ iSagdibdigd herein, the et hod

to_the manm
ampufitangfer 6W8°%?e"h8&eé‘vgﬂ3'wfa‘ﬁ’eg§ metpgd %fé"'lébé}'f‘%af’??% R mediated
camet eell umgnation gensmmalntyi adsingpegypiodts manerd attesrapsiitgallacceptable

aHg@;ﬁ%ﬂh@éoh@&thhfbMutaqu and antiproliferative agents,
whi ch

unt er effectiv |ntr n
abnof 'h%ﬂ% '1§b°§P'8%t lﬁg '""@d?fhprg‘" %Fa"ﬁeg'g’g of iy @Bgecgﬂo%ch‘ﬂy in a
regineesl, &% edimmlﬁermuo thabamoa eiterappidigally WU@H‘%‘M@ of {pgcompound of
28716, WO 00/38717, WO 00/38718, WO 00/38719, WO

?g/e 337%% V\ﬁ%c%g/ ﬁ-&ugaﬁent%@ 8\2/ o]g?h%Qereﬁtng meﬁ@ﬁg Qés%#oé%%érem the

rpeihad ferieeconprises Gaminisisring t@ttheergamlzﬂ E)@Hﬁ’ﬁ'i'té’é opgg or more substances
s@letted fromounti-gen tagents) @htisghgioperesi¢ iagentsn Isighal tt@nssiuctibo finhibitors, and
e@%&aﬁlrﬁ v/ AR, viHicK %ln@urﬁs aréjfébétl’{é?%ffééﬁ/% |r§t¥5&h1933§1d abnormal cell growth.

%%F gﬁ!ﬁ%%é§g i—lc;‘\ﬁg% E‘S%el'ﬁb %: gséd |1]] gﬁg Sb lcanlgn ﬁ&s V\}6 5‘0%892? g IW'@ 00/38716,

WNOLBRETH| VIO PREIBA1A, MY%WW%W@IOO/@%Y%MV&%43§66§CW6> 00/37107 and
Woloastas, the oﬂ&tosm@sycs taAiEsdraRcorfdndteinsicmady refdrenca Maissiretidties.

as p é%g;l%s?( i an(thtﬁr?%}l ;geni’|n&%eﬁ1i%§§llnh{t>T@§(%leE%%’wnca alkaloid

ARG DT VIS Gy .

hatichominisd, d@pnz@ﬁtnmiwhmeﬂnextaQr@olcmaqrdwlastﬁ@ 10, maystansine, rhlzoxme
Ehdey OULhi |, 2L Yt Qadiidaey ar ahixe®%i dedocetaxel  (Taxotere™),  2-N-[3-

éﬂgz&h%l{lmo l’lragpryﬁg(iju? r{a?%/ g'lla%lm edeg\%ﬁ\gg ' iﬁ ?A%Ia‘i%gne tnﬁp cs}s%ﬁ%c empesmle

optetskaiR a@thloe@]e*jbagplgpq ﬁyt%%@? ﬁ'lagf'qsﬁe 2zp(i“f&ﬁ'ﬁ'logﬁof’%yt'd'nEfgﬁ'W'tab'“e)
afibeycinahd Mitagehy Biobiing agecte Syrlexdmplecaireplatie, calsdiie pxigatin, iproplatin,
é@ﬁ ié)of N]acéyl @Y%&r@d@ﬁ%@&blﬁé‘@(s&eﬁ)‘r ‘Abé}@(? hafﬂy&ohe@@?eﬁg-1 ARdicdrbamic

el 33 CREE 981 R S P B oo outne
(bisiitaa| dralsucysuliag)u ehipserriPein) c'@?ﬁsﬁfﬁofﬁ”@'@i’rﬁ olirodeyepBigine cyclodisone,
SRROEEREIN GlLibroddPEhK Repslad] mitom@atct, Oﬂd:aﬁthMem%ycm C, mitozolamide, 1-

% cﬁﬁn&%q% %&ré{;ﬁ‘r&&%ﬁ&éﬁﬂé Od&%}%chkfﬁ%)s u Ipfpagimemeowswamman

(mzf rwcna,r %ngqn}omélm rgl‘, htFrB’f"B'Eﬁ (ﬁﬁlwgiatln hB gp% th%rz_.‘ylenemelamme uracil
oitrdypa mostdnd, os(3d@sylmmmymnlne@mr@hlendepnlpmmlrg nifippoureas agents such as

!brﬁéxﬁ @ﬁma;étrwmrssaux{e@ hyenéyabitxyrobdratt initrésdGreX | 1-@Rfloroethyl)-3-(2,6-
ﬂl ){0 -3= Odgog c}yfﬁ{] h%rgso d:?eae QI@(F §ﬁl£rbe‘?\§yﬂ¥tl’o§&w&}8§gr&gme l'i:'ﬁeli?a(;‘lﬁa'zme nitrogen

myardrctated I’CP'@@’”"‘?PI stugh?scm?phlo;ﬁptpqxr@% G¥e Q%S%@H? dfoggmide, pelphalan,
ENldRAneBnEX ydtraraistine soditih phasphatepsiptoraia and temozolamide. DNA anti-metabolites,

FHE C%?églh&glﬁé@f meoc{r%u?dél RVafoky@e8 U-@Rydroxy-2-pyrinodiny)methylene]-

md |6ecgrb?)t %aér}u%y )gy‘r]__ ﬁm?qlnSSS hydrog—Z-formylpyndlne thiosemicarbazone, alpha-
Br%@)@ﬁmgmneémenquiﬁom dsbae. éa?za%Pﬁ%q’"mf?fﬁ@mguam"e deoxyriboside,
dacar bazine, nitrogen nustard-related conpounds such

as nechl or oet ham ne, cycl ophospham de, ifosam de,

nmel phal an, chl oranbucil, estranustine sodi um

phosphat e, strptozoin, and tenopzol am de. DNA
anti-netabolites, for exanple 5-fluorouracil,

cyt osi ne arabi nosi de, hydroxyurea,

O
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cycl ocytidi ne, guanazol e, inosine glycodial dehyde,
macbecin Il, pyrazolim dazole, cladribine,

w@ewnos8tiat i n, thi oguani ne, mercaptopurine, bl epOyTB2004/000867

2- chi or odeoxyadenosi ne, inhibitors of thym dylate

synt hase such as raltitrexed and penetrexed di sodi um

cl of arabi ne, floxuridine ang fludarabine. DNA/ RNA

antimet abolites, for exanpl e, L-al anosine,

5-azacytidine, acivicin, amnopterin 5 and derivatives
cyclhetidimf gymudaolasmb&r{eZgWh@d@y@, [thecBecin I, pyrazolimidazole, cladribine,

pé]\tdgiaﬂm fﬁ@gu@nnﬁ@t lﬂ'héfcagﬁopunne bleomycin, 2-chlorodeoxyadenosine, _inhibitors  of

)ﬁaé[‘ B‘.age lugﬁ arsnr IJtr%gdn(%ﬁb%pxét é{(ecl dlL’Od%ﬁlp%[)ga aBm@chIO)deme and

ﬂl@arawaezd? ARNA animetapo] t%enﬁor'rm%@ﬁ >Angsing.-Spzpryidine caciyiein mingpterin
and 2- abivatves 4- [thefedf 4-such as N-[2-chloro-5-[[(2, 4-diamino-5-methyl-6-

B BRI o ol b e
P RA BT O SRR o o &Fhet | Bl oo Banb S .
diaminérteridiedereioyllaminglpsinessiphraspatic adidy pouble- Baéﬁbaﬁmf'f% digiierepliyl dpwsone,
blfeé\hr’faas Q@iat! Mdfhtrd-5-adAptidFen | eMbirexdté,i Me{phaKiiheacetyl)-L-aspartic  acid

te?rasoﬁ %n”VsS& :]) ra?b‘fiﬁ’%1 n 9;”%&4%(5\ Dpllcsﬁ#y){lp t é%m?% + in! D, a%pﬁ#ﬁl{_ ﬁlgisanalogs

Sy @Vﬁ*@avcarﬁzlor b s e 5 RSt “efaneliresfrgiappd i European
PRarit dpplicaipp No.2a9362 suchias NAS DB 2-disyrirdi2-msthyl-4-oxoquinazolin-6-yimethyl)-N-

n“élfhglgmhd] Q—%'weﬂbyﬁu_]abﬁﬂhﬁ a%ldnsr{)\m'f |fac40’r MNBEYA; RAZ LIk nhfditdrs; Nérbyating

a?t&e%\%r r ﬁﬁ%l"ﬂf? t %cﬁlgnllycge?r]}a cyc y2>|n pr eu!\Jst %p eg(arﬂ&é qhter@lroﬂv\'grpi anti-

hprbresc for el artirpsirdginst push | asf Mlvaése%ﬁar@owa i%AnfPT BYPMRIggant-
aF’Ar Ry Clih Rk Otckaexmf Qi cﬁ’ﬁ@-@-’l@i ﬁoﬂoﬁﬁeﬁ&ﬂé‘u@ﬁdﬁlﬂ) 2-RaxEninethyl-3'-

“Nﬂ?‘PR?%t@Qﬁ?FF%‘??%&??%% | (%Pjg'lnlf Il‘rea men r‘r‘p nge %ﬂlﬁgfegsb way no; the
siyyligneoye, seavsfideox TRpErate dosing of the mdl\/ldual components of the treatment

(4' - pytedhgiogenésts fdetio ir2pbe MydPsL inpiiamystis)lepotdiyele AX iphiditonse MMP-2
(r¥£trm metal&){)rfzileﬁwéléécg %ﬁay |8 fd%:@é 1P mo%l'ggr%)se II)SMEIBILO%Z’ NEQinfples of

ST L RS SE IR S ool R 8" S o
usgurpuatixhetaliofroteieee inhipitorsrara tdesciediin M) PRI TR Puldisheg pptober 24,
@'W@ G/MNES éutﬁ;éﬁ@& fkrsh MElogd)) @%@n@a@mpl%tmh nbj 4786407151 (filed

’%fﬁ zgjr F;a Ent cgi!ics}w (Rgg Eﬁ%@lsg bc@b 25) ' 1@@5) %NO @@/97697

(eHstehen F q 1?%]1)’"‘49 qség)@gisl(wglfsweja@g@%ﬁ@a@)o 98/34918 (published

Auakse CHX 9E8), W ad/she togiltished Adgusiofae taSR), BIO PBARNGSH (Rulished August 6,

g@@fwb offBHsEd dbudiEE@ I gﬂl@fé?bz El?o‘b@ari AaRn P UbRRAin 8665046 (published July
0Br

1]?9@ ) Eed e%gvalf/?%%g ﬁzpdll)l ergieddly %9?@8 3&(&05719 (pubished
memséhﬂeenp e oo Db g 1%99)( 1) @280 (pypligged October 21,
1589 Ao obgeep @arisiiatatet17 Aepd)i RET Inemathvoal Aﬁrﬂi&(ﬂ%ﬂﬂ PE2T/IB98/01113

(é&LJl{f}gzrp?gegP%% %e%% P]a%\%gﬂgug 551%%/ 9&73@92%22%&%9& @ngg Great

o s it AL AR (P gl s
ABHc3ibd N6, §opiddHa4d fiesichudust i3 119998 United Fiites RABNG63, gtp%(gsued January

460U bdo) Sl Aragts Hatcht 5,8684298) (ssuéd JQ.&!a&O&ﬁagsigmuhldl Bii@ean Patent

F;lugJ ﬁlon6/ﬁ %P%? L?oﬁshe %3 ?%g%f ?tangtthH I—%?Jn :%rp@rgéd Qf'@ference in

tpgrmnpret&t Prafgr MP;%gwd(l\ﬁ\ﬂPU? pélHtgas agel}pci;e §18t ha&@l@@ or nq gefivity inhibiting
@APA5 b pfgianiall i ashinate thabsele8Bdly inHiISOGYIP-2 WY/ @ M/E’g’g@@twe to the other

@Hprbét%&&e@‘s %gffmnﬂah VMO MmPWOVRIBLSRBBS. B! imb.gdvmP-10,

WO 99/ 29667 bl'i shed J 17,
'WB@ %“IA-EC‘E? i 1§?| onal Applicati ((Jﬁul\loI > e

PCT/ I B98/ 01113 (filed July 21, 1998), European Patent
Application No. 99302232.1 (filed March 25, 1999),
Great Britain patent application nunber 9912961.1
(filed June 3, 1999), United States Provisional
Application No, 60/148,464 (filed August 12, 1999),
United States Patent 5,863,949 (issued January 26,
1999) Unlted St at es Patent 5, 861, 510 (| ssued January

A NN\ o o ~ a2 a2 ~ - -~ 1 o —~ N NN P
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WD 2004/ 087152 PCT/ | B2004/ 000867 -6 Exanpl es of MW
i nhi bitors include AG 3340, RO 32-3555, RS 13-0830,

wW@ra408m52 conpounds recited in the foll owi ng | PGI/1B2004/000867

3-[[4-(4-fluoro-phenoxy)-benzenesul fonyl ]-(1-hydroxyca

r banmoyl - cycl opentyl )-am no]- propionic acid; 5

3-exo0-3-[4-(4-fluoro-phenoxy) - benzenesul f onyl am no] - 8-

oxa- bi cycl o[ 3. 2. 1] oct ane- 3- carboxylic acid

hydr oxyam de; (2R, 3R)

1- [ 4Bpmpleh | o MR Ihibiiese dnclyden APR-848 ) RD 32265 SRA {1810§30] aBd the
c&hyﬁnmyéc&dmema;bhowir@iliaeri di ne- 2- carboxylic acid

hydr ; i
F ﬂ-g r(l_)eng )ekr)]egieyniesugonxl%%nh dro a(_s%aﬂog r?:%/crllt)&]er_ut}{l) mmo.]ly d
prr°6‘° n 4-carboxylic acid 10 hydr oxyani de;
3-[ [ Aexop- (4o -phErerdsizetseuizwinratol-§-omticyeld[d 2. ydanessy c a
carBR ¥tid RYFxRipkdey | ) - ami no] - propi oni c aci d;

4- [48% 4 C?Rggrobg% (?O?ﬁé/rl 4%120?2%%%?0 ul fb%r@é n?foiwg L3- hy%roxy 3~ Xnethyl-

ro-pyran I'C_aci
pigerjdine-g-garbenyksrasid b & benzenesul fonyl am no] - t et r ahyd
I - pypanfidreaiehoy)ten@nasifotlylantiyuHetr2tyamipghan-4-cabbxyigR) acid
rc[xgan{, g1 uoro-2- et hyl - benzyl oxay) - benzenesul fonyl ] -3

hydr %Exérﬂu%{g phenXxy) bé?wzgnesulfonyl?a h%ldrg%rgatgt?ax olyll-c§/:clc?tl>8tyl()j-am|no]-

p@PIPr[IdIaC(dA fl uor o- phenoxy) - benzenesul f onyl ] - (1- hydr oxyca
r banpl(a-gnisrebienbxypbdaydnksulshyiaRihol-teRnyaF A Al arbaiic) acid

hdeJka (fe4 f I uor o- phenoxy) - benzenesul fonyl] (4-hydroxyca
E/ t et rahydr o- pyran- 4- -_am no] - pr opi oni ¢ aci d;
3-exd %’)’"“

A44-phforp Hheé‘ﬁ’fyb'i"’ﬂz%‘ﬁ%ﬁ%‘( I ﬂéﬁ?@ﬂ&ﬁ!@@ﬁﬂbﬁﬂ'%o] 8- acid
hwixaxydmidey cl o[ 3. 2. 1] oct ane- 3- car boxylic acid

hydr @F&)’ ama‘ﬂ@: 2pya- (4-f|uoro 2- methyl -benzyloxy)-benzenesulfonyl}-3-hydroxy-3-methyl-
henoxy) - benzenesul f onyl am no] - 8

plp%rgg!ge C%rﬁ%’iy'bc[aﬁ'dfy&i “ane- 3-  carboxylic acid

hydr@)%@rﬂpﬁéjph%ﬁﬁ) benzenesulfonyl -(1-hydroxycarbamoyl-1-methyl-ethyl)-aminc]-
pdpipde 4ot f | uOr 0- phenoxy) - benzenesul f onyl ami no] -t et r ahyd

ro-f yf[@@ ﬂ%orﬁ% %%%W Léngerégt%yl] @ytﬁarg%}fﬁﬁ%r&?htet%ﬂ%m pyran-4-yl)-

har naceut | ca y ‘accept vat es
5?“810‘1"25’55,"’8?‘ 'sai d conpounds 30 Exanpl es of signal
t r an&eecki-dhehlanhblishexrisnienesifpddaraightosa-bitygio[3 @divctane-3-
cérmwglag.d RfardRd@qet dermal  growth factor receptor)
resp ! ! S
o SERER P35 B A i S Ao
C%r%'E@F'%PW%'%?WdaI growth factor) inhibitors; and

er b B2[4r(¢0epd- prrenoxymnmneauWcmylarsnmﬂtetraﬂydmrfgamﬁcarmylecuI es acid
hftrox@dMiddodi es that bind to the erbB2 r ecept or, for

t ch
O e SRS Bk AL D 52
des cEiehelss P?ﬁlgnﬁ'dﬁa"@x‘ﬁ'ﬁ@ln@b'ﬁoﬁ ingjodi® agenis grpcaninhibit EShR ¢ppidermal
grbuithyfaclof recdROrPJespond¥e, Q31 AAREFR 4nabdales, Herthnfifadicd, aBd molecules that
a%ﬁl?(tgaeR Y in t0958/ \@%ﬂ?’(easgﬂﬁtgnboﬂéﬁg ﬁm&xn ﬁ%lbltérg Sa%)j ’eéb%g Ci‘eceptor

t S,
inbibjEars. Spah; aﬁl °t’93ﬁ'§ "é?éegﬁ?%”laﬂttbf’ﬂﬁse r?‘iePI‘P’t @Bexamp'e

HERCEPTIN™ (Genentech, Inc. of South San Francisco, California, USA).

