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cancer and other disease.

[0005] Provided is at least one chemical entity chosen from compounds of Formula 1



O RR NN_l I RBR4 (Formula 1) and
phar maceutically acceptable salts, solvates, crysta

wo cooam765ehel at es, non- coval ent conplexes, pr OPICTIYS2006/001272
and m xtures thereof, wherein R represents 0 to 2
substituents |ndependentlchhosen from hydroxy, nitro,
cyano, optionally substltuted am no, am nocar bonyl,
hal o, carboxy, optionally |substituted acyl,
optionally substit d car bonyl , optionally
substituted Cl1-C6 al ky ' substituted Cl1-C6
al koxy, sulfanyl, s optionally

.’ ’ lﬁ.
and optionally subst i t ut e

substituted aryl, opti

kyl; R7 and
R8, taken together with the carbons tp which they are
bound, forma fused 5- to 7-nenbered! heteroaryl ring
substituted with a group - (Z1)BR, wierein the fused
5- to 7- nenbered heteroar s optionally
furrther substituted and M%LP%PEQ' Is optionally

and plfaniaédutivalgtadeeptabloaslys, SOIZzites srystaRbdRGs, dietates, noreactaldrb
and R6 s independentl sen from hydrogen,

comp]@bqs,, Brodrysp: WdyatsteEs g’&%/e@? %P kyl, and halo; and m
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optonglSytse e SRBrshiyh obhY alirbuef CocaRiRaBtiuy

substlﬁf?éd@l & &lkoRy,Nalfaf1 Of@fihyll fs@lfonyl, optionally substituted aryl, optionally
enyl car}t,)am)y 'am no) - 3- ( 2-

substlpymf ¢rpatyhyenyl optenadly su stituted heterocycloalkyl
n(i&;,qalgsrﬁogétﬁérf\%fﬁ?{hg %glhogéé RPRBY tey3ird oY el dfuded 5- to

-merilbc{ré’d REkfas ridg Gibdtihted withatgayn -F(ﬁ@)ngll,)WBerém thefusedibnto 7-
et o] 6o ool it sl i Gt one”
chem c %ﬁloﬁﬁﬁl??@&ﬁ %e'ﬂa%ﬁ f, together with at
| east armaceutically acc pt abl e
Z1 is —CRsRs— wherein each Rs and R is independently chosen from
hydrogen, optionally substituted C;-Cs alkyl, and halo; and
m is chosen from 0, 1, and 2;
R, is optionally substituted aryl; and
R; and R4 are each independently chosen from hydrogen, optionally substituted C;-Cg
alkyl, optionally substituted aryl, and optionally substituted heteroaryl,
provided that
the compound of Formula 1 is not chosen from 5-(phenylcarbamoylamino)-3-(2-(4-
pyridyl)ethyl)indole; 1-(4-chloro-3-(trifluoromethyl)phenyl)-3-(1-(pyridin-4-yl)-1H-indol-5-
ylurea; and 1-(2-methoxy-5-(trifluoromethyl)phenyl)-3-(1-(pyridin-4-yl)-1H-indol-5-yl)urea.
[0006] Also provided is a pharmaceutical composition, comprising at least one
chemical entity described herein, together with at least one pharmaceutically acceptable
vehicle chosen from carriers, adjuvants, and excipients. Also provided is a packaged

pharmaceutical composition, comprising the pharmaceutical composition described herein in



vehi cl e chosen fromcarriers, adjuvants, and
exci pients. Al so provided is a packaged

w@b@smoeesedit i cal conposition, conprising the  PCT/US2006/001272
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dul a sSeé ac
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compeEisig rcbﬁﬁaﬂglgxmﬂts wpresgng SHGFRX pith as leagt MisGHHRRhivdl tehtigt described

hereit, AL FIGPIERL o SRR BB FRRS SRy i e
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| east one chem cal enti tétdescrl bed herein in an

hereiminpmamangt suificient tOtd@temo nBbILPDARRB kinappestivity ik vivgs e
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dul at Rihase %c

compﬁ@ﬂﬁ@rdoﬁtaﬁﬁn% @Bll@ @kprRgsige lcHiSit el @ $dasgone Khémivil bntity described
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hereinyipraRrAmengt syidrient tordstegtabbicink n9S¢ Aty Kikas e

[oo13jct i vi tAYlsd Bro\(l'l&édors d 91%311?6}1 é;fi ﬁpdlﬁﬁt?ﬁ’g QI?%Cﬂlﬁt of”e:iﬁ Eé%g{ (%}fe kinase

dul at'i an activit east ‘one ki n

chos&rmm W4PDBWBR€H&1 c-&it tlee fﬁethodtdmmpmtﬂg(mbntacting cells
conpri si ng cont act | ng cells expressing at | east one
eXpreRSIn@gtele@ﬁds@rﬂﬂfla&@n@haﬂy:ﬁgm ¥B , BpEPR(BDCGERE. enkierKit with at

least 81&6 gl}ﬁ%\ﬁ?ll egﬁi? gﬁ%ghf rgnregg{ %e%{] é@%gntdﬁﬁ%elﬁ t? ?Jc?a{bﬁ]y Iﬁ]llblt the
activity of at least one kinase chosen from VEGFR2, EphB,, PDGFRp, and c-Kit in vitro.
[0014] Also provided is the use of at least one chemical entity for the manufacture of
a medicament for the treatment of a patient having a disease responsive to inhibition of at
least one kinase chosen from VEGFR2, EphBy4, PDGFR, and c-Kit, wherein the at least one
chemical entity is a chemical entity described herein.

[0015] Also provided is a method for the manufacture of a medicament for the

treatment of a patient having a disease responsive to inhibition of at least one kinase chosen



activity of at |east one kinase chosen from VEGFR2,

EphB4, PDGFR(3, and c-Kit in vitro. [0014] Al so
w@easiodads i s the use of at | east one chem cal BeL/UE3006/001272
for the manufacture of a nmedicanent for the treatnent
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entity is a_chem cal entlt descr h
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gener{]ﬁgin‘fé}ﬁ%@tto 1Q%e ttﬁlaeme'éﬁlﬁgé HEREt Rithehddd] eteph @y tRJexdent that the

ease responsive to 1 hhibition of at Ieast one
contexi 1naslﬂch: ey eme usedvv@d@a%/oﬂmee Ate/folbroing/ Dbueyiations and terms

E .R(S and c-Kit, conprising
havet;x ' f’iﬁmﬁq ament at | east one cheni cal

As us6id th¥ H&sst dpeeiicheiie b foll8R#f wols 4se §hiaed e g@ﬁ@ﬁl@ﬁ intended
speci fication, the fol | ow ng words and ﬁ)hrases ar

to ha@ethe mﬁangngs as seiderth belomawacenh do Heasntergshaidhe é‘?ntﬁ?@rltl pvhich they
2Pl L0 the extent that the context in which

areusF?e]g@wg eg use 1S‘|end| cates otherw se. The foll ow ng

[0017fbbr eviFgimn@lng iaclddéseinsubfraudact therebf) dF eradxachpieBorinngs 1 includes

throga}lgout As used in the present specification, the
comp@gds &nd phrases are generally i ntended to
ave t
[00182 Cont I}‘}%h%tg@?#eégg gﬂ*t?eexetﬁfy \tagfmﬁﬁ %@hﬁ%oﬁgﬁgrpggée Gnlei® a chemical
formulla) ditsc d¢festiot loareach ecci®@LE]is Fimdefpnn@nl off ntsl @ﬁﬁistl(ai pt every other

oL L85 R 5 SR S 50 AL A s,

examﬁﬁ@etﬁ ‘@A drahe® KPEAEH FSinBREQe bf"@ﬂib &Nforfeikifastd) a
chemcal fornmula, its definition on each occurrence

[0019] s | nde‘péaﬁdie(nt“) dhatiis sotibetivigen Mm I%tterSeqrewnlmlﬁe%used to indicate a
point oi &%ciencf Rog uﬁg entrkgo‘% %1%1 s Enc ‘”i‘é aﬁraEcﬂQ& 'ﬂﬁoﬁ’éh the carbon

or exa

atom a ki nase or the k| nase is incl u3|ve of one or nore
nases 0019] A d that js pot betvve

[0020ﬂ et ter §Y0£0P§9% 0% PBUQ]@HH’ tSomF‘Ffﬂldé%ﬁtt e gubspeit ydff’smbed event

I
or c1ra£r{1&&#@gﬂ%yh§ gﬁ (?tﬁ(pc% { tagg Mat g%:ég(?ﬁs@r?%\g}%oxﬁclgggq}l%née% where the
event"op Rircamataiiceoscclirspdridoinaiahges ih svhielaiitdoeh adt. t Rer example, “optionally
subseguent |y descr.i be vent rc anc
substipiig] YT GREQPPAAFPARAHIY R nts SisfpibARIAGH et Rlow. 1wl
be uni8${o88 % ?hmesrkﬁlédhﬁ th€ \éﬁntNltﬁ rre@e&tct%%tyag%@p 062 binSg2dHe or more
I nstancés in whic does not. For exanple
substitugpts, thedlshgh groups are not intended to introduce any substitution or substitution
patterns that are sterically impractical, synthetically non-feasible and/or inherently unstable.
[0021] “Alkyl” encompasses straight chain and branched chain having the indicated
number of carbon atoms, usually from 1 to 20 carbon atoms, for example 1 to 8 carbon
atoms, such as 1 to 6 carbon atoms. For example C;-Cs alkyl encompasses both straight and
branched chain alkyl of from 1 to 6 carbon atoms. Examples of alkyl groups include methyl,
ethyl, propyl, isopropyl, n-butyl, sec-butyl, tert-butyl, pentyl, 2-pentyl, isopentyl, neopentyl,
hexyl, 2-hexyl, 3-hexyl, 3-methylpentyl, and the like. Alkylene is another subset of alkyl,
referring to the same residues as alkyl, but having two points of attachment. Alkylene groups

will usually have from 2 to 20 carbon atoms, for example 2 to 8 carbon atoms, such as from 2



substituted al kyl" enconpasses both "al kyl" and
"substituted alkyl" as defined below It will be
wanaenstsedbd by those skilled in the art, w th PEFPEING/001272
to any group containing one or nore substituents,
to 6 daftih HSHEEH ToORNEAE, CHlkyleny aiteds faQ:oVﬁlEﬁthbm@Fand@l alkylene is a
substitution or substitution patterns that are
methyers group| Whenrmelkylcigpidue Paving aispegifi npmher elfaerqns is named, all
geom@@fy &)rmﬂlﬂ%ﬂﬁ)rxlgnhhxym Qﬁ‘eftq{ﬁ!{rﬂ)er o% %81%]0113 aﬂ ﬂ% ded t be. encompassed
npasses ‘stral t chain an ranched al n havi
thus, tfbﬁ ekﬂdpkeat"hﬁkyl"nwnhieantofo amﬂlhtaznnémqﬂﬁ seadsutgl, I1yoHut3dmlrﬂd t-butyl;

ar bon atorrs for e 0 r
propg "c‘HCIE es1-propyl g ipenionlo ﬁ@g@ 1%145( 5#%8&0 eﬂy%grom fving one to
four &Rspgpasses both straight and branched chain al kyl of
from1l to 6 carbon atons. Exanples of al kyl groups

[0022] ncl udé‘Aﬁmﬂm refezstﬂoyan, upsamyated bl@ocphedpqﬂ strmgltutﬂhyin, alkyl group
havin%egbeg (2}/16 cartbﬁ tnéioigg jﬁ] X:Qeﬂg rlﬁtéxpmjpg %{ bydrogen atom

from @nehgld Barbbik @tonﬂﬁbi’(b{ berat hlke@)OThe gro‘é. hsgt b®n alteylthe cis or trans
referring to the sane residues as al kyl, but having

confolrm@tlcp;babq% thst danblekondént . Tymigel p]@g@ylggrgwsmclwiwbut are not limited

o 31l SR & P06 0PSB BERTRE 1 )
prop- E@ili&l=@20ﬂ6¥o§ﬂik217—2nﬂ©ylﬁ cyéilbbmtp-ZgérGng gmgiﬂx l&ﬁliplll es Wg-1-en-1-yl,
ene_indj cates_a coval e ond an a ene, i s
but-lﬁn-%& adgriseis 1 -opneil an&gﬂm Iy Zr?avﬁyﬁlg abut-2-en-2-yl,
. nurrb f s is li_v19€0 . -
buta iS@ ‘Jl;Jn%\ |lons E‘g{\e}ﬁnsg&? z)ﬂnurrbe?ém?& rélgéné} ar g%%lbﬁut 1-en-3-yl,
cyclobutadnﬂdnbntleylb @né tisoliiea skeadrtaint ¢mlsqdiments,.cxnaljpéry] group has from 2

020 &gt oS i 4o BB Wb oyt ana

[0023]SOPT OPMW[k y'l-O\ﬁéférsatlokM{ un§h@ted E@naielay&r %@gmschaﬂlv WGl group
one to four car bons. kenyl" refers to an

having r# dgast enceeirbnraersbastitriple b@rrd]adfgmed (bbréhfh renecipl ofperupydrogen atom
from ra]las\ﬂl ng caﬂ)oI 9 St & Ce%gc] %g(&n;::] gllljcyhyg n%t}co)u@s 1%@ 'ildg ebdut are not

e rem)va Yy

hmltddafobCHﬁh}&innp@fpyﬂyl@@haﬂtas qirbp—fleyn-ﬂyﬁ gﬂo@kmymyylbbutyﬁyls such as
confornati on abaqut the doubl e

ans
but-ltyanb(yb })ut-iry/ar%ah bafl wﬁw g el e Liksc gy gertaip gmbgdignendy, an alkynyl
grouﬂpl#a!g‘go‘rﬁ?% rt16 ?@) ;:/fr{)&? ?télax_s aﬁg %Pgt'ﬂ&ll ?nlgck{%l%_elgt?,efﬁqrg 3 ytf) 6 carbon atoms.
[0024] al I yl )“Cyc]palkgl:’?mématﬁs ¥ hlpnmymhalmraaﬂaocb/cli(mmg, lusually; having from 3

to 7 nré| carbo r Q oqls eﬂl}FlQl)(%ﬂna}? gt g@%{l Tad ufbgﬁea gqlebgrérhoqe cagzlo_n-clarbon double
bond§JlJt Egarﬁgleé o c?llélb’élkﬁ %Fbup§ 1n¥ ude bé‘_;td(ﬁ)'r@ﬁylz o¥tlobutyl, cyclopentyl,

buta-1 di en

cyclop@lrtdtrmhucydloh@nyll, ayd cydphd:@bmk, .as V@fﬂl gs ndged and caged saturated ring
ﬁ%lobutalB 3d|en1yl and the like. In certain

Eroupg @hang, 4 kenyl group has from2 to 20 carbon

[00253t OB W‘dllfbx@t hemeaithadillae Bisup dftBEindidaedtnmded @F carbon atoms
attach%Ei Otnhlrsc')ugh an oxygen bridge such as, for example, methoxy, ethoxy, propoxy,
isopropoxy, n-butoxy, sec-butoxy, tert-butoxy, pentyloxy, 2-pentyloxy, isopentyloxy,
neopentyloxy, hexyloxy, 2-hexyloxy, 3-hexyloxy, 3-methylpentyloxy, and the like. Alkoxy
groups will usually have from 1 to 6 carbon atoms attached through the oxygen bridge.

“Lower alkoxy” refers to alkoxy groups having one to four carbons.



[0023] "Al kynyl" refers to an unsaturated branched or
strai ght-chain alkyl group having at |east one
w@ a00bomesexnr bon triple bond derived by the renoRel/Usf006/001272
one hydrogen atom froma single carbon atomof a
[0026)ar ent “Aidson eand TPAIRACarBbXaniivb” GhOIMISassdACh YSup BEth@ 8rmula —
not limted to, ethynyl; propynyls such as prpop- 1-yn-
(C=Q)NRyRs WhergRazangRs gre igdepensient)ys gheses desm hydrogen and alkyl groups of
: - - -3-yp-1-yl:. and the
the irpHu it Y cnet b rdifed bk, ite Mg ydrgon
[0027r om 2 “AeyPOredas orthatgprtms Jalttyl)rC(@HhH e(byﬁﬁ&lk?l'?fﬂ{m)-s; »(aryl)-C(O)-;

(et GQS: ahd BrieintaRinniko Doy rsit T sgup osieeh o the parent
structbAVihidigh! 88 cdrboh{l ﬁnﬁﬁ%li%érgpﬁfhétemlkggggﬁﬁ)glgglb ;‘5291, B&eroaryl,

~saturated or have one or re carbon-c
and hstaneryclogieyimare gs descriped bateky| Agybgpsips havedise indicated number of

Y. ropyl,  cyel obytyl cl opent yl cycl.opent enyl ,
caY AR me SYTON N o BHEBIUH e BL5 93505 hpt e
toms; e dx&apleaal Lyl biddp idmORs hadi “H3(C=0)-
aomsﬁ 0025? B?/‘ '?alzﬁig% gﬁig?neantg@a?ﬁ%gpky?mg%eﬁ@hgfaﬁﬁ%m -

[0028] hdli calByd ‘aHippyesrbentyl e isrtpentt agmwp of fhe chahi (elomy)(E=@) attached
e ' 0 | e, ho t hoxy,
throu%?%%o%l’%dy? g%%’?%l g%lg(egan rt]ﬁebélkgégg}%élg Ch_kl%ﬁl{l%@?{dateed INIABer of carbon
atoms, €ThusbaitC>C, alledycytbouyl, grénpPRndry hlRuyy gi@RRRMnE B3N 1 to 6 carbon

n%o ent yl oxy, hexyl oxy, 2-hexyl oxy, 3-hexyl oxy,
atomsal W&%}%ﬁ’é‘ﬁ%w Sxygendn @ cernenyllinker. Al koxy groups wil |
[Oozgrﬁual I Byh%ﬁﬁné’*igme%nﬁt%eg}so‘rﬁ gﬁgﬂ atons attached through

e oxygen bridge. 0 oxy" refers to al koxy
[00304r oups “Nenonandodie(atky]amino”cacdopssesse i d20041dEARIBalkyl amino

srouply TRl R oo TerBupHet abofe P e ingicated number of

carboih @fofisl The pofatOF MraRheaher Be Ba ﬁﬁﬁncﬁ@roﬂg% bDARAEAGEA! 'Bkamples
chosen _from hydrogen and al kyP] groups of the

of mopgrandadiclk yiamener storpT lchida efitybamsino piimethydaininh aandRaetaybipropyl-

amindP @re not both hydrogen. [0027] "Acyl" refers to the

groups (alkyl)-C(O-; (cycloalkyl)-C(O)-;

[0031] ar yl ) BE(‘@nino(allkhBt & amait g &shiah-gro@hinked to an alkyl group having
i's

b .é}.?et roc%clo lk%ll)-g(r(iO)'_’ wherein the grou _

the indicatgd RuRLELOk ¢EDLYy evifnilady huedroxyaleny éLyhydmsy esaupdinkied to an

alkyl %Hgﬁti onality and wherein alkyl, cycloalkyl, aryl,
eteroaryl, and heterocycl oal kyl are as descri bed

[0032her ei nThéteyin “gmingearboayk refoss tb tith gratye dCONRBRY, vifere

b { ith t b f the keto bei
R e i b R b AES -Cclin, orrions Dibpha
cyclo aﬁ%l,a(%‘filonﬂ!lyoﬁ% stifite@hef& 68y oa k ;bggﬁge?ﬂy'}ﬂg) el %fﬁ}%nzraoo&)gonally

,CI—I3(1W—O)- [0028] By "al'koxy nmeant -a
substitgtedtheterdasylyand (al koxy) (C=0)- attached through the

F%fj]? gg«%’elgaﬁ K {51”% g:ll;lc\g\%sr oié)? B%(ﬂg gea111I aﬁ%xo}f)tlgrrlﬁfj};) suﬂ%?tu%eg%l-c‘; alkyl; or
R’ and R° taken together with the nitro gen to which they are bound, form an
optionally substituted 5- to 7-membered nitrogen-containing heterocycloalkyl which
optionally includes 1 or 2 additional heteroatoms selected from O, N, and S in the
heterocycloalkyl ring;
where each substituted group is independently substituted with one or more
substituents independently selected from C;-Cy alkyl, aryl, heteroaryl, aryl-C;-C4 alkyl-,

heteroaryl-C;-Cy alkyl-, C;-C4 haloalkyl-, -OC;-Cs alkyl, -OC,-C4 alkylphenyl, -



atonms. Thus a Cl1-C6 al koxycarbonyl group is an al koxy
group having from1l to 6 carbon atons attached

w0 booeis93 t s oxygen to a carbonyl |inker. [002B{T/B§2006/001272
"am no" is meant the group -NH2. [0030] "Mbno- and

C1-CilkylaDRy+Q@rCnbéloaikgl hplas <33, -dERoAHaCyalkyldNHgr t i ary

N et eRihaRinei ol N Gitecd kulearCon® Binntn

-NH(@H-@I%IkyWﬁn ?’ c‘%n@fmt% &6 Qﬁ@i@ub?ﬁtufeﬂ?fo@lc%’lbﬁ@ln RetSfo?YHoalkyl,

is on th nono-

or he@roaa]flky(?@nﬂn&( %@@péiaaﬂml,u@@hﬁﬂmﬂm&k}ﬁ)ﬁcl Cs allyl),

oMYA, rooNE ALl PR kD A ECONGRRIDt o
-N(Cﬁbmkygcawecm lallg) Nﬁ@ L OHIRAIEO)pHERAY, -OAOMR,
Simlarly ' hdroxak is a ’yroxy group |inked

-C(OKn- Lmiwpnegwe ub(U{QIG@,QI}ﬂ%Jé‘III “GO)EnLa @wazt,bbﬂwcl-& alkyl),

SO BRSO, ISRt By MISSER -

NHS@Mﬁsﬂ4mﬂ¢yk)d-NHS®h@hh1k}y) an@mHsoaddﬁCﬁmlx&umpt ed

et eroc; Qal kyl , optionally substituted aryl, and
[003%0“ onaffyl €8 4584t ed heteroaryl; and Rc is

' @1%%9%@%&%08}&%%&&%@% doe‘ﬂ édeonal l'y

substituted CL-'C4 al kyl en t oget her
wibi¢yclit gingi Systﬁglam ermlad:ﬂea:sh@yle anr@ hmuatﬂipcsfcxhnnarmln aromatic, for

opti onal I subs ted - b _

ni t r og&he %lﬁtréaf Rl We%‘]{@% i ch optionally

| metyete Sing Wst&n@dﬂie&élﬂrh@'lemtﬁé%%)@ c%b@ﬁql%dalfdr %&naﬁc for
0, N, and in the heterocycloalkyl ring; where each

subst i exdERlegieIpnd. s i ndependent |y substituted with
o 800 R LS DI Lo £ s
heterdvgtlenlbgl yihg (Ebn@ﬂmﬁg IKly El‘ mdzd Iﬁgr(f\/%brg%g:g?ﬁggéfé%rgﬁﬁ ©} and S. For
example Vs H5OIe0 Loyl RGPt FOGS-Cr elET)0 (i Ryl substiated
with H%&hglglg{hocj\lb? ft}r}@ne };—‘[? é}ﬂ&'\”—?ﬁr sgﬂghchﬁ%lbx&(chc ring systems
wherezm Ryl oh€bf G :angsyﬂs ;amarbdc)/chc arbirdaid nﬁg thk lopinp bé aptdchment may be
R T T .
substifdtdd/ benzefEIe atfvds %hh)ﬂa}/fn%lﬂl%&l Wéﬁoes a@gﬂg( Q’grﬁ%rj: named as

al kyl), -CONH2, -N phenyl)
substitute phenylene radicals. Blvalent radicals derlved from umvalent polycychc

hydrocarbon radicals whose names end in "-y1" by removal of one hydrogen atom from the
carbon atom with the free valence are named by adding "-idene" to the name of the
corresponding univalent radical, e.g., a naphthyl group with two points of attachment is
termed naphthylidene. Aryl, however, does not encompass or overlap in any way with
heteroaryl, separately defined below. Hence, if one or more carbocyclic aromatic rings is
fused with a heterocycloalkyl aromatic ring, the resulting ring system is heteroaryl, not aryl,
as defined herein.

[0034] The term “aryloxy” refers to the group -O-aryl.

[0035] The term ‘“halo” includes fluoro, chloro, bromo, and iodo, and the term
“halogen” includes fluorine, chlorine, bromine, and iodine.