EGFR inhibitors are described in, for example in WO 95/19970 (published July 27, 1995),
WO 98/14451 (published April 9, 1998), WO 98/02434 (published January 22, 1998), and United
States Patent 5,747,498 (issued May 5, 1998). EGFR-inhibiting agents include, but are not limited
to, the monoclonal antibodies C225 and anti-EGFR 22Mab (ImClone Systems Incorporated of New
York, New York, USA), the compounds ZD-1839 (AstraZeneca), BIBX-1382 (Boehringer
Ingelheim), MDX-447 (Medarex Inc. of Annandale, New Jersey, USA), and OLX-103 (Merck & Co.
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to, the nonocl onal antibodies C225 and anti-EG-R 22Mab
(I mCl one Systens | ncorporated of New York, New York,

wQBMm/08t1ee conpounds ZD- 1839 (AstraZeneca), Bl BXr/IB8®/000867

(Boehringer 40 Ingel heinm), NMDX-447 (Medarex Inc. of
Annandal e, New Jersey, USA), and OLX-103 (Merck & Co.

WD 2004/ 087152 PCT/ | B2004/ 090867 -7 of Whitehouse
Station, New Jersey, USA), VRCTC 310 (Ventech

Research) and EGF fusion toxin (Seragen Inc. of
oHd/pikahpitse Ftationa Nevw dantey 153 ) VROTEGHD (Menedli Raseasch) piesk EGF fusion toxin
(Setayep ine. oBkbphititbh, Messhchilde®p68 (Sugen Inc. of South San

Fran

CoadESE Pl Lol bl 4308 el GBI e
GafiffnB; Y5P <23 PI80 ReorPinpley P ﬁdm‘F'BtP’e@%’Blhi:F%“H°H"%f°rm“'a 1. VEGF
irD @it el 40 désoulied i ishied ekdmple? &, WO 992444F(Hublished Mgt 2001899), PCT

IR RtbRR Bt PE 1BOS 00387 Bikd (lvfa lzethobh \Wo 9888513 ipublréhééﬂugust

5 6 A
ol e e i R S o i
Nsvmr 13?0199@» WO A8GO35RRBIFRRSNoyember 20 19P8), Wit BiatspRB@t 5,883,113
(efuad Mash @6| 18la0y curier Sthids P4 8)886,0d0i(kdd Bheh @3, 19ed)etited States

AS30d 363 (|s£u'e§ §n§%£’c 1Voosd), WE 99/40%?@&)%"&#%8 :@h 2t @5@ SWO 97/32856

Pt

P h

Lo B 0o IR UL b unadh, . 1 b5 punire
DAEengRY 1,0898) WO 98/P343% trulbliied ganusry 22,0999), W\D/9G753 B@BiBhed April 8,
16@9)' bdnid Sine @s/Gept @nibiRkedlRinuahO2b! foos)\Qi 37 (AeDRE h@n@Hbﬁdo@bran by
rifér & %qwjegtg%% Z@% %a%pge?gigﬁ%méggeght g@&glﬂa% SG%ytran Inc.
°©§Vk138?5¥¥a5(";5%’r |U§ﬁb6”%¥ﬁ§ﬁ m@m"’rﬂa%?“y B?Yéc'wag gemech, Inc. of

Soptalskih Biamaticd dalifemiz); 2R} andiogBp ", abynthedc riabdyok fram Ribhayme i@oulder,
doﬂ:?é&B)Pa‘H& @hﬁc‘zq (é?ﬁ/eryvfl@fc.ﬁff&ﬂnﬁ)e in their entirety. Qher

(ot EaeE rters TRFE 3 S e o @y 2nd B Fonociona
@WﬁleWE@(’W@Wﬁﬁ‘&maﬁw'?%lﬂy HeWhacioastents. (r@@@eﬁﬁ@cmd 2B-1

(CR@n), By beIaminRI=BaMm dofmBiRgiod Gith a doRlpbiing biTbrdulz 12130ch erbB2 inhibiiors

a@% ﬁéé/e”&@%ocﬁ Wé‘b%?@iah& (p&ﬂ@fﬁ’e%%g}gﬁheﬁmgﬁi@i)f’ﬁﬂ%sms (published
JE’!&NFf 15090 WJO 993 g (Ppblishadrgly 15 n 198 VGt 88/02437 fpubfighed January 22,
1GR%) 2B P74 3760 (RublishstBAdrit HTrg 097D, ¢YQ 98MeL70 kpeblisbwiokly @ alo9s), United

i Fké%i £57ARs é’sgged(a%e&wthggmﬁ@we@ géa@s bﬁ@m 5@F7, 3BRiscuzd

e 0 e TP RO iy B B B o egoptor
inhibitese é??fl’émmr¢sﬁm‘rl"l?fﬁﬂt'9'? are plge flageribed hé@@dﬁ%ﬁﬁr@@@n@' HPRAERtON
B3 /60248341 ped| Jaslzed 27 atmear 3nd2@, UAiRO Biates\\Bro9iSibidhb ldfication No.

% WMSSH&pJan\:]%H/ !%%%98 }oglg%, %th(qpﬁ%ﬁ{es Eﬂ@% Jrfg%%lrdysrg’@rgnce in their

WO 97/ 13760 (published April 17, 1997), WO
95/ 1m0ar(tlpmhferatsfh @dentuthgt nxy bel@@Brcludemfibé@ts oBha ersgme famesyl
fradi® Mdnsferadd dnddiibitors SEHE Ebcdpls BRHIME kikdbe PDRBH Inciu@ifthe compounds

Jijsﬁbt %dan§t 9%%&? Pn?tﬂ?e”&auoﬁw r%7anlé953t£téssg&grq %?ncg?qgg Nodfa21046 (filed

Q%F'@Weéﬁ%ew?ﬁ ?9(’%‘34%’1%(f'?%P?emE?rbZBZ%%égﬁPU@ (oS ebiug% 2000)
aesa693D (fled Mdveh B, @8RANL09I20276A ((filedirMayr 22, 34931 0B@&#389 lied August 26,

M@g)t S 0984785 (fPJdQ\\(J?@t ) abggé\mah &r@%h@&hndé\msmo@&! Al ladbbiin the

I'ed

Bl SR B, Bk B ctlord shAChzEt et ey 20 g, o0

goy 7019 Bed @é?eﬁ‘b@"f 1QuH198R;: Y& TR Gied Japusor pbraRP@d 6§yp8217 (filed

NREabe? BG @999 ahd&d/20083aHled Mxdyy, 2080). Ghdhadf the foregoing patent applications
#095 Gl gﬂnfé¢%9t.ﬁ9@maé.nﬁ£&50r byRSeidiRth ehél,cén&f,@g.

I'nhibrtors o he enzyne farne protein transferase

and i nhibitors of the receptor tyrosine ki nase PDGFr,

i ncluding the conpounds disclosed and clainmed in the

follow ng United States patent applications: 09/221946

(filed Decenber 28, 1998); 09/454058 (fil ed Decenber

2, 1999); 09/501163 (filed February 9, 2000);

09/ 539930 (filed March 31, 2000); 09/202796 (filed May

22, 1997); 09/384339 (filed August 26,
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35 1999); and 09/383755 (filed August 26, 1999); and
t he conpounds di sclosed and clained in the follow ng

wQioue871St at es provi si onal patent appli cati onsSPCT/IB2004/000867

60/ 168207 (filed Novenber 30, 1999); 60/170119 (filed
Decenber 10, 1999); 60/177718 (filed January 21,

2000); 60/168217 (filed Nogerrber 30, 1999), and

60/ 200834 (filed May 1, 200 Each of the foregoing

pat ent applications and provisional patent

appl Treatdnpogndi & freulzi ' miap ase per @ee cvith yothee Bganisneseful jm treating

aﬁrﬁﬁhg | el @Fo\nﬁhqr Xancm&ggél bqgr%llﬁn%teg fo]. édgﬁg O4h0 Qf@%@?\cm%ﬁtltumor

Sl ot MR T GRTATE
carable ef blocking C Tidv rapd awstiroliferative aaete eieh @@ othelduPRsY PEoigiHaneferase

inRibitd?d) NBFifie CTEAY AritibdtiRE that BB uge@ S B RS ent SnteiitioA snclude those

dgs}hs%é ik 6&‘&?%8%&% ?Dmb%p;&mﬁgpwbﬁ h@@@iﬁzd gguehbadzse@ga)mh is -

|ng and

hﬁﬁ*PF”C?fPQS?t?‘f *@’rr%ff"ie%? inji§ SRtredy- such as ot her farnesyl

pr ot mianother amsdd@reatsibe Bvantitnipmividesr aspharBpeasitidal emETtior comprising the
c@ﬁﬂohrkbog}' f@r§1ul§ hlatar é:ﬁt%rrrh&edﬁ@éﬂﬂ adcBptiesalf RFABTor brodENIhbrRH, and a

lflﬁaglt tg%)et;a in United States Provisional

*hﬁ\[?ﬁ?‘i SEAVEROLTS S5k | | ed Decenber 23, 1998) which

is nenehen embmimeptothamatwwrowé?samﬂ@é of ti¢ating gorepa gel gigwth in a
nlaﬁmﬂn%lbﬁlﬂg £Rieg BEadminididify tonke Rlandal e eanpdesl d formula 1, or a

p armac cgfita(l:cgﬁgble s%ﬁga\%ltet Jr Hﬂdrﬁgg{ﬂ?r@éf Sﬂnﬁl g thEEE?utl&WgﬁQéﬂ@an%nt of

dSQ?FaWit TEhespmpaupgel wgw%?@&?cefaéﬂ aabee ai’@'"‘?‘ﬁféi’ SERAIREY QgD fng same
c6rhfosifidni ar@ camildininisfered ocibé sexvel dosimgscizadaé bren diFferbro desimgisthedules,
agg%ré&wentl on provides a nethod of treating abnornal

el growh in a mamal, including a human, by
admnistering to the rmrmal t he conpound of fornmula 1,
or abDefplignsmaceutically acceptable salt, solvate or
pr Odr%gorha%élegﬁwth pdrthisd HeRed @it btharaikd mdiefct aefkisVecsll growth that

is Ir%g?nderg of noq'gﬁ %g%gﬁ% egﬁﬁsrﬁso%‘%o %@Qof%ni%c@ rnmaﬂmﬂ) 1Tlﬁnr%ludes the

nistere Erae%% tép i
SEngiTEa SIS SF ) 4T 9 (10E) B Pl B ETST % 2 B0 Dgne inase
o8 avzeexptesion gf sebpthutyesiny kingse; @) fobrigneant mdlignant gells oftrthg preliferative

d%§a5g§ ﬁ'v&hﬁq abdr@ht thbsink RiNSse acAYRA oBdRls; &Rl ) By AWOR that Prdliferate by
erein, unless otherwise indicated, refers to

r%CS?tPr%?SSW“Hé‘?@ iat 20 is independent of nornal
regullhg t@my“trﬁ@@gﬁ'aq@ugqqi@e@@ lglless piospdsejpdicaiseimeaps reversing, alleviating,
ldhﬂbtﬁihd)lhé brodtess ofl bil Beveriliag tieldigordsher caduition towvhictgsuoivieim applies, (o yne or

{mg ﬂ J & s{ul:l“ HQ{{(:?@) of R&HaidH, Olrhd ?eFrﬁ‘t"@eaB‘)én@XJ%r RS§ IhBBin Aunless

n L)
qtf@%ﬁsffwat%@ Fet e ﬁf}&%““g Eiffﬁ%% 'Sg’rﬁﬁ‘si'a‘"}?%?te' hove
cel | §hepphrase rpd_:arn‘pqcagtloalfy@p@ptpb}@salt@" <a Hepd berpip, umﬁs&ﬁnerwse indicated,
R8sy AR of aYidi© & HaGe frbupa Sificihy B&airdserl inaCatb&ind.ataodnds that are

tﬁmg in ngture a?éé:%@% H%rmﬂ%a%o%tvgneg%f $a[t%fﬁ%r%ﬁs |B%§§éﬂ§'aﬂ§orgamc acids.

Tha p@gssthegmqé pwsg% toj pregRTE aleaéraace%%lﬁ §°°?F§§P&3§5d ﬁadmon salts of such basic
cainp@miisadré thgse that foimh bert-tbximacidreddifianegitseisss saifs containing pharmacologically

5359%}599&‘"5}9 JuBEs HeSONAL berRéneSilbiitie! heRFbale Didalbbide, BisUikte, bitartrate,

ba[agen%;rargg 8?%'%?{%}3 nceaﬁ'n%);laﬁ car{vo%at%yq%ﬁo%mf"av&i;r{aéuc(l‘tgte dlrgldrachlonde,

ddetetei edishatel esidate, crsiiete.vRiRisUGORAE c WMEiate, plutee: plgcopsie gdiqmate,
g%ol)tld’r&ﬁlatélge)@ﬁesorblﬁmthymamhs tydrbiroraid, ihpdwestlibrve eiogide, isothionate,

i ela tq;g%ﬁatphraarﬁtg ‘RARRY %ﬁét 'n%hélé(e afﬁé‘s?l%abrleﬁ'lylsulfate mucate,

use se _Ib

'I?BSVPP‘?CI ae s aepte of”"ﬂ‘%{ﬁ di p8m8? $ baf‘é'l’b&”@‘? bu ﬁglm\/\%e e hpa%%thenate’
be present in a conpound. Conpounds that are basic in
nature are capable of formng a wide variety of salts

wi th various inorganic and organic acids. The acids

that nay be used to prepare pharnaceutically

acceptable acid addition salts of such basic

conmpounds are those that formnon-toxic acid addition
salts, i.e., salts containing pharmacol ogically

f\)
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accept abl e ani ons, such as the acetate,
benzenesul fonate, benzoate, bicarbonate, bisulfate,

whrdaoagmiat e, 35 borate, brom de, cal ci um edet aP&T/IB2004/000867

cansyl ate, carbonate, chloride, clavulanate, citrate,

di hydrochl oride, edetate, edislyate, estolate,

esyl ate, ethylsuccinate, fugmrate, gluceptate,

gl uconate, glutamate, glycolylarsanilate,

hexyl r esor ci nat e, hydrabam ne, ‘hydr obr om de,
phgsdatd@;Wognhiatgl,aaolyg’;a@gﬁu@eate isaliofate, gﬁaﬁg@t@ subaleiaie, stioginate, tannate, tartrate,
1doRiath QbIRE AlicthiodbdRl4ndl feratgBditat €, mal eat e, mandel at e,

rresylrglttgm g’}%@ 1 §sLUs£ﬁe ein, Wiﬂ\ﬁ ngstﬁenms%\ﬁ‘cﬁ%%d%%h? Qompounds that are

ol eate, 0X

BRI RavEch fvbwwe @dmos reiRap? |f*32@mmm8'@78°mgzhemwal or
physiRpiadl @rodéss g phgrbdrug gnddeing aloagtt tertienettysiological pHiy baverted to the
d@&,%@g,@% Rrm)S subacet ate, succinate, tannate, tartrate,

teoc triethiodode erate salts..