[0036] “Haloalkyl” indicates alkyl as defined above having the specified number of



-N(C1-C4 alkyl)C(O (CLl-C4 alkyl), -N(Cl1-C4
al kyl ) (O (phenyl), -C(OC1l-C4 alkyl, -C(0)ClL-C4
wa@rwgiopisenyl , - C( O Cl-C4 hal oal kyl, -0OC( 0O Cl- CACHIK3006/001272
-S02(C1-C4 al kyl), - S02(phenyl), -S02(Cl-C4
carbo 24tk K ¥ilbstitutedCRMNH21 or SGBMAHAdg e@4at@in|§,y hénerall to the maximum

- SOZNH§ henﬁH - NHSQ2(C1-C4 al k -NHSQ2( phenyl ),
allowshlg £ logen atemsal les] I kyApl}qlude ut are not limited to,

AR B ER S UPRY R BBILC 120,

[0037]east O‘IHbtdfrba&gl”I@c@iﬁpMésycl ic and aromatic, for
exanpl e, napht hal ene, indane, ,and tetralin; and

t 1 &9 érmembarediaremnatie, FRORQeYFli HingRCORBHERE SREOTINPKG, fog example,
car bocyd § t@ﬂdoﬁﬁg%lh%mbB enfS BAOR £i1o 3 lh‘éf&@ﬁ(?ase d&élen from

i ncl udes 6- menbered carbocyclic aronmatic rings
t 0 a 5-N,t@, andip whibrtbelrentranieg diog atonad Hejng carap; and

S B0 e PoakSl Srd3 et SRRE OB S octob bl comilin 4. or in
CX Cl- rtainleio@mdis, From PSR etcrodtshk thdsef from NNOodand S, with

met hyl enedi oxy or ethylenedloxy group). For such’

fused, the wyuainiag ring gtoglgssheengcarm| vheseinyit loast ae heteeoatom is
rings rpees%nﬁ%ragoa?yrﬁét .omatl c ring, the point of

attach carbocyclic aromatic ring or

Heterohs1 hrehelb@@yctooﬂhieyﬂbefddn@ter&wmaﬂm af@flattadise fused®ah 5- to 7-
from substituted benzene derivatives and havi n? t he

membgredCyritadiag 65 heterocyelgalkyling. dios examplg, heterogiybiciudgs pyridinyl
substREED i@ @(C?Fﬁy g@égppc?ég hfﬂﬂci 1adb & d%]'h' Vl‘vﬁ\lgthg/feﬁgdlo

uni val ent bon radi ca e na
ethylmedlolxy gtoupl).” Fbxysunh wed) b1ojch(orhetemadylcrg@myatbms; the @oint be

ot B T S SO BT b G o

group @Qb&RI1, t}%sghetel%afb%@ﬂrg ¥ibt 391?1 Hﬁ’t Wiohb altl(WHerp 3h REfaif bmbodiments,
attachmént is terned na dene. Aryl, however,

the togd eymber ofeﬁwmhﬁa a@sn@m the tb@pryl groalpys m@tynwetﬂhan 2. Tn certain

emboﬁgﬂt;eglrtsp g?%%iéay (}f?n%} f oﬁglgteﬁle aroy £|e gectﬁ{o‘%clg W 'fot ore than

1. Emp@ésm@iemkﬁxgmqfsqn@w& bﬁt a&e not InQitéC®Y (dsiniehbetdddrom the
systemis heteroaryl, no as defined herein.

hnkammzqonm@gl@@mﬁow b @xg/yndybﬂemlde/b 4emaidyt, Gubrpy Rz 3,4

95 e 10 L i P

oxazadinlyD thiaenlinyl, diiadiezolayl) tetﬂﬂo]yi: thlﬁaﬁjﬂﬁﬁdnzéﬂiaiphahﬁyﬁlrmyl
benzchﬂq%c %?zofarllyllégzoll%@l ?116(Io|11r1]1}e/1dp azmy at¥1|azno ylt glgnghr? ‘il g}!raGZCCl)lyl and

5,6,7,8-tetrahydroisoquinoline. Bivalent radicals derived from univalent heteroaryl radicals

whose names end in "-yl" by removal of one hydrogen atom from the atom with the free
valence are named by adding "-idene" to the name of the corresponding univalent radical,
e.g., a pyridyl group with two points of attachment is a pyridylidene. Heteroaryl does not
encompass or overlap with aryl, cycloalkyl, or heterocycloalkyl, as defined herein

[0038] Substituted heteroaryl also includes ring systems substituted with one or more
oxide (-O") substituents, such as pyridinyl N-oxides.

[0039] In the term “heteroarylalkyl,” heteroaryl and alkyl are as defined herein, and
the point of attachment is on the alkyl group. This term encompasses, but is not limited to,

pyridylmethyl, thiophenylmethyl, and (pyrrolyl)1-ethyl.



WD 2006/ 076593 PCT/ US2006/ 001272 car bon at ons,
substituted with 1 or nore hal ogen atons, generally up
wo o00blogssemxi num al | owabl e nunber of hal ogen aPOIES2006/001272

Exanpl es of hal oal kyl include, but are not limted to,

[0040) T i T 1 ugyomREdMYycldAIKyI U esIRE hihglendnl-Atoragt bk, usaslty w1th 3to7
pent a-fluoroethyl. [0037] "Heterogaryl" enconpasses:

ring atems-qeBfEng gt beﬁ@irﬂaearbon ﬁf@ﬁ@c}&\ @fdigonitqds3 b@ﬁrtoatom%ﬂ@dependenﬂy
selectgé:_%rog}r nyg%[eg,’ su;i%{ a'ﬁiéL %F%Hggl:l, aﬁ \{e(?l'gs]co&%mdéh o cdlﬂgr‘fs?ﬁrg QERlQaSt one of

rom eroatorns chosen
the fddegaiig h&8eroatduls. t ke hﬁgﬁhz{y h@sa’tunagadadrdr@ehmlelm marelarbon-carbon

doubl%&%ggsl ]E: %ltalé)fga];?%{argcrz}?cg q%}ré%)ls Anc {5](? > f(;:{oer)]ctggx:prea{] g num %ered from the
hnka%e!ﬂ?%%&};&és%nt Ef ily 19 BpyR&iBY 0L YRS HREEN, bf3015\9r&£ohdmy1 2-

& r&nmal i ng riAg atoms bei hg car bon
piperilyl] Mpipezidyl,at- Iillwéyl oaml Rei-pipordimh i sMopphebiapit greupsn are also

conteﬂ@faga ({al § rchgg i%)}porpgr R 1% I3Prﬁht§)g$l§%yi&gﬁ%%%e(gﬁv g;[larg{h%doxygen is
ass1g1"f%r155}§1"ri@j§Zi ﬁygﬁ&ﬁhﬁéﬂ h&éroBRiSH1IeA o aatikdds dg W stelBlsubstituted with

exanpl e, heteroaryl includes pyridinyl substituted

one opjmdye ogp GFO)GX @wd@/( Pc)supétltgents Wﬁh és pwnémwlsqum@% dnorpholinyl-

h ghe oup) For
N-oxite frofe Tehids RS LA L B SRR L bl
[004190i nt O‘Heteabcty@lﬂaﬂ@ﬂ?t alayindided badyichierridg lgsteﬂﬂﬁ e)tfhdréiﬁ one non-

total nunmber of Sand O atons in  the heteroaryl gro
aromaliccidng $sually Wik @ thet inpaipBirscofannhtleasy P Laeon alemy irpaddition to

1-3 }%'ﬂ:g%%&&s ihBe %B&ﬁwe Qg'ﬁ{ﬁ'ﬂtcﬁc et h@ul{’u?t ahd nrﬂffggé ofs well as

ato teroar réup 1's’ not noreé fhan
combtatibns cemprsing @ ntbastli omenae s thet fDeegoangahehamadmns odndSthenother ring,

at ip the aromatic heteroc not nore t .
usualy SRot 8ty aREROPRATIALY GOBUGE | IR pAgeBdRgy stlected
from bkygeheﬁnh@,ana%msgeﬁtaﬁa%dn&ra%ﬁl&ttbe | i nkage position

assi ghed prlorlty 1) pyrld I, 3-pyridyl, 4-pyridyl,

[0042} 3- pyr@zummer@n,ztmciﬂ)aieé@nnyq: erszto:a.cﬁyngq mw ]gmpgm activity as a direct
or 1nq3 1;?815(1%% rqn{g‘% 9‘1 E‘% pgf)?enc %;%Zp%inlﬁ({] yolf Forrhflqa 1, rgg&\p to rh){é activity of the

5201 razol i ny
kinast fih akd alzsehd:enysf thd edmpoiady | The bhagy imayobe aptihiregdecinydctivity or a
furanyl benzof ur anyl benzoi m dazol i nyl i ndol i ny

decrepser mdaczwﬁyi anqd ayz b ylpe teyhey élmﬁymterwlioazqf e, cogfpgumd. with the
klnasg, OQ.dZmS ?ﬁet ﬁ‘@é?é(cqfoﬁ'osf Qﬂéjk dtﬁ]ﬁ wﬁi Xl?é %Pfea& \Aﬁrailag‘tors that in turn
erive et ose

rom uni val ent roaryl radica
affectnhimese eaivityn "Foyléxalnple; eéh®\padsende ofh ehdmdmpgtmd ataymfor example,

1ncree{§r8 g;&nﬁtﬁct}gaq%a%%\éma\tggvi%mh@y alg%gly(}?1nc%1ﬁg (t:qe: g?::lgg%gﬂ ﬁzgfging (directly or

indirddflyV %ﬁ@cﬂ&% fef%@drcfi‘)l incrés@-or dbcR¥Ed e kBRQYRCYi r}h Jr"\l?y (directly or
poi'nts of attachnent 1s a pyridylidene. Heteroary
indireddgsinotsing ncderpeesmgdhe aveurdt af kuasdprasopt in thy cblb at daa)ghmsm
[0043?r het Thet Cl o‘alull(f%nyl” ai?lcl(ljl Ges Ial%d grho%%)g 'n -S-(optionally substituted (Ci-
Ce)alkyl), -S-(optionally substituted aryl), -S-(optionally substituted heteroaryl), and
-S-(optionally substituted heterocycloalkyl). Hence, sulfanyl includes the group C;-Cs
alkylsulfanyl.
[0044] The term “sulfinyl” includes the groups: -S(O)-(optionally substituted (C;-
Ce)alkyl), -S(O)-optionally substituted aryl), -S(O)-optionally substituted heteroaryl),
-S(O)-(optionally substituted heterocycloalkyl); and -S(O)-(optionally substituted amino).
[0045] The term “sulfonyl” includes the groups: -S(O,)-(optionally substituted (Ci-



[0038] Substituted heteroaryl also includes ring

systens substituted with one or nore oxide (-0")
wa@adpsordsaent s, such as pyridi nyl N oxides. [00BOI/US206/001272

the term"heteroaryl al kyl,"” heteroaryl and al kyl are

deti . " . _
CG)aHt?y?])e’ g{@g{)}ﬁ%@gg@ Ry B@ﬁ‘ﬁ’ted aﬁ‘ﬁ),poﬂ,(@) Qﬁtlﬁﬁflgcstﬁgi&gh’cﬁgfh&&oaryl),

IS term enconpasses

S(O)Hoptieratlyt sybstipyted ditamecigtoalkyihi ﬁmmmfw{nhﬂly subgtituted alkoxy),
S BT A B B RS RN o

-S(O NPt RNAMP LSt fukdithetdto skl YlyxyM dnld -8(DH- (apudﬂang s@bsPiftRed amino).
containing at |east 2 carbon atons in addition to 1-3

[0046het er odtheriem Frubpithisdh tasylse@@r@et wgarstheh 2% pgeer more hydrogens
on thg g(ine%i%hate@rﬁ%lﬁ <II> %%%B is 6}‘%%1}9&' AR & QéTQét{%%t frﬁlgxf the mtdlcated group,

one he foregoi ng

providdiethai ihg designited aeintls abethl otlechey & W1@exodedsdr 8Vhen a substituent is
garbon-carbon doubl e onds. Sui t abl e het er ocycl oal kyl
oxo (yroify thek Pullrogess e Bifpitem (48 rﬁﬁh@?ér efombgationg of stbstituents

and/og 'v%lfﬁggs 91%31?&51"?%%}?@ %ggnﬁdsugﬁ 8 1?13 r%uﬂyhrs%‘dlé“é})mpounds or

I'm dazo 3 pyrazo - piperid
usefuBsypitlpeici ldgdnnedhaws pek diable tamn:poanﬁ{)plsf;ablezstmcrure is meant to imply a
S e also .con | a i ncl udi
compQh 5o TPCLGHT 300G GhOVTHYT TOTBoFEa ARt pifgre, and

subseQ¥9 B rrhSlati G Sis ORE Aobtti Rivirdey atlleastS‘fb%ﬁbél Uhtsty. Unless otherwise
heterocycl oal kyl al so includes ring systens

speciiesh sebstiieats anp nmed igo dlre ense slrentere( FOy examplzi idés (- g ynderstood

that v‘(nsang ?a?g)(lfallfﬁ ﬂ dteg E %%531@ gﬁl!)sgﬁhoe?% ﬁ%fg Pom of at&ac&me&t of this
substitéin®¥0the éomtsfrhﬁtilﬁf iphwthenityl pbfdiddl] " Het er ocyCI oal kyl "
al so |ncludes bicyclic ring systens wherein one non-

[00473; orrat iTher itergs Gsbstitujedyi tabkyd tqyctpalkyhg agylopieterocycloalkyl, and
heterﬁa?{lt ﬁhl@ Bthel it )éﬁrg&% FQﬁhe@t PdrEr %f@?é%ﬁ%g t3 nalﬁ}q cyelalkyl, aryl,

éroa ons | ndep y selected from
hetercmyblba]tkyl and hunietaaogemhereia one lot mme (suo]m‘as nplto ﬁ,rr&)r example, up to 3)
0i.n t er oat ons;

r|S|n st one of t h
hydrogEp oK 2 W@Fwtﬂf 5 aS“‘E?é‘&%?PH? Wet“ org t%logenr MY at ons,
opRk# 0pRP | ¥RE QRaBidi, gué%mhﬁé %@Jeme FIERE B@'ﬁi&téuxmdme

sel écted fr'om oxygén, sulfur, nitrogen and is
hydrolgats- e oaphdoed w1{1ﬂ01¢2qer—A§<yhgtedp,héIﬂ?§Rﬁ haloyoyhmoanitmondxo (as a

to, a c t|V|t Gt c
substit e et H B U g S e r -CONRR:
-ocdi@f BEe,Re, -@@bNRbRe ANREOR® awmw OFJRF@QNRVQRﬂ age,R™M

t he absence of the ‘conpoun The change may be "an
-CONR?RP ehlii’éCDtR ASORA ts,pzar“ -SO,NBRR e anb Nlh S&xRivity, and

SCIRORIERINE ML TERE WX

a1ken91° Hiﬂ%iﬁﬁ Wik dhnase alR¥nyIDGRioRAIPSubk GGt 8yl Aad optionblly Bubstituted
flect k| nase activity. 'For exanple, the presence of

hﬂmﬁdmé,conpound may, for exanpl e,
R® is chosen from H, optionally substituted C;-C alkyl, optionally substituted

cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, and optionally
substituted heteroaryl; and
R°® is independently chosen from hydrogen and optionally substituted C;-C; alkyl; or
R and R®, and the nitrogen to which they are attached, form an optionally substituted
heterocycloalkyl group; and

10



i ncrease or decrease kinase activity by directly
bi nding to the kinase, by causing (directly or

w0 pabot0aeshd y) anot her factor to increase or decPEHES20061601272
ki nase activity, or by (directly or indirectly)

| nelteedsdch@ptionalBosubstituieg gfdip iotmubititofed/or iak ernieﬁﬁy Blibstituted
in the cell or organlsm [0043] The term "sul fan

with oneqraIS, U a3 PRk HYO Qréhr(eapwbﬂﬁléqmgﬂném@mtm selpdledrom
Ci- C&ﬁ?{ﬁl ifr% lletero%rﬁloﬁ%yg N, layic uﬂét%fota\gﬁl Qﬁ-@‘{ Qﬂq%} C;-C4-haloalkyl-,

onally s tituted Retero
-0C;- GB ka,t -Osheld a}lkﬁpbenyil t-Cr €4 aﬂ@l@fhc@ﬂﬂhlha}da}kyl Heahs; @OH, -NH,,

Cr Gl Hon 2 st A R el 6y oupe.

-N(Cp@ﬁ Qkyl@@lqtﬂlpélﬂ*lbﬁer@%b S\ H’((Eﬁt@zgalﬁﬁ%her@@)) @ﬂf&ﬁél ditro, oxo fas a

optionally substit ut ed aryl) -opti onal

y
SubSIWE@trplt ercianling atesaexeloalkyl, @hejerqany, GﬁhHL S/C(O)OCI"C4 alkyl,

CONERE DS, LALBSBONS Sl SR8

-NH(I( beted), tINEC 9T PuIRSL)CEHORT; b al 4 gtgkpﬁj( heitd1
%d@&) 20%%/07658% (%(T/%sazoog%grllzgga Dphasin,

SR
OGN (yshuisbend i) i oalgmz&caa{qlda@m
Lyt al
soAiErik S Aatan ol c Akl St o,
-SO,NHitrbeinyl); - NESHKOKE) alkyL),sqmsGmanynmﬂdyM{mq an galoalkyl).
[0048ﬁ;¥|{3?2ﬁ1§7 Sggé,?z&bs?@tgg)ﬁ%'@o e egsgfé :tlépugpglgﬁ (syhstityted alkyl)-C(O)-;
(substﬁt@ieﬁr@@b(ﬁll%go@?@) - 6 @0Bktinsed 21v1f-eRD)- 0@5&%&6%&«%&5&&6@:@ and

am no) term "substitut

(substifated hﬁterﬁ%@i@lkyﬂ)aﬁ(@hy weksino thengroap hy attmjped do the pahaat structure

througftzlm F}%‘i)ﬁ?l | cta n%gtyg%n . hérg’l&r,se%t@@gg ?ng cyﬁlg I‘f(yf9 yl o]'Teteroaryl

and Hﬁsnogyrﬂéaeldylat ffidrs re@eafwely atoe nleyl sCyréman@m%ﬁedhet%ﬁfyl and
bitltuent IS o0xo 2| e., =0)_then 2 Rydrogens on
heterqCpglog) Yrvhgrein,ang|os seste (ushss Hatd Hrier eramnlpami to Ge hydrogen atoms

I I f h
we oS AU R )

In's e conpounds or useful
syl HERY, cSR?;tgamdmeagmldm\e Whabihaeme omeuadf the gsitigbine

structur t to ound that is
bydeogogiireioalierd B S e e o N B o o iR, -COR”,
-CoszeE@G)NRhRm@CwRéi -FOO,R*S UNSENRERE lfJR”(‘i@Rat césran

%8%§ng haV|n% at egst ractlcal atility ess
-NR°GINBrRi (20K peCPNRER’, -NBHSORE, u8ORE SOeR‘h a%@mm‘maandhe
-NR“&% e structure. For exanple, it is to be understood

> when (cycloal kyl)alkyl is listed as a possible

swheieiR*yeBlosel BONPGItIvhaldf sistiRedAns 0L, ﬂf<y1t Bbt«“ﬁonally substituted
substituent to the core structure is in kyl

alken%&gtqogﬁly Jubstatriedrileynyb optonallylsybstituted dryl ,aﬂlnﬂ)thlonally substituted

heteroﬁ%%?' oal kyl, aryl, heterocycloal kyl, and heteroaryl,
‘ess ot her wi se expressly defined, refer respectlvely

t R® &l dhysen feom Eh abkiytallyaubdtituted C;-Cg alkyl, optionally substituted
cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, and optionally
substituted heteroaryl; and

R’ is independently chosen from hydrogen and optionally substituted C;-Cy alkyl; or
R’ andR®, and the nitro gen to which they are attached, form an optionally substituted
heterocycloalkyl group; and
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het er ocycl oal kyl , and heteroaryl wherein one or nore
(such as up to 5, for exanple, up to 3) hydrogen

war@im7@p®e repl aced by a substituent independeP€T/¥S2006/001272
chosen from -Ra, -ORb, -SR, guanidine, guanidine

whelieeé Baceptiohallp mebsafutédwgogpx anintdubgitutby df agRPen®hBy substituted
replaced with a | ower-al kyl group, -NRbR _hal o, cyano,

with gme (q§, mgLey gl ag ongy hEe; pmﬂarﬁ% Mﬁtﬂ@y@ﬁ Jafeppndently’ selected from

cCTRE DR il SBECIE SOF s PP R s

-OC;-QRIGI2 FAC; -CINRRENRBR], -GeCRIkyl-OHEOMRBRE, haNBRgRthalo, -OH, -NH,,

SQ2Ra, SO02Ra, wh
“Cr- %@i%\nﬁ’ om opt i onﬁ&ﬁ%@g}q?(&ﬁ&?@ﬂ C6 alelr<§l RaNH?CI Cs alkyl),
N(CpRt, bagpldycs Mﬁgltphéﬂylﬁd -NPII(@FGY hikcyRREAANAlck Yo, n|1tro 4350 (as a

substituted ional Iy Substituted ary
substisptiento dietl Icyclgajb:slt |hetﬂr@cd'clda§wér oahyleroaRy),i LLOHHs e®(A@)OEMCs alkyl,

<ol SUBHE-E, UL PSSR el SHEONCrcu o)

-NH¢(€1)@m@ﬁy1 | oal kyt;- Ogﬁndyg@@)(ﬁlﬂaﬁéﬂ)t ut edN(nIyQ alRPIC(O)(phenyl),

substituted heteroa

-C(O}‘ﬁo‘ép@hﬂentq@)@h@séﬂi}’fnhéﬁylhy&(@@éncathdﬂSﬁ orAC(Q)CI-Cs allyl, -

soz(éUESB gﬂt e%og\@lh%lfh %cgtépﬁgclggfj SoRQf, ”1§<)21\11L1(cl-c4 alkyl),
-SOzNH(th?“)J -WWQ-UAEE@D hﬁﬂ@@i@hﬁi}’@@mmlﬁ@(m Gyndloklkyl).

20 076593 PCT/ U 06/ 001272 where e
l0049§Dt i onaheyesy Cebst i et tAkony f"‘th{Ft”é thecalkyl constituent is
sub stitﬁ‘t@@ Readedisub Sﬁfﬁ%t élk&'lg)a Gheddd hsu@ﬁ‘t‘ﬁ:a rfﬁﬁc B ARyl wherein
stituents 1 ndependently

one, two, or t hr ee,
one agemerst édcﬂi rae mpCib- 6;4fQII depinpleanyl to hehpdrogeny hioms are replaced by a

ryl - CA4, al kyl - eteroaryI-Cl-CA al kyl -,

SubSt%‘l%&ﬁl %tgileﬂ&]l)( Xh sén -C4 al kyl, -OCl1-C4 al kyl phenyl,
- CR? COHRA] JoRP; %dmdug: Shdinakasdtybne Hahére o'f % guahﬂd:i-)ne
-C1-'CA al kyl NCC1- C4 al kyl

C
hydrogepy @ replacgr it a lomcﬁﬂcylsgroap,k WX &Lﬁmhm wang,lmmnﬂqR

e aC bRk t c
Cozl:s{ug&s: u en’t H@@@y@: Bkyééaﬁmt grocﬁz\ly(/kcpeﬁzlmk C’brzR
—NRcthGNéﬁbRar-gzb)sz CON'R"R° CNRCOR CHOR3™O,R? - SO}NEZRRcénd
. ) (C1-C4 al kyl), -CONH(Cl-C4 al kyl), - CONH2,
-NRSW%(O)(Cl C4 alkyl), -NHC(O (phenyl), -N(Cl-C4

- &ﬁ%; CI- @fi‘gf?y@?“ﬂ'o@%ga& :S(m}fg;‘ft%%hgn l%y%%%i@%&nmted

alkenjilabptidriailly subsGE(ted Lkyi3A, aitlonhlly subSO@R(eGlarddamd dptionally substituted
heterd 2(phenyl), -S02(Cl-C4 hal oal kyl), -SO2NH2,
CleroagAp NH( C1- C4 al kyl ), - SO2NH( phenyl ), - NHSO2( C1- C4

alReYY dhose N PhRRAYADY sibRGutddiSC8{ filyIChpialafdshddituted

cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, and

optionally substituted heteroaryl; and

R° is independently chosen from hydrogen and optionally substituted C;-Cy alkyl; or

RPand R®, and the nitrogen to which they are attached, form an optionally substituted
heterocycloalkyl group; and

where each optionally substituted group is unsubstituted or independently substituted
with one or more, such as one, two, or three, substituents independently selected from
C1-Cq alkyl, aryl, heteroaryl, aryl-C;-Cj alkyl-, heteroaryl-C;-C4 alkyl-, C;-C4 haloalkyl-,
-0C;-C4 alkyl, -OC-C4 alkylphenyl, -Ci-C4 alkyl-OH, -OC;-C, haloalkyl, halo, -OH, -NH,,
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[0048] The term "substituted acyl" refers to the
groups (substituted alkyl)-C(O-; (substituted
wWe y@boadsky | ) - C(O) -; (substitut ed aryl)-C(O -; PCT/US2006/001272
(substituted heteroaryl)-C(O-; and (substituted
-C)- dzalll@wuyzcl oal kyl') - @,=C,4 amﬁy(@llwah@l)gr oup is atiEEbed, alkyl),
to the parent structure hr ough the carbonyl

-N(Cs-Gn éllﬁyBﬁﬁll 1 ylksilphenyhlr eNH(@u@s@lleWh@wlhl leyno, nitro, oxo (as a
substfr“té(t%hto %Ik}é% ?ﬁ%ll ’he&?&c‘%}"cﬁaﬁﬁﬂ or & al‘é%/lfr r%j-:[ Oad?(I@SbC -C; alkyl,

res cycC
-CON‘(eIﬁm@iﬂtW)(Cl-madlkympt e(f:@Nﬁ@Cp@u kikly)Wh & @GN, ON&VHT(OWE £C,4 alkyl),

eGP hepihond %@(gaééﬁ@ﬁ?ﬁﬁhﬁ Guilleboneilor-engeEicO)oheny,
-C(ofc'flodﬂ alkl}ia c@cguaﬁﬁgl&%ﬁ‘ﬂ 'éft@ c}!@?ﬁm@hﬂ&g 3 acégcb)‘@l Calkyl,

I'ne ens are r

SOz(@l-Cma&lyl-)al BPh(phenylp, -S(NRGRC4 halbalkyDy aBO,NH; -80,NBERLC, alkyl),

sox RS SR T At B R TRl T . 1

some-eaiPdan ents; @B tud hlkoxMresE R o }yalkﬁﬁ?’eoﬁﬂﬂ(@pt%@ﬁﬁ Bubstituted

from opti onal | y substituted Cl- opti ona

eIy lenshda et et ieaed kot dnshiaEgosEup Sushiad -QURHEHEOCH;, and
re51d19egt f%?%uk g%x%ﬁhsg&ciéﬁaggg&eﬁry@egg gh%rgile Id‘t@& ﬁgﬁ))xCHg, where x is an

1ntegérpdiﬂ 208 bychsasb3110] aride tbr Gkafdplea2ks/| Amofter gabdtitited alkoxy group is
sub]it i tuted éIHI oal kyl, optionally substituted

hydroxyp P&%ﬂ%ﬁ{?{ 2)yGh SR Y 1 agupsesratlelds spoh as lafhd
[005@Pt | ONafleYre hfu%degk&@cgrgeﬁﬁy Irefel%:}g e }gﬁ) up (Fubstltuted alkyl)-

I'ndependently c osen from~hydrogen and opt
O-C(O)b sithietains etie Giro@d ial dydchedrio tRb parentRstraaret thi'ough the carbonyl

It which th f
ﬁmcf@a%lﬁt?s%ﬁﬁ D SIT et qﬁ%@%@;@}@&%{l €9F ShPGERsughes wpito 5. for
examp¥e, ¢PRH3) %@@ﬁ%n Rolidie ROPIRE %?g%ubé{‘i‘ﬁ?éhﬁrﬁ%?&dently chosen from:

optlonally stituted group is unsubstitu

i nEep@ mSBI yglsiubhmq, guam@in&mhrmlm mereef theuglangine

v Y3 a5 RGBS o, con,
-cozn? yCo&Rbﬁﬂ -adoRY, -obie,RY, c0CONTCRS QﬂJRakaRb, qNR'Et‘(ﬁk

I (I:l | k
~Nr GO L‘,Z{C@R-,@qomw; R RS ST, - Sk - BOGHIVE g
-NR°S aC4 al kyl - -N(C1l-C4 alkyl)(G-C4 al kyl ),

-4 al kyI ) -N(C1-C4 al kyl) (Cl1-C4 al kyl phenyl ),
I\H(eﬁﬂ.Rm chbd;eyll fpdmnphc)nally)salﬁmtuteﬂ Ci-@ alky o@asnﬂly substituted

alken}sﬁlgggqsclaaé Yy ts 121%%% }%(a | k@&llw grloc Calr}gla!arll(c%/ optlonally substituted
heteroaryl;

R® is chosen from H, optionally substituted C;-Cg alkyl, optionally substituted
cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, and optionally
substituted heteroaryl; and

R’ is independently chosen from hydrogen and optionally substituted C;-Cy4 alkyl; or

R®and R®, and the nitro gen to which they are attached, form an optionally substituted
heterocycloalkyl group; and

where each optionally substituted group is unsubstituted or independently substituted
with one or more, such as one, two, or three, substituents independently selected from

Ci-Cq alkyl, aryl, heteroaryl, aryl-C;-Cs alkyl-, heteroaryl-C;-C, alkyl-, C;-C4 haloalkyl-,
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-CON(C1-C4 alkyl)(Cl-C4 al kyl), -CONH(CL-C4 al kyl),
-CONH2, -NHC(O (C1-C4 alkyl), -NHC(O) (phenyl),

WO Dijo@76343 al kyl ) C(O) (CL-C4 al kyl), -N(Cl1-C4  PCT/US2006/001272
al kyl)C(O) (phenyl), -C(OC1-C4 alkyl, -C(OCl1-C4

- heyty Le I L -
oc@&n&;@ B NGy ?1%(2&191 LA éf%hagl%}lm S%Cghz@éal% ahisy LoH, -NH,,
-Cr- ChalkahNIH,zJ ), - soz NHzN (Ca ol }-©4 aEﬂylayl ), -NH(C;-C4 alkyl),

RS o SRR 0 (o

substit@erS fort exfcshilali K Bsterodyelogiksl, tax mtkm&wlym@m 1®)0C;-C; alkyl,
al kyl constituent is substituted

-CON(Ex 639 @B@l)(@}:iie alksDi y’r(;@NHHélr@ ﬂk.‘ﬂé,u bQCPNHzae dNERAC1-Cy alkyl),

NHG@IBIE, & MCHEeRoPE Lt ABNC L HHG 30, By Hipheny)

-C(O)ﬂib&tallty],en-tC(Or)@eQeat&gl}ﬂﬂeyyl,c hG¥e)CfCohaloalRyla, -OCRYC;-Cy alkyl, -

anl n

SOGoarillfihe s%ﬁﬁwiﬁa o Cr e Pedlon T ROR HpmeSoRlgCy atisn

-SOzﬁﬁCg% Rr%) Nﬁ@f& 5&%‘1 €y afk oo ‘NHSU)%\I Rgr&%QNHs@%B% haloalkyl).

[0051] NRccomha term hmmcamlnm,s to CENRORE —NHWR“R" wherein
S Aeh TR In AP T L pRP PGP G CRP R, surRtiied alkyl

optm&Hl’lty' aittitufed & §lbh1‘k 1, €sbtioRhIKE Ribstit@Bd | RHB Jnﬁmocarbonyl optionally
substituted a L%/bg't optional | substjfuted ar
i

nd
substigiied gnd ppu@rwélytq*» fotpd hederopiyhr gitiongly |S§bs§ﬁ@f§é rheltqr@%icloalkyl

opt101gz1 sl% tﬂ{f@é%ﬁ{o&??%éﬁﬂt&?ﬁn&} |a§)§;1a :fy §U3618t Illtle?gﬁ(#eyls chosen from:

opuormtyembevmtealahlkyl, , optiphalbN slbsyitused 3p¢lba1k¢1d o@uyhallya mbstituted aryl,
optionally substituted heter aryl

optionalyepdsiduted Yetemaybnand: SRHORY é@‘&ﬂhﬁﬁ% hs]i‘?f‘?cé(ﬁ]é’ﬁ kyl, and wherein
substﬁ’d’t@@ Slkgwc?&o%?flc%rﬂlﬂgém foalk?gcﬂﬂgx %oa"f‘ﬁqefep Pespectively to alkyl,

t’he e at orm an
cyclodky]l ar_};éJ hetersuydoalkyls emﬂ hétetoaryd exhetapalokg or grovelfsuchd up to 5, for

cxam b DOWRReD AT SRIGHE Py » SRS Pdapenertly gegen from:

OLRADOR?, -SRE No1fii dPRE gudidine Mhedelt &R or MRS b theShfafidine
i ndépendent | y_ sel ect &d from CI-CA al kyl, aryl

hydrogenseare sepjaced avith a lowecallal gyphp, -NRIRSy kel wyam,mo -COR’,

-Cozlglf t‘;{%ﬁ’gnw %@? cgbb?{ 089%&311\@&#% ’ogﬁfﬁﬁﬁal 0,

-NR“C@ﬂRbRNI'@OZR‘ﬂ,2CWI2’R06NW@SRS -BGH*‘USZQRB,/ S@mmv and
= Cl-C4 al kyl - -N(C1-A4 al kyl) (G -C4 al kyl),
NRSQR'C1- 4 al kyI)

where R® is chosen from optionally substituted C;-C alkyl, optionally substituted
alkenyl, optionally substituted alkynyl, optionally substituted aryl, and optionally substituted
heteroaryl;

R® is chosen from H, optionally substituted C;-Cg alkyl, optionally substituted
cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, and optionally
substituted heteroaryl; and

R° is independently chosen from hydrogen and optionally substituted C;-C; alkyl; or

R®and R®, and the nitrogen to which they are attached, form an optionally substituted
heterocycloalkyl group; and

where each optionally substituted group is unsubstituted or independently substituted
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-N(C1-C4 al kyl) (C1-C4 al kyl phenyl), -NH(Cl1-C4
al kyl phenyl ), cyano, nitro, oxo (as a substitutent
wo oroeoyeshbdal kyl , het erocycl oal kyl, or het er oarp¢¥/1S2006/001272
-C2H, -C(O OC1l-C4 alkyl, -CON(CL-C4 alkyl)(Cl-C4
with ahkyd hore; SUOhIE Ghe, @ﬁoﬁbt}@ie)a, s&lbcﬁ@bwl C4S inddbEdeh i fdeléded from
al , en - a
Crca]il&ﬁ, %lr,yl,_hqkegqca( (agy[l@%/ ) erRAryl- Cl'éqlby]@léfﬁ4 haloalkyl-,

-OC Ao, ~S&h Lk Egﬁ?@‘ﬁﬁsﬁ( é% b CHBIRAR o, -,

-C1-C430ay(-OIHLAN (G HCadlkyl) (G - C.SUANLNB(GEZNKEN; C4 al kyl ),

Ny PRI kAP R Cs R bbb, B v i

substfHest fob byRehliey1KRtYroBYdHIk 1 Sor &@r&a}&b 00,10 LC(O)OCI-C4 alkyl,
-O (optionally substituted alk &) - (optio Iy
'(/OI‘é(@mém alilﬁltlkﬁ@l Q):IQBM)) -CANBL(Crén aﬂi&@, &Q}lﬂﬁs M{Q(Caécl-Q alkyl),

e o T MR N  s

-C(O)mt@ﬁakylpf%(z))zwct4ag@irg}%ﬁyﬁ G@)Ccaay hﬁl@ﬁlk% aapﬂ(@?< 12@’éalky1 -
Anot tit al kox rou I OX
$0uC T Do N bAp bl 80N G I M Al S5Oy SO N atC oalksD

S e R e

and V\/nerel n the group is attached to the parent structure

s e el 7 SR pi oniBRLy bl Amocubger, suliny

mdsﬁoﬂwaﬁe‘hs@eﬁﬁ&fher@%a”m e, up to 3) hydrogen atoms are
replaced by a substituent independently chosen from

[0052]R 3, Tdﬁjel‘m SR@Stlgm@dﬂamlmé algpuefiirslitm N—mhdcaeoﬁt}mngoups —-NHRY,
ot S8 1 B D LGRS 5 SRR o o
correspﬁﬁﬁlﬁb ,an‘n@sl@ﬂﬁ w1tm Og)m?f Oé\l 4 B@%r m—%@@?gggybenzom

- NRCONR)
acid. T@@&Rﬁmnﬁbd}zﬂlﬁl fae aa’hiéf famfljag m@maactm@p@dlmns for chwgiag out the N-
moptionally substituted C1-C6 al kyl, optionally
OXIdaEB%st ituted alkenyl, optionally substituted al kynyl,
[0053(])pt i on&lolmposmﬂ&bf Fuineda dr ikludegrisht opé n6NHEMited to, optical isomers of

e WO M
Formﬁ?lldklsﬁlbﬁlﬂé ed anﬁyEJ Rk Ybr cr?ptaﬁcp M-yfoﬁﬂ%&f E&#ﬁcﬂmds with carbon-

het er ocycl oal kyl , optiona st i tut
carbon [:dqubhabd)tgds slibghdse Lmtuaitldnsi ﬁteosmglle Cl’Hll’lﬂOlﬁe]fSSOI‘ dlastereomers ie.,

i RIS 7 S SEGRER, B 8 et o
racemitesS ®EEHIution %'t}fehrat:élﬁéfceﬁéﬁl 5538 E&GB?HSheﬁofdp e%ﬁmgle by conventional

optionally substituted heteroc oal k¥l grou
methods such as crystallization in the presence of a resolving agent, or chromatography,

using, for example a chiral high-pressure liquid chromatography (HPLC) column. Where
compounds of Formula 1 exists in various tautomeric forms, chemical entities of the present
invention include all tautomeric forms of the compound.

[0054] Chemical entities of the present invention include, but are not limited to
compounds of Formula 1 and all pharmaceutically acceptable forms thereof.
Pharmaceutically acceptable forms of the compounds recited herein include pharmaceutically
acceptable salts, solvates, crystal forms (including polymorphs and clathrates), chelates, non-

covalent complexes, prodrugs, and mixtures thereof. In certain embodiments, the compounds
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where each optionally substituted group is
unsubstituted or independently substituted wth one
WwW@roNOTE93 such as one, two, or three, substitUuPer/ES2006/001272
i ndependently selected from Cl-C4 aIkyI aryl ,
descrf%@ﬁ q{eﬂﬁﬁ e il f(g’ln Gf ﬁé\ljﬁiﬁlceuhclaﬁ% éﬂle @ﬂltsCA Hence, the terms
> & hal oal Kyl TORE
“chenical/ dﬂﬁﬁ;@’omd(mh@mi&al etﬂﬁbs’calsalekgdmpasmlarmcaltmﬂp heqwta]ble salts,

solvafegic}%alglpxl‘k%q c]%__létes (nx:ﬂ% é%%g} l oal re}/(e%f Q/A{u%si l%%i_l 1xtures

[0055] NH( CL-<Bflardddedbtically ablcplabied sk Y udel b%at@'ﬂ(ﬁ’ |li@ﬂiiwdytb)s,alts with
-NH(Cl1-C4 al kyl phenyl), cyano, nitro, oxo (a

inorganipsacidsutssgl dSohydrpehlortecyphosphater @@b@ﬂp&iaqekwydr%\mmate sulfate,

sulﬁngf k§1fcr;%? C\i{{x%ﬂkea %Hs Wg&&%{%ﬁaﬁgﬂlf ’am_g’%%’ %late, maleate,

fumarabd1E€rOhte GucCihatl kyrade, acetd‘klh‘,l@éc@tépﬂneﬂhyhe)sulfeMé}ib-ﬁ«ﬂuenesulfonate 2-

hyd rox@fg/%qcl(f@g gh@%oa?el_, &l @ie eg:agqtgl 1@%0% Q )ag:%%:/%t%te HOOC-

(CHz)?‘g(:)(g?p eh@rle)n%gw d(ﬁ‘fte%la a %g}l]ﬁﬁ?zﬁlﬁ}rg%getﬁhﬁw ﬂoceptable cations

includéSCﬁtﬂH@ﬁlnﬁﬂ lvhikegl ):Q sodﬁlﬂ?,l\lpl@ipkwnyj )calcmm-,lS@l@@nuﬁA lithium, and
al, ké - NHS(I(phenyI ), and NHSOZ(Cl- C4 hal oal kyl) .
ammeW8q]  The term "substituted amino” refers to the

[005%r oup NhiRdqiebn NREROMIRABH Bf F&ithil$ 165 66@hel 295h ac1d addition salt,
ydr oxy, optlonally substitued al koxy, optional

the ﬁ@@ tbase can bel ohtakned, by b@ﬂifymgaa Isglusion of itheaeid selic| Gammely, if the

produth | O%ialult g aes ga?@% (ﬁt%lotl es(,jaltac 1)(/:u12aﬂ] r!i?ﬁl?an%g%l %lgfé%cggﬁ{a Jaddition
salt, 19BY bopadduged b?%ﬁ%blﬂr@dthb E&d%rlﬁ@e/ &l aahikable orgapic wivdnt Yind treating

substituted a koxycarbonyl sul finyl and sul fonyl, and
the sqlpiemvithran jagide b 3eeprdanse witlo eRsAENY) REREsEHTes 0B dreparing acid
t S
add1t1% |§X11ts &? 339@941-{11%1&13? Th %sgltsﬁglegﬁlgggﬂrﬁéelhregg el?@@éﬂ&ﬁs synthetic
methddmdbgmqm‘ thanaiab/)besusbé 11:0 tpuetped: hat- ’E)D(acp']ndrmabduyﬂcallﬁacbeptable addition
wherein substituted al kyl, cycloal kyl, aryl,
salts.het er ocycl oal kyl, and het eroaryl refer respectively to

[oos@! kyl, Ascﬂ&tle@%&)@ pré¥ds alE AT QANG tﬁ@'slﬁd‘ﬂe oia&{émlcal entltles for
heteroaryl wherei n one or nore (such as u

examp}»camﬁr er anpide aledyatiwes rof dlen cqnwmlda rof Froemlugc &dT b@/ t%im “prodrugs”

ubstituent i.n ndent |y cho
inctad Gy B AR SRETARERECh Tamelr ! A Binpegered o
patlerﬁuégl Ql'pﬁﬁ‘ méﬁé&ﬂl@ﬂﬁé&sﬂﬁ@ of €l ;e@thig\ RAandlésovieprodiugy include, but
group, -NRbRc, halo, cyano, nitro, -

- CO2RDb,
are notdgmpcﬂq@o aceiatoR orma@;@gﬂgd) ke delﬂm of functional groups

(SuCh-a\%%g,H gﬁ%&% - ﬁkﬁ@ﬁe@%@%s—@? f:l'vvher e Rais
[00583hos en Theasmn® ol aitel! defers tobthie ichethiedl €itityoforalel Wy, the interaction of a

optional |y substituted
solventpand a comlgloun(Lil Sultablie solvates are pharmaceutically acceptable solvates, such as

hydrates, including monohydrates and hemi-hydrates.

[0059] The term “chelate” refers to the chemical entity formed by the coordination of
a compound to a metal ion at two (or more) points.

[0060] The term “non-covalent complex” refers to the chemical entity formed by the
interaction of a compound and another molecule wherein a covalent bond is not formed
between the compound and the molecule. For example, complexation can occur through van

der Waals interactions, hydrogen bonding, and electrostatic interactions (also called ionic
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al kenyl, optionally substituted al kynyl, optionally
substituted aryl, and optionally substituted
whedeo@pyl ; Rb is chosen fromH, optionally PCT/US2006/001272
substituted Cl1-C6 al kyl, optionally substituted
bondigg)!| oal kyl, optionally substituted heterocycloal kyl,

optional ly substituted aryl, and optionally
[0061d ypst i thicetprmetastivamgent” 48 disrg tp smflwaf@p@r?éémqa}/ eehws@fhwh has

0g bs t 1-
oGNS SO PV L, Btk
pharnadceattdad diilifyo Mor axanggé b mca;i\de}agsmihnay Bedreahti-cancer therapeutic.

oL AL ol SR S0 05 Rty of
invenfibR $hdah¥ b8 dmolft M@cﬁ@@ %%Gaﬁﬁﬁnp @Ié&@@ﬁ%&@ &2 Aén-hWinbf patient,

one or nmore, such as one, or three, substituents
to treatnadd;p@ﬁq@pg J a/thggﬂpe@ttcgﬂy feffgcrﬁve@mo@nt Bilak ivb anamplupt sufficient to treat

a dls%ﬁs?qc;f %1so@fr (rﬁspﬁg?%% o 1|nase %h%het ‘Iagﬁ-? %ﬁ?alxﬁe% gafly effective amount

may Bé W&@ﬁﬁﬂ:ﬂ' expeﬁilrre%ll | kotl exbhple E%Zﬂgﬂb%dk}éénceﬂt@étﬁm of the
CNH2, - Cl- |- N2, ¢4 al kyl)
chema:lak«;ntl)ty, mmoqﬂlc@dy,&wfwlatmgj@wwbdwy| ) (C1- 04
| kyl c |
[00631‘)(0y ( gs ayJI%ﬂugc%l'{Jt( gfjrré = t %]‘(}EX%Q&@;%{ lck\(aqg%Xﬁ‘eu 18 stmc1§t{cglly significant
in a swatdardparamen]diekt, oﬁ)statisﬁbﬂrsi@{iﬂb@n,ce -SGKEH; Stdehly OCltestd where p <
al kyl,  -COON(CL-C4 aikyl)(Cl-C4 al kyl), - CONH(CL- C4
0.05.5) kyl ), -CONH2, - NHC(O) (Cl-C4 al kyl ),
NHC( Ok ) a | O
[0064] Nl(_lg( )(‘:S%alﬁ Ey %fer tgl%g]agﬁé?lj El!féfl %%(CC(O@CL C&l%rié;c%%ﬁoie a human, that
has bed( @) &il} b}‘LthI ¢bjeqh o trghtmenC(oDp@vatioh drad¢xpetitnght. The methods of the

invenfiGhSER IR O Yyl Sy oD PRI, In some

embodﬁ@M"@ hois a“rﬁ!{ﬂs?tﬁglf brlet fkoRleleribb dimNESER (pRA&NYE human.
and - NHS (C1- G4 hal oal kyl); and wherein optionally

(0065 ubst | E} Eencieganic diseEe 234 Ijeastskinesst Eyolved in angiogenesis and

TR T e e
[0066] ef er s Byo “dhevgenieskiniset e @eai s kidsel havigda NReEE relecin a cell

. as dea’é(rl bed above. N oxi des can be \&he pared by

signaking Rethway that leadls to csiiplas Fanddornptian nher ewgewrﬁwed fop aberrantly
e Cc

core SR DU S0 Bl LR R TR0 QHRE RYRALA bt e

limitedgactiibn cond|t| ons for carrying out the N oxidation.