St e LA BB B EIReP G
thasel regited érdf; ormdla h bucfortivoliast hat ane gt mere etomg atggenirced bir anafom having
Aot thadk bl GumBHTaibiE it fah it tori€h SR 9 makenubhbstdisiidlly found in

n('a{ur 8 ég(a%plg'soo so‘t"oggsmhgte}:an % mgd?popg%qoslh{g cggh&ﬁji%&rtﬁeclﬁ\%ﬁtlon |Tclude

‘TS’F‘IP?SSOf@Yﬂ’i%P 1BEPOR. HitrPgRB, owgygi Qh@ﬁpheﬂu% meub rflmrme wpechlonne such as
251 /pjj Bet™d, finelio] 'Gn @, €e, 19 EF Leaie ECI, sepesidietya Chiypduadsads the present

||§/Qmaﬁ’ WRARugs WQr'e@fhan@ %ﬁarh%ﬂﬂchl@%&ceb@ble &J}Q% doRstbd & Said Ebmpounds

L T e e
atamsises withinftiecscenstof thisdtyentine GarigiRisetopiealslabaiedipamBOURdR b the present
iM@htdh, i ekarmiielihbde idtd whia tatieactiXsrpbesicobs H-5aid d‘h&&e inBaporated,
a?éau@lemg Hrﬂ? %d%q E&HSFQ? ﬂlsgﬁeodls@rmmﬂ H&Q% %nattéae. e' “N%H& l:a%?nn-“léi i.e.,

es o r bon, nitro

0
KRS S SeHIAPY erera 1 I e ML W el Furter,
suthtiaswith2heagier B8opes 1@ 236REU@IONL 7O, 3 Ran 3H@d 36&in TBRpeutic

@%taﬁ@s@%sulﬁn@&ﬁﬁﬁérée\(@' ryetab%rmaﬂ@dﬁ)r @famiphReinRERSE M vivo half-life or
g]uce ({ols%)ﬂ% re |r?r?£n%ga§xa e%%y be%?%erpéa% Qg%?eeéﬂgdn?sggn@é Isoto]plcally

aCCe d co
lahgied) CWRS’H'F%Q% Feufkla A °E*6ﬁﬂ"é(?'1‘f°'t ¥ PedBigR fhgteefi c@mesperally be prepared
HySqairfzesut ardgrodedméd) edsciibed fop fiesnoafiabeled @ompidtind tsostutimg e readily
I rht ok S ndnY6RRICEIR RibsiCiehddhi
ISIFSH%%?%Qﬁf- abe%éed c:onrgc?unggdsB o? the gr%gent
i nvention, for exanpl e those [ nt o whi ch radioactive
I sot opes such as 3HBrghi eiDrewingpor at ed, are

usef Wguleh sHowd rdrgdiies osthb%blf\)ﬁiuﬁd bfl fruR dibértifida ! bidg@ Mollowing a
smglsé%}/a?dosg #tﬁé%%ﬁéle& cioﬁ\P?ung’H and carbon-14, i.e., 14C

a‘fp referred for their ease of

pr epafedi ?of'fm}?(ﬁﬁ‘e@é?"@ét"éﬁ‘ielcf“l‘epunq:ﬁf o, 1 idengirg;in fifeifeliawing a
anigtelordhéme bighe I'e-ebepedmpunt as deuterium i.e., 2H can
afford certain therapeutic 20 advant ages resulting
fromgreater meta l II|Cd etsa}” ion C;f¥'he \/ern’uoenXarrpl €

i ncreased in vivo g*m—reavceo“ dosage

r equiTihe remrogndaefdormivai can benigpalse ap diescaiied U SnPaiesitios. 6,531,491
& leBINBA4RERE Makch At ODE aldl Warchl @PBI08 dedpodtipenynafich @fe incorporated
he?elnnw %Iferengé mélseljltIFEYgJ]t bé?lglnas'%Qm@ %@Flé‘fgﬁﬁ)tr Q@Br@ﬁgre Cﬁ@ordlng to

ar carryln procedur es
m%‘%‘@F faﬂ@'ar tp ES‘PS%%K drﬁ'b*ﬁe F%%E ICQH'”CS B‘ﬁ'ﬁﬁd'fc%‘i%ss’{‘?ytbﬁ fipggecgrding
o eethbdsyfamilav@ithosdoskiled istre epi cal | y | abel ed reagent for a

n?nt Iqﬁ@t: oGn’i‘il Jf %rnh@ﬁg atﬂee@ﬂﬁﬁiﬁg a @lée \ﬁrnétﬁsf d@@r%ﬁl%blﬁ%t%nous
0 e

BORIBAE GProrail o L oreAET (PEITY o B TPl g o
siminisitretion foaanghagise it isfoftentflesirpletin|peapfisk édnitednipriaimitie camipgund ef formula
shows netabolites of the conmpound of formula 1

identified in mce followng a 30 single oral dose of
the 14C-I| abel ed conpound. Detailed Description O The

I nventi on




10

15

20

25

30

35

The conpound of fornmula | can be prepared as descri bed
in US Patent Nos. 6,531,491 and 6,534,524 (issued

wo/rgoglosTii2 2003 and March 18, 2003, respecti vePgl/B2004/000867

whi ch are incorporated 35 herein by reference in

their entireties. Certain starting materials may be
prepared according to nethogs famliar to those

skilled in the art and certain synthetic nodifications
may be done according to nethods famliar to those
1$kmtfiegenciion mibtee gara pharaceutialvpoansebtable splitanfieasimply gonvert the latter
b%ﬁ@iﬂé ﬁeé}fasé SIFbUME bptrakrakRt \Mfﬂ ah @kfin@feagthf dn@ 6REquEAl Edhvert the

Iag‘er frﬁe basF %o a p?uarmlte\peg{ cg a%lcc% tatﬂe ac drag(ﬁl% %alta%eda% #AQ{M on Séltg Qf trhe base

ceraReLpAsOf g ivetion e f?amqeeareq wy tpaing e BApe 6?—_@?0#‘%‘1‘"@ gsppstantially
efuivalzhi ah@uiitof ithel choseh Iminerat ol ayamictdeid ic empqens solvert orediurh &r in a

sWibié QQQAIQ&E&% ZuBCGY héRef 4f Q%gﬁbpon chfuh edapstaioh Bﬂhe solvent, the

Py s R RN B AR el PRPELPe PR BT gutonof
tierfese basa ifan ospmivABIvENt by adtingsta thewelutionn 4pPrapriatelnkiasra! preorganic acid.
reag ﬁ%mn@tﬂﬁorﬁ&kﬁfe&ﬂﬂlﬁ&ﬂnh ¥f feHi4er dan bl effeclea bl iy rhdtied tiahsmables

r}?ﬁ/er% OPEJ] C?EHJ fo (%h% Slt¥ P\‘aacg'%p Ll‘%gse‘%ne%dgma% otrél g&té aiht‘aﬁuodenal

rPYyigse ﬁ%’?'ﬁ?ﬁa'aw??t'?rb%i“ﬁ's}g BF@’EW%CF”B"}"taP?%‘&t "i‘tf?ﬂ‘“f‘h'?’ - [Jf@yascular or
ifasIRY topidaivdnt! Fectal sibtstratioh al [y 5 equi val ent anmount of

the GI’h@&deoJﬁH 'ﬂ%p %r eSdmpi, g@ﬂb\ﬁde@ﬁ'aq’or}'nrbui@éBIe@&'é%pébﬁ‘umstratlon as a

tatge!t n‘"\@f’ﬂ‘&n 8it qud%rt ﬁLgF?gle rws% ?oggﬁ%llan gso {/o susg?nsmn for Ha%}\teral
injentionsasi a/elerile, solufien, sugeasisipreer eision feraprical @in\*r@g@non N an inment or
dadhahBor@ Gectal Bénislegfioned assupgdsi®al tThe asmpmlisiomdyebe in unit dosage forms

DEER'H 's}ugé %{ﬂ. I’IISEI'&@}I & ézZegiséjédstés olirefer%lhf dgséﬁorpéﬁﬁluéena @fventional

organi c he sol ution
p&@fﬁ}@@%ﬁ@hf@é‘@ﬁph@%ﬁmoﬁnd d*?eg%?mp%UHS@f H”m%l %aﬁuagﬁmafﬁ"&?f?dﬁ?‘ In
ddbiitonc Go¥peeUths ofiay fir@iute biber Imediginal loeprafrizeetict] adppts agayriers, adjuvants,
dethod that enables 10 dellvery of the conpound to

te of acti

t he de oral
intr ?&ﬂ%ﬁé‘h 8?“’"*?% u?dé'gn's%tﬁp e?ﬂ" r'3‘$Ud? N }élg T on cﬁ%% i gsfteme
dopiequa siiengsfor exermria) EGURRUS PEPPYISNA ﬂV@hw@@P%solutwns Sich dosage Torms
c@ﬁbéﬁM@ﬁﬂumﬁm|&mymunfu3|on) topi cal, and rectal

d r an nous organic
adm nd éaﬁa%rela&rl?é@g echQPcaﬁf%Hﬂr%?éﬂéj BB YiysrtOb fﬁé?@%ke? PEei ga

rOVI ornlsU|ta nlnlstra q
SN e Ry A e
ffameringd, Bibdecn excipights eincihe liksu gp@nfgq oa adrholﬁtrngr tahlets rcamtainingsvarious
éxﬁlb@r% |s®ﬂ a§5é|tr@ a8ill @l b@erﬁﬁ)&ybﬁ foGdther GHHISRAIS idRAte@Bints such as starch,

%glmc acld alnd ertam cotm%f%k %@: tg?gﬁ]\;\m &rﬁc{n@ta%e%% sfh o QucstQ tgggtmtan@écama

o s e o oS 1. B et k2 oten
Sefofbratatseting purpebesa Solid Rorofosifiane off ssdmikdog@gesy alsPbe érepleyid ip soft and
05 ARE obIdNBpduRE | BRRrBd FRIRNANhEEBRhciude héi:[og@GEHltlH &@hr and high

ﬂgcrgl?[ W?)&]r Ipﬁx élg-fee%ytcols ﬂlherbgudlg?uggﬁs%erglons or 99 ¥ITS areadéswé%sfor oral
adminfistrefion dheha@twe reevElpaechtapreip may e FITRnEd! Mﬂt\eaﬂmég%éfﬁ?t%mng o flavoring
SqRAtE,| Obng nRtpril vEdYES and, 2 BesiBddC emdEsitgmgdganty orpsaspendingy agbnts, together
@ﬂ'&ld@hé%mfcﬁtaé er! B, p'rdaﬁédéﬁfyf‘co‘ﬁ glddiie, e&smanat.mmasl ons

In steri ueous sal

pr om}p glﬁ@rrﬁq Fllmgﬂts ofdbe 408%98%?8? Elf{t eo'ﬂ\?n;%gl}%ehg gﬁ%ega'gl is an oral
fsagesormongre prefersbly, mddylelorpgdrsee.ed, if desired. Suitable

phar ﬁﬁ%ﬁé\?&ré& é\hbo@ﬁféﬁtb @f e imdhbdédis tHeﬂﬁéﬁtloﬂltﬂlel@HpSUnﬂ fof formula 1 is
%mr}lsﬁ%%d’ or; u%ﬂ? g%cf1 as for e)}éagnlrp{e us%g gnr cgeﬁ Q&s%ge d’grﬁl a3 ‘BL l%%g ﬁerg;l- Ee

addi ti onal |ngred|ents such as fIavorlngs bi nder s,

exci pients and the like. Thus for oral adninistration,
tabl ets containing various excipients, such as citric
acid may be enpl oyed together with various

di si ntegrants such as starch, alginic acid and

certain conplex silicates and with binding agents such

as sucrose, gelatln and acaC|a Addltlonally,

g, R oy s o o .
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30 useful for tableting purposes. Solid conpositions

of a simlar type may al so be enployed in soft and
whaood/087152 ed gel atin capsul es. Preferred mnat er PEl/82004/000867

therefor include |actose or m |k sugar and high

mol ecul ar wei ght pol yethyl ene glycols. Wen aqueous

suspensions or elixirs are sired for oral

adm ni stration the active conpound therein may be

conmbi ned with various sweetening or flavoring agents,

col orhengethaus tiefusie administeing e ctompdund efsforeid, 1 esingl By dysird Gosage

rwt ¥ e sﬁé&@@ﬁ%d%n@ﬂ@ %n?pourlidqggrinﬁ%’ter %rlaay quaque die, or

ent such
IR S P (ot i€ LUty ol o s R o s
véinitn thel iserpm obthe nventien. dbe agyerofinglraas b@fadrmlmewdriv &etmapmal, rfelgding a
hehaSAQRerdraiyMni & fadtedOst@b (ndl@RAUR de®rdfe WRME2 PO&E BeRRR d¥nd after

f th
agm%%t@ggnt) Iﬁ b tp%‘tlc%%ﬁff%f?rred qubéah%t\teﬁ:né goq Lﬁ(:eg?é?? f%gputnil g | t | g
adni NEBpder e PregpTap |vrious, a%sﬁgea@msrw aeiesﬁﬁﬂ amougsyf e gernpound of
fomah 1desace, bravinbeappaakas ar thdse dkillee mahisart. \NBr S@RAEL) 86 Hedhington's

Pﬁ ée@&g% 1&9%& Pu'bﬂsiuna_ B&n;ﬁﬁy‘ E&gfle? Iﬂan %tﬁjlgcﬁmn (1975).

adm n n u

o L e tosac RSN e BBl oot i ood piasms
cprh:ent@mp@um corpaynidrichiorstular engd op aciive pistabelitey terpahigual asi by, liquid
cAomatbdPiphy-Rh@ihthad| s)ﬁedrwh&@ (IHEMS/QIQ)( af W@kiSusitime GHivalsOBind calculating

thBeI a{lrD 2 un@%r trt%oﬁgsﬁa @Qr{cgntrg{;on vgr§|§‘s trr[e ch/g n%ﬁ@gmngt'h&}s fcgtclal urpatlb)g:AUC

aﬁd“(ﬁ"ﬁn%‘f‘ é‘r‘%a”t %S‘C'P ??ef°h%‘ﬁﬂ%l? by el Fﬂ?d‘???ﬁm%?‘ @wawatr?n
preferably in a fasted st%g ,Emo food or beverage

within 2 hours beféFEoard (Gattfnk stration). In a
particularly preferred enbbdl nent, the dosage is BID,

vihers thasothe eibliod gat@points; epldirenthQ; aveeths iesand ozegzton (remd wdlles) of
tl% R doin ﬁfﬁQMr}iuchaluéJk%n GO BRSHME 6f normﬁlm@asure@!s@od plasma

cg?cter\{gpaﬁogﬁ accorJILpalto E‘le %8 ﬁﬁpetdmet %Oéluﬂ? %gs.lg;ﬁ ] adge% s a startl)mzer in the

F@@F@WE@@'“N&@W’%“?% PW@ET‘%%ﬁwadeast er Pa 15t h
Edi t e cdmbButfl)of fodtlilaM Kas ba\amdgqohmmmama&sg 6 &8 no8ulation and/or

iG55k 37 RS BndY o8ty Fé%%éaétemﬁ YEGRR Pﬂraﬁﬁ,dcrﬁk @U%ﬂ;gex%sr, CHK1, CSF-R,

concentrations o e conpound of formula o

2RYPT WA met abol i tes thereof, such as by Iiquid

chr oratsbgrraiphiys eenuismbeias, sthe peotaundret fogmufel CisMVBpME) of aducing
H’LWECOé:b% tBélSnﬁ vitrB L isinifh YEcRMEdRRl QW 2di s fhb&n&ifRn in HUVEC,

S50l 4% B R R0 S0 YRS R JLHE S oo
withdrewal, apdtinhibdipg RDGE BBfigsucasqrngsr éell lb;gramﬂ Fgmatriveprotein fibronectin.
Trieage@pelnd & fermpie OX maR hin@Nactidth 2Bk} (POBFR-8ritent tlirhdrprbgression by

ere n is the nunber of data p0| nts
'St%dlm?m%rﬁlan@d'&?%%he time and concentration (x

val ud$y cRfpPouRchef fprruig étaés%’ﬁinﬁ'is"at?ﬁmﬂﬁlﬁfﬁcw @%H‘”Ué% t”&?h growth
iigbitibe t vetreni coendinisd/ witto rmensdl''.zinig  prefarsbly exdcedtdxelod Mpteasigrificant tumor

r%é’r@&%ﬂ Wagbdsens %rcghﬁégad fRard é?tﬁer@@&lt E\Gwes chedul e.
i.zer

r ggloﬁlg% Pplf%l?'lqt We|§|8r|1 i fU fa %ﬁ g%ecaas %Bﬁ%g&s cg r{nogfllatlng tolp inhibiting protein
idnpee eetivitya for examplean diamanglian Aigsuphiy adsiipiieiing thefcompeund lohiformula 1.
'h@%cﬁﬂy/ SHHeAPLRNE cMpOiiat b @RAIRbAF protgin kiadeRetivilD Elith ad e Btivity

ﬁse\s/ErEéﬁ}’kg "péﬁgfgd&)’%%b{’{m% rhétlfb%?( g\éaﬂgog_‘ﬁltﬁol{ec%@gc&ﬂ 'ﬂ?et a?tdmcludlng

’ﬂr‘f’éi? B (o AU AT o HIBRIS S8R 68 a%'é#vawaswwnts include those
dssorbed indPaodst Coetrall] BioGheinistne 8paiores-GBO1 (18R8L iJefffey ¢ilVHEGture, 376,

FA0R Q$I8); I WIPY! InfefhatidnBNbURiidalidhONYEWD 5R8ksd; @fld AliPoai@mational
eNCS phosphor ylation in HUVEC, 25 denonstrat i ng a
lasting inhibitory effect on VEGFR-2 phosphoryl ati on
in HUVEC after conmpound wi thdrawal, and inhibiting
PDGF BB i nduced cancer cell mgration on matrix
protein fibronectin.
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The conpound of forrmula | may have activity agai nst