[0067] “Treatment” or “treating” means any treatment of a disease in a patient,
including:
a) preventing the disease, that is, causing the clinical symptoms of the disease not
to develop;

b) inhibiting the disease;

c) slowing or arresting the development of clinical symptoms; and/or
d) relieving the disease, that is, causing the regression of clinical symptoms.
[0068] “Diseases or disorders responsive to kinase modulation” refer to pathologic

conditions that depend, at least in part, on the activity of one or more protein kinases, for
example, angiogenic kinases and/or oncogenic kinases. Kinases either directly or indirectly

participate in the signal transduction pathways of a variety of cellular activities including cell
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[ 0053] Conpounds of Forrmula 1 include, but are not

limted to, optical isonmers of conpounds of Fornula
wa00canEpat es, and other m xtures thereof. |n ediOUS20061001272

conpounds of Formula | include Z- and E- forms (or

o A% gLl PRSI RSB ruponnclo

but ar@ NRAHEART $o Ahme 3éwHhe QABIOGenekis esupportipigi sodid yurmﬂ‘t gmwth and
fornms, can be obtalned by asymefric s nthes X
diseasgse shareaterredoby t eReessivic fat F@SCURREIZANON | fiﬁ’éeﬂc retinopathy,
i shed, for exanple by
macul%’rgi%%%%'cﬁgoﬁa%{h lgﬁ?%ﬁ%ggguch as crystallization in the _
[0069]PT eSerthaafe t drgsotenésiyy rafpentd a chengehindhevasgniap hgtwork or quality

of vasg%:aiglﬁsat ]&g{aagéggp@ké@%&gé{ﬁ:e% tp)l %ﬂgqggre%is%rﬁg%alﬁn:;{ uallrglineters and, for
instande? IHS%/ ?é@sﬁé’ds b?rn d¥@YeP YPplaaatice TBF i feolciBr #ARMIEA slowed
ent es o esen |nvent|on i ncl ude al

developmenb wérieovisenhms abrfuctuln@ cbmpmddocc{umseq of eaeivesgplar structures,
entltle of the res n

changf 1 VARG PoEBB G BE A MU 15 P of horsE Bty of

anglo%ﬁé’sﬁé]@éi%ﬂaélﬁ AideXscaFreont &’@ésﬁ:dfaﬂgi@eﬁlb gt@ath, or regression of previous
har maceutical |y accept able forns of the conmpounds

angiogepisi gredthher ei n |nclude phar maceutically acceptable
alts, t.e t C I r
007055 3R e 47, U ki L ool KO Bbpounds of
Formud4 0dr ugs, and n1xtures thereof. In certain
enbodi nents, the conpounds 15 WD 2006/ 076593
PCT/ US2006/ 001272 descri bed herein are in the form of
pharnaceutlcally acceptabkg salts. Hence, the terns
"chem cal entity" and "chem cal entities" also
enconpass pharmaceutically| acceptable salts,
sol vates, crystal TORS el at es, non- coval ent
conpl exes, prodrugs, resb [ 0055]

alng
"Phar maceutical ly adte aIt" i ncl ude but are
not limted to salts WK '

HiC aci s, such as
hydr ochl orat e, phosphat e,

/ﬁydr obr omat e,
sulfate, sulfinate, nitrate, |Jand |ikp salts; as well
as salts with an organic acid,! such nalate,
mal eate, funarate, tartrate, IE"5§3uccm e, citrate,
acetate, |actate, nethanes t
p-t ol uenesul fonate, 2- hyd éﬁgggﬁglsulfonate

and plmmmheallysaiceptylblatselts stlestesy ceystah foma) deetades, gomgovalent
acet at e, é"m]erenlso4 and |i ke

Comp@éq’sb groduygsi @rz@rmyﬁmrsﬁﬁﬁf-‘&é ¢8I Iy acceptabl e cations

gctje#ﬁ%?entp to ?El%sﬂﬁfen!s 1ﬁ'de%1 ehﬁy SRSt MonPRY &6 K, Wiro, cyano
ca

um num li1th amoni um_ [ 005 %ﬂée
optlorﬂtﬁgilsubsmlmted fmtrivg ammvpmbnwlolﬁalcmam@m qptxogalénbmsh depgyl,

oniory S s oS KRR S
substibfied BRCs alkoxy, sulfanyl, sulfinyl, sulfonyl, optionally substltuted aryl, optlonally
substituted heteroaryl, and optionally substituted heterocycloalkyl;

R, and Rs, taken together with the carbons to which they are bound, form a fused 5- to
7-membered heteroaryl ring substituted with a group —(Z;)mR1, wherein the fused 5- to 7-
membered heteroaryl ring is optionally furrther substituted and wherein

R, is optionally substituted heteroaryl,
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product is a free base, an addition salt, particularly
a pharmaceutically acceptable addition salt, nay be
w@e@dooesdd by di ssol ving the free base in a suiP@bUs2006/001272
organi c solvent and treating the solution with an
aci d, iz} iCCRIFARGIRr¥h ehHRMMAINT 4 18 Nlepideaey Bh&en Fom
preparing acid addition salts from base conpounds.
Those ski | | dgdiogen nptignallynubstiteied 6grifeakylagiddido; and
synt het | t hodol ogi es, 4. hat may be used to prepare
non-toﬁgscg?ﬁaern %%l?fi’cag\]l%]z; acceptable addition salts.
[ G059 bpthsmanpeibtiahey &ryl;phédr ugs al so fall within the
scope of chemi cal entities, for exanple ester o

anforadderdre; gachviadepsndently chesep dipwyBYEPEsy P%@%lly.s{lwiéuted Ci-Ce
t er n A n 1

conpa PaSHEpHRy subRbYRERLAR RBRAYSEs(ISH LORRAES,
pagtroedad thet 9., upon netabolic processing of the

it S5 ChRRaE | iFBOLAPRED SR S eReBA ATy PR3- (-
pyrid§I§EthyiRhaYES] -@cf-pﬁlefmi(@ﬂﬁlbrcgﬁayﬁyphe@ygh]l quzyﬁaiﬁahg%-m-mdol-s-
am ne  groups) in the conpounds of Forrmula 1. [00

yhurephend &{Armedsixys-Giflnetoareshylphetd)- Sk yidindrid)-1jeindol-5-ylurea.
0071 e R B 5 B LA SR ppentents chosn

from agleeQ}-abhiRyls ehvai€s alkdigh as hydrates, including
nonohydr at es and hem'-h%gIrat es. {0059] The term

[0072] chel atlecertzin pbodignante Rogaiepends 1 ant stRstitusnisadependendly chosen
r.di [ conpound to a netal ion at two (or
ﬁom}r%%?’eé{btgg%’ %?@TH%F’(%‘&)] The term "non-coval ent conpl ex"
[0073] ef er s [h @ettdie enlbodimaits, Rntdpreseiite mrsabistiiyertt lkhosen from halo, methyl,
i nteraction of a conpound and anot her nol ecul e wherein
and methQi¥a| ent bond is not formed between the conpound

[0074Nd t ha, Bk AR Eh®odiifintS XA RbRt. CONPI exat i on can occur
through van der Waal s interactions, hydrogen bonding,

[0074nd el dotcerain enibodiments, ot dndris, (akles dogsdliar ereith theiagrbong to which

WD, 2006/ 0765 PCIT/ US2006/,001272, .b i ) 0061] Th
they PRHRIG D0 Tisl g DR gy e S siEhed W Sogrodf Sz ks

wher&f thd Detdbar§DriR@Sonthing hoigadt 8he Aitloigwi hdd optibnaBy irtluiles one or more
nmbodi ments, an "active agent" is a conpound having

additigndrh?&é@qﬁ@mwpleeteﬁ|ﬁromyN, PorndX dhieeingn active agent
[007(ﬂ?ybe 3n c@éig[ﬁﬁg;bgﬁ%r%{] ﬁ{/a:&%% | ?a[kph g?&%lermﬁl 1 dbons to which

her apéutic e anoun a chem cal
they @retiouyd,oforthid fased mwngrdhbssn frexansramnldnimidhzdylf eisvxazelyl,oxazolyl,

ez qlyp oo da0ld: G0 PHTINb <A O MO § BOPUBIER ith o Broup -
(Z1)mRTP D berPRY efABodith AN ¥) tand W § fakiP Rgeth@r Withahe carbons to which they
are bound, form a fused ring chosen from pyrazolyl, imidazolyl, isoxazolyl,oxazolyl,
thiazolyl, triazolyl, and pyrrolyl, each of which is substituted with a group —(Z1)mR1.

[0077] In certain embodiments, R7 and Rg, taken together with the carbons to which
they are bound, form a fused heteroaryl ring chosen from 1H-pyrrolyl and 1H-pyrazolyl, each
of which is substituted with a group —(Z1)mR1.

[0078] In certain embodiments, at least one of Rs and R¢ is hydrogen. In certain
embodiments, both of Rs and Rg are hydrogen.

[0079] In certain embodiments, m is 1 and at least one of Rs5 and Rg is hydrogen. In

certain embodiments, both of Rs and R¢ are hydrogen.
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a di sease or disorder responsive to kinase inhibition.

The therapeutically effective anount may be
waswent@dhed experinmental ly, for exanpl e by asBeyUSZP06/001272

bl ood concentration of the chemcal entity, or

[oosogheof et eatdiyf emBYdifRh&UAL bNg bi oavai | ability. [0063]
y "significant" is nmeant any detectabl e change that .
[0081] s st athh seitajmkempodinents; Re ahehosemframspyaislird ang avbstitsted pyridinyl

test, of stati.stical .signi.ficance such . ' .
wherd Bt i ViV ER' el i RRR- B Ruf Shieika Byrigipyts and
wherdi# isiBdtitudhitkC Bn alge SubvE IR pﬁfﬁ(ﬁﬁylea&aﬁﬁﬂ@eﬁdéﬁ’dlwhosém @ilom hydroxy,

. has been or will be the object of treatnent, .
nitro, o g¥aNOY aentipnaldy BRpEEiede MINOTHamiROCHERY of halpe carboxy, optionally

substiit/&e]cg(? %F#}lg:a%}ﬁg%rl)lp?su%mfgd élFomg%owmgme@@%g C;-Cs alkyl,

er cations. In”’some
optioplyl sbstitutedaC p@ ratkbxy,anifanyl, sdfiryle stidatiyiesyitontlhe substituted aryl,

optioREl sEb3EA S PRGN OB HR P EromBCAIAL s

[0082?/ut | S 1AO%erthinTeinB8dihRnf, KhOAEstHNRSE _n  HRMuUBRIERd pyridinyl are
EGFR2and PDGFR(3. [0066] By "oncogeni c ki nase" is

indepemtently acticiserasfeorh alvydngrya wiitnoe ctyane| eptianably ceibstituted amino, halo,

carboRf ARBHOAT FUHe e AL e RELERS  SEtipiagy Grfoelkoy, CieCo
alkyl KRAFES S(_eldcf(sy@n ki, R8RS x yEaYbORFY EoMtivaNE NiubsatddY ikedéroaryl, and

Oncogeni ¢ ki nases include but are not limted to
heterqeygioplky}. 0067] "Treatment” or "treating" neans any

r eat t . a_di in i: i ncl udi.nag: g
oS3 e 3ARR R, HPLEERD o L MOyt e
indepsiydeatlp nehosén t fiemdhgdrasy ©edno, timlcevpli@pllybjubstititél tC¢pQ, alkyl,

. the disease; c) slow ng or _arresting the devel gpnent
optiopgllyyubsfitated %tye%@%llsﬁ@,’; AR N W hesint &y Wgcql"ﬁ"él %P@egsgié?gen and

: | S ijng the regression of clinical synptons.
Optmlﬁ%%gsg})&l%&ggg}gés or disorders responsive to kinase .
[0084Fpdul atlh ocettaire feebodimenss, R agichosepofidint ipynidintfyt and substituted

o Spefin 5B e b e
pyrid BRI afD GRREIN GubdtNasRS onihbam®stiticH NEyridh-1eat dr¥ i@lependently

indirectly participate in the signal transduction
chosepafrhmmapygdroky.aniiees i eveo,opptiasially| wbstiutedvamings antaecaghonyl, halo,

N T T S
substih@s@amsCy elkiyh) dgtidasiey rabkHtatd ay-CHalked, sulfanyl, sulfinyl, sulfonyl,
optionally substituted aryl, optionally substituted heteroaryl, and optionally substituted
heterocycloalkyl.

[0085] In certain embodiments, the substituents on the substituted pyridin-4-yl are
independently chosen from hydroxy, nitro, cyano, optionally substituted amino, halo,
carboxy, optionally substituted C;-Cg alkyl, optionally substituted C;-Csalkoxy, Ci-Ce
alkylsulfanyl, C;-Cs acyl, C;-Cgalkoxycarbonyl, optionally substituted heteroaryl, and
heterocycloalkyl.

[0086] In certain embodiments, the substituents on the substituted pyridin-4-yl are
independently chosen from hydroxy, cyano, halo, optionally substituted C;-C; alkyl,
optionally substituted C;-C, alkoxy, and -NHRjo wherein Ry, is chosen from hydrogen and

optionally substituted acyl.
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but are not Iimted to tunor growth, angi ogenesis
supporting solid tunor growth, and diseases
w@eb@sardses i zed by excessive | ocal vascul ari zat POTUS20061001272
as diabetic retinopathy, macular degenerati on, and
100871 | AR E:8R0 ckiB0GHenis RARGSridm-a5a1 Ogenesi s refers
o a change in the vascul ar ‘netwofk or quality of
[0088} ascul dn wesainChrabermientsaRyiis ghnzeni Bomaphdmyl mad\ssubﬁdmb@ phenyl

wherdlt BB DREnE 8 heoeRcBOHO B, Gor B e sl R B areibls end

wherdi® VeisBRIEBRonCthe BERVIARELDIRNYSArE iidepeRfent!d @RoRATRAN hydroxy, nitro,
occurrence of neovascul ar structures, changes in

cyano, spéignally pérshavgsl rming, aHBergEPIyh hel}erlaxEwopE PRl gsubstituted
acyl, g;%gglgag@eg?osgtg?e?vglia(?{(%/cgﬁ;ogy Q%:ﬁgg%ﬁp%b%ﬁﬂﬁmﬁ@j% alkyl, optionally
substititgd eSsConalkbxyr epiiaiadly amighngﬁhlarylgkp,vvtshlfad}fDO"éﬁlﬁnyl sulfonyl
_Prowdedh ein is at e onec em cal entltynﬂﬁ
OpthIqué{mSE oeé'y](af optregp iltp@ ergaryh, padoptinnglly substltuted

heterc{%cﬂ,gﬂ, g’b R3 R4 (Formul a 1) and pharnaceutically
ceptable salts, solvates, crystal forms, chel ates,

[008%h0on- coval eartain corfpideneds, ’pheodmb.asgsl,enan dn nihet swlstituted phenyl are

wh t t
indep{riftaf, chater i o Bl oRY: Ry B, CoRiglY  pHRBte amino, halo,

carboRPp! d)}ﬂﬂﬁlally sEbEIRited 8T ARYID @ph@ﬁﬁll@foﬁﬁﬁtb@fé\d' Cr- @@dﬂ@oxy, optionally
car boxy, optionally substituted aa optionally
1@6ya

subsﬁ@etb@mhpwle@papwbyy eldqsbwgdl phwewo Kepskfanylht @@Cs acyl, Ci-

Colkticebeiyt o PR B noHRSh, o oottt e

[00903r y! , pt teannal |ejnb0$1i.1bﬁit$ t ﬂieedumﬁhmnmabyl theaggbstituted phenyl are
onal ly supstituted heter ocy?I oal kyl ;  R7 .and
1ndepplg{§@

8,
Ayt ehysemeliom hHdroRy %90 raale.0 OpfFRaHYt RSt 13?5 Cr-Cy alkyl,
phendQuAth ogtfahg?l@sﬁbgﬁﬁ%d%l-@aué rembered heteroaryl ring

bstitute wherein the fused
[00915- to Ta certain embodiments, the substltuents on the substituted phenyl are
independently chosen from halo, methyl, ethyl, methoxy, ethoxy, difluoromethyl,

trifluoromethyl, difluoromethoxy, and trifluoromethoxy.

[0092] In certain embodiments, Rz and R4 are each independently chosen from
hydrogen and methyl.

[0093] In certain embodiments, R3 and R4 are hydrogen.

[0094] Provided herein is at least one chemical entity chosen from compounds of
Formula 2
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menbered heteroaryl ring is optionally furrther
substituted and wherein RL is optionally substituted
whedoeno@pyl ; 18 WO 2006/ 076593 PCT/ US2006/ 00 1PGRUSA06/001272
is -CR5R6- wherein each R5 and R6 is independently
chosen from hydrogen, opti onal% s%bst ituted Cl-C6
al kyl, and halo; and mis ch %rr#‘_ fomO, 1, and 2; R2
is optionally substitutad-akyl; and R3 and R4 are each
i ndependently chosen frf6m hywdrogen, optionally
substituted Cl-C6 al
and optionally suUbssti t
t he conpound of Fonnul a
5- (phenyl car banoyl am n®
pyridyl)ethyl)indol e; R
1- (4-chl oro-3-(trifl uoronet hery I I~3:41-1 pyri di n- 4
-yl)-1Hindol -5- yl)urea; and 7 N
1- (2- met hoxy-5-(trifluoronethyl)phenyl )13-(1-(pyri di n-
4-yl)-1Hindol -5-yl)urea. [0071Rs In ceRtain
enbodi nents, R represents ]( or % substituents
i ndependent |y chosen fromFIma®h-c2 alkyl, and
and phdmfadertc - ! ! -
pr epr esentE g%%ccg?&g%gés’? P?ﬁ%ﬁ’%ﬁtﬁ eperﬁgigéril%1 giin?ﬁocg‘éar%em
compfexesnphesirags, aed myttprea thebrend) Wiborgin H 0617 2], R,IR.¢ B tadil Ry are as

descrfigR 881 BBk Bnas SRR b8 a) I certan o
enbadl Yerd isidefRndsnt Bén FoAGEPInd N; &&f tai n

enbodi ments, R7 and R8, taken together with the
c & Boehoseny o hyirogen apd gptéonsly wabstitwedralityk used

00959~ Menber e .{Vg\ﬁge NG, substit ut wiih a grou ,

[ 095-?( Zi), jlllI‘fel & er%ﬁ?gd{ﬂﬁ‘gﬁtﬁ’e?{ &r SarVPH Ao ¥‘59%§1 eﬂnﬁ optionally

substifueeds lovoerealkylt r g esrtaim dntbotintned, IRy ischobéle SrofN By @bgPERI lower
di tional heteroatq selected fromN, 0, and Sin

alkyl.; pfeptpigpm 517@}@,,1}9 18 BY4r9858- enbodi ments, R7 and R,
[oo%E)aken i@gé?ﬁaﬁl?ém%&i%ehﬁex%ﬁg@oﬁ% 0 which they are

ound, forma fused ring chosen from pyrazol yl,
[0097] ni daz & ¢drtain srohedimlents, Briakangi X is GHi azol yl ,
hi adi gzol.yl., . triazolyl, and rrolyl, egch of which
0098] &' 31 BF Vi 2T S3E RbicH Yty “Horers o pqpmpounds of
Form@aBodi nents, R7 and R8, taken together with the
carbons to which they are bound, forma fused ring
chosen from pyrazolyl, imdazolyl,

i soxazol yl , oxazol yl ,

N

N\ s

X./Y 20

R 0

N §
Ro

e

Rs R4

roaryl, provided that
t] chasen from

(Formula 3)
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thiazolyl, triazolyl, and pyrrolyl, each of which is
substituted with a group -(Zl'),,,RL. [0077] In certain
weredvotvasent s, R7 and R8, taken together w th tPer/US2006/001272
. carbons to which...they. are bound, forma fused
fjtﬁn 5y Eheldt6h, non-covalent
and p e“l‘t“ra o;l%/%dc gc]l%%%? S%%%ﬁjssp%u stslyt ut ed \?Vlon ﬁova -
comp@lxesu prod@‘t?g‘s) and MRixture® Geddof| wheareintRgiRa, Ryyland Raere as,desdribed for
e ne qf ~R5. and IS dr oge n rtain
compeBAf RERESE | SR ABY KR SR B ey rGE FonPorrda pe Fppmola
2, and;@ﬁgr@fnn enbodi ments, mis 1 and at |east one of R5 and
I's hydrogen. In certain enbodi nents, both of R5
aﬂ?do Rpreserds OyelB ogeatituents 1@@0@#1&7436‘@8 from hydroxy, nitro, cyano,

iU SRR QBLE SRR L0 SRR PRIy

optlo isdbdtthted@HGtoSyASEdn ?'Utogdoﬁb&’llylsdbmﬁhted @lﬂ-ﬂseﬂﬂd optlonally
ubstituted pyridinyl is _chosen from

SubStlt‘%tﬁd Subs elkonycylfpgyli siliylssubiqayl, O\Pféqﬂé]rl.‘rﬁ S%hfﬁg%t?C% %ﬁpgtwnaﬂy
dently chosen
substfiled R 3R b g il ed Bl PASREE 1Vt it e
[009941m no, Immeﬂ@mareblbbﬁimenltﬁal Ry Ganvptionallyopitistivddd yamino. In some
substltuted acyl, optionally substituted
em OHH%@%y i GPNO- optlonally substituted Cl1-C6 al kyl,
[0010@?t ' on@‘}rc&\){d&iuﬁétehﬁ 1t gliehst-drE AekRosY enBty ERAMA from compounds of
ny sul fonyl, optionally substituted aryl,
Fonndpﬂionally substituted heteroaryl, and optlonally
substi tuted heterocycl oal kyl . [0082] In certain
enbodi nents, the substituents on the substituted
pyridinyl are independently chosen f
nitro, cyano, optionally substituted/am no,\hal o,
carboxy, optionally substituted
optionally substituted Cl-Co6al

al kyl sul fanyl, Cl1-C6 acyl x—€t¥YC6al kox ony[?
optionally substltuted heffer oakyl ,

het erocycl oal kyl . [ 0083] ain enbodi nents, the
substituents on the prSt | £e [ are

i ndependent |y chosené§ron1hy , hal o,

optional l'y substitut Cl-C2

chosen fron1hydrogen eot|onally substituted acyl.
[0084] In certRd [ , RL is chosen from
pyridin-4-yl and substitut&d pyridin-4-yl wherein
substituted pyridin\4-yl i &chosen from nono-, di-
and tri-substitutedRapyridin-4-yls and wher ei n
substituents on the substlt#tedl£xr|d|n 4-y| are

I ndependent |y

and pharmaceutically acceptable salts, solvates, crystal forms, chelates, non-covalent
complexes, prodrugs, and mixtures thereof, wherein R, Ry, R3, and Ry are as described for
compounds of Formula 1, wherein X, Y, and Ry are as described for compounds of Formula
2, and wherein Ry is as described for compounds of Formula 3.

[00101] Also provided is at least one chemical entity chosen from compounds of

Formula 5
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chosen from hydroxy, nitro, cyano, optionally
substituted am no, am nocarbonyl, halo, carboxy,
wopitcon#bd y substituted acyl, optionally substPeTiUSN06/001272
al koxycar bonyl, optionally substituted Cl1-C6 al kyl,
optionally substituted Cl1-C6 al koxy, sulfany,
sul finyl, sulfonyl, optionally substitute
optionally substituted heteroaryl, an
substituted heterocycloal kyl. [0085
enbodi ments, the substituents orx-tte| substit
pyridin-4-yl are independently//chos from hydr oxy,
nitro, cyano, tionally substi ino, hal o,
car boxy, optio e
optional |y subst\tuted @J-d%glkoxy,
al kyl sul fanyl , zééyl, 11- C6al k ca bbnyl,

opt i onalfRay i tut\d heterparyl, / .
het er ocycl oal : I n/C fn enbodi nents, the
substituents o gtuted pyridin-4-yl are
i ndependent |y f rom\hydr oxy\, cyano, hal o,
optionally bstityted Cl- al kyts, optionally
substituted Cl-C2 al koxy, Bhd - NHRLO wherein R10 is
chosen fron1hydrogeﬁmand optionally substituted acyl.
20 WD 2006/ 076593 PCT/USZO%E/OO}Z 2 [0087] In certain
(Gorpula %)008

enbodi ments, RL is pyridin 8] In certain

and pRafiRdbutRAN B acddgtabR salg) 6 afch, Uy <841 Souvhs, eidated) Riphichvdiest
henyl wherein substituted phenyl is chosen from

compiegap Prodayigs, anghaittutes ghepent whareia K RengidRaard as dessribedifor

t 0 stitut hen e

compSUiRIE FUANIR 100RE R REY AR 585 B RibeHof commaunds of Formula
2, wheptn Rpad hsydesortitsddi forit ealpciid 1 0f F&ifiulo3;am e¥hékein hal o,

carboxy, optionally substituted acyl, optionally

s ResFichaseBgTom Rydrp et baleyand oppenadiyubstitated Sawerallsd;

C I ' i = kaxy

ot BSAPI orRB08d, o, RURSLILY Ml Ky BRI,

s Blkz)a‘ E@bsenjmﬁn hydrafény ll@milagk}ﬂ,mdn?ill}yﬂubstgmeﬁd@hah%&y, optionally

. i tut et ryl, andoptionally substitute
Smmﬁﬁé?g¢8@§@%8§%@9&5%?0089] In certain enbodinents, the
[00103pbst | lm%ﬂ&inoéinﬁ&ﬁméhl’@,sklz{]‘ig ehbseRemh Bfdogen, halo, methyl, and

) indetgendently chosen from hydroxy, nitrad, cyano,
mﬂu%‘b‘?? Wal |y substituted am no, halo, carboxy,

tiongl |l bsti t -C6 al kyl . optional l
(00103 st %tcé@%f%@é)gﬁ%%i%’iip? i%ﬂ%%l 9"%@%@%%%@50’ methoxy, and
methypphenyl , optionally substituted phenoxy, Cl-C6

kyl sul fanyl, Cl1-C6 acyl, Cl- C6al koxycarbonyl,
[0010§Lt i onﬁi fertaty abodimens, %@ﬂ%h@é@%ﬂn; and

[00105€t er ofy cbeahKdhbodiments, Rz is chosen from hydrogen, methyl, methoxy,

difluoromethoxy, trifluoromethoxy, ethoxy, and halo.

[00106] In certain embodiments, at least one of Ry, Ra, and Ry is not hydrogen.