PDGFR- dri ven tunor progression by inhibiting
wore@rasilen and i nvasi on. The conpound of f or nuPEr/IB28a0£@0867

denonstrates nore efficacious activity in tunor growth

30 inhibition when conbined with Taxol TM nore

pref erably docetaxel. Mor e_1%_i gni ficant tunor

regressi on was observed with the co-therapy than

ei ther agent al one. The present invention is further
Pubiigatiat Ned WGpoai 8480 dihess propedies @by regpsegsséedn for Bxamiplegby using one or
mt&ﬁ Of tRd wiol%d@anaﬁﬁg @&{e&dﬁés@ét %uﬁ iR e @%MERIs @elbw. MBMMEI i an

i ssue, adnmini sterin 0 ! 0

The e FrHeD *BY Pertirs Hbrpr QY WhaPlre S8 Snfipne sosace
foryfs a9e Getipds o ithecpseseridiveriipn. yIt isde b understoprbthalcthg gqops of e pypsent
inkehtivd &6t imidyin 419 waeB/She seche bithafilpwing edtamplesret hods

avai l able to those skill g jdp4fhe art, including in

vivo and/or in vitro assays. s_of sujtable

anpl e bl o
55 aPE CPTROUSE O 1D 1 8a deslel RErfd i Ve, PRAY WG 6versl scheduing:
sidl e®ekend) dobeihalidey prasinte@ittestt doaihg; ,(2) B¥figdy avtrers cqmpine@ With docetaxel in
xe%a?%&ﬁ%a@&é?l(g)( }9%\%\% ;endef {aﬁde»(ktféhoéﬂhfarylgti&alt HT éhdotRelifl, cells; (4) the
- . o er,nat.l o a .
o307 ! Vip kel Ak o AP O e o
signatin fhepheelpieRdegis 2s 2 patontipt aragkar fPrafe EPoUNh 96/ 14843.
Thesmopy@pAr TESTINGIENZRE assessed, for exanple, by
usl nﬁg%ﬁ}ﬁulﬁﬁn of i BrofiEratidh Sy Rt MHOEit6ra sudh @I WERE, FGF, and others is

rocedures set out 1.n the exanpl es be|l ow. The examples ,
d‘%ﬁ'&ijeﬁatr w8 R BHEi9Ey ?f\ﬁ“&’@%"s%fygﬁ?"f Bl ?ﬂ’?h r°¥viﬂl‘ﬁ'rlf§?pre éivee BTG
tywsinerighdsey Theeefate Seryebilityf of rarpsoteim ingse bl to plogkrgellylar @lifafation
inHUR¥E Nyl MBse lgfowlhS fdc@rsb® UGB SbreRtbdt Wl its havilgC @p@lock receptor
-AASBLENEBA, 18 LAVEE ook 08 PATMEAD 20 4ot o
folyfiRs SOAUST VTaiEth | was tested for: (1) in vivo

ef f i vEGFyRACuheructievesalt This hedinict derrmines e ahiibe e frat qtgeund fo
inmﬁh%'%i}{e Rk DKL M A L&R ucH RERK2460)of @il L5AQK IMABRA of humezn

conbi ned wth docetaxel in xenogra.ft rr% elrﬁ; QB(? N 68
vaseylar gndoietel grpth Agctor FSBRISHAY § PR dRrking e RE Sea) Peigues of the
resiglidsof the4dnagehipsettOiomein ovan exragsseshin afbapiilavirgs/iegetbell aystgm. Of the
15RIrafaBek PRALHGH SECRRS BlHGFaPhEd WoftaRd Beibiiks Da/gBoaRdod0S) 71, and

< Frcpor s PP vt N 8 B i veorre
ATIEISTONGY RNV e pNSRSAYRNsiie ves ipatidraed Bihingsbaias) gf the enzyme at a
c&hﬁﬂ{tr’éﬁoﬂ lofid mgm they predeM df 3 FVCATE dhd 301l MGCINERG, miF BEPESA pid 7.5,
ot hers.,i t-4pan o iy, i . )

it P PR DBy, veomene
hpse eIt GTOWN 195 PespRsSs oA@Ylici AR essprigfpregpicient plg the  wild-type
ad@bphbsphytyiattd ingse @b@bin chnstias e SeenPardst £oal., BocHsinistk 37, 16788-16801
(@%)] ular proliferation induced by these growh factors

I's dj I orrelated with its apility {.

r ece%)(t[’%lrg% %ﬁ’&ﬁﬁ%@%ﬁ%@'f y t'Ft{)a\%?'a'?roBrﬁaé‘gsdé?"é'gtogé%éﬁoi%ﬁ'w wes
ekdresagse usimthithsi pacylgvieye t yegtor yxmssiprh éygmwsfrorq He endogenous
rleflohiidVrEigiue 0158 t th Uglitamane 1766, dexebrsingl to WieGresiBile Gamistring)system of
I\/Io%nelﬁ%g Qtyag.ul;\%cg{! t%‘%IF %fz%,t {GE i7-€g§t(%5551. NESaditf, B0 cbrstribt Ao Ras the

es npout ) 20 bi t t%/I‘O%I e kinase activity.

folowipgEamiRpcaCid SYRstiitions: LAP S A THE ﬁ‘&f osol i ¢ donai n of
hurmakCK Qerstust far Assad dith 6CK trfosine gndsh wasePsssed duiasselgeliszs an N-

tdrMfRgPaeIRRh staAifkirdi@ahin@adrrefi®B LB tHeRBH BLtRSprotkin bivesi@8 509, with

r dues of . the k e in t [ ssed in
Tl o A e SleBREng RNy ARIE RolipEndiBlg

resi §déd C@f‘s“f‘%flf‘?rﬁﬁi?ﬁgP#’WE&-HR??QQ‘%‘E@E?P@%B‘G“?’@&T{KQ FlCHK-1)
Wak 8kpiisesl 806 tHe BBcuvitisBrdeet tdll7systeran d corddinss wstiding csisidves (6 x His-
mut ati on (E990V) within the kinase insert donain
relative to wld-type VEGF-R2. 25 Autophosphoryl ation

of the purified construct was perfornmed by incubation

of the enzyne at a
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concentration of 4 pMin the presence of 3 mM ATP and
40 MM Mg 2 in 100 mM HEPES, pH 7.5, containing 5%
w@baogmesTb2 and 5 mM DTT, at 4 C for 2 h. After PCT/IB2004/000867
aut ophosphoryl ation, this construct has been shown to
possess catalytic activity essentially equivalent to
the wild-type autophosphoryl ated kinase donain
construct. See Parast et al., Biochem stry, 37,
16788- 16801 30 (1998). FG-- R1 Construct for Assay:
taghet thatC-eaends udf diie Kitharsieo caidenumarnp ICHK mafihe-@BtelR1wasapurified by

C&%Qﬁ,&%ﬁ&%nﬁ%g&,ggﬁnga&ul ovi rus vector expr essi on

ARk | it e TADOER05 T g
(Regertbiattichg)-. E(y@‘?’ eﬁﬁ?’@?—m AR (PO3YtTromy msectmg[_s ftad) had bggingpfected
wittba b didvirdSSkpled @6 ctorl ITyéid @i vias parified en E.@abtalisietpreasigiull-length

t 'ihﬁg&%rote sis and
%@@b)@aﬁ%aggx beld @J%Csﬂ% %cmm &ﬂst@almg? éé’r*%?atcéd o S roteglys
Pyrifird ?W&'P‘?‘F@Wl%ﬂ%‘é‘ﬁlﬂg %X&%‘é@?é% 31:?1&%29%5){) cel I>/s as
an NeDi4@ygimi|Coasiiueit forofssayt aA tcompjex efdmmaniGie4 zod @yclin D3, or a
c5rﬁ§éxddf|% B B1 bk & ABiok PRbted of hiiBarPCORLNA gRkatiiceisdkAsERS, (GST-

h
e Tt S O o S5
thahagpeencotndqcter Wil g cqriesropdiRpdRaeriqvits eXPressign Medlifran CHK- 1
( FL- GEE-R2 AssdP Comted Segiiregsedeftis (FhyK-Ehissay
bac UJFI%VﬁrSdt'Js,t{oh r&?’ﬂﬁlf’ errﬁ |/-\1T PStB/a‘f' E&:mnpénﬁes %ﬂ&b@drﬁ 1 $raffer was coupled to

og@;ﬁ'} g 2\853%:{ g E?Eofpho i%;py{ué{a? (%gg) tangdo a @réw;lhr%vm %yruv]atetkwgse (PK)

add/igctig dehydrogenpag (HHa hheapidatpn OWr%P"b‘V%t”@I“FPf%a@ fQyewing hegecrease
oP¥bsorBaHaY aN340aRale..sH 6 arrehd gnvep béig 4 BeRinargDe $50 spectrophotometer

A s S el e i@l SR rR WL 8B were

tﬂeb"qa"owm ol miM PEBD250 p8HNADER $@units oigByHmis, IZQ) Hﬁ“@ ﬁ%%@f“— G TT; 5.1
i adiyag; ‘bﬁﬁlﬂﬂPﬂﬁrﬁi@S&d\ﬁ MoChirt 200 snDEERES) WH I715S Assay conditions for

uepﬁ*@fp%g at%d Vl\-_l&gkgﬁlp S%ﬁ%%ed%s W ti’% Iefs \ﬁﬁge {h% {I'I'b AC‘PJnIlfI PEP;

EXPr esSi reco |nan and
250 ¥ Uﬁ@bhtf@dmw% !-lPWmA @M@tqf AemLirMEd; ﬁe@%[’ﬁ% oI Y1); 3 mM ATP;

ahd 60 hRdgRr, RhREDMMNIEL,ANZL0 MMIHERES pH 2.5, desagswebeiditiated with 5 to 40

Plrog%rgz%‘{é ! %@l{%%&/rre%&e%e%%megﬁﬁnﬂr ymé g&wlty%'lt'ﬁe ﬁl%Qence of varying
OISR CORY SRPOUYE! | FRDBE oors 0GR Bpe =i e and
KBkidagrebhaoftvizsd. on  pr ot ein of human CDK4 and

gl ut gt Bk Q\Ek%y SF&rﬁ&GﬁBi%ﬁ@s%ﬁogé@?ﬂTwas Knifekdddding MEBYIRLY dabiigd

uét@%ﬁ] QE@S su ?j; o{r%]a Ilalﬁg élO{éQ gﬁq &%bas{fﬁ (v?gﬁ'ﬁngg[)z%g Ué r?g streptavidin coated

o oeell iceotieiRiptes falRWecHY detariipRusig B RGSRISNGH RRANRRSY conjugated to

HOXPria@StSiefiRidaeRC oy wtivity/ &iEbrsetadighge@yidas€eaapinenttored using 2,2'-azino-di-

[§%§$§%MBIHQ§& helfe(dFdiatitidi EEETé’ )h ¢yd@8’a@f§§&»}tsb|9trén§éonta|ned
U I

oSG Pas SOOI DM A g Mook ond 3 i 200

i BEPHS) @H @l5p The asadyevaé REEEd withd).Sanhsgf phasphdndaliedEGHyR205@Gt e
I-Ifdré’é%gﬁh &E &d se]a%tl Hlad REybFusHs RBEE A0 A TR ﬁdfgr'gdish E&@xndase

t I
AN L3 el oM sttt 05 . i
valviy wais fetggminedyaheasiingrIZEBOACH e Bithedptiencs RbERIng consgrirgions of
1640 BShhJol8 S THeataRNR RS BIGeY LishigehzyWieGine ROAND Balgitiayiph abfavdreas

EE\F{K Fg;g 6{1 f\%%aﬁlA Selkélpgczro%{oﬁ\%lc \Q@Jag_vvag Qgrrlécp l)ut %‘é" cfégcrlbgd Me for

YEQFR2. expeptiprieriolloning chapags i FappeElsepy- FG %@%ﬁéﬂs Aiﬁa 278, and
polV(EMy Ql=215imM.200 mM HEPES, pH 7.5. Assay conditions for

20 unphosphoryl at ed VEGF- R2A50 (indicated as FLVK in

the tables) were the following: 1 MM PEP; 250 i M

NADH;, 50 units of LDH/ mL; 20 units of PK/nL; 5 mM DIT;

20 MM pol y(E4Y1l); 3 nM ATP; and 60 m M Mgd 2 and 2 nM
MiCl 2 in 200 nM HEPES, pH 7.5. Assays were initiated

with 5 to 40
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nM of enzyme. K; val ues ware determ ned by measuring
enzynme activity in the presence of varying

w@ g msitisat i ons of test conpounds. The data wePEI/IB2004/000867

anal yzed using Enzyne Kinetic and 25 Kal ei dagraph
software. ELI SA Assay: Formation of phosphogastrin was
noni tored using biotinylategd, gastrin peptide (1-17)

as substrate. Biotinylated phosphogastrin was

I mobi:l i zed using streptavidin.coated 96-well

m cr bBK Assay: Fhasrestrapbdtéraaivischszy wee castadioniras @sscriged above for VEGF-

R2MxtepP PGB RAGMIAh s MRbrcBd@NonC QOK HGARRIAMEEY, = 0 mM, poly(E4Y1) =
Pnliw%eradl sh peroxi dase. The act | Vi ty of horseradl sh
peroxi dase was nonitored using

[ 3- ePHY! BeprratngPasrtom e ARR ffoahﬁpéf(l@t)apcompgqmpﬁymrg fpgsfer to
tHeABMBtic shppiatapeptdeseytidec (PLARTISVAGIRGKKh@ds colegNd oxidation of

I\Rbgtdsrrrcly lgﬁésﬁﬁ%em];@ét@ (#@zwrﬂ@h the a@MnPI I%pgru%)ce Mn&SERPK)Zd lactic

oByaEe (PR (TAF SUiot A R G T ISHL BhisI i g e of

akbgeiEanck3R /AB0 nm (484058 688 ica m})mmmasﬂ?sa@& $pgpttophajameter. Typical

r@RRAKEHHS bJﬂ\gllnétBTISmN b@gftMs rTiA RADRY SRt SHH/MES BXUnthas eximL;
0 i

fnglﬁ%gg‘r &12@""‘% %& g‘n?)glg n?/l\/é gﬂﬁ ob mch M%l %%%&‘F@%% 7.5 and 400

e NeCtoReseYR HER IPAICHSUTa MY A Tack] S YR G4fmined by

njHa & Biegiaieal @hzyma pativitygh to® preeenter di vargmscondentrdtigstof esirporawads, The

dyaﬁv‘veg ha @@ﬁ%g@ﬁﬂﬁéﬁ'@tlﬁb Rgelgéb?ébﬂgofi@al%e“ c and

sﬁei'fw%ﬁ Bt et For e D Y Mg Bl o s aumpoung o i
tizehgrowth ffantor-stiffitgtedRprolifesation |9f hyrean ltmi@lwo'lelncﬁmwge“@ W&%g@éUVEC)
HUVEC Qe piss el 304) Clohétics, R ofp.) e tivaweA Irito EGI2 BilMureanidiium (Clonetics
(RJ%AYI’}_%%%@ Fﬂeéq_ﬁ%nz W4 Q«éﬁ QRLAEmE (ﬁgyké BRAQA QRO8ET or five

ectro otomstrl d %V\@%& ih 10%

gistPia P ipre £5Poake iaEaAiG e By - UpZSUPRISEE[f with 10%
fétairbovihee sdrarh |(6R6).N6P dfreln geisthélial el recawdit surpleroent (E_C@S),:afﬁdo pg/m
Rénnj\/g&b&entla@ Mnmm%ﬂél&erwsegﬁ AMrimEAtkthdraARR alen to twelve

@@H@% cFI% wer plate ngg ép @-Il;e% IFI hﬁ]pl_taoq m@nﬂe%dlum (described

ranster to
q@e\m i dlee @Jlﬁvvﬁfa@“%vee mmm@@@mﬂ)thlmd'%u ghegediyn was then
onsbvda by aspirstion aMADIE puSF Elgrvqtine spdia HoKpiyr ERSwes ¢dREPJo each well.
AJQL%J%@I he uliaﬁit &9 r@tils%éj‘rﬁait"/? DkikBas Sal /R nRBiGm [ Gisi hicle

ydro 0

HBRIMED rag?fd gye F%’l T5HimAY ‘”feprgg'(ed@}? é@g% °8"1‘°entr§33glsor Sancs Spe fowr
1240 20h of é@ong/nxt @rVEQFm;nm _stervgfian] medips Wag addepib@ 4t pvells except those
®RERIhG QRRele BRHLEN; thel iR VEGF coh@atdtion Was 2l hhinSellular proliferation

\e(ia%r&{;g\tl{%%@z Pomﬁ% ITE@D TJ%J‘%RF%&I[\T%Q,S’ grﬁe &Eﬂé \R@re Q;fpoée@'fgrméi hours

W1 Erangeasep.)- 2§Verfﬁﬁ“ﬂﬁ’¢|w28 ?t?PPS‘bb?viﬁW'ﬁ‘Fﬁl oéa s P*Ig‘gu“gn 8325?%393 Corp.)
#hd AbsortiehddaCh70 aAd 63s wesr deternninedion & @6Hwal sphctqufﬂme@r plate reader.
FL C'ﬂgnéler il PYofetsfich (\M%QZ) AGtHr 10 BEEmNE thdTRAGHKEF iaNGotein kinases

'B'EWS eﬁ}olulgg-\ %%Ener(?PeukleS%eYulner m%‘?ogf?rﬁge%%%%gnggg f&qréﬁngg:ancer it is

|a|nqtaytztg(gerggnsﬁ§e tha Z’}hl‘?@"l@P?’f’éﬂ pon-sReFifically @|oa<a<§,lhg%wrohferat|on in cells
& oWt expresbMEGinRseoletdpr.aion dss by perfbimig @gipation assays using

c%@ée? Eéﬂs Ness Jr ﬁgco?ﬂ Askés&n&éelltﬁar%ﬁfﬁ%raﬁ&@%@g cbIR id dilaPlotthat used