[00107] Also provided is at least one chemical entity chosen from
1-(5-Bromo-2-methoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;

1-(2-Methoxy-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(2-Methoxy-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1 H-indol-6-yl)-urea;
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[0090] In certain enbodi nents, the substituents on the
substituted phenyl are independently chosen from
wWhy@e o593 cyano, hal o, optionally substituted BIFC22006/001272
-al kyl, phenoxy, and optionally substituted Cl-C2

1-(4-0’;}1&@%- [me H%ngsltd ofthdt R 5’@L@ﬁgﬁ?}n-g-pfgmethyl-1H-indol-4-y1)-

tltuent e su stltu
i nckependent |y chosen from hal o, rret hyI et hyl ,

1o ety e o G R BBy HaueET -
1-(2, 401%&@%11 fﬂ@%&&ﬂ%ﬁm ﬁﬁen@I)OB B%ﬁicﬁnﬂ%ﬁletH?ﬂQHelﬂGSIMJyM-urea

chosen drogén and I'n certain

1-2, Whﬁéﬁtrﬁluomn@thﬁl -PhenghS- ﬂyl@ff@géﬂ yh[h@ gi] Hendelr4telg-urea;

R

1-(5- MO@MXFQMIF}Z) 3*(Z}ﬁyrﬁint;%yhéthyll?ﬁ-l-QldaBoM—yl)-urVaSl ;|
or nmul. a ar t t
1-(5-Bramos2- e@eﬁwh@@/) éﬂlr@b/!agmf‘bylﬁ%e H Q)%@Lx-y e =0\6/lal gnt
in RL
1SS PR HEANSS. (| A6 X b ARy 22‘3‘?‘&’2 '%‘?f@ "
1-(4- Meugpbﬁumdﬂucﬂlbmléﬂ]yhphmyi) -B0dpyvidini-ylm¥étlatd HYindplke4-yl)-urea;
epen sen CH, N: . i h
-G R dReaee D s onar Y Eidstne B EARnR - B36e
1-(5-CHlo%es-hitkib xS R 1|5ctl3$1$p - h%lrﬁétﬁﬁemfiﬁdapshw}lhﬁ&en and

optionally “sSubs | ower . In certain

1oy frritspromiyl st 1 poridinyiy syl dohryl)-ures
1-(4-Chloro-3-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(2-Fluoro-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(2-Chloro-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(2-Fluoro-5-trifluoromethyl-phenyl)-3-(3-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-
urea;
1-(2-Methoxy-5-trifluoromethyl-phenyl)-3-(3-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-
urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(3-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(1-pyridin-3-ylmethyl-1H-indol-4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(1-pyridin-3-ylmethyl-1H-indol-5-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(5-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(7-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(2-Methoxy-5-trifluoromethyl-phenyl)-3-(5-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-
urea;
1-(2-Fluoro-5-trifluoromethyl-phenyl)-3-(5-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-
urea;
1-(5-Chloro-2-methoxy-phenyl)-3-(5-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(4-Methoxy-biphenyl-3-y1)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea,;
1-(2-Methoxy-5-trifluoromethyl-phenyl)-3-(7-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-

urea;
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al kyl. In certain enbodi nents, RO is hydrogen. [0096]

In certain enbodinents, X and Y are N. [0097] In
we@esbaresoenbodi ments, Y is N and X is CH [ 009B(T/US2006/001272

Provi ded herein is at | east one chemi cal entity chosen

1-(2- Flh@f@-&&[ﬂﬁ%@ﬁléztg?%ﬁ? 5@9@ ’gm%v\bh%é 0765-§ﬁm@hylal nddilaNy-

POT#AJS2006/ 001272 and phar maceut i cal |y acceptabl e

SRR e 0L Ao e - OB
4-{4-R2(2-Rethoand- ﬁ%ﬂ@f&naﬁy@ﬁﬁﬁyloiaeadé]o&memmm Sylﬁlfethyl}—pyrldlne-

Fornula 1, wherein X and RO are as descri bed for
C GrPBRAFYE Céﬁld%@thﬂlaﬁlldez and vvherel n R20 represents 0

1-(7- M%th§1 %@gfdir} k‘%ﬂ{l f‘P'ﬁH 3%12 §Bﬁfﬁo'ilé/rﬁétﬂ§1¥pheny1)

ano onal ute
annnpcarbonyl halo carboxy, optlonally substltuted

1-(3 @E'Proo%am @3@3%@1% ol s fno d%g%Pg‘ﬁaqhwlylH indol-4-yl)-

sqj@&t ituted Cl1-C6 al koxy suI fanyl, sulfinyl,
sul fényl, optionally substituted aryI opti onal ly
1-[5- @hﬂbm—il-t(liltﬁdlohetaef%mlmdthomph@wﬂrbﬁlapylydlatﬂashndthmddﬂ-mdol -4-yl)-
hetrerocycl oal kyl. [0099] In certain enbodi nents, R20
IS %aptl onally substituted am no. In sone errbodi nment s,

1-[5-@ROrd-3- (3 iy @dx y ISR pREr Y- S el eyRil Goyirlia - ﬁlﬁa@@l PHéndol-4-
chem cal entity chosen from conpounds of Fornula 4
- ¥Dupa) - 't R2O

1-(3-Chloro-4-methoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(4-Methoxy-3-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(2-Methoxy-4-methyl-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-y1)-

urea,
1-(3-Bromo-4-methyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(4-Fluoro-3-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-y1)-urea,;
1-(5-Bromo-2-methoxy-4-methyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-[ 1-(2-fluoro-pyridin-4-ylmethyl)-1H-indol-4-yl]-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-[ 1-(2-methyl-pyridin-4-ylmethyl)-1H-indol-4-yl]-urea;
1-(3-Bromo-4-methoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-[1-(3-fluoro-pyridin-4-ylmethyl)-1H-indol-4-yl]-urea;
1-[1-(3-Fluoro-pyridin-4-ylmethyl)-1H-indol-4-yl]-3-(4-methyl-3-trifluoromethyl-phenyl)-

urea;
1-(3-Chloro-4-fluoro-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1H-indol-4-y1]-3-(5-bromo-2-methoxy-phenyl)-urea;
1-(3,4-Dimethoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(3-Chloro-4-methyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(5-Chloro-2-methoxy-4-methyl-phenyl)-3-(1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1H-indol-4-y1]-3-(5-bromo-2-methoxy-4-methyl-

phenyl)-urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1H-indol-4-yl]-3-(3-chloro-4-methyl-phenyl)-urea;
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X-Y ROAR Oi 11L b NR2NR3 R4 (Fornula 4)

and pharmaceutical |y acceptable salts, solvates,
wa@eystads93 or ms, chel ates, non-coval ent conpl eREFUS2006/001272
prodrugs, and m xtures thereof wherein R R2, R3, and

-[1-(R4A mire- ptﬁ‘ldie—équmbéxyl)f- Hﬁ-lncRﬂJ-Wp}d]JB({S- chford=0 Irﬁbthaxﬂ-phenyl) -res;
rein d bed for conmpounds
11 -@3 OB i G D HeD 4 Gk GBS P e megiony-phenyD-uree;
O PEBMRG EREA,  LANL SOR B  lo
Fohelausa23 WO 2006/ 076593 PCT/ US2006/ 001272 R 20 |
1-[1- (BgAmh{o'_{)yndmR% ylmetlﬁg’fl) ﬁ-‘l-mdol I}zy:f] g .? 4 rEUmethy? S-trifluoromethyl-
phenyl)-urea;
i-(5-Bromo-2-methoxy-phenyl)-3-(5-methoxy-1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1H-indol-4-yl]-3 -(2-methoxy-5-trifluoromethyl-phenyl)-
urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1 H-indol-4-y1]-3-(2,4-dimethoxy-5 -trifluoromethyl-
phenyl)-urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1H-indol-4-y1]-3 -(2-methoxy-4-methyl-5-
trifluoromethyl-phenyl)-urea;
1-Benzo[1,3]dioxol-5-yl-3-(1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(6-methyl-1 -pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1 -ylmethyl}-pyridin-2-yl)-carbamic
acid methyl ester;
1-(5-Bromo-2-methoxy-phenyl)-3-[1-(3-chloro-pyridin-4-ylmethyl)-1 H-indol-4-yl1]-urea;
1-(5-Fluoro-2,4-dimethoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
1-(3-Bromo-4-fluoro-phenyl)-3-(1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
N-(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1 -ylmethyl}-pyridin-2-yl)-
acetamide;
1-(5-Ethanesulfonyl-2-methoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
1-(5-Bromo-2,4-difluoro-phenyl)-3-(1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1H-indol-4-y1]-3-(2-fluoro-5 -trifluoromethyl-phenyl)-
urea;
N-(4-{4-[3~(5-Chloro-2-methoxy-4-methyl-phenyl)-ureido]-indol-1 -ylmethyl }-pyridin-2-yl)-
acetamide;
1-(5-Bromo-2-methoxy-phenyl)-3-(7-fluoro-1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
1-(5-Chloro-2-methoxy-4-methyl-phenyl)-3-(7-fluoro-1 -pyridin-4-ylmethyl-1H-indol-4-y1)-
urea;
N-(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1 -ylmethyl}-pyridin-2-yl)-2-

hydroxy-acetamide;
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and pharmaceutically acceptable salts, solvates,

crystal forns, chel ates, non-coval ent conpl exes,
w@e@dnngs3 and m xtures thereof, wherein R R3PCEHOS2008/001272

are as described for conmpounds of Fornula 1, wherein

2-Am¥ao-M-(420d[ 3RS -Brioh 0B ek Lhesly1)-afei do) TREINAFIn¥khyF PhyHdia-2-y1)-
2, wherein O is as described for conpounds of
F@epfamide3: and wherein R21 is chosen from hydr ogen,

I ' I ' [P [
s s i e R T e
alfeynhgmided R23 is chosen from hydrogen, |ower alkyl,

[ [ | bst i h [ [
T L PR A
N SR OO Bl ORI ALY R LA 20t
1-(5-Bropod2-mesthexy-Reayh)$ - (hrostanxy-1-gyridiped-olyeethylhHi-dgdol-4-yl)-urea;

1 CRDRE Sy g s Lo Ve B iran e indol-

| si-@hasan from hydrogen, nethyl, nethoxy,

di f1 uoronmet hoxy, trifluoromethoxy, ethoxy, and hal o.
1-(-Bogrodmathoxyaptieayh-3eltbuitod rsidind-yimethyl- bidndql-4=pl)-urea;
N TR 2 SR p PR PR3y B Ao

- (abetBnalep- 2- met hoxy- phenyl )-3 - (1-pyridin-4-ylnethyl-1

H | | -4-yl)- ;1 -(2-Meth -5
1-Meliy T A ena BRI 6 T oy bromer mefiawtgheny)-reidol

Hib 9L vifieitiyl r-B{fn-2-y1)-amide;
1-1( 2 NEY hox;}l—%?ﬁ??l u}cl)g glr?tleteﬁyl - phenyl ) - 3- (1- pyri di n- 4-
N-(4-y4-he( Fprerho-B-mntlioky-Ghsiy] )-urera]-inddt 1 \Win2BOB L Hyi BHSD-2-y1)-
PCT/ US2006/ 001272
1 PEREHYPS- 2- met hoxy-5-tri f1 uor onet hyl - phenyl )-3-(1-p
N-(4-Y4T 3 nBorvb Pehbibx L phtdyhd@kddt-Hdbi-1 Yl sthyl} -pyridin-2-y1)-
( %{2( Fl uoro-5-trif 80[‘ onet hyl ] phenyry)l- 3- f%3§/r1“ di n}i)4- y
| AgobHYpramider i ndol - 4-yl )-urea; 1- (2, 4- Di net hoxy-5
i t - - &~ 5 i d. - - | t | =
NP B RIBLA RN ER - teiab ST Sudeds TR v 2-
1 nfczpKolin-4mt-hestarbidey i f | uor omet hyl - phenyl ) -3
-(1-pyridin-4-ylnmethyl -1 H-indol-4-yl)-urea; .
1-(5-1110(@:%%5211691’1913%r@ﬂ%@thy/lpmﬁwm@n# lepepayhr Hlindel-¢-yl]-
| netbyl -1 Hindol-4-yl)-urea; 1-(5
- Br ofro- 2- net hoxy- phenyl )-3 - (1-pyridin-4-ylmethyl -1
1-(5-Bioimvdhnekhokyypheayl)-8af 1 -[ 212 etBooy-aihy Raehd)epsyidibé g th$l -1 H-
-gl- E)yri ?i n-4-ylmethyl -1 Hindol -4-yl)-urea;
ndol-4-yl}-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-[ 1-(2-morpholin-4-yl-pyridin-4-ylmethyl)-1H-indol-4-yl]-
urea;
1-(5-Bromo-2-methoxy-phenyl)-3-[ 1-(2-methoxy-pyridin-4-ylmethyl)-1H-indol-4-y1]-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-[ 1-(2-hydroxy-pyridin-4-ylmethyl)-1H-indol-4-yl]-urea;
N-(4-{4-[3-(2-Fluoro-5-trifluoromethyl-phenyl)-ureido]-indol-1-ylmethyl } -pyridin-2-y1)-
acetamide;
N-(4-{4-[3-(5-Chloro-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl }-pyridin-2-y1)-2-
morpholin-4-yl-acetamide;
N-(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl } -pyridin-2-yl)-2-

methoxy-acetamide;
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1- (5- Broi no- 2- net hoxy- phenyl ) - 3- (1- pyri di n- 4-yl net hyl -
1 Hindol-5-yl)-ureas;
wa2qodonsphyl - 3-tri fl uoronet hyl - phenyl ) -3 PCT/US2006/001272
-(1-pyridin-4-ylnmethyl -1 Hindol-4-yl)-urea;
1-(5- (Ihlptb—lzlnﬂl@h@e}ephanyr)mpF@nrﬁeﬁly]I-pyphhmwy)lm%l@ﬂ) IYihdbla=y¥1-Mrea;

CyelopNanibiprtypglis Mg oL ey 2anethopy phamR-urcidolrindep.

1 yiinétA9i0LyyRided-R-yi)-£did
yﬂn !\g?h%}gr 5- trlflbgrorrethyl phenyl ) -3-(1-pyridin-4-

1-[1- @I'mmwpyr@ll&%rﬁmthyﬁ)-w)ndspil—éayl] 3 (5-bromo 2- d1ﬂuoromethoxy—phenyl)
u(, Chlor03tr|fluororrethyl phenyl )-3-(1-pyridin-4-y
-1 Hindol-5-yl)-urea;
-(4-;@4-(z(ﬁBmﬁMSdlﬂﬁmfokneﬂ{o&srqﬂlbwb BREWY lindod:1CHnRMy b ridiny-y1)-
I methyl -1 Hindol -5-yl)-urea;
13F%‘af€}ﬂeoro 5-trifluoronethyl -phenyl)-3-(1-pyridin-4-y

R B0 2B R et iy
ﬁwth;damm-gtbptehmmdegl H i ndol - 4-yl)- urea;

1-(5-Frol s A o PR Ao b Tt e high S indol -yl -arcas

1-(5-Brofne- BhRMyx9- ﬂfﬁhﬂg)ﬁy{lp@ﬁ@)ﬂ% cfky 4 t{é{lﬁhﬂﬁé%ﬂln-Lylmethyl] -1H-

- pyridi n-4-yl'met
11del- Bf)d]‘ﬂure@s met hoxy- phenyl) 3-(1- pyrl di n- 3-yl net hyI

1-(5- Bt_rl%nilogﬁmegl}o% hﬁ?ﬁg?#);TCh R%/an%piz- gfgrp?t?lﬁ,/ Qg-mdng/l- -yl)—urea
N-(4- Y- gﬁfﬁsmmzanaﬁbmis e;l?b&ﬁ&ilib)] ?nd()ﬁr@ﬁh&u&ulpy@aﬁﬂ dliypy-A-

yl met H i ndol urea

1P¥15015¥6ﬁ031233ﬁ’@ﬂh@ﬁey phenyl ) - 3- (7- net hyl -
I

N RS s BB O s R -%—yrralé‘?%ﬂagomwﬂ-

ﬂmetldylmﬂmoyetm&hﬁ&é 1 H- i ndoI 4-yl)- urea;

2- F fl h h 3- hyl

R L L Db T N

m@glygﬁln%gcgt Iqr‘(y}{ehoxy phenyl ) - 3-(5-net hyl - 1- pyri di n- 4-

I'n

1
yl met hyl - -urea;
1-[1-(2- Aqmnmrlduy4-tylm¢thylly-|5 fBuoycb N H3in(d-py1] B{ Sbrbmyd-Dei diydxylphenyl)-
H-i ndol -4-yl)-urea; 1-(2-Methoxy-5
f | uor onet hyl - phenyl)-3 -(7-net hyl - |

Cyel 11@ fnedhibogylid 48Rd 13- . - .
yelop@ichbosylic AT (L s rh b2 relhoky-pieift)-ufetadiindol-1

ﬂly@fmlh@mdls-&-yl)faumd@,orret hyl - phenyl ) - 3- (7- met hyl - |

Ny A A T T
yl-yehdtyl} yrdimool)-4nide;) - ur ea;

Cyclopropanecarboxylic acid (4-{4-[3-(2-fluoro-5-trifluoromethyl-phenyl)-ureido]-indol-1-
ylmethyl}-pyridin-2-yl)-amide;

1-[1-(2-Amino-pyridin-4-ylmethyl)-5-fluoro-1H-indol-4-y1]-3-(2-fluoro-5-trifluoromethyl-
phenyl)-urea;

1-[1-(2-Amino-pyridin-4-ylmethyl)-5-fluoro-1H-indol-4-y1]-3-(2-methoxy-5-trifluoromethyl-
phenyl)-urea;

Cyclopropanecarboxylic acid (4-{4-[3-(3-chloro-4-methyl-phenyl)-ureido]-indol-1-
ylmethyl}-pyridin-2-yl)-amide;
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4-

{4-[3-(2- Met hoxy-5-trifluoronethyl -phenyl)-ureido]-5-m
weedvglozéspziol - | -yl met hyl } - pyri di ne- 2-car boxyl PCT/a810d6/001272
- methyl am de; 1-(7-Methyl-I-pyridin-4-ylnmethyl-1

N-(4- Err-Lagfkgﬂsfo%iétb)rﬁé’th&fy-ﬂ%'ﬁﬁldréa&]f-inﬁbluP-&Hﬂahﬁxlpyﬁﬁﬁ{lb!-'yi):

1n‘(e€l'raﬁbﬂu¢ﬁ)ﬂarﬁrde[| fl uor omet hyl - phenyl ) - 3-(7-net hyl - 1- py
N-(4- EA‘I[ g”)’l @CBI}(I)BO- —ne%tLoxy—H&eny ureléo]ylndol Pyﬁnéthyjil}-pyndm-z yl)-

ﬂ%} eyl nmet hoxy) - phenyl] 3-(1-pyridin-4-ylnet
H-|ndoI 4-yl)- urea; 1- [ 5-Chloro-2-(3

1-[1- (Qde)gynpi[mﬁ}Qdayyﬂlphfﬁaﬂu(}rmlg{ Ln(dgl fral1n3(2,5dichloro-phenyl)-urea;

0 SReeehy B B o oG M e oy raten

u{:éal ndol - 4-yl)-urea; 1- (4 I\/Et hoxy- 3
trlfluoromsthyl enyl2) 1- pyridin- 4dy
1-(5- Ghlpqq)d&;mekhoyy)phgpglgé {1-] (pyrazm— -ylamino)-pyridin-4- ylmethyl] 1H-indol-
1- ()g hoxy 4-met hyl -5-trifluoroi net hyl - phenyl)-3-(1-
pyrl%ll n-24-ylmethyl -1 Hindol-4-yl)- urea;

1-(5- ahlora-zsmmxgr-pmnﬁws f1bfeR(hipzad-2¢lampioi)-giyridid-4¢y medthyl] 1 B-indol-
dol -4-yl)-urea;
14(3’2 1#81%30or 0- 3-t ri f| uor onet hyl - phenyl ) - 3- (1- pyri di n- 4-y

- 1-4-y1]-3-(5-b -2-meth henyl
R ek, b e b o ghon>

Imteﬁ:ahyl 1 Hindol-4-yl)-urea;

N-(4-1- Eagg${5ﬁf§0%ar}pﬁt§1hoxgﬁgwﬁﬂé?@yfafldil LD 2 din-gids?-

11ﬁe’ﬁ1ﬁ£xﬁﬂi@ ateldBldQXY- phenyl ) - 3- [
2- et hyl pyr|d|n4ylrre 1 Hindol-4-yl]-urea;
N-(4- 14 E%(SBBmmo -Z-hethpexph w@ﬂwﬂohu@ml—w&m@hm}mmd]n@@ml) 31

e@%?%mﬁoﬁlrégﬁﬁ%ﬁtde - ( 5- Br ono- 2- met hoxy- phenyl ) - 3- |

n-4-ylmethyl)-1 Hindol-4-yl]-urea;
1-[1- (l Amino I(y&}rdﬁii-uqﬂme(hyt)l-'ﬂﬂﬂeré - M-irefohyi i -31-(2-fluoro-5- trlﬂuoromethyl—
Hindol -4-yl]-3-(4-nmethyl -3 -trifluoronethyl-phenyl) -
uPBeRyrUeas chl or o- 4- f | uor o- phenyl) 3

1-(2- Fl%%ro@frifﬂio?orﬁetﬁ#dﬁ%eﬁé) 31 13- ;}@ﬁhuﬂzgf a)fm%ﬁﬁmdxﬁ-w-ylmethyl

hyI IH1n
- (ifdobAeyipuPeanet hoxy- phenyl ) - ur ea;

1-(5- ]%{_ ?r% Fnezhrmt hqﬁ%éﬁgeﬂy 2) @3 1sSprof))%[drcgilclg)-éﬁciigﬁt—ﬂ}ﬂlleih%d]-lH-indol-

14(y?1} gpéaoro - met hyl - phenyl ) - 3- (1- pyri di n- 4-yl met hyl -
Hindol - 4- yl)-urea;

3- (Acﬁt}’@'ﬁ*e‘mﬁl'@mn@ Ne(ﬂh{éx[ﬁ =(4- qhiarhﬁrmgh@xwpb\mylkwe&pﬂﬂr&%lzt

R P keae ekt -
N-(4- @J[ﬁthﬁr#Bltnﬁué@nt&hymh&}ﬂ)?ﬁlﬁmy ol t figlethyl }-pyridin-2-yl)-2-
metﬁ/ylam#lgea%etamMe
1-[1-(2-Allylamino-pyridin-4-ylmethyl)-1H-indol-4-y1]-3-(5-bromo-2-methoxy-phenyl)-urea;
3-Amino-N-(4-{4-[3-(5-chloro-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl } -pyridin-2-yl)-
propionamide;
1-(2-Fluoro-5-trifluoromethyl-phenyl)-3- {1-[2-(pyridin-3-ylamino)-pyridin-4-ylmethyl]-1H-
indol-4-yl}-urea;
1-[1-(2-Amino-5-fluoro-pyridin-4-ylmethyl)-1H-indol-4-y1]-3-(5-bromo-2-methoxy-phenyl)-

urea;
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1-[ I-(2-Am no-pyridin-4-ylnmethyl)-1
H i ndol - 4-yl]-3-(3-chl oro-4-net hyl -phenyl)-urea; 26
wOBD0BOOBGHD76593 PCT/ US2006/ 001272 1-] PCT/US2006/001272
1-(2- Amino-pyridin-4-ylnethyl)-1
1-[1- (E—Amdui-p}m@nhﬂ -Bmetiryt)hs -oliloro21 HehduldyylpHEByBrymor Bauethbxf-phenyl)-
u§_2 Am no-pyridin-4-ylnmethyl)-1
HY %ol - 4-yl ] - 3- (5- chl or o- 2, 4- di et hoxy- phenyl ) - ur ea;
1-[1- - -2- -
-[ %éﬁ&&@nﬁ'ﬂﬂﬂ%&zﬂﬁfd @%r finé 09‘12 qgtel?)h{%l}(é{/ }lj -3- m(:{i I%I‘Ofno 2-methoxy
plphnwl)-uma,ea 1-[ 1-(2-Am no-pyridin-4-yl net hyl)-1

1-(2-]? (Iérlrg:)g -&ntﬁ,}%%%etﬁyl(-ghenyﬂ 311? lt-whl-?tettrralch)ll 3 %%%tdm 4-y1methy1]-1H-

- (idoBrogTP-yZeaet hoxy- phenyl ) - 3- (5 met hoxy- |
-pyridin-4-ylmethyl -1 Hindol -4-yl)-urea; 1-]

1-(2-Hiugrp- wirithiorgrpethyir phenyl bk B (Dyrimiding npleminp)ynyridn-4-yimethyl]-
rifluoronethyl-phenyl rea; 1-
ﬁ%}éfﬁﬁmf“%}’} ‘%F.L’d: - 4. yl met h§|)p1 - [
1-[1- (EI-Bmdml-pyflrﬂyd H-3meyh-1di- Aﬂrﬁnioh@&m- 5—(%—%1115&(1@?@6?6)@?‘ henyl)-urea
1-[1- (EB? %‘P}%lrd;} f- y_ign[e@yl)nlgi H}glgggwpﬁ%—l( o trrlrt?uorgmethyl-phenyl)-
t iidyl uor onet hyI phenyl ) -urea; 1- Benzo [
1, 3] di oxol -5-yl -3-(1-pyridin-4-yl nethyl -1
1-[1- (El-cvyadmpymdyH-yhn@hyl)aH-maelm@m@-ﬂmm@xmmmmét)lylaphenyl)-
6 msthyl 1-pyridin-4-ylnethyl-1 Hindol-4-yl)-urea;
( #°% 4- [ 3- (5- Br ono- 2- met hoxy- phenyl ) - ur ei do] -i ndol - |
1-(5- ClﬂbﬂgEZB?igltn%oxgéﬁh'eﬁijﬁlB%l }(h-)cy% Pﬁ{ﬂlﬁ-4 AalethyTRIYhd RS -urea;
1-2- Fiuc{rg it by Idhetb s DRI fidieal ded)-paiginy byl -
Fl 4- di met hox henyl ) - 3- (1- pyri di n- 4-yl net
h Ifd%!L‘tliffh%or 4-yl) - ureay P v -3 (d-py Y
1-(5- cn}mra-zsmmxmbmﬁy-e {Fll'-[(eﬁ(%l-c)yaﬁo -pBenyidnhi€ldp vtidth aefietiryl]-1H-

4-vyl N-
dEg“(}% 'B%/eé?ﬁﬁjdrze?ret hoxy- phenyl ) - ur ei do] -i ndol - |
1-(3- CH&M-H%E%)@gﬁ)}ﬁ%%}qu {g—[)%é(%i g%@%ﬁrﬁﬂnlg i%i-ylgmmo)-pyrldm- -ylmethyl]-
- (H-ipgoli4ty}-utea;l met hyl -1 H-i ndol - 4-yl) - ur ea;
and pl?an%aﬁ:_?_ultlﬁa& ac&elg;diale Eﬁﬁgsa sol e?t?sn)c/: sta? fo(rr]hs péi rella%ésn n(L)‘rn-cova etnlgy

compléxéSZ ArhBiedthéldset hyl ) -1 H-indol -4-yl]-3
?Iuoro 5-trifluoronethyl-phenyl)- urea; N-(4-

-(2
[0010814- [ 3- MB:tl@ids derootRainmingttb povel nemhwndp ld@styib)ed heeirdw]ll beidpparent
to tho@d of or%&nr{i?y Qy i 1in e ar‘fi ! su1t2b1¥ p)rocedures being described, for example, in the

reaction scheme and example below, and in the references cited herein.