B reERTS Fernrdt ot Bposdl tad ey e@ﬁ“e%ﬁ%éég“”g@ from
0eSD) sve(erasded fegr@vizmeds) @ﬁ@ﬂﬁ&me@@m ppplerggsied With 2 (&RItaamirg and
)F_BQ\'EBQ u |CEléré?e BRWER aftddh Gdratdag Brior C0ddpilion ol tekdpeiitt asd<sr. vehicles.
5 6ll|f' are treﬁ e s%ﬁén#@s&%h %dsgﬂ tte%t L&ﬁts utséislh%e%\)%tgs%g Cellular

ater wer e ex
BTN = GUATRREEY NEFAG 5 URioD e TG &L RS o S T
10% fetal bovine serum (FBS), 60 pg/nL endotheli al
cell growth supplenent (ECGS), and 10 pg/ m 20
heparin). Exponentially-growi ng HUVEC cells were used
in experinents thereafter. Ten to twelve
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t housand HUVEC cells were plated in 96-well dishes in
100 pL of rich, culture nmedium (described above). The

weeiussusz e all owed to attach for 24 hours i n PEI/EB2004/000867

medi um The nmedi um was then renoved by aspiration and
115 pL of starvation nedia (F12K+1% FBS) was added to
each well. After 18 hours, 15 pL of test agent

di ssolved in 1% DVBO i n starvation mediumor this
vehicle 25 al one was added i nto each treatnent well;

t he CikitabteDiyREteguinatiem INCAHP2SNATRE) dBlis1Were Gped forodgtermining potency

@B E-Kit Q)OME irfBibitok O PRIOdId-wdé YEEA-bGab-tdnfisenay a\lﬂﬁdc@ﬁté&@rdétﬁvatlon

iR ra 30 Brd, FnB Il b el R e bR BRre 1 BBL B hin st 37oc i the

prEgeneq Pi2-3% elbpmin|aag 1M dYaEVQa (Sigmay rSCFnke cotarwlty feter was added to
theoduiuge hicd firral ycdvilfdtiod Y50 mythulc Five minuies latdtitiehcetls waee diesed 28X with

Wﬁbﬁs%ﬁ@@%qﬂ%w’ms%uﬁér r(’5?)%1!@ Tridi§do &\Hfr@@g%@@mﬁ 1% R¥&, 1 mm

reductlon

NSt 8 PoiEse FhBR areiil oo SRy R mo o
pradein et eachriyeatel Ir@nbaanmeweght at ¢huthtdrHsHIRRITE Blep (K9P ddegmarkers).
The aktBbdy col@BCRds doRlidatddt®rofeia IAadebddthe Mma)noﬁmgamsmee and

Vg%te?r[ g‘ ﬂean&%% Wgsetcgr%hctgd RLi% %t\tp K&sﬂl@oﬁﬁ% ne {Hﬂt&& t&ﬂo (Upstate

rapeutic use
BARFPeNndY| P§°*B?W'?t?‘b'§f‘?"|‘?§5 gradtatt '?CFptPrsa”t"?ﬁ%B"r 18R {C-{4 Santa
Gheran$1 ot eThehdots maiebiiduaizedpete rhemitwinespaopddentalECY Plus. A

p%s‘ﬁﬁé?mﬁ&érl(ﬂ}ﬂnﬁf 848! didchiBr BynhriBs) was G2k kob theloartifiddfonthe signals in
ﬂb&ﬁr ess the kinase receptor. This is done by

¥or mi ng proliferation assays using 35 cancer cells.
The pheedistiin of ekit pesieescel prypulation injetalepherrl Hood aqlis gfpnjapimal and
rﬁearm‘aema;cw Us&d ds% Hidmsirdeffor dctvity bfatte compdlind bidsrmamdessnent s

}\/{1/52§}<{5 ol IR pig \Q%QMAU@%EQSUIFMt %Rﬁe%r (&%e c%) (et Gsed for

acqg ui red seeded
iR R, G4t rAG i5h Pl BRI, e Sepqere S to sub
ghfut@pemeinauated ihG%ERSB)medBddr| 18 hoyre Hielinhviiel wag addet autthe cells

e méubé%édfopﬂs ﬁ*ﬁn d: @7 aclghi thd SrBecRde drets AP Snoaiili NBKO, (Sigma).

\)Sé%%Ed egrlled 0 @tuﬁae;ng gFan azi‘%ﬁ gglm%j rﬁ]ﬂa%/ |§1e>ée%("}:etu%‘w£r'§ ?ng 2X
withspif PB and 'Vﬁ?d wih it (PR@MEyis. NfFamM MaCly Hai EMSEnN! %Ay 1mM
Nzvdhand 8 prafeberintibiprasektad). t2ootigsdtcingfei0t4Sug WiS aR9R4d DB Bastern
rﬁ%%' Wér%%%@%ospn&;m& (O q&sa&&acby u@ﬁg AL RALNOS (Ser 1177)

BB e EPoerhGAISE 11" DY REHES (] BT GP sl cppighn deecr
was reehigyed nusing: MO EAN F%é%ﬁn@rﬁfuﬁ) AT 40ibady; #9272 (Cell Signaling).
Aitréqui@sd 0 rabBRRRifked setéhdag ekitBody L& dt 130001 THE bivBGere visualized

byqlget %erﬁlﬂ%mtegc%nt %Lététe‘%ﬁéﬁ S‘gﬁ%%@{ Iﬁﬂ‘a gﬂrcn&5Aml®a%aé7&oo from

Aletiadipgtpch Wsecifﬂéhecq“ﬁ"t'ﬂccaﬂ?rb‘ﬂhﬁ S@%'BP“\WQ@ added to 5
t he oMdusaRiCAsaty: 3hd phamiacgdwriie (.. bpaption Andsdimingtjom) of diEgs/ie mice
\Wr@%ai??edl 3§ the dNEwilEd xté;mﬁ/éﬁtr TebtichfigfinabXvend fofinulk<al 8 aRRPension

liaﬂﬁ] vewT{?hkﬁy oﬁlﬁl_on 9 E%O%%w agﬁdr SH rzéﬁlghquvl 'IJN%(;LSpensnon

orrshiltisn tep agrBiBiRterad PRIV (PAYah dlPReioprAing.p bﬁ SSHhlempls Mg dn=4)-
Blderbgmﬂlesmgeré cdliedted i vt aebital lieed at te@hinisy 9 Abw@ (pré-dasal 8.6 ihnd.o hr,
{Ie R:LQQR ;?Jst é’bslé\'I Hﬁsrﬁa W&/ Jﬁam@@%&rﬁ By s%mﬁl@‘i)? centrifugation at 2500

ers i onpl ex wa

N e R
Mgtbede rFar iclo time bledd69; Lt W\H@"’@O‘ﬁ’@ genokingd u@h @ Mirf poetonitrile, vortexed
Bh@ﬁﬁhg}wﬁéﬁpmﬁtan@d e dyt 14 EkOto(phdeBitad Be pBichi=Ae Batt@gthe test

L po%nﬁomﬁo%{h%%&?@ ﬁ%@rﬂ%&ﬁ Tthe Q&ra& @'i:tanﬁngl%ét 05@&%% Qhs poured

Bioged AL A0S BAPRIENoHY 4 Hel ARt W L Peing B tbe
ECL Plus. A phosphorimager (Storm 846, Ml ecul ar

Dynam cs) was used for the quantification of the

signals in the blots. 15 The reduction of c-kit

positive cell population in total peripheral bl ood

cells of an animal and mamual may be used as a

blonarker for act|V|ty of the conpound of fornula 1.
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determ ni ng potency agai nst eNOS and Akt by the
inhibitor. The cells were grown to sub- confluency and

WO padlostiezl i n starvati on nedia for 18 hours. TPET/IB2004/000867

i nhi bitor was added and the cells 20 were incubated

for 45 mn at 37 Cin the presence of 2.3% al bumn and

| MM Na3VO4 (Sigma). VEGE wgs added to the culture
medium at 50 ng/nL. Five mnutes later the cells were
rinsed 2X wth cold PBS and |ysed with |ysis buffer
cgriethinglVheT dried , test S@nHoLMdaeBtract 1RAVHLPMERgbile poasi>4D;40.101045 M NH;H,PO4

+ﬁ\l§%tvﬁ24rameet@utmé)%s agRdl ™l t&yt b poGAGIaE easbépended tnqﬁeahobne phase
rot el n
b o[rtﬁ Xing angw pré%cary %ﬁv\@%ﬂ\%{} %%Xen{‘a’ ﬁxg%{%n Et%oo rpm for 5 mlg dEeB:h sample

on was ass
was peied intR §8 BRSSO (esb?onlpf Anplgsis; g an Hewletpﬁe@aﬁm geries
HPEe fitd U8)detéBiidn 1 Feunt edvb daresie, (4501 hwas rigertedainto & PigierhénagProdigy
réjvlérg% E!’na@ é% efsb L 8B nBSurALAh SN RH witY a ¥55030ace PR drdaiehOlin over

&inhal'? Q‘?mpc’uﬂ ?'aslr%q'i?f‘?eél(%{'ﬂns {5’9}51?')( %{ﬁsld%temﬁ%%eﬁwgwpa““" fo
skadanch dervey (Reak ialseddp. gened HEML)1 uB@OKNowT [sencigiteations vk rtest compound
e%&a%té&'frbﬁ%smb)éaﬁ\ﬂ& i6 R ndridei dee&BENEboS! DAbRgWIe R Befdards and

ﬁfngwﬁis }h g;tou%j L%EI &%ntrolé{bhe uauant %L aﬁx?pg $/r§1@m’ere run

tg I“&H&Fhae PpsisiaRey I“Zﬁ %13'3'?3?) sugdpsE cpue Az a"T'ﬁ%’ ° 99 and the quality
cpiitefsvec:oli witkit 11¢ & ¢f éhely expeatod uatyss.i Tire quatitatddi test narbpleswerendiotied

f&jrr VY] Hi@ple Ge?r‘ng RELiQagRPR | HESHe WRd Nkirt PRrmiRbIiRAE Prameters were

eri nmen onpounds were fornmul ated as a
E‘H'é"i’?é’?%wn\f 'ﬁé’g'—“g 5 CMC vehicle or as a solution in

a 30 Hrar PRCYGDsees (L warLoTPaahmekolisnTigihyman liver microsomes
Vi SRABEANY LCANS arlytidal esSayy@cceAes a3 fSllo@s. eEirsh hamdbnylivéimicrogomes

(9[@ Vggrc-! tﬁ%%ﬁ 'aﬁ@&hﬁi@& %o\é hdimPuith do 15@%M?Qs§:mo§ph%%@304) buffer.

es were CO | ecte Via an
&W@éfdfi%ﬁm‘i“[“ﬁ@f ‘ﬂ’cﬂ4rﬂ“§er WSRO gauiey (copiaiging p-NAPPaglucose-
dphosBBie Jl@odert-phasptiate dehviirpognasst andd4oll)., Bhchid#bwar preincubated in 13
p*bb%tnn@%sfiab@%@amoﬁ@nmh €3 esGRNkStichiigahd-apidte). 2R80:ompound

(é Bg‘rf] r\%as a0 eagr?'&bectg 'm%{érﬂéjacm%n%&ﬁ%getd%ﬂ oldu@ U%eg.%, followed

Wdﬁcu@&e‘hatﬁﬂ% ”HI 'é)ea h56 Zﬂ”Lo‘Ta"ﬁeé[‘?ﬁée%%d fé‘lﬁ'?rﬁ?"ﬁ dnguRRtiQnHube to
skpdiaterii2 af75anetoes tubssl @ntaiiog 1 exeide-cdidoscenitienwithaln@d (i esserpine.
Sbids %re"’&:ﬂ@ fupB ket oo Ion Mro hif. BIReipd %@m@ hQd cait Feckman

r ot n C
Hesre S0 PR Foal e T b SEA Rt Qb ALl gD aee woes
and mzﬁm'ﬁ@)’ byBReeght e @iriigalveruEM SeaRcReies t Samplse yrergrieponstituted in 200
1RVAPR fdvhie GicitBcefonidd (9ph atdd (varkexéd) vigoradiely toadisbleanTiaf saMpies were

tg%strang- ere%qg glerggrlégepo 0%934 ﬁ%ﬁ:zérﬁ%ugggyeé Q‘?docgﬁ't/n@?&jsa@ 74000 x g for

est conpound _extra
me'ﬁdﬁ?”eé""lﬁﬁ’a" ’k@lﬁ’ Wég" E 3o PRl BBt cash et (O 2 .
anEfinat edrapte ofrqabie)eswmpadrd eds cThkineddno achgipdiihg wehinsert (6 total
dADRSIGNEME dndlydid) @hibiB béserieB 8e&v. by vortexing and nore

pr Ot ellh |L_jo\lv‘r’\ﬁned %%?o%gd Qéf??eg Q\;elze lfc\fgc,ge_%t lhtg %eqﬁﬂﬂ%g%teﬁ) g%r%p%ged of a

M%ﬁ'WUﬁHOMQP%@"@ r‘rC3a€ﬁ‘°I HeWFr@WFSSF%WQr'H"”!Z'E(YGadr”P'e mass
g;ectromteBorielFéh@ impashtivé RleatespeaytSiomodeR progremmedto seampesific8ly for the
IH eéﬁ@ﬁloh 5‘ﬂe§8¢t@§d c&ﬁHanoa EPE'HatQQ @&ﬁk%ﬁncP e@ldév&%ntedrﬁé’oejt 28¢h timepoint.

4% eg%d/‘ora%og{l% H?%ralrﬁa at earcg?m%pr?{nyﬁnﬂ % %vreragitg rrlfiths mean peak area at
Towes clyidpb e GY%@Q?EPE%WE% At et § BIVS tq pRigimig peisens test compound
gebanhghized by a conparison to standard curve (peak

ar ea /){§,tmﬁt9vrl§bA&391/o§E—AssHy%' ng known concentrations of

te conpound ‘extracted from plasm sanples in the
rranner descri bed above. Along with the standards and

10 unknowns, three groups (n=4) of quality controls

(0.25 pg/nL, 1.5 pg/nL, and 7.5 pg/nL) were run to

i nsure the consistency of the analysis. The standard
curve had an R2> 0.99 and the quality controls were

all within 10 % of their expected val ues. The

quantltat ed test san‘pl es were pl otted for vi sual
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15 Human Liver Mcrosone (HLM Assay: Conpound

met abolismin human |iver mcrosones was neasured by
wh oMesansal yti cal assay procedures as fol |l ows. PEI/IB104/000867

human |iver mcrosomes (HLM were thawed and dil uted

to 5 ng/mL with cold 100 nmM pot assi um phosphat e ( KP04)

buffer. Appropriate armuntg of KPO4 buffer,

NADPH- r egener ati ng sol uti on (cont ai ni ng B- NADP

gl ucose- 6-phosphate, glucose-6-phosphate

dehygfngrsios 6, ApasickisMy GLBYR; AmpidsishiUMEC el mas mesadne @eing Cell

D%Jﬁbégceglgn éué@@ué@&&k&%%&%% cﬂé B%Zheﬁlcglngé'thé% nC-serf(m?l'\y) that

ound l\@\ag I cat e | tt g{;% d
oHETSNT PR VR SRIEEeE P LIl 8! PRI AP Poocaure wes
perfoansdivdin minadmeuifisationsde thelmangfeitre’ e instoctionk iBrigfly. SteyveddWBMEC cells
wh¥ refted B \!Iaﬂ!’)hsa'bnc%ﬁtra%ns% CBonun@ Ahn thd pldebncd lof ¥BGPIE ng/mL).