Z1)mR1
3(\Y 3<\Y
D) T )
R—Q R—Q
S NO, N NO,
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acet am de;
1- (5- Brono- 2- net hoxy- phenyl )-3-(7-fluoro-I-pyridin-4-y

wo p@bloyds93 H-i ndol - 4-yl) - urea; PCT/US2006/001272
1- (5- Chl or o- 2- net hoxy- 4- et hyl - phenyl )-3 -(7-fluoro- |
-pyridin-4-ylmethyl -1 Hindol -4-yl ) (Zgrea; N-(4-

4-[ 3- (5- Brono- 2- net hoxy- phenyl }=Yir ei do] - i ndol - |
iyl nmet hyl } - pyr inasi n—ﬁ*ﬁ?é—» -R )( -acetam de; 27 WO
2006/ 076593 PCT/ US2006/ 001272 no- N- (4-
{4-]3-(5-brono- 2- net hoxy- phenyl)\m'&mzdo]-l ndol - 1- yl net
hyl} -pyridin-2-yl)- acetam de; N-(4-

{4-[3-(5-Brono- 2- net hoxy- phenyljsurel do] -i ndol - 1- yl net
hyl }-pyridin-2-yl)- fonnam de; 1-]

1-(2- Amino-pyridin-4-ylmethyl)-1 _(Z)mR

H-i ndol - 4-yl ] -3-(3-brono-4- metPfoXy phenyl ) - urea;

N (4- {4-[3 - (®5- ChlBRE-4 nB enyl ) - ur ei do]
-indol -1 -yl nethyl } -pyridin-2R acet am de;

1- ( 5- Br ono- 2- et hoxy-phenyl)-S- <net h@ky- |
-pyridin-4-ylmethyl -1 Hindol - ) eaRa

1- (2, 4- D net hoxy- 5tr|fluororreﬂ - phenyl ) - 3- (7- net hox
yI -pyridin-4-yl net hyl - 1H-|ndol 4-yl)-urea;
1- (5- Bromo- 2- net hoxy- phenyl ) - 3- (5-f1 uor o-|
din-4-ylmethyl -1 Hindol-4-yl)-urea; N (4- {4-[3
[00109?5 ChRefaring tmRbmyn §h1eqm ),-Sierel ,dop-conkédIsolutiph wE & kympound of

Fonnlilg)ib ﬁh{k %1]_? h%ygg eglé?rmlapéngﬂ: §c%}vent such as THF is added an

excesa( lkuélﬂaa{ abolib3 ke GiNElerts, Fﬁﬂaf&%é’ sﬁﬂh@@)ébdluﬁf 1@9&1@13 The resulting reaction

Irrethgcjz(}: pyridin-2-yl)-amde; = N (4-
mleu{%s [SBH%% aighohb ﬁ@tqb@uy%mh@nd) trqgfash wigh an muiesss, ugh assgbout 1.5

el L oo 8 EoRIE THIZS NG oK it Adstine gropeysuch o

bromdy| Thcpyeacdo]m n’elﬂcydrk is Ihﬁmm:lt %di‘azibode 16l\h1(ds4wh1le dwzlmmng Iup ;co room
i ndo me

termpelfire. T PROHTL 3-Componit GIACEOIA 193 sy palated poihpiomally purified.

5-B t 3
oot (5 Rl S ACAGRERAS 13510 o, gl o, oot o

Formyla 43 in a polar, protic solvent such as EtOH/EtOAc is added catalytic amount of

Pd/C and the reaction mixture is placed in a parr shaker with hydrogen gas. After about 3 hrs
the H, gas uptake has ceased and the reaction mixture is filtered through a pad of Celite. The
product, a compound of Formula 105, is isolated and optionally purified.

[00111] Referring to Reaction Scheme 1, Step 3, to a solution of a compound of
Formula 105 in an inert solvent such as CH,Cl, is added about one equivalent of an
isocyanate of the formula R,-NCO. The product, a compound of Formula 107, is isolated and
optionally purified.

[00112] In some embodiments, the chemical entities described herein are administered
as a pharmaceutical composition or formulation. Accordingly, the invention provides
pharmaceutical formulations comprising at least one chemical entity chosen from compounds
of Formula 1 and pharmaceutically acceptable salts, solvates, crystal forms, chelates, non-
covalent complexes, prodrugs, and mixtures thereof, together with at least one
pharmaceutically acceptable vehicle chosen from carriers, adjuvants, and excipients.

[00113] Pharmaceutically acceptable vehicles must be of sufficiently high purity and
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1- (5- Brono- 2- met hoxy- phenyl ) -3- {
1-[2-(2- et hoxy-ethyl am no)-pyridin-4-ylnethyl]-1 H
w0 p@elo7e59y| 1} -urea; 1-(5-Bronp-2-net hoxy- phenpty/uS2006/001272
1- (2-nor phol i n-4-yl -pyridin-4-yl nmethyl)-1
sufficinithy diokw %)gblly tolrreder khdrh- aitatie- r nidhhXatiie &Y e Batient being

r|d|n4ylmethl -1 Hindol-4-yl]-urea;
treate%i (’lémeg{,ei} Q HWrdﬁ E3yPYsseps [pharmaceuucal benéfits. The amount of
Vehlc?euérlmgplbyaf fi’l)(é/onﬁ’l}ﬁchgh Rrith- AL TREANELD entity id HFRLieAr ¥ erov1de a practical

quant{tgt of Bla(eZLaqumdumﬁsﬂratlml p.eoumhédzdayif {lphehieyriigal entitiydo] - i ndo

| t d N-(4-
o RN SRR o o s e
sugar%\l_rSYth hs tdRWisk dslicode Whd shcrosB sRAPkE, Rudh ¥¢ canatA8l 984 potato starch;

cellulpge: frif,i. tts dexivatiyes- yweh wg)sydiph‘epa}ngm@hyichlh}mm ethylydettelose, and

meth)gyc%g}l]&g%ggo%&(%ﬁ ﬁjlg%ﬁ%%t}lngltfg ggla C,(eté C; soled hgoncw%s such as stearic

acid an@hh@grmsﬁfrn’ﬁbmwy cgloriy bylfated synthetlc 61s; vegetable oils, such as peanut

- met hy di n-4- Irrethl 1 Hindol-4-yl] -urea;
oil, ¢ ot s yeidin: y \Y ) d corn oil; polyolsy s1]10h as propylene glycol,
@ms Bilafeseme ik yalive ik ja

glycel(lﬁe {élbr{n%d% El'{l%g}rﬂ?ag?agd %fﬁ&ﬁ'ﬁngggﬁ%‘{ﬂ% éfélﬁicd %1:1d'; qaqq%lsplllate buffer
SOIUtISDHf( 2endmtsifiersp socld iam tde TWHRENY; Wet:ling agents, such sodium lauryl sulfate;

He -4- -3-(5- -2-di fl uor t hoxy- phenyl
colonﬁ% @%gr%k'_ ﬁg{%n‘lngsa e?ltsb rte?b%mg afljérentsl’I sta%qe ZErS; ant10x1da1¥cs )preservatlves

yrogmﬁ{es“faﬁerars@mc%aﬁhé |aH@[oH&%h£1%M f@:hsgﬂ\yt ohsur ei do] -i ndol
hyI }-pyridin-2-yl)- acetam de;
[0011§]4 [3 Q’Dﬂ@hflﬂoa@ﬁ@ mntsomyy pieeimgludediriei ajp]lamna;tethtichl ybmposition,

it BY s BN B St DA R ASh BB RIS o e e

1nvent1¢1yr| di n- 4 yl met hyl -1 Hi ndol - 4- yI) ur ea;

Br ono- 2- met hoxy- phenyl ) - 3-
[0011§l [ 2 (A ’@P@%ﬂaﬂif ﬁgfp%tme@a)mlpwf afilepsiionq ehentigaljentityr¢hosen from

comp(':)l_qh‘éiglof‘lF(yljlﬁ }éj €&y )?hamh aceut C)all)é afge ?hle salt§ solvates, crystal forms,

Br ono-
chelatquylonehonalémybomplbyés- ﬂ)rddrugs;:imid thixthijes Uheraof, iNmlixed with a suitable

phrploh SRR 2ognel by phent ) e Sl el e
1nsufﬂ_}1lllelﬁq1‘ﬁg(|)l€ﬂ:§[1:11;t/§{ gnetﬁéds f}%f _@cggl?l?lzﬂgtctl%}ﬁumerﬁﬂ be W&, 98ch methods are
known to those of skill in this art, and include, but are not limited to, using cosolvents, such
as dimethylsulfoxide (DMSO), using surfactants, such as TWEEN, or dissolution in aqueous
sodium bicarbonate.

[00117] Upon mixing or addition of the chemical entity described herein, the resulting
mixture may be a solution, suspension, emulsion or the like. The form of the resulting
mixture depends upon a number of factors, including the intended mode of administration
and the solubility of the chemical entity in the chosen vehicle. The therapeutically effective
amount of the chemical entity may be empirically determined.

[00118] Chemical entities described herein may be administered orally, topically,
parenterally, intravenously, by intramuscular injection, by inhalation or spray, sublingually,

transdermally, via buccal administration, rectally, as an ophthalmic solution, or by other

means, in dosage unit formulations.
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di met hyl am no- acet am de; N-(4-

{4-[ 3-(5-Brono-2- net hoxy- phenyl ) - urei do] -i ndol - 1-yl net
whgiopompps di n- 2-yl ) -2- met hyl am no- acet am de; RET/US2006/001272

1- (2- Ami no-pyridin-4-ylnethyl)-5-fluoro-1

[0011d]i ndoIDdkayd ]foﬁnﬁl@h&stWtagl'e”ﬁirh@ﬁéY REeMdhide, UbE@xample, tablets,
Cycl opr opanecar boxylic acid

troch@mlqmnges, eGIe0E® oD oy mmosaynqo dispgusible pewder -or rewiulds, emulsions,

yridin-2- I
hard &/@?opr ;puall%sgcoarlrsggu S cl)%/ 1rs (%?nposmons intended for oral use may be

prepafett ﬁc&of(ﬁngmi ﬂqueﬁroﬁrkﬂdmptrooﬂietahyﬂor e mgh) fattued 80phdridceutical
ol - yIrrethyI } -pyridin-2-yl)-am de;

comp@lgplg)sp %Cmvlfqné 134y gputain one or more agents, such as sweetening
agentS; 43{16?1{1%/ (aéer{t%]u%ganﬁg %e& ugg@ﬁ%gyvmg hgé}){\{s% Hr 610! provide
pharniace@icatty nelegguti dind- @abatabhi hpeepar&tidnsuor b 1some embodiments, oral
form%téq% Polfm‘m%glomloil 590 %rf%t ?e_agtr cl)rIel c %&?gﬁ Ylty described herein. In
some131'1{b%clrﬁfhe!?1'té1 Qrdl’)féﬁrgﬂﬁi(ﬂls Bél)ﬁfgﬁlrh)( 'le)ast‘%"% | Weioft ) of at least one chemical

Hindol -4 yl]-3 - (2-methoxy-5-trifl doronet

ent1typi¢gmheﬂ heradn.: Soysi Qmpj:nglpacms sotpairyrang 28%i © 50% or from 5% to 75 %

3-.chl t.h phenyl ) -ureido]-indol-1-
of at '&?ﬁ‘rﬁ?{lﬁyl?e’élcal ?Fl?ya‘i?‘i% %br%l})e}{%% de; 29 WD 2006/ 076593
[00120€T/ USZ5}a6y Qdddridterdd éd&np({s{’tuﬁﬁ also include 11qu1d solutions, emulsions,

(.5- Bronmo- 2- net hoxy- phenyl ) -urei do] -indol -
Suspengzplﬁs@pﬁ‘yfiyrsr grpnrles, elizirg tnctugest siapRss and dedlilsed eThq\pf(amnaceutlcally

accep?aﬁ’)}] gﬂ.mgiéyslu%\%lg rt?r ﬁreﬂ%ﬁ% Xfr'] H.B:%Wpogftﬁhg gle well known in the art.

Oral fretkatiess hfayneomtde présefvatlves ﬂavormg agents, sweetening agents, such as
1-§2- 1 NO- rldlg1 yl met hyl )-5-fl uoro-1

Sucrof 4 SAEANaT Ry P BIACBINE AHPRIR 5 cprehghrca; 1.

[0012&2 (2- A'T@'gfbgr &}iféb&ieﬁfsdofydaf%@wr)sﬁ |é19('il‘§ émulsmns and suspensions

i ndol 5-chl oro- 2- et -phenyl)-" urea;
include- e{tBar@hl giy@:nﬁ, pmplyhmy -gbhreh)plo)yeﬂmyle@m glycol, liquid sucrose, sorbitol and

water, [%’P;IPS Ze!hr)](irg elga_yé?ﬁ g)lr%lu qrx}le\?iji]g{l %ﬁtgﬂ% |a¥ rk ]fﬂ exampqe glycerol,
propyie{n% }toBI aé®itoLoyduRfIsb, OSu&WohﬁhlﬁuénsMhﬁ'SE&lEU tduthintd-deRfi@dent.
[00122] Cher?ncal entities described herein can be incorporated into oral liquid
preparations such as aqueous or oily suspensions, solutions, emulsions, syrups, or elixirs, for
example. Moreover, formulations comprising these chemical entities can be presented as a
dry product for constitution with water or other suitable vehicle before use. Such liquid
preparations can contain conventional additives, such as suspending agents (e.g., sorbitol
syrup, methyl cellulose, glucose/sugar, syrup, gelatin, hydroxyethyl cellulose, carboxymethyl
cellulose, aluminum stearate gel, and hydrogenated edible fats), emulsifying agents (e.g.,
lecithin, sorbitan monsoleate, or acacia), non-aqueous vehicles, which can include edible oils
(e.g., almond oil, fractionated coconut oil, silyl esters, propylene glycol and ethyl alcohol),
and preservatives (e.g., methyl or propyl p-hydroxybenzoate and sorbic acid).

[00123] For a suspension, typical suspending agents include methylcellulose, sodium
carboxymethyl cellulose, AVICEL RC-591, tragacanth and sodium alginate; typical wetting
agents include lecithin and polysorbate 80; and typical preservatives include methyl paraben

and sodium benzoate.
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1-[1 -(2-Am no-pyridin-4-ylmethyl)-7-fluoro- 1

H i ndol -4-yl]-3 -(5-brono-2-net hoxy- phenyl ) - urea;
WOR(04/076593 PCT/US2006/001272

{4-[3- (5-Cnl oro- 2- met hoxy- phenyl ) - urei do] -i ndol - 1-yl ne

[00124!)" }_ I%{cﬁde@h:n o5 zﬂé&ro%s E@ﬁaﬁﬂ' 31 BAHRC %eﬁéﬁﬂ@) A (aﬂmlxture with

S5- Brono- Z2- met hoxy- phenyl ) - urei do] -i ndol - 1-yl me
eXClpmylltS} S%t;blecfphthz ryau)uf@tummétalqwcalmsmpepmom obeghi eksjpidnt§ am chosen

form | usBéé\lﬁnng §¥1}ts,g I’fc?r éﬁ‘ %1' 7?4;% gfy%r?%]%yagﬁllulose methylcellulose,
hydr pthylceRulose, é&hﬂn@@ﬂa’cé ﬁdly\ﬁhjclpj’d@élﬁiohw gtﬁhﬁﬁgdc)a.ntﬁ'and gum

[ 2-(pyridin-2-ylamno)-pyridin-4-yl net hyl
acacw,rfh@ﬂer&mgfpg weitiag agentssiatialyo ooy BRGEPBHEIS rgxalpnle lecithin,

and X@@s{@aﬁciaéﬁ%@@{c& us el &O)Q%Fﬁed' &1& yhff?t tfé(’cltyl Lé_hé nggy “example

- et
polyokgethgle(s -stdatabe, cand- mﬂmsytﬁmh @mdu):tsu«ﬁfa ettiglene nokdde $ith long chain

.yl met hyl -ri|n2 - pr opi onani
siphl fisohols. o B inle Perierbr BBy oMty P toteieasyion mauct of
ethylémre loxidé! BN Yadtiat PYsErd] (‘ﬂer%ebll frofr fatty acids and a hexitol such as
nmet hyl am no-acet am de; 1-]

polyoxyethylahe ytbrbrtplnwbpwltq;l ion can@dnsﬁtomprg)dupts of ethylene oxide with partial
estersgd%&ﬁ{%al fr?@ lty acfd% andohex1tol gr?hy'&négs the Xalm)lﬁlg rp%?};fethylene sorbitan

substl{tdte[ 3Tﬁ5 eﬁﬂﬁé@fsos&p&ﬁﬁd}ﬁxﬂmp hqy lepnteine bA®lori MER plesiviBves, for
}-pyridin-2-yl)- El‘opl onam de; 1
exampl(ezﬂpflwrlbpglm pHiydesegbenzonigl - phenyl ) -3 -

[0012:5%[ 2-( Fty1 ?J get%10n¥ f?eF} %oéonﬁﬁfa{e@ s%sffénr&ﬁ"}ghtylle ]act]'vé_fngredlents ina

dol - 4-
vegetalfl2 oﬂﬂfmcex%lblelmmutpyl lotiiver of; yekaré bl loy coconut oil, or in a mineral oil

such : 1%1%8%&6%@% é[‘hp@rfylglg%%g?ogé Ilga%/tzpo%)j(_al{_x |2 tﬁlciem;lg %rggr?c foefoexample
beeswa@&zhﬁmp@fh'fﬁﬂ bi Qétﬁ aqfccihlc)[re{ﬁwb%’%témé% &géln%rs% h b iH3d0Let 4ot dbove, and
3- { 5- br onp- 2- met hoxy- phen f

flavoring 2gemtd may dermsidhg ito pyavids palaltalylle rmalmrb])arhtlons These compositions
phenyl

H i ndo 2-
may 8 prSeficdivihd adtilicy of FORET s Ta R AsRo G aptd, 52 1
[0012i6 t et r Ph@tm&eitioal BYhb&diflorts-of th® i ¥htionlmBl also be in the form of oil-

in-water emulsions. The oily phase may be a vegetable oil, for example olive oil or peanut
oil, or a mineral oil, for example liquid paraffin or mixtures of these. Suitable emulsifying
agents may be naturally-occurring gums, for example gum acacia or gum tragacanth,
naturally-occurring phosphatides, for example soy bean, lecithin, and esters or partial esters
derived from fatty acids and hexitol, anhydrides, for example sorbitan monoleate, and
condensation products of the said partial esters with ethylene oxide, for example
polyoxyethylene sorbitan monoleate.

[00127] Dispersible powders and granules suitable for preparation of an aqueous
suspension by the addition of water provide the active ingredient in admixture with a
dispersing or wetting agent, suspending agent and one or more preservatives. Suitable
dispersing or wetting agents and suspending agents are exemplified by those already
mentioned above.

[00128] Tablets typically comprise conventional pharmaceutically acceptable

adjuvants as inert diluents, such as calcium carbonate, sodium carbonate, mannitol, lactose
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i ndol -4-yl }-urea;
1-(2- N luoro-5-triuoronethyi-phenyl)-3- {
wQ@2408/0(gsy3 i m di n- 2-yl am no) - pyri di n- 4-yl net hyl PET/11S2006/001272
Hindol -4-yl} -urea; 1-[ 1
and celf@oy; bindersysutid anstdrcl) gabdtimydnd-sudrose; disintegrants such as steirch, alginic

wia 54 Qe L1 5 o ehlor g2 et o pherl ) urea” TP T8
Glidan®-suéh fak 4icBn 5136){1(‘15 Eéf%é’ﬁ?etd%lmfﬁgf{yn%%\iv cggugt ' n%uc[s df the powder

2- Cyano-pyridin-4-ylnethyl)-1
mixtur¢. 2Cploting ag@nts,rsiéh asotho RO dyesh eaybe added dax; appearance. Sweeteners

ond PR S0 ot A GRC T bopecpesyipt g i v

can bd uéetulF djwraartsSot Ehdw Ly @BREN Y apBiies Fihémémg{ﬁn!e- fefeabd and sustained
. Himdazol -2-yl)-pyridin-4-ylnmethyl]-1 H '

Ieicasg jgupuiauns) typieaily qommiseringr @3- Roreesdiidxgilyshtsngisglo®d gbove. The

1. . ) i no)-nyridin-4-yl methyil-1 H
e g i O RO ARl SO AE LG M e, o
and sHelf stability. . di - 3- yLani no) cidi n- 4yl met hyl

-] 2-(6- - - 3-yl am no) - - 4- -
00124} ﬁgéﬁgﬁggm%gilﬁeﬁsga@y)éw P #aS b seraenjonat cesghads) pically

i | 18,45 | f.Qr n- coval ent .
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[001361CT / Usgg%dlgt%rl%?%r Jraﬁzl}genﬁljay%ISI) be presented as hard gelatin capsules

wherein the active ingredient is mixed with an inert solid diluent, for example, calcium
carbonate, calcium phosphate or kaolin, or as soft gelatin capsules wherein the active
ingredient is mixed with water or an oil medium, for example peanut oil, liquid paraffin or
olive oil.

[00131] Pharmaceutical compositions may be in the form of a sterile injectable
aqueous or oleaginous suspension. This suspension may be formulated according to the
known art using those suitable dispersing or wetting agents and suspending agents that have
been mentioned above. The sterile injectable preparation may also be sterile injectable
solution or suspension in a non-toxic parentally acceptable vehicle, for example as a solution
in 1,3-butanediol. Among the acceptable vehicles that may be employed are water, Ringer's
solution, and isotonic sodium chloride solution. In addition, sterile, fixed oils are
conventionally employed as a solvent or suspending medium. For this purpose any bland
fixed oil may be employed including synthetic mono- or diglycerides. In addition, fatty acids
such as oleic acid can be useful in the preparation of injectables.

[00132] Chemical entities described herein may be administered parenterally in a
sterile medium. Parenteral administration includes subcutaneous injections, intravenous,
intramuscular, intrathecal injection or infusion techniques. Chemical entities described

herein, depending on the vehicle and concentration used, can either be suspended or
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[0013@2?;?“?%5{:1 H;)Y)sf?l%ﬁse Q&lﬁ}?ﬁs&fng Al onOLNALES: ‘entity (ietsgrlibed herein

can be admixed with a variety of carrier materials well known in the art, such as, for example,

water, alcohols, aloe vera gel, allantoin, glycerine, vitamin A and E oils, mineral oil,
propylene glycol, PPG-2 myristyl propionate, and the like.