T&@%E‘% ra{iahon oF {R cglg vér[&ﬁéjp ?Tvgp gollgc(?ed éﬁﬁ%&xﬂ;s anlgnhgen '

SqusBtTR SHORIcR EviSA Wilpa pEmasn ATy ﬁmﬁ’@ codtas i leduorgerlate and a
sézomtiafyl dntirRA nelo c4@BA t6 paroxidase. Zhemumbertobagppietid qelld wadsadetermined
b)pr%@%(%h @F%eﬁcal berdxReSK "BbkstraRe Ahd CAERuMERiheS/abborption with a

nt transferred to new 12
SB?CWh?f?H‘ﬁ?ré‘g‘éosPWB@EEPG”%‘&E‘@V V@gt"@d by Speed- Vac
cent Yigdalingtidn qféeqn;nﬂsé\ya'l‘wgt g situ %ﬁsﬁq)rbgf apenrteic cell was carried out
u£| A BdTLhetiaRd dUMP id0endPdbelihg TRONELY Wtihigas iBeléfg C/BQ icélls igtodn in

e(R/I.]aQ)I' ekaq‘gam\()grr %gé%e\gerglsg o lQ}cllll yc\n{i %e@t%&g& &6 ;m)?s with various

erred
cwr;trsvoawq 91 ot ¢ RS4RI T 6N DS BT BIICP I Eregized
withd O@6h X-10p &rairincuiednion? héuFiins i erixtuid of termingl tre@pfRrase and nucieotides
|nMQQﬂg7ﬁMscenF Q[JTI-’e Q@&délﬁiﬂ*idoﬁﬁ{eﬁlc (BUES bystin, PRRBg, caREE B5250)

B&P&S%a{ﬁ‘ %wgﬁtge Elgr}?gﬁciﬁrers uol}gtlozlgsmﬂl %?I@f\nﬁ%ac%nntérgt? Led Wlth Propldlum
iodige (Bl @plutlogaﬁ?ﬁii@@g sipigpd Floomesen yF§| |§bele\9uﬁetl’snwpr§ \nsuallzed and
ph@Sedphfedy fbeisosmce Mizseppbi ned conpound sanpl es were

ngj 855@9 e@i Qg SQI?M§EXIMA%§tLBWG%@M@Qslem ¢his assay. Six well

pleteg F'E?r?&’s'gcu@fﬁd( quprgiopt with D; og&&ﬂ)r ! aﬁ ;_Eh#gggnng %ay U87MG cells are
plipedt eaphelbandoiewedttd aygwite cpnfugnes. v@ee?eéscw@ pibaipd gygrpight with
sﬁﬂﬁﬁbn(n%@gérﬁém@d) 1oPFISS: N~ paeiafch @ad hydefusing & hipet@5ip and the cells

w%%eg l{h lﬁe star(\)/qlog tne&g(“{}l é}%@g Wi .%'1%9% ate@%lho E ﬁ@FnL Fibronectin for 1

rate

heﬁcilﬁ'd é*@ﬁ?ﬁ‘?ﬂﬁ?ﬁﬂ’ agﬁ'éak“ﬁ@é%”@?"‘@d&??'at ‘f"H@\BB? HBO WUS'S‘P'\%I:C\% BB and
Gawhpoung @dn tha sievétion sedie aas peakicedr Gallsatere ghotfegrapisd détvwegddind 15
mBY: shiMe ﬁyggtlg,gﬁasg,gagﬁze@r ea at time 0 hour to obtain the

per C n| ng at

HUVE L{Ebgl?%ﬁg n&gyogmstr r@) 6%? &g}.;ﬁng%lapdn P!sga lS\/ébs (Clonetics)
VRETEUHBRO BAUDODEETCY anﬁmc@?ém& ip ppevation Sredia A 18 GlyE 8 asTRSY for 18
Holirk SBomARaPLasE addel td-HN/ESDs et srevamse ofezast albgniu shcgnM NasVO,

&gln%? F@; %mRﬁE?ﬁeF %GE' as Qd(P b %Sthé Elﬂﬁll@lvﬁg affihd) €arfbértration of 50

emca
'}g(ﬁ%}ﬂﬂ\l? Mingtes. &;[ebgqe gglﬁvgr%nr@?og\]ﬁl cg@ﬁg %&l? &ae%d“ﬂ lysis buffer (50 mM
Trisagoet BaGlr mdePVSH, 1 %HNR4Q, 1 W@aﬂ%g%pr@em@hlblmr cocktail). One

rﬁﬁérﬁﬂfmalvyr&éhsmaﬁprysd@%é infhinbrepithted UKy anti-Flk-1 C-1158 (Santa
ih ‘éééo{nlpf& gs dC%\b\ﬁh%Ee% to feﬁf lb‘éadséﬁ@éﬂ@ﬁAM&em analysis

I ousS concentratjons
@?nﬂ%ﬁFFéPdA i rph?waorﬁ?’f%% éﬁ@ER&r ang=de POlFInn YRRt em@rﬁ’é the antl
shpéppeipbsite Birthedyi ¢Gi0ofUpstate Bietethwolady) \aad i2otitBlkil i @80 fEanta $ruz),

dR, !/ L?%f_e‘ﬁﬁ)saéﬂg ARS B8 cBR wRRe Al 3RNsamBQldlaB6vel Wektern analyses

sandw c e
D s e
esing pProsbho GNPE (B bnag e#95THe°rnﬂW§§‘P At (S&béﬁ JtoE!) @gfifodies (Cell
was determ ned by addi ng chronpgeni c peroxi dase
substrate and neasuring the absorption with a 10
spectrophot oneter at 405 nm (reference wavel ength
490nm) . Visualization of Apoptosis by TUNEL: In situ

detection of apoptotic cell was carried out using the
TdT rredl at ed dUTP n| ck end Iabel ing (TUNEL) technique.
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8 wel |l Lab-Tek chanber slides were starved O' N and

then treated for 6 hours with various concentrations
wotoo@ospseund A. The cells were then fixed in 4PE€T/IB2004/000867

Par af or mal dehyde, perneablized 15 with Triton X-100

and incubated for 1 hour in a mxture of term na

transferase and nucl eotides_ incl uding

FI uor escei n- dUTP ( Deadend PPuoronetric TUNEL system

Promega, catalog # G3250) 1in accordance with the
SigraMgh. apfoting Iwefe dsBssbdduist s NOSEEs20Cc@t-6%1, Bante Cruz) or Akt antibody

P S o Con
R N P e ) G B o
wefe vigualiged (s e LeainiyminesoRi S5 S pHRsE SIBYR! MRt Clfes The signal
w4 quargigeioplyig arPApHaDaGigendsdd fiore dip@ehhotdoh.gr at i on Assay:
UB7 Nipash6ilt IERpefRiERs: UREERCI dBllst \{lgrcs ;ré’a‘ﬁe‘agdé- destried¥dble. AHeRinBifbation
ar re-] Nc e er.ni . W .
ol Gortiend R0 SHERr 2 AL i eyl B rgmb) o, g e
sypprnatant vaguamover wasied gitkigriees \@%dw steyvatioh fmedja feraininghdEGF and
N&OD). STHaRKRNE Wohd uhad Bdubaiee foridgded whgth of titectrefos lysen aneplodessed
usgnf&g@@@p{é?i fatidn é’/r?t’dﬁﬁe%terﬁo'r ShdsPRoR/RtR AN tAAYEBPRLS (4631 BeR In

|
and e cells, dwth the starvation
o SyporTHat e elsciR VR R VERE T MR O P Ve and
VEGHR-2 maasphanyldtior ard 2! MBGTR-2 @l dedivech i@ ppiets] watpadsaessath aimilarly.
S%WEJN@W&AQBM WREH quafMed B fnBiEmiA0 AGhdites bhEXdunBRintuRelon (5
oun L. . |
BIPRS00 B Moy o
eggh g’mapple}rwawa%mﬂ?r% FsPssABgtwo enerifpniy Whiglnpilwed tg fgfermine VEGFR-2
piidspasiaticaatohdy ektived delinbatmereyntdaied hutASSEBIMHIRECS

(O oRftok Godiels: WBF GheChthntaH "BEB25 Qeotor PeafcBink)USHAC WirdB-231 (breast
i ncubat eg in_starva

_ tion media. (E1 lus, Q. 1% EBS). _fpr
cAy 3o el Ve M K e S B Baglt) ke Pl ne
mpried.enie bungfcazingng mpdsl e Erea et NEm Vegre (rapegifpjanted in the right
fidrRr df \eeb2riemios. mekieg viahestaricboFdawaqMesidipdr wientdverage tumor size

IR t#mal...concentration of 50 ng/nL. Five

re%wﬁhﬁé@q@éﬁngr(@?%g@?gpf s _were rinsed %%%Cﬁ%ﬂ PBS 3%&1\}?

| ysedhagompoung &f farmylarirvgs Rrisgatag in Oy GMC/Hagsn [Bipre ID.
Dbbdifxel 186 Mrd@gtedl imKANBBVIOY% &nlgsoebaiefaitoe e andhabidossd weekly,
G ARKERN! IrreafXift udlily dc@id80 D4 wbRE AlTh b&NRIE Jenbth GIMY width of the
rGE e e I WG P T B oL, o e feaf vee
célouighaoces @i pdictlobaidl s [Langih SOBAPNGRAAdEIEIErPiah S Yeins SHiaght end
of QLMHLC Iugﬂrs D GSREOWE Adseéledy hﬁ%ﬁd?ana l&dlettbnﬁfog élgﬂyei's.n Pla@B8a was

tecte t ' osphot yrosi ne anti body 4GL0

°%%8§?c{31%aé‘aé‘%{so‘%f§’g‘ﬂﬁ%%"é§ and anti-Flk-1 G20 (Santa

Cr uz Results e fowp inJ@piss TFor eNOS and Akt, the cells were
treated t he samaleas Pateaoyend ¥dstidly of Gomabyndds  wer e

nerf .o
C1T

Forred—using—artqtat _of —30-40 PTOLEL TS, o eNOSand
AWEt phosphoryl at i on%\ﬂé‘@"ag"r‘%c‘g‘ét&%{/%ﬁo usfﬁeé%r Phospgiyfation,
__Phospho-o h

a
_eNOS (Ser 11177 #0571\ g¢ DI Cpo (DM

VETBR2400F)1) ant i bgdi es (Cellll WD 2004/087152 0.25

~ - : i i b
\}"E%H#ﬁ?lggﬂ/ 000867 18 Siggaling). Proteins wesbe

Nnoocoooo

assessetd—by—ustng NES3—C20—(sTt=654,TSanta GJZQ\) or
VEGFRE (i Hody #9272 (cell &fgnaling) | HRP |inked

RO®FR-F abbit 1gG was used ad.3t he secondary ant 2Body.

‘Q.ki.{mbl ots were vilsual i zed gy the chem | um nescent

t r 1 i o

suybstrate—Super—Shgtat—West—DBura—(Prerce)y—Theg sigmat
A& quantified usilng an Al 8a | nager 18800 froff®Al nha

eGSR PoBeraoeetiRstit meestisEP T AEFE O 2P RAEER AP 4 g fefg mined.

t r eatQiter aRzyHRSYRENesERYt WIS Blove Ipit i paiuaHRare AMetyl GHiy c-Sre. FAK,
yRaTIrLLY BTk, ADK1, & D) crikar PreS PRE (PLE RO Glikilnul at ed wi th VEGF
(50 ng/nL) for 5 mn, the supernatant was renoved,
washed and replace with the starvation nedia

contai ning VEGF and Na3VO4. The cells were further

i ncubated for desired length of tinme before |ysed and
processed using inmmunoprecipitation and Western for
phosphoryl ated and total VEGFR-2 (see above). In



10 anot her experinment, the cells were treated with

VEGF for the entire length of tine as above and
WVEBBEBSASphosphoryl ati on and total VEGFR- 2 at PEBHIB2061/000867

time points were assessed simlarly. Signals during

washout were quantified by densitonmetry. Intensities

of maxi mum stinulation (5 51n) from each experi nent

was normalized to each oth&f and the intensity of

phospho- VEGFR-2 at each tinme point was conpared

acr 0S$atid1e SuWP désigh &t theREhdminivtatieh bf 8brhswasdh 4nd do@tazelm ne
VEGFR 2 15 PhoSDOkXledkh IiieRustyccl flat i ve to cells

that were untre; put™—\j Tunor Mdel s:
Fosmpoli® gimg)® MY/522 Hocaetbeli car ci norfwse SelettivnBatioBle231
St car crnona) noders, atpym ¢ mce Ji = 8- 17)
wer e m%ﬁl anted (s c.) with 5 x 106 cell sistte—Fer—the
murine Sewi s Lu g carci%nona nogdel , tunor Bagnent s
(1-2 mﬁg) were {rocar-ignplantef in the ndughte flank of

B6D2F1 pce: DosT™y m’ﬁ@” Fy bl arted oﬂﬂfwﬁw d\élgbdd)

or when"averagelt unor reached 150-20 3

( MDA- MB0231). The conp6nd of F or mutale: ¢auinalymen MBI at ed
in O. S%,CI\/CI H20 and adrﬁ ni stered PO, Bl Ea,wdoapcet axel

1 D0/

—was—f-orfotated— M7 EOH-3%Pptysor Itdl renc%%\ﬁa BBIU and
was dos®d weekl ___int Qvenous y Tr 3F

| asted for 3-4 weeks. The georretri c | addigyith aed?P!wi dt h
of the gtunmor was msaSLgred thrae ti m%dma@am usi ng

an—eteet+ronte—edtper—Tunor—vptunme—was_25 T utated
as a prdoduct of |0 4 x Mength ¥ (WdtH @WW Pﬁi@‘%pe_
reported as nean SEM 2t end |of st u@ﬁd@wyaudﬁﬁ’irs and
Thé, SRRy, "WeloacavaeCt ed, wei ghed and col [ ected for
anal ysis. Plasma was collected for analysis of drug
concentration. Results are shown in _Tables 1-3. TabI e
5 1. Pot erlé§e anePSEEESHiARY §f dgF=tsg TR BipTaPoyne L pped
Enzymat [ c AgréatarathumMact@nMW MR@@W%WW@%WW yl ati on,
HESO—niv)a : 10 ~VEGFRTL (FITspl) 6.5
1. Spoe R- @’%%m 0.129 P R—(31325 c-Kit
g/ 1 l:n 218 29 by sl
prolifoerati on assay®;, neasured in &he presence ot 2. 3%
al bunph by IH1B; ndy Not determned. Qher enzyme

S€Ef eeneu bat—jwere—above 11 IV’\ t—for é‘\l catcoati O are
cMet, 9 CK, c-lSrc EAX_ Pyke  IRI.° BTK  QDK1,

CDK4. 1PKA. PHC, PLKtand Chk{l. WD 2004/ 087152 "0
PCTTTEB20047 000867 »d9 Table 2. St4de desjgn forothe
o ou,u docet|xet |61 The
A- VB- 231 hulman br &8st cancer nodel . Conbound-

(0

GOt

(rmg/ kg) a Doceft axel b Dose Sel ecti ond Rati onpl e 2500

EDO0 ,p O EDSD 1 O how dosk 12 0
5 10 10 2
( 10 2
5 0
1 0

'po, bid, daily; ° iv, once/week
The combination groups demonstrate the increased incidences of complete and partial
tumor regression. Tumor growth rate was reduced to a greater degree when the agents were
10 combined. The combination treatment was equally well tolerated than the single agents alone.
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0 20 70% MID for nmouse O 10 calc. equiv. human MID O
2 low dose 25 20 tolerance and DDI 5 10 additivity

w@re40RI1525 2 additivity and DDl 1 10 additi vPCT/IE0EH/000867

DDI 1 2 additivity and DDI  a po, bid, daily; iv,

once/ week 5 Table 3. Conbination therapy of docet axel

and Conpound 1 produced grgqa_\ter anti-tunor activity

i n MDA- MB-231 xenograft nodel. Conpound 1 Docetaxel b
PR'" CR:* (ng/kg)aTTOOOO 25030 5030 1
000 02040 O 10 6 Cexatp220 O 25 20 12 O 5 10

10 27hel anonanZ o Brotuid) 1.06- [21(rr%th9cé?nanf’aylfbﬁeny@dn‘ényug@ b Apyricin-2-y)

once/ wee mbi nati on gro
olrFIBiEelE Wes SATIBREEE MG oree Lol Wy B ers , THE patints
(t3gupie B feprale) Weretseatagirusing the certunbef farpidait indin ol dpsageetablelform,

OQQW[?& d@?d’ﬂle&ﬁhe @l@é’\be‘ie YEHs eakh. ¢I@ﬂbbé’(ﬁdumoﬂaﬁgnoses were breast

(ﬁﬁ a yéci ﬁgg rena % %g Tgoﬁ Sd\@lqsgg% ﬁ%%%«%&m Jc%gtgtw%re mehasured by
"@WF%E@E@P%@B’SW maspepeptsomAil (LC-MSHR). BlaAsatRIES were taken on day
16 of thaityale 2t times of % hour, 1 hour, 2 hours, 4 hours, 8 hours and 12 hours from the time of
agr-n{n% Al hyI car bam)yl ) phenyl suI fanyl ]-3-E-[2-(pyridin-
- t ered In v

dosesgha"aa st el O s 3P PR BF SOV P b Tuiis vere
nptifesterelniess qmmlaml@)edméh%nmwgmre@rqmw?vg atetee eogffigieny atvariation
eRbreds@d BBl A péredntag@n 1RTtRd TEMS TG, ist MBI redxinfudl BhseledBiodd plasma

cgncentra%mn(%? tﬁg cgrg;gpuﬁd ogé%u?a 1WP?U§ (@§4§ qéfw ‘%%nr' ﬁl]_g%load plasma

ce@}entra‘tl% anpd Tealig th? 53 f~||fq Wte(wyedafw %tchpécpntre versus time plot. The
eRiharpatale with tAKC indiedtes thee nenbeeafatients frywhohi p[qianntécoklnetlc data were
Sidhedqrat ogr aphy-tandem nmass spectronetry (LG MS/M5).
Bl ood sanpl es were taken ogab%ady 15 of the cycle at

our s,

times of 'f hour, 1 hour 4 hours, 8 hours
AR oHr s Logmyt he i me Of AUC (0-24) Tin
Amount # patients with PK (ng/mL) (ng-hr/mL) (hr)

5 mg BID 6/ 27.1 (36) 257 (39) 2.2 (16)
5 mg BID fasted 8/6 54.5 (48) 311 (76) 2.7 (39)
15 mg QD 6/6 78.6 (54) 797 (96) 3.5 (46)
20 mg BID 413 129.4 (88) 1524 (87) 3.1 (51)

In addition, patients in the first cohort (n = 6) received individualized doses ranging from 10
mg QD to 30 mg BID (PK not shown). Plasma exposures were higher (about 49%) and intra-
patient variability was reduced, in the fasted versus fed state. The maximum folerated dose (MTD)
at the present time has been determined to be 5 mg BID fasted. Dose-limiting toxicities (DLTs) at
doses greater than the MTD were hypertension (HTN), seizure, elevated liver function tests,
pancreatitis, apnea and stomatitis. In addition, 2 responding patients with NSCLC had fatal
hemoptysis, one 3 weeks after stopping the compound treatment. Non-dose-limiting proteinuria
was also observed. At doses less than or equal to the MTD, the DLT was limited to grade 2
stomatitis in 1 patient. Non-dose-limiting HTN was observed in 7/14 patients and was managed by
conventional hypertensive medications. Two durable partial responses by RECIST criteria were
observed (in renal call and adenoid cystic tumor of the maxillary sinus) and stable disease lasting
greater than or equal to 4 month (range 4-13+ months) in § patients of this heavily pretreated
population. Using dceMRI, preliminary analysis of 21 patients was performed to measure vascular
effected induced by the compound of formula 1 at baseline, and on days 2, 28 and 56. The
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adm ni stration. 10 Pharnmacokinetic results (day 15
nmean val ues) are shown in Table 4. The patients were

wWooa0408852d unl ess ot herw se i ndi cated. The nuPEGBIB0041000867

parent heses are the coefficient of variation

expressed as a percentage. In the Table, Crax is the
maxi mum observed bl ood pl as concentration of the
conpound of formula 1, AUC{0-24) is the 24-hour AUC

bl ood plasma concentration, and T1/2 is the half-life
paserfkaje ehamgél @chdan &IF° 4P.6. OTvite I8 Bebt, DAN Buaile LIS Evelimochp Edtenderson,

MT? %n%?p ) TR %rgsoﬂ af | L@@tﬁsA Vihdyh (f) K. podekr GRE €Soril DET)ReIrR.m.
SR R O bbb Sytjos ot

Dﬁwsab(e(jllr@:qay Stamqle;zdlzemgmtles#nq)gxnpb@\qt@uwlphMﬂan(ﬁqagqrﬁﬂge Imaging,
10:288383217igbo) Eﬁd)lnlﬁ_al £8a b thd ®ntdabt idtelshPX timdd dur{eIPNUCPwas computed

f%%ggh in [Ilg'lf) 5 f%{?& E% r§{7 g‘;ér?l%rg/ &ng%e%i%@gg%eﬂgegas(g?é% er than
ozw:qyal > "/glde(cgegie in Baés&hn(e 87‘?m§er]yale§lt? a3y ¢ Aqds {dia)bﬁ mgcreases in tumor
vpstibemrsmnsen(gtehter tham grtequad lkoFo% desreasetin KB il VAdIE) were observed in
6118 Gl halid L&Egﬁeﬁﬁdanquéﬁ defnﬂfﬁ&lrafég af gréarer $8n orZdudeh 4083 deRredd? in both

}{L&lﬁ%ﬁ ueg taéchnlﬁ\?l}m s%ues ﬂl"?(%ma%a%x%&% ur%a% s%’i’ewgre h&t%ba“ﬂable This

at Ient varia
examRicehgws that theheormoawdeef ferapia dds 4 bigh¥sachecagent e mARTRsee oy clncal

réspbrike ahesbud @m@dor (WURX chagest he present time has been
determned to be 5 ng BID fasted. Dose-limting

toxicities (DLTs) at doswter than the MID were
hypertensi on (HTN), seizu vated i ver function
t est §pllowpanet satiiideton ohp A mgdme batetkawbsetdf §-CHaheled compound of

f@]’FAiIQI'at*I’ RNintact &%ﬁ@@l‘:’h@bd’ﬂl&:lﬂ&i bRBIE oW, tekteMRELfetdbdRbml Rdsabbserved.

‘”@E?%%PX ﬁ@wayadgcggﬁl\e egﬁsﬁﬁta t er ozltoﬁglr qgcuron%at%ﬁn%&gé}%ﬂon

ao@)wmwon Mlov@@swselth@swlfqtlhraﬁr ehuc@vﬁ}@n tFigUtend sires, th pigentified
hdigboM&sS Ini pshn@dMi D (91 eeiRicPis thd o tretabditel detettaplat ilentne, M5 (a

J\ﬁﬁdlﬁé%&w@ dolalg tHéTrh\égnve t—%QlﬁeerVr%qnéjé} bﬁué&‘ﬂne%éme%ﬁﬁcﬁwe M8 (2

nti ona
e BRI DL O e Y oo HRERIL epacigkacm
Cri t Exdrgtioppatterns (f)jgs&i-'dgdec( liagjiogetivita In beadld doaﬁfgllq;@mg@@irgle oral dose
o@)ﬁ%bbrﬁpdjmre Ahildr e mBBdrd lidddies ShitAWsdoa@fiEh sérabd Srimarily via feces.

n?%ag recove&ealgr lnta& n%ages %%%g»% |F| %&é@s Ei 5%%%?'%4@0%04?\5\%'@}?Eol'}ecovenes

9 ﬁ@@‘?% idecsq ancb%% |n&{rlp%fﬁr infggl *fqrﬂjleac @muct c5qrg\a¥eﬁmzf rdggs excrated a
raigiavkly Sinall Cfactdh  atadiesntivly wa$ile €8.3% rremdery)o vitle sdditional  radioactivity
rgéb%‘]’ H fec@sf Q@Q’%?ddnﬂ N ed 3@ t'h% Qdﬁm@&l R&laiOff JrRsrnsha@ biliary

rg@myvd%%'irg i)r]%,élﬁgtl Fﬁﬁ@%ﬂ‘? 8%8%199%@ ztﬁlaq ag?rgmm %]‘b égf hof aamlnlstered
redioativdinurdementgagipingstingigbgagptios, Thgrtptgl mepn [ecovaiRsn @l&,samples were
gb.4ks arfdveelelohintadt. made RAke fem@Bs, red}ibdﬁvelﬂ(ﬁﬂpm 6%-foBbild/duct-cannulated
Jggfés.rﬁlpﬁetal;ghte g%ﬁmw%&{ﬁg lu C}g‘t o]*r \Mre feﬂ‘Erlﬁ%E usnr% lﬁbLC%Qlﬁpﬁed in-line

I'SS I'matin

Pl g B4 Opipeth (HFANNTE U5 ReASp Y IPAEBH ) (P Bl AmgpPher
pvEsure khemicaDbiifatiabiP @) sbuaesan posBreadegativezeddie Quant i t i es

and Synbol s, Journal of Magnetic Resonance |naging, 5

10: 223- 232 (1999)) and initi aI rea under the contrast
intensity X time curve (I%p—vé:\s conputed for each

i ndexTheg .«prmou:qq'pf formulaq1 yj‘ggrg?ﬁgte}dmvy me;qbqllgﬁmcq,bg\@a foligwing single
SrEISRATINRG bR of 4RI [1“0R6beRE cBMPALE! AlIBRDercéritage Bl @hchbityed @ty was
Ego%r% il by RPREL! 1 LRATH Bhoc' Al Bhask rﬁgyboa? s hGHbEserved.

reases 1 n response 8 ia? o and
taaﬂsferrnawwathww inslyded pRYgpRRE(MopR- Rf dig, gé‘('ﬁ‘éiml‘%tkﬁ') HRopyestio
alygemation doliowed by either glucuronidation or glucosylation. The metabolites identified are
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6/ 18 eval uabl e patients, and 11/18 denonstrated a

greater than or equal to 40% decrease in both 10
waeeoasns7iand | AUC. Due to technical issues w t hP€TEB2004/000867

scans, 3/21 image sets were not eval uable. This

exanpl e shows that the conpound of fornmula 1 is a

highly active agent as manijested by clinical

response and acute tunor vascul ar changes. Exanple 3

15 Followi ng oral administration of a 30 ng free

stas dnl Kigurel s & pidsmp JubCljangealisislgenid &0 BrfanuYrekidst repreganted it tvo major
chribohHtACH7 4 gl@édrcﬁndg)%ﬁreé‘eﬁi@ﬂ] tHeah@€ siBAREA Onet®Bifls in both urine and

ext ensi ve nmetaboli smwas observed. Biotransformation
eﬁ% hways incl uded oxygenation (nmono- or di-),

gl ucUireomaiersy PfdnC]-@r iype dadjqagiivitiomas regavered ityigen A4lpwpg a single oral
a&@h.btmmdoftsxo n&y ﬁé&ﬁbéseﬂdgldﬁﬁbtdf gfc1as-0 tH786 DIt -0 Mmice i iethen = 2)

ro%ngg\% Eﬂa%m af@s*se) mﬁ&motsfaése et &'@@nﬁ?ece%% 12.7% in

uurpq T 4! Ao GyABPHY] SQRARR PPN {2 o T cpffscovered
witeif @4 hovet m:btdbset Radidgetivityrpipiting @yid| siragture pheragigtitaliqneof metabolites was
hé&ﬂ@nnk{&cmm Weihk@se) and ML2. The chenmi cal

et .
stru ?nt aud[‘l?ortt)c() tﬁehrﬁetgg%lltgsr %h];\ﬁr? @llﬁgpgg qbaﬁéla o?h(fggno(lvﬁ %ltarﬂaites include

unkn terns
ﬂii%t"@d‘é%*i“@‘ﬂ'Vetahﬁ’“E?éB@’I’"é" ol owi ng a single oral
dose of the conpound were simlar ObQr NMal es and
females, with radioactivith excreted pr| marily via
feces. Mean recoveries fm
feces and 5.3%in
80.9% in feces and 7.
Bi | e duct - cannul ateeN nmal e dogs excreted a rel atlvely
smal | fraction of radioactivity in bile (8.3%

recovery), wth additional radi oact i vi ty recovered in
feces (52.7% and urine (11.3% . The conbined total of
urinary and biliary radi gespeity frombile

duct - ﬁ@gqeués%t gﬂ %Q%seat@gﬁéésanﬁgh%oam&,&sgag&gw R using

of ad ster rad |oacD§|V|t

RGOSR 520 T RPN, werp AT (o ol S P B P and
ther aglolintsefrmpdsests e rsevest) ﬁslx!s Hothen dse . BIton overe ruaktified manually.

ﬁ@dl&%eﬁ&%irétMEﬁ% Blmﬁuﬁl%héﬁéﬁ bi/the adhboli & Yorh@s 1 drl2@o 3 weeks
r§¥%ﬁ%‘§’% rP]Lgm ofebq d vesse% |n tréé’iéd tﬂﬁ%r@ %ﬁed d} gon%ral%& Mglt{g@ c&\ﬂg tumors.

UCI at 1 on

ThérrsreaRs of migayesse\jERsHy ?@H‘ﬁ? ”HDN?SCP@?%Y?P‘ @Fmis(a@ MRRANO T sed,
iMRidGhe Al oMVt dnd el2enttr gpn aylivér&Siontramaly artars Spheic iAzet pump
iR Eh%iﬁé‘ bt HEHI, Ctl‘?é comB&lng aitfbrmﬂla (1ARSaLded %Q%F\I%ﬁt drdWth |nh|b|t|on Data
ositive or ne%a I ve npde. ﬁﬁ@ﬂ@ t . ﬁ %— d, o ihis
Em f eipeien igoiatediirt Mg Rt té‘?i‘g’l e e §rﬁ ' R® Epreyee o
¢lss @f Bgdnt Dvihe1 gl mnddl @as B3°%a1 Atplasnre enceatrdtions 2sf loy [ae 55417 ng/mlL
({N]—4§] gob PR K FhuFTRAY RRpitich v&a@%l@@é@ eTHisA@RcehiratibM @ AAdesi Ql‘i&ted as

‘F blglﬂ%gajy fctlé%&onﬁwgglgn %A%Ee?h ax(aan'(\:uemS It;ré)v@rtg gwgﬁmgr?\gés as¥omated
Bihot plasmsf coneratrétiom o2t hivgial- GNr‘Fo'i) ud é'é conegietingtwes fegignsige as the
anm@l efioaciBlisUdeHdeRtt iR {MED), Ingl sitlﬁ:l@ijbbhﬁt?l)%l’bf g0 prdfuced by continuous

r% ﬂf,gt%}gé %JTQ\%QSSI&Y %tgci 'ﬂwegn éj(ﬁ%)oalﬁﬁﬁdﬁ%@‘;vhereas in the

5000 P13 CpaTPBOIATB USSP BI0 S5 IEHIEY R 0t P arow
hh]bltﬁinammi Thesecbsultgeidgest o artituthoMifcag)cawerNi G ralesip! is driven by trough

£ Qé'n@&%maﬁdjthsth@mtcm dBRInQdus IWIBREARATHS of thd/cofnBound may be sufficient
ucuroni d nted the nost significant

°§B‘iﬁrﬁ"l§" ?{'t'ﬁg'f’re [(*¥ne and feces. The mpjority of
( 14C] Theegompeund raf doreele t1i wast §ifisgeiausr asc @ \BBla (POPH i deelyiman breast
EQbioY RGhograim@bie MOAMB-235. adinbrpSktbat boan Officed By with the
free base/ kg dose of [14C] AG 013736 to nale CD-1
mce.' Mean (n = 2) recoveries of the radioactivity
(% of dose) at 48 hours postdose were 65.8% in feces
and 12. 7% in wurine. The rate of elimnation of
radi oactivity in excreta was rapid with -72% of the
dose recovered
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wi thin 24 hours postdose. Radioactivity profiling and
structure characterization of netabolites was
w@eooiosTezl usi ng LC- RAM M5 net hods. 10 | n addi PCDIB206GL/000867
the netabolites shown in Figures | and 2, other known
nmetabolites include the active des-nethyl netabolite
shown in formula la. O N2 _HNNI j S1 j iNla 15
Exanpl e 5 Angi ogenesi s was “ZRssessed by neasuring tunor
m crovessel density (MD) using imrunohi stochem stry.
cdmb@a&ifn of tHEEImMpdQitoF PMSula/NEINE dSdefiid @cthif mbdey, @pestihinary stfidydrenaive

l{&g n{(grwa(s\’%or?cﬁlct@?% de‘eﬂﬁm@ﬂg léﬁéct gif poYe%ﬁa?% u? # ! e@&é(&&%l on PK and

manua
kel SEST R NS RIsERIon HLAS OPe) TES JRIHPH Sk BT MR 1 Yo
deceagoinngbdy fwelghir (1%laad 111%oresctivelyScampeied VD qorithliwesl idetiified in
dd’&b‘t%ﬁfrea@d AR N¥eFRRh& uH Boo‘y M}%i@ﬁt%stnm B&w&)ﬁ afih¥s treated with

d%ﬁtg%) 2@'8% gndt Ggﬁ’?swfeﬂqg? lGCgTilbll’FF fion acff doce%taxve\;la %ndOE S-@:y%gnaogf formula
1 E8mudkg/day for t 16 glays; ﬁ@ﬁewg)cqj@@tjadmmlﬁ@p%fjlﬁgmf ftect the, AUC of the

coipadnd, of amuwﬁ rmbreas\/‘bgap vé?l@sl of CET! 3Tk keQULRH \tighifi@ntRIin the

TRt Skt SraBHT Py 4 Sshgng SR o ' 6 o

i nhi stelpgim examigetion q‘flseieﬁt%i tispygeliver. k'ﬁ'a%dle@a spigeqy stopach, small
akiRXgéNNtEsind s arigs, Qwkrami, jaiat) Bdveala@imot tigét otgan effertsait ice wreated with

th@éor%wuﬁd oS Sas sﬁ_&eﬂ;{am npthlsl'éﬁjdg L@hérﬁgserllotéﬁq§ dgd%%(el-ﬁéated

['ashma concentrations as | ow as g 3 I?%i h
me%cw#e%wwmwglabmcwsas AT BINMa P W&%b% a9 gyPogeiigity. The
cantired réatatnt ohthevesndersi of forhdal1 sl dotétaxebdid ha gkaserbity the effect of

d@c@ ké( ©n GRNERRE hat énoﬂcréﬁe@)nten;{'\}%f Ebgr(é BT HYPoSHI @XMy was noted
biti on was as S cl at

UMy TR A TR En i BB BT RO QloGaee onohdiBE o
adhiiion, grane elareosy héneorrthaden ivpsalobssfvedl dalcombigatiebitestast Findiprikely 2
séMeley-efrbdd ofineSihdishibe DiRBNERY ofﬁgb%enﬁlarmp produced by