[00137] Other materials suitable for use in topical carriers include, for example,
emollients, solvents, humectants, thickeners and powders. Examples of each of these types of
materials, which can be used singly or as mixtures of one or more materials, are as follows:
[00138] Representative emollients include stearyl alcohol, glyceryl monoricinoleate,
glyceryl monostearate, propane-1,2-diol, butane-1,3-diol, mink oil, cetyl alcohol, iso-propyl
isostearate, stearic acid, iso-butyl palmitate, isocetyl stearate, oleyl alcohol, isopropyl laurate,
hexyl laurate, decyl oleate, octadecan-2-ol, isocetyl alcohol, cetyl palmitate,
dimethylpolysiloxane, di-n-butyl sebacate, iso-propyl muyristate, iso-propyl palmitate, iso-
propyl stearate, butyl stearate, polyethylene glycol, triethylene glycol, lanolin, sesame oil,
coconut oil, arachis oil, castor oil, acetylated lanolin alcohols, petroleum, mineral oil, butyl
myristate, isostearic acid, palmitic acid, isopropyl linoleate, lauryl lactate, myristyl lactate,

decyl oleate, and myristyl myristate; propellants, such as propane, butane, iso-butane,
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coval ent conpl exes, prodrugs, and m xtures thereof,
together with at | east one pharnaceutically
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[00142]hi S aThe c@tﬁﬂoélﬁ&ﬂsuéiiethe Eseﬁ ﬁw@ gﬁ}r a?%sg;honﬂﬁ# mprise an
cosol vents, such as di thy sul oXi (

activity gphageera il ackinity calsanTuEEN bechogtnSrmh atwide vametﬁqﬂﬁml&ules that
finctiSod | U bi car bonanﬁ

nctiot n ditferent ' ways to enhance or be independent of therapeutic effects of the chemical
entities described herein. Particular classes of activity enhancers include skin penetration
enhancers and absorption enhancers.
[00143] Pharmaceutical compositions of the invention may also contain additional
active agents that can be chosen from a wide variety of molecules, which can function in
different ways to enhance the therapeutic effects of at least one chemical entity described

herein. These optional other active agents, when present, are typically employed in the

compositions of the invention at a level ranging from 0.01% to 15%. Some embodiments
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[00149] A method of treating a patient having a disease or disorder responsive to
kinase modulation, particularly VEGFR2 modulation, comprising administering to the patient
a therapeutically effective amount of one or more of the compounds of Formula I is provided.
[00150] Also provided is the use of at least one chemical entity described herein for the
manufacture of a medicament for the treatment of a patient having a disease or disorder

responsive to kinase modulation, particularly VEGFR2 modulation. Also provided is the use
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propyl ene glycol, sorbitol or sucrose. Such
formul ati ons may al so contain a denul cent. [00122]
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cancer ovanan cancer, recurr nt ovarian cancer, prostate cancer such as hormonal refractory

prostate cancer, kidney cancer, head and neck cancer, or colorectal cancer),
immunoregulation (graft rejection), atherosclerosis, rheumatoid arthritis, Parkinson’s disease,
Alzheimer’s disease, diabetes (for example insulin resistance or diabetic retinopathy), septic
shock, and the like.

[00157] In certain embodiments, the conditions, diseases and/or disorders that are

affected using at least one chemical entity described herein and compositions comprising
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alone or in combination with chemotherapeutic agents. Suitable anti-tumor therapeutics that
may be used in combination with at least one chemical entity described herein. Examples of
anti-tumor therapeutics include, in general, microtubule-stabilizing agents (such as paclitaxel
(also known as Taxol), docetaxel (also known as Taxotere), epothilone A, epothilone B,
desoxyepothilone A, desoxyepothilone B or their derivatives); microtubule-disruptor agents;
alkylating agents, anti-metabolites; epidophyllotoxin; an antineoplastic enzyme; a

topoisomerase inhibitor; procarbazine; mitoxantrone; platinum coordination complexes;
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bioloficHE rédpHRe dablifefR bhd GFowMUaThibiloal, HdMRoRRRMHORmBRAl th¥rapeutic
I's released in the gastrointestinal tract in the
agentyjand heagaterfoietivegrawdi fag@rs. opi cal application, or at
riou | nes extend..the desired action., Such
[OOIéﬁsageS@%r Ee téylgslsgsal? 4 H?:tinﬁalé,tﬁﬁrﬂ?eugrcé H’é’?uqei rﬁ%f eframple, the
anthrb@clin®Rngly offdugs, tHe watd Aups eheamBbaleinhth&Bledin§cins, the cytotoxic
pol yvi nyl acet at e phthal ate, hydroxypropyl o '
nucleppiflps | the (taxanes dhe repethilenes, disdede p,uﬁwspt,enémar@giﬂw of drugs,

diyne?@@%ﬂd"t%‘ ’pﬁw&) $ pgtltilcﬁ’l%{lg %9%%(131%15?1581{32%1“5 tsieoc asésgsq{lclude, for

oral use e presen In

examphp dotcesbicinh earmiimorhyin, ataithorebiciig bedhioptdrin, SneiiotRslate] mbthopterin,
-1 nﬁrt solid diluent, for exanple, calcium )
dichlrarRYRAF &ty a| WY HRosbhateTigemyssy i eresptis Soffyorouracil,  6-
| .

rerc RS, GRRSAIER RS SRR Yoqo LG g
derivgfivies sughywab cetqransidef ietoposide qlhpshatei br tdnfifikRlE] melphalan, vinblastine,
. _Pharmaceuti.cal conpositjons. may be in the form. of
vincrg. T RERER: AP g eBhSnGr T BaErndte. i ifsi per useful
antinddplatic USRARS | PBludABY effanh@tifsl| 24PhtiAC COUrBlbfIstid O c%ra_@phosphamide,

known art using those suitable dispersing or wetting '
bleomypitht igmanifers udpramiie gmalpbales, heeametialemelsaune, nibintern exytarabin,
; Ve ter] i nj £¢ 8. pre haon al.so b
a8 i Ll AL 8o B A0 U s, s

C, bivaludnnide,c fipeemeide allénpralidee phyatdobenseliidolee defivdtiveyaiteerons and
. ag.a solution in 1,3-butanediol. Anong the acceptable
interl %l es that may be enpl oyed are water, Ringer's

[001@8;!“ | @R cerdiifl ehibRlRAMEs, %9 g!;afmn%fﬂh%ﬁéi? ettt %b%% f{/&lﬁ compounds

addition, sterile, fixé s are convention
of Foemplaoly add phamnaehtieallly agcersaldpenith solvates)i earpstalFiorms,hihslates, non-

oy AR A S e o SR B R o
an anBGhEemmatey agént0l Rhf-iAtHmaRR, Q%eriﬂss tfcldel RSAMSs, non-specific and

preparation of injectables. [00132] Chenmical entities
COXdesepiched legeleprgamase benzand niighibiterd, paokhemtaihing i conapounds,

- i{.e i Parenteral .admnistrati Lnel udes :
corti Sy HHE BT BERE, Bl SR PR LRGR, e,
immunoduppiseanl 4ndj afiéthetie:Qke. i NfEiGnglest GMINSWESs  18BREE C Muprofen,
.entities descrjbed herein, depending on the vehicle )
flurbipgiodene Bprere #id RAprercadodwan dislelaic, sembinserridlielpfenag sodium

i YEFROBIT SRRR TSI GRIALE, AT R, o
fenoparfers tchleiving ketqprefear vadiimesabumetone, sulfasalazine, tolmetin sodium, and
hydroxychloroquine. Examples of NSAIDs also include COX-2 specific inhibitors (i.e., a
compound that inhibits COX-2 with an ICsq that is at least 50-fold lower than the ICsy for
COX-1) such as celecoxib, valdecoxib, lumiracoxib, etoricoxib and/or rofecoxib. In certain
embodiments, the anti-inflammatory agent can be a salicylate. Salicylates include
acetylsalicylic acid or aspirin, sodium salicylate, and choline and magnesium salicylates. The
anti-inflammatory agent can also be a corticosteroid. For example, the corticosteroid may be
cortisone, dexamethasone, methylprednisolone, prednisolone, prednisolone sodium

phosphate, and prednisone. In certain embodiments, the anti-inflammatory agent can be a
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and buffering agents can be dissolved in the vehicle.
In many conpositions for parenteral admnistration

w0 b@eoasp3 er conprises at | east 90% by wei ght PET/UR®06/001272
total conposition. In sonme enbodinents, the carrier

gold-f:@{talﬂﬁfge e@m @indaeﬁam aStgoad,i etiing ghesgnte! 6O MuROBM! €8 certain
ycol oI eate, pyrrolidone, ethanol, and

embog&% @hq ‘an e %eqna@mén@g?at @At bees metabelindahibitersuch as a
tered f

ity AL SRUPRSEATILE SUR) BohBRolgl ' pROmRtL A Rogonse

inhibitonyposh tascleflunanidee Mestpiar adb(hkmeﬂﬂs Xofhthet presetit Ugissldsufe include

aSU|tabIenn|rr|tat|ng excipient that is oIid at )
combioRary Moithephieisheone AR ispRary CeBpaYnd can be an anti-Cs
monJcﬁﬂiBF—‘ RAGBYE AReh Ws! douliBehsl o % e'SE@llliurﬁe{E&t herie Cﬁrﬂ%‘hﬁt such as

rel ease thé drug. Such materials 1ncllde cocoa ttér
entanalmtdptpodny énfixirenis gwhwinlls a1l OOLBENF Chakplre c aloneelbnali @stibody, and

CI bed h Lated for |ocal or
comb R, OO F I 22 RERE 5t esestaPidsgg eowtogpd such as
methét@extaféelﬁll&hﬂmﬁi&dcﬂ&gblﬁnmdﬂ%lﬁﬂﬁﬁ aza?hi@ﬁnﬁes of ﬁwt:@ﬁwn@])é?e mofetil.
the form of gels, creans, nd |otions and'f

in
[00163pp i cdResege ie@elﬁwé ﬂé%/@rderr@%fr@aw 1 sxntoosiOtme msr h&%rme, such as 1
to5 Ogﬁ% ?ﬁ% k1§o%?‘ ({;fcll)o"@ %ghtf n}gerr dﬁ?%ﬁg lbg ’uFergfnfSﬁt thg WRatntdnt 3FBie above-
indicated ednditicns r(S 5 Pty § pespatienppdraiagk, Tl&mindjthﬁ oF hdtbre ingredient that
LOOlB 1 uch sgl uti ons may be for nul ated as 0.01%-10%
may sBIth e ferrisy PRI to 11 dyce 2 single desagectorn will vary
d l S
epeﬂdglsgz %o\g{' etféuhﬁgs? Etfe%t@ﬁg@& ﬁlgﬁ%%ﬁ%dar b mjo‘? g?e %th{rtloﬁ. Dosage unit forms
will generaliylerntaih fradil migstorW0imgobm active apgeliental pat ch.

0136]. Topi cal . conposi ti ns Co | east one
[00164] o0 o EreRre o GRRBS koA Sl febendnB e T hBeny tegd and the
partic@lay AfseeMrddtedC &1 Eérﬁﬁn BRbEdihRh e, )i\%béag]g E‘é’g’iﬁleh Ruhgmay &aﬂy or less

such as, for exanple, water, al coh al oe vera gel
is useg %eﬁrwrhemgw%@nﬁsmdosam mmemoﬁln@r Fines éallyms meedal

oot BEFRYHENESLGRL R, oS BRI

patiertt ayill dlzbercinuiones garlete bﬂ%toré Bl bk Qctlw the Egécﬁﬁc compound
t hi ckeners and ers

sol v humect ant s,

empl%ﬁde‘gl@rﬁ%f bedyeweighi saerst heglily s dief, tlm ehadpinise ghion, route of
[ r r [

odmitiSERoR PR Yarbror BeitFR QBN lRhE LOhRY & fo pariculr
diseaserig thedmtisttamdytgoalgtberapy. gl yceryl nonori ci nol eat e,

gl yceryl nonostearate, propane-|,2-diol, butane-

1,3-diol, mnk oil, cetyl alcohol, iso-propyl
EXAM@gggear at e, stearic acid, iso-butyl palmtate,

i socet stearate, oleyl alcohol, isopropyl |aurate,
[0016pkxy| ﬁ‘ba nrazteetlord@cfyﬂh@ulelmt@teddmth@l&dmmg mn-hmm@etwnples

o016 "ol 5L THABLE g PN PRIFBASEC 5 g g

meanlﬂgé niftadtaBbrevBfon E?sﬁi’d@ﬂéﬁﬁédeﬁflﬁi Bs gdtetally &E@ﬁé&%@aﬂlﬂg
gé@%et hyl ene glycol, tri ef hyl ene gl ycol, lanolin,

me oil, = dimethyl ether
DMEM = Dulbecco's modified Eagle's medium
DMF = N,N-dimethylformamide
DMSO = dimethylsulfoxide
g = gram
h = hour
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coconut oil, arachis oil, castor oil, acetyl ated
| anolin al cohols, petroleum mneral oil, butyl
WO 2o06i03¢593 e, i sostearic acid, palmtic acid, |BOPUSIY6/001272
linoleate, lauryl lactate, nyristyl |actate, decyl
oigat e, and =ryri shilligramr i st ate; propellants, such as
r.opane, butane, iso-butane, 37 WO 2006/076593
/ US2006/ 001272M4{S¥et hyl et her, carbon di oxi de, and
It rous oxide; sqlhygmEs. such as ethyl al cohol,
met hyl ene chloride, i1so-propanol, castor oil
a8upgll ene gl ytol moillimoley| et her, diethyl ene gl ycol
g{mobutyl ether, di 1et | ene gl ycol nonoethyl ether,
Met hyl  sulphoxiBE MY et byl ~ f or nani de,
hgt rahydr of wr an; dade@emants, such as glycerin,
sorbitol, sodium 2-pyrrolidone-5- carboxylate, soluble
&8 | agen, di“but yn2pemeist ate, and gel atin; and powders,
sNeh as chalk, tqﬁvmn ﬁyllers earth, kaolin, starch,
guns, colloidal silTrcon dioxide, sodiumpolyacrylate,
PBfra al kyl = ammphbspiatertetieiddesling ri al kyl aryl
a nium smectites, chemcally nodified magnesi um
Biuni ni um s i caf@crofiggani cal Iy nodifi ed
tnorillonite cl. drated alumniumsilicate,
umed silica, ca?%lg%i}{ﬂ% pol ynmer, sodi um
car boxynet hyl cellul ose, and ethyl ene gl ycol
nonost earate. [00139] Chem cal entities described
herein may al so be topically adm nistered in the form
of |iposone delivery systens, such as small
uni l anel l ar vesicles, large unilanellar vesicles, and
EXAMBLEIll amel | ar vesicles. Liposones can be fornmed froma
variety of phospholipids, such as chol esterol,
stearyl am ne or phosphati dyl cholines. [00140] O her
conposi tions usebul for atfaipi ng sysd m c delivery of
the chemical entity incﬁbg?ﬂsubling al®, buccal and

nasal dosage f 5.\, Such "canpasi ti opSXyRj cal |y
conpri se one orATNe of ubte fil /bst ances such
as sucrose, sorbitbBl an nnitol, and i nders such
as acacia, mcrocrystallae ‘| ul ose,~gAar boxynet hyl
cel lul ose, and hydroxypropyl nethyl el Lul ose.

G idants, lubricants, sweeteners, col'orants,
antioxidants and flavoring agents di scl osed above nay

al so be_included. [00141] Conpositions for inhalation
[00168ly i ¢ oAH-NjtrezhiPeidin-4ryhethyl- hHtindoleo T otoaled salution 0fi1.0 g (6.2

ol S o Bfo B o3 of Dt i P B AP el o ot rars s

dry). Chawsnltingredctiph epieturafitstin@d et 0° di fehBOnafiahl YRERARRAPS ¢ (9.3
hl or of | uor get hane) . [00142] The conpositions

mm°1=8];5 Fhélog r4|é‘§8ﬁ{°ni‘°1tl%él?ﬁﬂdé¢ﬁ hedpobrogddopd theatehstiononixtireds stirred
for 16 8% while warming up to rt. Water is added and the aqueous layer was extracted with
EtOAc (3 x 75 mL), the organic layers combined and dried over anhydrous MgSO;. The
resulting solid is then purified by column chromatography (5% MeOH : 95% EtOAc)
affording 4-nitro-1-pyridin-4-ylmethyl-1H-indole as a yellow solid.
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activity enhancer. The activity enhancer can be chosen
froma wde variety of nolecules that function in
waledoberesns ways to enhance or be independent OPCT/US2006/001272
therapeutic effects of the chemical entities
descri bed herein. Wgticular classeagi,of activity
enhancers incl ude LR pengtaat i on senhancers and
absor ption enhan. 09%43}—Phae0\ i cal
conposi tions of th& I'NvergOEtdrey aFSoNcont ai n
addi tional active agents that can be ¢hosen froma
w de variety of ecul es, which c unction in
di fferent ways to goffance the theraﬁ;pe ic effects of
at | east one chemical entity described herein. These
optional other active agents, when present, are
roo1dgypi cald yempl. ?aed A4 08 somosiLionsrof the.

VU AL T A% E YR Al a T T R T Y A e YR M ey m I L e E g

i Avention’at a | &vel tanging fromo.01%to 159 “Sofe Gl B (47
mmok fegaiofgrtiso-138yridm- 006075 SBAnEAE (L BANIGROALATDn, 1:1) s added

ontain fr 1%tq 10% b of the conposition.
catal 3 o it BT 4 i 0 5%&@%%%9 Gr gadrogenation
appalﬁfust h&ﬂ@romﬁ’§ iid €1 %Q%]hag%aéeﬁvﬁﬂt the r}egcft’l%n 1&5&15{%913 filtered

ackag harnaceutlcal formul ati ons. Such pac
througle p padl af Colits. i Thel arde splyptivar istiea toncetratdngpnoist taduned pressure and

e oSO AR, B S0 0% SRS U ERPSER TEA 1o

-pyrﬁﬂlhd &ylméth&lVHH&ﬁdolﬂlr Yigindle ds Qb BBE-whi@sRides,
non- coval ent conpl exes, prodrugs, and m xtures
thereof, in a container and instructions for using
the conpositign to treat a mammaly(typically a human

patient). Ih spne enbodyggnts, pfhedinstructions are
for using t phar maceu |cal co ition to treat a
patient suffering fro| qéseas responsi ve to ki nase
i nhibition. 'Rke invent i ncl udes providing

prescri bi ng _infor mat+en—Fex¥ ex ' atient or
heal th car ¢ prffovider, or as a eI /@gkaged
phar maceut irea érrml ation. Pres rmati on
may i nclude for exanple efficacy, diosatge and

adm ni stration, contraindication and adverse reaction
informati on pertaining to the pharnmaceuti cal

[0017t)pr mul Prepuratipd @T4b¢ ul‘éhsa|To #kolttién 6O1 Hﬁﬁ-éﬁ—%ethyl 1H-indol-
chenjcal entities can be adm ni stered al one,

4-ylampingt (4 ), o CH2Elcisnldedt i 6@ of the mherrl isaeyanoie %rgieﬂlesreactlon is
momt[:n%gjo%r I\'I/ilge Iﬁ UPLHBIFH A tl’ie{'@rez? P %ﬂtatehnt\ﬁg @%dcagn %ﬁ?tsupe 1s diluted

usef dl or the treatnent o s and disor de
with Ee©p dn:spmdud:tas Hilrmbamrbddlfatth@rpur{fi&@ﬂdkﬂ)vab Mmeedydt a'Oltherwme the

e ment s, ds d scri bed ggr ei n are nodul at
rosult i STV EN RUATLBR SO0 GBrHo BB BaP Rl VRDH affording the
desired @0 RAShifles gl bed herein are inhibitors of

NO, NaH, THF
[o]
oy e Oy
‘ N

N
H r\|| Xy HBr d
Pz Br ==
N/
[00171] 4-Nitro-1-pyridin-4-ylmethyl-1H-indazole: To a cooled solution of 4-
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the protein kinases. In certain enbodi nents, the
conpounds inhibit at |east one kinase chosen from

WEpwB476583 Ki t, PDGFR(3, and VEGFR2 ki nases. | nPCEUSZN061001272
enbodi nents, the conpounds inhibit nore than one

nitroikdav@te(1000 85610 nia o)) FR B (25- KL is ddaek (a1 (G4 VE@’_' RZg. O mmol).

ki nases. [00148] Accordingly, the inventi on | nc udes
The pesuling emaction anixtgeaispatifrehtat €uch fas 3 thioméhen treated Wlth 4~

DR Ao ¢ s EE SO Y2l misure

stirre¢ i1 mhrsavhﬁeewamng upablry WateeqLs e )deadddd A1d @b ah&é@)‘ﬁ% layer is

glem Cc entity _described herein. [00149
extfaﬁé‘f e, & é2t% g TaLbanfdhe onganin bayarSdargecwénmd and dried over
re 0

oy MOt Py e, Sy P RRE BN Bllymn chromatography (5%
MeOHd #5M EtQAd) g affordt freitat —|pyndl1n-4'aylhfw{}&-néﬂindaﬁdlé ¥s a yellow solid.

ef fective anmount of one or nore of the conpounds of

Formula | is provided. [00150] Also provided is the

use of at | east Mme chem cal entity Escri bed herein

for the nmanufa of a nedi cament [for the treatnent
of a patient h g a di $edBiC or dll d€ responsi ve
to ki nase nodul N, particutarly VEERRZ nodul ati on.

Al so provided is th use Et@QE\%CZO%/ 076593

PCT/ US2006/ 0012 f at | east one ch al entity
descri bed herelnq r the nanufacture\otra nmedi canent
for the treatnment of a patient haV|Hg angi ogenesi s.

[00151] In sone errbodl ments, the conpounds of For mul a

001781 1 Trlyaiipe e A - s 200 SPlGHOR 96 4-nitro-1-
L = a r I
pyridih @ﬂh{@m 19f mdgizél@?@% g2do g#rﬁélugﬁ ea},ﬁﬁfzses%%l)ﬁokﬁe(zo mL, 1:1)

nmodul ati'on of at | east “one
is addeghigatalytie mrs)unt oieP HCsmddbe maciirsmicdere is plackding Perilydmgenation

eS| port| solid tu owt h or X
app alral%sr gg eIrat %32*] l?afactela%ﬁ g@o@i%ﬁ?"t%trﬂ%e ds filtered
throught epamemcelab SThe cﬁidéci,@miaﬁ 4d dch r&sn&@n&a@a u%ﬁ&ﬂ Mlhdkd PR¥sure and
inhibiting ATP binding or hydrol %SI S ki nase or
the regjtingerade isHuwitied dtvaneiuns clilrﬁmatqgmp M(S% Maﬁﬁen%% DCM) to afford
URPCTEm T ) d respon3| ve to
- pynEihnafgl d’& rﬁa%lbég a rlnlge;allss eo?«{m a' t herapeutically
ef fective anount of at | east one chem cal entity
descrlbed herein to inhibit kinasg activity in vitro.

[ 00153] S enbodi ngpys, thejcandition responsive
to k|nase Iatl s cancer L,a di sease or
di sorder c aracterlze a change i n angi ogenesi s.