\(I:MOPtheg %gﬁ%&% ofli?{f ulg I’i agdlgocetta je?w%%@ﬁﬁ% f%lcgﬁsﬁ%&séﬁé?\gin the

sane
MRy 2 H AU 2 f)e mponz@of PPzl 2laps @5 SPOIEINS ORGP aiven
fdr BWebHsP fbsiliad & dbESdepBntiertadmay G@Wih nhibitidhi Dbdetael alohdIIV, weekly) at
2?%1%5'?0 rﬁ%ﬁq‘”bﬁiﬁ n%%@t vJaQ%rso %ﬁ'@éc‘ouyorlt Shobdr&fY%t REEMiGH be a

e ke e TR
waa I‘m@mdemwyemmlnlh@ the ingamts at baih {he bidyersd middds dagks. The incidences
ok M&@stﬁf(id%:@@?% rgd@ctnc;ﬁ"ﬁl t&frﬂﬁﬁi@é} Rld edmpl=®y B3podeelin M Righ- and

i 5o el Sl b b8 MARP BBl CR Hanicuat sgon

2o atdhp w|de%?éy Dug tewlt% QEOHP% 20€ NS0T B e o fre sy, tis s
i ddriRBRAMAIRY) O Eompalind GradTALI alwae eibbletatee abaﬂrtpwn dheyé was a

J /O % E?J/l gec%neagfdthg ggﬁ%g%hy tvg e *H the wetjose @c%nw il ldnr@ r&@F (25 mglkg

0
qoweoueﬁ f‘ieas'ﬁI %Qrm%'@t g9setreaD %ﬁeu&edthu@ dos 8F et ?hSWgtﬁ%ﬁperé agent,
campared withexl afix dthet yrougso IPhamkevgindtly apalysisidempnstigtedihatdiie AUL values

oQEhe?bnga/ng G ig%%t AR n Qﬁ&te@%f th!‘?l%gerfc@ bf dBcMB@K But values of Crax
decrease | n %&y V\{?e ?""\kﬁé % and /$ clr Qﬁect vgurpé)of formula

AR TR (= TRGRIoT SEEY PRt G The con

taoegexel -t reat ed ani nals. No di fference i n body

\NEI gb\htl Waor BftRd op%EVh%%Bodﬁ@'omUrrﬁul& MeiRtceMbiMdtibh with docetaxel was

axel t h f
lavgat@?tg& gll th%Llud’]PﬂtgepC hrcreg_g_ée ap%el ISe Pghlhﬁflgtgmé Q&glja?ep R the reported
MTD (30 mg/kg weekly dose, iv) little tumor growth delay (TGD) was seen with the cytotoxic agent

(TGD = 3.2 days). All mice were euthanized within 28 days of experiment due to large primary
tumors. In contrast, single agent compound of formula 1 generated dose-dependent and
statistically significant TGD (13.4 days at 10 mg/kg and 15.4 days at 30 mg/kg, PO, BID).
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1 (30 ng/ kg/day for 16 days; PO . Docetaxe

admnistration did not affect the AUC of the conpound
wotookosTet a 1, whereas Cmax val ues of AG 01373BCTuEB2604/000867

reduced significantly in the conbination groups

conpared with the conpound of formula I alone. 10

Hi st ol ogi ¢ exam nati on of | ected tissues (liver,

ki dneys, heart, spleen, stomach, small and |arge

i nt esti nes, ovaries, st er num JOInt) reveal ed no
Hdwevagehe agegicmlyeibhyged] it didn'trsiop ométastasisdalthedundn THel¥&D (20.4 days) of

th& RGPILE gonm(lnafl&rdf&hb Sul no@ﬁle RwHoSdofbASRA E;roh;f‘(ﬁsb' =51 5%tde\§is\f -was

st%@tg?lgl gﬁfer]agtlfrlo[ncelﬁﬂeépfqﬁ sin i_()esalg%ntts:,jl %eg]l-d O%ﬁe Pd pe Olégf BesP]ectlvely)
Mere aniygls Wﬁbf@éf#hle‘éwkﬂﬁcp\tef“d i in teeoliighy %%CW@QPWWFP Bt nptathe
low Q6§ QdiMBindlibn HRUIUInaohcliLabA l@mtamibmdﬁod tifeEepy @KiAE esndt®l of

fanl?ﬁ% FJnG%géelta%%l ecglé g\@r‘é@g@%ﬁa’r d&%r prme fam¥r gr ﬂ Frﬂﬂnetastasns than

i NCrease %y one Wé oce arit
et tMOROthrARY FIoRR PutitdorRiiPbesitin a ORPERICHE s gi ven t he

C o e stlidy Bisirfgathenid V522 Tungho e tieh Hehonsicateui tied & isogle d4ilp (QD) 60 mglkg
P@d6Hetdr %’corh&ﬂxﬁd Uﬂemw hegméor.h @g;ﬁmwmemaﬁw raﬁ#b.hcm effect as did

conbi pat| o e | M
SRS, 515 et . e aden e ey et R GBI TG P parpryprmised
wheh gosed I‘?@O@Wdat 8% mplsg feup eenpecdlive daisddlipwisadly 2desing holidess. pwgpared
WIthﬁe &%f i PO BIYusiyIRSSIR tbsel dandehieatior? @ NA3)VEhasd kedulis@pgest that

in %D% noncllnl ?un%? gBQéII rhdm ﬁqt b% gtgsqglle?o éY(ea%\Q E‘cﬁnsp&ﬁr@ of %rmlﬁglfjm?h either

Oa gscerigeipiery éP&mgtseff?sv"ng Ars\RxpeECt t AFNiSVE F*@iﬁ'ca%s@@f*}fk@ﬂcacv
al onme @indint vidieneloyfecaptor inAibiticawratd ddhcergratiogs oftthet compdung of formula 1

reﬁ?r/ ﬁgc e %hﬁ’@m@rf & c%év:fn QheSmvide RRQEA Rshet \b@& i B aﬁed The

eneficla eutic. inte n bei we
Wﬁwﬁw‘ PR SR S B BRALSTARD 2o et e above
thw&ﬁson(b me/mby veke necesshiry riercor il emfigunton effieage nﬁsmmmurb@f A-houn glaily
4}5&!?’3 ANk Qb RnARSES > 4b8 o] \9&%@@53&? iCdrad? 36 Lérithe a 20%

tuwghérg@?l Iél?i’?%i&)éor%teg} p%ﬁaéeigﬂ%cﬁ g(ﬁ!a Qhrﬁ#ﬁn@l dédc' Boé v)glrrarg addiiional
eficanh i Thateivan agimier bagy weightllo$s "gw@a'ttbﬁr BiPioa the (JpPcaseap] hothtweee under
59r @Mﬁsgl\%f'n tHeipbropriiteados@gHline obdxpbRredthe IdDEreGirAEEMSIARES effective

ted groups and relatively short tine frarre
q£¥ ?Prmg?%% this is not a definitive finding

o RS PBTHRANT! RSB FIPORET tir U S e o aggerseis
arkifu@toe effieety dy )/ edngpoiid defoimulaet ef corhearaly eithageuldyosiyiodic dosing.

D&Eﬁg *BE tﬂg pdhﬁsg o '1@*319%8&0&@59% Q%ﬁaﬁpa\ﬂfagy BysteAmtid Blpbslirs38F 30

|
TGOS ML BT ARt BTG gi=in0 tep S P b, ppces
pledven @nreiratignsoaf e, coPheunthatioliuiset shsvaapraiesies ECu , could only generate

ttﬂ‘%ﬁ@ﬂ)\ﬂhr é’élé?yd fhat anhﬁoMstéﬁ\alaME&poﬁfre b e CRAPEUAR Bbf Armula 1

a?]ogergﬂgig Imorao?jffctlvea#wﬁngée gCt oral c}osm% ?lmgne ﬂ?rgat%{; the tumor.
si gnivftiteraartefiigacy Af theeompeing pfrfamuaﬁ U§ing aipistepmitRnEdosig RpimAn was
akO SusIMasRshtRdnt §rotpIer as FollewsD felly Gdisiid Rehichh intdfhittent wERBIE, daily

dgsfezo:f] 9@ m%/ké) E‘Bllsghsnd a%mngthnt%Esef& r:%mHgﬁ(g Th@ln@mnp@ogﬁ]& %]_tr[l\edule

I nvest | el

wes & folawe Cycle- 1h<P@\ﬁ|1§ “r8si ©p 59%?“ e Dd’éﬁ% é% a%%r d°SA19 "thé‘"d Cycle 2
(Dayp29 + 38~ ddsthPor{ 3@ Dagy K Meaksing offy Seosing startddiviher the avgrage tumor
98 QXM Ao Qﬁlméﬂ werk@kn NEB157ESMONBIDN duaRI GHEFONAR 6l sfgniB@Bitifference

bétgg,eg tt(’ﬁ mtgg( rgelny arpé d?ﬂb‘l (?ID 58[3%8 \Mﬁ Eh% CSMLIHDa?Qj iﬁ'%gm rg@ngh l‘?eﬁwg more

effestiter 'B@P"er@ml growthagdgiant Feotip &ﬁﬁ‘ﬂ'“ﬁf‘y f’%ﬁeﬁl‘ff“& g1oug, e‘l"\'(‘i‘?ratr ggined

nEk@Lgrel@p enel @iin 3 diaybOaftet duising a stbppgd.s Howdvér, tanat grdi@inhibition
4 days at 10 ng/ kg and 15.4 days at 30 ng/ kg, PO

Bl D). WO 2004/ 087152 PCT/ | B2004/ 000867 -24 However,

the agent only del ayed, but didn't stop, netastasis to

the lung. The TG (20.4 days) of the high dose

conbi nation group, but not the | ow dose conbi nati on

group (TGD = 15.2 days), was statistically different

from elther of the SI ngl e agents alone (P = 0.0079 and

~ o~

o g,



More animals (3/10) reached objective end point in the

hi gh dose conbi nati on group, but not in the 5 | ow dose
W@ ooviosEs: on group. I n conclusion, high dose PCT/B2004/000867

conmbi nation therapy of the conpound of fornula |I and

docet axel can generate greater delay of primary tunor

grow h and netastasis than __either nonotherapy al one,

but it does not result in gsbonplete cure. One study

usi ng the MW522 tunor nodel denonstrated that a single
reSlidd WithifRdaB@ o iig/Jygle-2 BE3ird0 2e expfecttd) @o eaprgagioinwhsaken in any of the
or rmula | resulted in a simlar tunor growth

Irnhi bition effect as did_10 30 /kg PO, BID (p =

0. 15y ¥ EYRAIaN b baRR LSRR Bt Frieensy i Penlt e
ethimdibents,dimgse siied édthenirewill thoconide 1@, vaBitibhsznd BQdifrgfidag meyhbe Bade
thFcREHSBGIAE bXRridlentstion Bld favBek dpshe ZnvEkiSH. NBhub Chd iFWRYifon is intended not

BB Pt celd el SRS, b bR iip e

equiyale’is-s nonclinical tunor nodel, it might be possible
to give the conpound of formula | with either QD or
certain interimdosing scheduling and expect to
achi eve significant antitunor efficacy. 15 The anount
of time of receptor inhibition and concentrations of
t he conpound of fornmula | required to produce
anti-tunor efficacy in the W522 xenograft nodel were
i nvestigated. The results showed that with PO dosi ng
(QD or BID), an approxi mately 24-hour daily exposure
above the EC50 (5 ng/nL) was necessary for a > 50%
antitunmor efficacy. A mninmmof 4-hour daily
exposure at plasnma concentration of ? 40-60 ng/nL was
necessary in order to achieve a 90% 20 tunor growh
i nhibition. An exposure beyond the above threshold did
not warrant additional efficacy. There was a simlar
body weight loss in either the BID or the QD group;
both were under 5% Thus, given the appropriate dose
and tinme of exposure, the QD reginen nmay be as
effective as the BID reginmen. It was al so
denonstrated that continuous exposure via the Al zet
punps generated greater 25 antitunor efficacy by the
conpound of fornmula | as conpared with regul ar
periodi ¢ dosing. Delivery by the punps at 10 ng/nL
produced a constant average systenmatic exposure of 30
ng/ m., which resulted in tunor stasis. In contrast,
saturating doses (PO BID), which yielded plasm
concentrations of the conmpound of forrmula 1 above
projected EC90 , could only generate tunor growth
del ay. Thus, continuous systematic exposure of the
conpound of fornmula 1 30 appeared to be nore
effective than the twice daily oral dosing reginen in
treating the tunor. Anti-tunor efficacy of the
conmpound of forrmula | using an intermttent dosing
regi men was al so studied. The treatnent groups were
as follows: daily dosing vehicle, intermttent
vehicle, daily dose of 30 ng/kg (BID), and an
intermttent dose of 30 ng/kg. The intermttent dosing
schedule was as follows: Cycle-1 (Days 12 - 18 -
dosi ng on and Days 19 - 28 - dosing off), and Cycle 2
35 (Days 29 - 36 - dosing on and Days 37 - 44 - dosing
of f). Dosing started when the average tunor size was
250 mmB; all were given AG 013736 (PO, BID). Overall,
there was a significant difference between the
intermttent and daily BID dosing, with the continual,
dai ly dosing reginmen being nore effective in
generating growth delay. For the intermttently dosed
drug group, tunors regained normal growh rate within
3-4 days after dosing was stopped. However, tunor
growth i nhibition W 2004/087152 PCT/ | B2004/ 000867

N 1 CEE L ~ I " ~ 1 ~ N - -



groups. Wile the invention has been illustrated by
reference to specific and preferred enbodi nents,
wo bwgoesERt | | ed in the art will recognize that PCT/IB2004/000867
variations and nodifications may be made 5 through
routi ne experinentation and practice of the invention.
Thus, the invention is intended not to be limted by
t he foregoing description,'gﬁt to be defined by the
appended clainms and their equival ents. WO 2004/ 087152
W dikilB2004/ 000867 -26- We Claim 1. A dosage form for
adn1 Istr 0 LS
'? ou/ﬁ l)s%? ?o?m Q‘or%mﬁﬁi r?_lmli % ?\l%ﬁﬁ%? tIISe &oﬁl%%ofgln{ lf\l&dpggng a

Cﬂh%ﬂﬁh&éﬂ?W%ﬁlly acceptabl e salt or solvate thereof,
or a mxture thereof, in an anmount effective to
provi de a 24-hour AUC bl ogd pl asn® B, of from25 to
4500 ng-hr/mL of the conpgund ofg f rmula | or active
nmet abol i tes thereof, afﬂpr n| tion to the
manmmal . 10 2. Th f m 1, wherein the
24- hour AUC bl odp p asma value is from 100 to 800
ng-hr/nmL. 3. The age formof claiml1, wherein the

5 dosage formis an oral dosage fornl 15 4. A dosage

formco r|S|n nd .of
APl Sotee ol D RRS y¥leol b harl Sl atblys fecive
16 hevideod 24-taur aUﬁl biood plesracheaiug of from r25 énﬁ@f%@aﬁvmbf’f the eafpound of
i8hmaila 110Pacti® A@aboites tﬁereoﬂéﬂer@@ﬁﬁ@@hﬁrﬂb%e@ﬁanﬁhaﬁl m 4,
wherein the anpunt is from2 to 10 ng. 6. The dosage
formof claim4, whefé n the dosage formis an o

10 dosade f oFfidosageform&f slain ophegn the gﬁ*ﬁquh‘@u%fﬁ'ﬂ@rﬂlﬁéma &@lyq is from
90 @dobndgmma. mamal , the nmet hod conpri sing
adm nistering to the mamml the dosage forn1of any of
clains 1-6. 8. The nethoda& I%% ;
dosade f of i 4°82¢5 W QT 4R/ e@l”éhel sag@(ffm@ d aﬂ?éa St fod ™
of claim7 or 8, wherein the dosage formis

15 adm ni st ene@dsAt oan ENRAGR 2 bMEAHERGYmAE 1:at | east once
per day. WD 2004/ 087152 PCT/|82004/0q9867 -27

a pharmaceutically acceptable salt or solvate thereof, or a mixture thereof, in an amount of from 0.5

to 30 mg.
20
5. The dosage form of claim 4, wherein the amount is from 2 to 10 mg.
6. The dosage form of claim 4, wherein the dosage form is an oral dosage form.
25 7. A method of treating abnormal cell growth in a mammal, the method comprising
administering to the mammal the dosage form of any of claims 1-6.
8. The method of claim 7, wherein the dosage form is administered orally.
30 9. The method of claim 7 or 8, wherein the dosage form is administered at a dosage

frequency of at least once per day.
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10. The nmethod of claim7 or 8, wherein the dosage
formis adm nistered at a dosage frequency of at

wo e@gstist ce per day. 5 11. The method of any pET/tH2004080867

7-10, wherein the mammal fasts for at |least two hours
prior to the step of adm nistering, at |east two hours
after the step of admnisteging, or at least two
hours both prior to and after the step of

adm ni stering. 12. The nethod of any of clains 7-11,
wherein the abnormal cell growth is cancer. 10 13.

The yget hoghe Afetrioh 8f it 2 or SRS theldB&ig6 AR & adiihistfdEh Bbage

from Ign% %%\r,]cer bone cancer, pancreatic cancer,
frequeney QLE! east WiceReEdaY ot t he head or neck, cutaneous or

i ntraocul ar nel anoma, uterine cancer, ovarian cancer,

rect @d. cameariethodan sy ofcdairhshB-1@ (wWhkreineti MMM fasBLEd at least two
@GRl o the%gggpam&w, ahéa%%g, hGRGEF the aambmmae@tg, drBfeast
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15. The method of claim 14, wherein the anti-tumor agent is docetaxel.