CQQ

1-(5-Bromo-2-methoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indazol-4-yl)-
urea: To a solution of 1-pyridine-4-ylmethyl-1H-indazol-4-ylamine (0.06 g, 0.3 mmol, 1
eq.) in DCM (2.0 mL) is added 5-bromo-2-methoxyphenyl isocyanate (0.06 g, 0.3 mmol, 1
eq.) and the reaction mixture is stirred for 16 hrs. The solvent is then removed under reduced

pressure and the crude sample is purified by column chromatography (5% MeOH : 95%
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[00154] The invention includes a nethod of treating a
patient having cancer or a disease or disorder
web@sardses i zed by a change in angi ogenesi s by PCT/US2006/001272
adm ni stering at |east one chenical entity descri bed
ej T | [ t
DCMY febehifordTh 'P?s bg%ﬁﬁgtz r?l@thﬁ{ﬂﬁ B?liﬂﬁ{l %eylg{]e.ﬁéh g??fndhibl 4-yl)-
1nauagmnﬁﬁgmneﬂﬂkb a patient and also i ncl udes nmethods of
treatnment in which at |east one chemcal entity
described herein is given to a patient in conbination
with onenoy nore additigpahyactive agents. [Q@155]
Certai n_gonpounds descr jd herein can be usgful for
treati pat i ent ui—?—ga%ng—»f roma di sea*
di sorde gponsi ve to ki nase nodul ati on ..,
certain enbodi rents, the gofijtions, dlseases and/or
di sorders that are aﬂﬂgcﬂ@%¢E%ng conmpourg
Formula | and conposi®i risin c unds
i nclude, but are not Ii ted to, psor
angi ogenesi s, cancer (for exanple, chronlc
nyelogenous | eukem a, gastrointestinal stromal tunors,

[ | b t . .
00135 or Hicefiimoanto gy sneiybmbin 2 bendmane HELiEhum ester
To a @&)lé}%cﬂ%ﬂcﬁ{ of £LIRFARNY (1. @rgoéﬁ%ﬁofj qg%?ﬁn TH g)inL) is added NaH

cancer, head and neck cancCer, or col ofrectal tancer),
(0.44 4,5 9yminztli DA eqgivsk tTheet]es;dtmg)rc)agtlcat mertesdb etimed &, 0° C for 30

hri t| Par. on' s,di seas
min 4 SRR B Dot 2 I B A SRS tert R pfer 230 & 93
mmol, 83 & )odHIehe Eeadtl@ibﬁﬁ)ttﬁrer ©tiRePfIrN¥)hrs SBHAE erm to RT. Water
and the I|ke [00157] In certain enbodi ments,

(50 ndgrigiagieshand Hieswmeets layrr isextrpajest with<EtOK (Gak e75 mL), the organic
d
toyer e 3t SrtiSh8 ofd BT Lo B GRETNR OOt HsBERE s ampte i
purifiBChy bﬁﬁﬁﬁﬁdlﬁ@ﬁé’%graphjn €376 i ¢ @5YEPIOAd) es affor] {a4@rhitro-indol-1-
rodyctiv mal.e repro i ve di sorders nd
Ylmet@zslﬁaw Brey qa 2gu¢ pg ﬁerégdb i}l?%ni‘%a yellow
reproductive disorders and conditions are chosen from
endonetriosis, endonetrial carcinoma, gynecol ogic

bl eedi ng dlsordeﬂgh i rregul ar nmenstrual Wi es,
ovul ati on, prengiigi%gl syndie.die ( PVS) , : nopausa

dysfunctlon [O ecause Kimases pla

rol e in angi ogendsi sN\cert ai FQ¥bR®Iands de chbed

herein can be useful for nodul ating an:gﬁggijgds
i NN

Angi ogenesi g, mati on of new essel s from
preexistityi 0 , ays a critical
pat hol ogi settings, including chronlc

i nfl ammati on, diabetic retinopathy and nacular
degeneration. Angiogenesis is regulated by nultiple

[0017ap! | - Si[4lAiniG oAl MByEnethil)! pydidbg-2pd]-bavamic onhéidl | eekt-butyl
ester: To a solution of [4-(4-Nitro-indol-1-ylmethyl)-pyridin-2-yl]-carbamic acid tert-butyl
ester (1.2 g, 4.7 mmol, 1 eq.) in EtOH/EtOAc (20 mL, 1:1) is added catalytic amount of Pd/C
and the reaction mixture is placed in a Parr hydrogenation apparatus. After 3 hrs the H; gas
uptake has ceased and the reaction mixture is filtered through a pad of Celite. The resulting
crude sample is purified by column chromatography (5% MeOH : 95% DCM) to afford [4-
(4-amino-indol-1-ylmethyl)-pyridin-2-yl]-carbamic acid tert-butyl ester as a cream-colored
solid.
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by cel lul ar ki nases. Bl ocki ng angi ogenesi s, through
the nodul ati on of cell kinases, therefore, can

w0 eops@Ens ef fecti ve approach to the treat nent POF/US2006/001272
di seases such as cancer. Thus nethods of treatnent
include adm nistering a therapeutically effective

amouQt of gt least one chemcal entity described
here—ﬁ'\/??/mreat t hese di seases or ditgrders, e.g., to
asejth

decr nptons or slow the progreassion of
t hese di seases/or disorders ,uy.4 nhibit the rate of
angi ogenesis/in a tissue. M@Q] The /A nventi on
es net hods f orefigonbi nati op,_drug t herapy,

further incl

in which a ound of the invention i ven to a
patient to r oit e or nore oth

X ct®ve£j”m
ohe enbioBi ment the inventh onllpr \j/,ﬁgs

agents. Thus _in qne (]
a nethod of fre irﬁg cancer, which conpriges |
adm nistering to a patient in need thereof an
effective anmount of at |east one chemcal entity
scribed herein together wwth a second active agent,
00r7gcr' 3 epraisbian. polugipe of iBeg-PeetAeled urgaol! enchimp# HCI (20
mL) df¥eE&SE QDY ROEN rdR¥%edGnd@ TP abt; nt
) Wit h tge secﬁndractfve agén#kﬁggpgén%gﬁ%%dﬂé{Eakﬂs Upon full
deprotestiero et sohutioni ishinade besid it 2N NaOShtund ek tradtéchwath EtOAc (3 x 50

l.east one chem cal,entit escrihed herein. [00160] .In
mL). C’glr érlg%mé: E%}Oﬁeﬁtcg‘}eﬁac}ve? 3%@58{3 tergcofide glqmcgﬁttr@tpc}, under reduced
pressug8 @ £ bruide @6% €. OPRREESH b9 co ¥ HrEmato gy (MeOH:DCM) affords the
. pharmaceutical |y acceptable salts, solvates, cryst
deSlreﬁé‘F??B"‘,S %%]@Feaﬁoégg{'wﬁﬁﬁsohibval ent conpl exes, prodrugs,
and m xtures thereof, is conbined with at |east one
second active agent in a single dosage form
Radi ot herapeuti c anti-tunor agents may al so be used
al one or in conbination with chenotherapeutic agents.
Sui tabl e anti-tunor therapeutics that may be used in
conmbination with at | east one chemcal entity
descri bed herein. Exanples of anti-tunor therapeutics
i nclude, in general, mcrotubul e-st}ﬂk@l}(i zi ng agents
(such as paclitaxel (also known aéF: ol ), docet axe
(ah§o known as Taxotere), epothilone epot hil one B
desoxyepot hil one A, d Mot hi I'éhe B or their
der}\l at\ves); m crotubul ejidigr upt or7 agyent s;
al kyl\.at/i ng, agents, anti-netgbolites;, _epi dophyl | ot oxi n;
an antine )1 C enzyne; a topoisoner1§m' Ry bi tor;
procar baz t oxantrone; platinum cookd on
conpl exes; 41 WO 2006/ Fra&BA)PCT/ US2006/ 001772
bi ol ogi cal re8%bnse nodiXantehgs and growt h i nhN@pt or s;
hor monal / anti - hor nonal t®sgpeuti c agents and
haenat opoi eti ¢ growt h f atidxenes. [ 00161] Exanpl e cl asses
of anti-tunor therapeutics include, for exanple, the

[4-(4-Nitro-indol-1-ylmethyl)-pyridin-2-yl]-pyrazin-2-yl-amine: To a solution of
1-(2-Bromo-pyridin-4-ylmethyl)-4-nitro-1H-indole (119 mg, 0.358 mmol) in dioxane (10
ml) is added CsCO3 (175 mg, 0.538 mmol) and 2-aminopyrazine (51 mg, 0.538 mmol) at
RT. The mixture is degassed by bubbling argon under sonication for 15 min. Pdy(DBA); (16
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ant hracycline famly of drugs, the vinca drugs, the
m tonyci ns, the bleonycins, the cytotoxic

woeebeoshiles, the taxanes, the epothil ones, PCT/US2006/001272
di scodernolide, the pteridine famly of drugs,

mg, @0 o ynanes MK dfishoR0de Ry 0! (%‘h%h@ﬁ aret’s%qaélﬁfah? %h&'e&‘a?ﬁfth'é solution

mbers of those classes |nclud exanpl e
is hed@sidr) ul08Cnfor caheri ﬁ?@n@ecmctwmm@mibu ars radsetbed apt@siliva gel, and

X ter met h
chro FHBDACH BefanclTt BB Sty tp S GTE PRGT S -pyridinc2-
yl]-pHrazifEd- ﬁa@ﬁi@pug hRpelloweskd.t abi ne, cyt osi ne ar abi nosi de,
podophyl | ot oxi n or podo-phyl | otoxin derivatives such
as etoposi de, etoposide phosphate or teniposide,
mel phal an, vinblastine, vincristine, |eurosidine,
vi ndesi ne, |eurosine, paclitaxel and the like. Oher
useful antineopl astic agents include estranustine,
ci splatin, carboplatin, cyclophosphan de, bl eonycin,
tanoxi fepn, ifosam de, nel phal an, hexanet hyl nel am ne,
thi otepa, \gytarabin, idatrexate, tri/ exat e,
dacar baxiné, L- asparaglndg% canpt ot heci n, CPT-11
ara- C, bical (Y4l de, fI utamde,

n,
| eupr pyri dobenzoi T e derivEN ves, interferons
and inyrer\euki ns. [001621249n certalﬁz:zﬁgginents, at
co

| east orne_fghepi cal entity chosen fro unds of

Formul a 1, maceutical |y acceptabl e ¥
sol vates, cr orns, refhwsl ates, non- co
conpl exes, prodrugs, and m xtures thereof, can]be

adm ni stered in ination with an anti-infl a&atory
agent. Anti-inflammatory agents include NSAI Ds,
non-specific and COX-2 specific cycl ooxgenase enzyne
i nhi bitors, gold-containing conpounds,

qu-[t2|- §£ﬁﬁ9 Ffﬁnumj?)t &1ﬁ@%lﬁ1etﬁ&iﬁﬁ-ﬁx%f—@§}l§mjﬁm OF4-(4-Nitro-

recep (TNF) receptors antagoni sts
1ndol1lmmwdw@mweb@émlkpm@nrﬂeylhmnmexaslemdaxwrm lethmnalf (5 mL), water (5

oty R A B 0 RSB e

heatedtCle@hif FRAC3 05101, UTRe @AdE M-GORIPEkEEd aSdibeR8Rtting filtrate is adsorbed
oxapr02|n di fluni sal, piroxicam indonethacin,

onto sifligy @ehend pﬂl@iﬁ‘l@é rbof eolugal diremetoRiapby (BICM,/ Ms@Hinfo afford 1-[2-

(pyra ﬂﬁ— r_oxygﬂ)ﬁ UI n?ﬁl‘l@gﬂ‘g -ﬁlﬁ!}]ﬁk@% %29 ff %ﬁl e sghd.

CCM—Z speC|f|c inhibitors (i.e., a conpound that
inhibits COX-2 with d G0 that is at |east 50-fold
| owery ﬁ§gn the 1 C50 r CEM—l) h as cel ecoxi b,

val d | um rac Otoricexi® and/or rof ecoxib.
In ié;i enbodi , the ?gﬁ;zmnflannatory agent
camyfe a salicyl &'e. ~Salicyl atg$ incl ude

acet Ilcyl|c—asLd—gL_asplr|n odlun1sallcylate
and and mag un1sallqgigzes‘ The

antl- Ia tQry agent can als ancorti costeroid.
For exanplé, @ corticosteroid may ge t I sone,
dexamet hassnaes et hyl pr edni sol one, pI one\O

pr edni sol one 5ggéun1 ‘m/
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phosphat e, and predni sone. In certain enbodi nents, the

anti-inflanmtory agent can be a 42 WD 2006/ 076593
WERAbEAD6/ 001272 gol d-cont ai ni ng conpound SBPCTYUSH06/001272
.gold, sodiumthiomalate or auranofin. In certain

e 'l?ggé{?ﬁ%-%muﬁ%xﬁ-:ﬂhiseﬁu%lﬂ-@[a{glffg%gf&iilﬁg%ﬂimﬁﬁﬂ-ﬁ&?i(ﬁn-4-ylmethyl]-

olitc inhibito I hydr of ol at e "reduct dse
1H-iridohitkyl}-grea: slufh(Pysazine 2 iydamisr xperidin-4ayldieHydl bidrindaltdeylamine (45

.dehydr oge e Jdphibitor, .such as |eflunom.de. ,Cert ai .
o) U SR TR L R AR E o
addedCARITOMeH SfiSfor 1 WMEBRE (8D nlI9ashddeaeo aRtrhixtutt badERtREdpated solid

npound can be an anti-C5  nonocl onal anti bod suc

co )
is collpstedcdt vaeuwabtiliratipe REPidinag)-chlgrorRmeihe agehengh);3- §irth(pyrazin-
.ane [P I X [ ch anti - TNF
2-yte o PR PR B Baor VT AL L B 7T il o
at | east one active agent is an i Mmunosuppressant
conpound such as nethotrexate, |eflunom de,
:EXAQQ? porine, tacrolimnus, azathioprine, or

coph I j
078y Pl G, A Bl Boanit kel e o s
described 3Bovey Perse boif botnamnskidf inkbbelgrt w organi cpgymthesip veillredngnize when

.useful. in the. treatnment of e above- .| ndj,caj ed
strtiiERaferpls s gt Fgpanipny sBouPE yEReAR oblsER HEdy recrgqanpound.
[0017agvunt M datatrepiRteld g iRdbamtplé Bas obthR¥d Refdtomll ned with

the carrier materials to produce a single dosage form

MS conditionsarBlectepeprasidiihis nepfonmedien h MEICROMASSI GR¢qeipped with a
Lock arHl Isgu%ea lor g?cgu%atgf a%lgme?s'rugeﬁ%rl%tt% éheg{%g B%ga%llﬂgé& igﬁp%rsﬂﬁfe ion

gene y-contarn
modedEdrh 16041000 Pdiaeai acquidididdteFufacypectenm/0f9songnge. 18myerscan delay.
al so vary dependi ng, on ound used g

) n the co nd the
The ipsiumentisdpned; lopa sesolutign 064000 &Q’%HM)aiEYe@/n% o¥fiafinhiaken fom the
referdi0P B B Pl pfhn/ oIS, FBbouke lkepRaR (550 27 PERE T is used
as thedefdrgncesorieekdmags00165] It wi Il be understood, however,
that the specific dose level for any particul ar
patient will depend upon a variety of factors
including the activity of the specific conmpound
ight, general health, sex,

diet, tinme of adm nistration, route of

adm ni stration, and rate of excgretion, dﬁyﬁ?
conmbi nation and the severity off the part'@ Gr [M +
di sease i Rikh@upat i ent under goijng t her apymMEXAMPLES

[00166] The invention is further illustrated by the H]
following non-linmiting exanples. [00167]MW the
exanpl es bel ow, the follow ng abbreviatﬁﬁggmgave t he
following neanings. |If an abbreviation IS not

defined, it has its generally accepted neani ng.
1-(5-Bromo-2-methoxy-
phenyl)-3-(1-pyridin-4-

Br
0 .
Imethyl-1H-indol-4-yl)-urea
©\ U J% ylmethyl-1H-indol-4-y1) 450.91
NN N
SRR
=N

C22H19BrN40O2

450.07
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DME = di net hyl et her
Eagl e' s nmedi um DM

DVEM =

Dul becco's nodifi ed

N, N- di net hyl f or mram de DMSO =

walovesbs ul f oxi de g gram h = hour 43 WD 20P6I/03B8Q®1272
PCT/ US2006/ 001272 mnmg = mlligrammn = mnutes nL =
mllilTiter mol = mlITirnoles [mm= millinolar ng =
nanogram nln = nanoneter nM 3 nanonol ar PBS =
phosphate buffered saline L =|mcroliter M=
m cronol ar EXAMPLE 1. NOZ NaH,| THE NOZ O0C-rt ~RQHB>
Br—N-5X_[ 001681
4-Nitro-|-pyridin-4-ylnmethyl -1l K indole: To a cool ed
solution of 1.0 g (6.2 mol, 1 eq.) ©f, f=Ki Lrai ndol e
in 25 nl of THE is added 0.44 ¢ (19 g ,ﬁe@%eﬁf."% of
NaH (95% dry). The resulting 1 eagfli@omeihyl-phenyil)s3- (1-
stirred at 0/CYor ;{sz:ﬂ and tireated with 2.3 m(l
OLF 1. 5 eq\) mirret hyI ORIy iRs iy b boRidle-
: xtu is stijrred fory)l hrs while
Ny |t Water is added and the -a queous | ayer | 440.92
d wth EtQAc (3 x |75 nL), the organic
Iayers/ocorrbl ned and dried over anhydr(?ﬁiﬂ%%?ﬁﬁofhe
440.15
1-(2-Methoxy-5-
trifluoromethyl-phenyl)-3-(1-
~o 0 oH W pyridin-4-ylmethyl-1H-indol-6-
N 1)-urea
701/ \©1/) 7 441.09
F 1 F C23H19F3N402
440.15
1-(4-Chloro-2-methoxy-5-
trifluoromethyl-phenyl)-3-(1-
R r % 4 \N pyridin-4-ylmethyl-1H-indol-4-
O SN
F >\—NH = yl)-urea
Cl NH 475.06
/O C23H18CIF3N402
474.11
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resulting solid is then purified by col um
chr omat ography (5% MeCOH . 95% Et OAc) affording

WaA 20061076593 - pyri di n-4-yl met hyl -1 H i ndol e as a yerCT/082006/001272
solid. 44 WD 2006/ 076593 PCT/ US2006/ 001272 NO2 NH 2

H2, Pd/Cc:5:111-"> NEHOH EEQAc N NNK t. mol, 1
eq.) of 4-nitro-l-pyridin-4-ylngethyl-1Hindole in
EtOH/ EtOAc (20 M, 1:1) is added catalytic am)unt of
Pd/ C and the reaction m xture ifs ed in
hydr ogenati on__apparatus. After é%ﬁ qrﬂéﬁg@ %Pénethyl'
3 react/i onphg B4 ﬁinL4-ered
t hxebigh & pay li \e,NThe crudepso%)tll fcgnpl?ﬁs1 he
dongent r aleq/undeF reduced pr ecsdﬁféethﬁlletlﬁ@lﬁexlﬂﬂufqang
urified by colum chromat ography (5% MeOH
9590 to afford 1-pyridined4-ylnethyl-
Hi ndo1 4-yl am ne as an of f-whilte soICﬂZHNSH%NLKBBO N X
&N NH2 N H H [001701 Preparati on of the ureas: To a
solution of 1-pyridine-4-ylnethyl-IlHindol- 4-ylam ne
(1 eq.) in CH2C12 is added 1 eq. of the phepl

i socyanate and the reaction is| nmonitored by LCMS. In
the cases where the urea precipitated, the reaction

or o

&
429.07

nxture—+s—drtuted—wth—E 20 the—produet—+s—+Httereq
and no further purification was needed. O herw se, thg
resulting crude was purified by colum chromat ography
usi ng CH2C12/ MeCH affording the desired urea as a
white solid. NO2 NaH, THE NO2 |OC- ri-(Ri4-Riméthoxy-5-

trifluoromethyl-phenyl)-3-(1-
%/\QN pyridin-4-ylmethyl-1H-indol-4-
>\_N H yl)-urea 471.15

C24H21F3N403

470.16

1-(2,4-Dimethyl-5-
trifluoromethyl-phenyl)-3-(1-

7
ROF %I \N pyridin-4-ylmethyl-1H-indol-4-
F O> Z
NH yl)-urea 439.10

C24H21F3N40

438.17
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H---,Hr Br N [001711

4-Nitro-|-pyridin-4-ylnmethyl -l Hindazol e:
wa@odoanreses of 4- 45 WD 2006/ 076593 PCT/ US2006/ ORAR¥R2006/001272

nitroi ndazole (1.0 g, 6.10 mol

To a cool ed

) in THE (25 nl) is

added NaH (0.44 g, 95% 18.0 nm
reaction mxture is stirred at
treated with 4- brononet hyl pyri

g, 9.2 mol, 1.5 eq ) and the r
stirred for @ war m
nL)Fs adged u us |4
HOc (3 )}_ and he orgs
and Lpver anhydrous My SO

purified by colum chrg
Ac) to afford

-1 -pyridin-4-yl met hyl - 1H
solid.\NO2 NH2 N H2, Pd/C N B
1-Pyridine-4-y|nethyl-lkkindazc
solution of 4-nitro-1- pyridin-
(0.90 g, 3.60 mml, 1.0 equiv)
1:1) is added catalytlc anount

95% Et
4-nitr

ol ). The resulting
O Cfor 30 mn then
di ne hydrobrom de (2.3

eag pto x:g;t g({r%%oéomft%l'

lyer phenyI)}Xt(nq@ham pMth
yers are conbi ned

i DAt
mat ogr aphy (5% MeCOH :

+ i ndaZcd4e124§F3n491 | ow

it OH, Et OAc N' N [00172]

| -4-ylam ne: To a

4-yl met hyhsq t§ i ndazol e

in EtOH Et OAc (20 ni,
of Pd/C and the

455.09

reactTom mxture s praced—n—a Part

apparatus. After 4 days the H2
and the reaction mxture is fil
Celite. The crude solution is t
reduced pressure and the resul

561 um chr onmat ogr aphy (5% M@OH g)xtm af ford
i di ne- thyl -1 Hindazol - E Iﬁ% Xé&ni

hydrogenation

gas upt ake has ceased
tered through a pad of
hen concentrated under

ti né (e-BremorZmsthoxyi ed

1- di ne- 4-
or Olrlq]\. NCO MO N-N BryhﬁieﬂHyBﬂH 10844 1-4 M) -Nea
N~ N 452.06
H H N
0 =N 7N
=N C21HI18BrN502
451.06
1-(5-Bromo-2-ethoxy-phenyl)-
B
' 3-(1-pyridin-4-ylmethyl-1H-
)O]\ indol-4-yl)-urea
H ENI N 465.34
~.© = / N
=N C23H21BrN402
464.08
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HH Ow

1- (5- Brono- 2- net hoxy- phenyl ) -3-(1-pyridin-4-ylnmethyl -1
WoR0nE26503 - 4-yl ) - urea: To a sol ution of PCT/US2006/001272

1-pyridine-4-ylmethyl -1 Hindazol -4-ylam ne (0.06 g,

0.3 mnot, I €qg.) in DCM{( 2.0 mC) 15 added

5- br ono- 2- net hoxyphenyl isocyanate (0.06 g, 0.3 mol,
1 eqg.) and the reaction mxturle is stirred for 16
hrs. The solvent is then renoved uEd reduced

r
pLessu%§ andhth? crude sanple ils p ﬂgﬁﬁgﬁfﬁ?nﬁﬁFﬁﬁh
chromat ography (5% MeOH : 95% |46 e 8 3 4.
%006/ 001272 DCM to affaqrd \QQI%Q? (@%81%4

§- b4f omg- 2- met hoxy- pheny!l ) - 3-{( Yipgthidi H-indolt Srpl-tuyda- |
dagalf4-yl)- urea as an offl-white solid. N 451.14
, ‘OO,Q_,rNVaW\\NHH Br ON O-HNO

[00173] \\_/{),j N C22H19BiN402
[4-(4-Nitro-indo¥F1-ylnmethyl)-pyridin-2-yl]-carbamc
acid tert-butyl ester: To a cqoled solution of
4-nitroindole (1.0 g, 6.2 nmol ,| leg.) in ;&@7(25 L)
is added NaH (0.44g, 95% 19.0 mmol, 3.6 equi vs). Theg
resulting reaction mxture is gtirred at 0 C for 30

mn and traqat ad vwit h
LI L ATTU LB YA %1 A ! LA LI N ]

(4-Brononet hyl -pyridin-2-yl)-carbamc acid tert-butyl
ester (2.30 g, 9.3 mmol, 1.5 eq.) and the reaction

m xture is stirred for 16 hrs while warm ng up to RT.
Water (50 nL) is added and the b(udbaisylidatrdluor@methyl-
extracted with EtQAc (3 x 75 ni]), tHe ?)ggzinc | ayers
ar e conbi pédyand dried over aRASEtbIEMYESE-FThe
ries deude sdnple is puriffi etﬁ%’l-mlihﬂm-4-yl)-urea
ghkomat od} aply . 95% Ft OAc) to afford 425.16
[ 4-F(4-ni t'ro-I'ndol=V- yl hyl ) {pyri di n-2-yl]-carbamc
acid tert-butyl ester as-p yelllow solbg_,,H{\Q%I\Mg H2,

Pd/C N EtOH EtOAc N HH

424.15

1-(4-Chloro-3-trifluoromethyl-

: Za phenyl)-3-(1-pyridin-4-
F
Fooy C@ ~N ylmethyl-1H-indol-4-yl)-urea
F N 445.19
Cl NH
C22H16CIF3N40
444.10
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NNNNOO [00174]

[4-(4- Am no-i ndol
w@eood/oteps - but yl

[4-(4-Nitro-indo

ester:

-1l-ylmethyl)-pyridin-2-yl]-carbamc
To a solution of
-1-ylnethyl)-pyridin-2-yl]-carbamc

PCT/US2006/001272

acid tert-butyl ester (1.2 g,

Et OH/ Et OAc (20 mL, 1:1)
Pd/C and the reaction mxture
hydr ogenati on appar at us.
upt ake has
through

After

ford [4-
ndol - 1-yl met hyl ) - pyri

tyI ester as a cream col
2006/ 026593 PCT/ US2006/ 001272
HCl Et Nreflux NOIl I._ IF

H H [ 001751 Boc Deprotection:
Boc-protected urea (1 eq.)
(20 mL) is refluxed and the re
LCVS. Upon full deprotection

i s added catal yti c anmount of

ceas and the reaction
e\NThe r ¢sul phegyl)-34 Ligeridiard| e
cm omat oQr aP é/th}(ISO{gl_m

4.7 mmol, 1 eq.) In

is placed in a Parr

3 hiz_ISt(ﬁl?or 2191@?1 Werec

xture 1s
95%
S-yl)-ure?a
di n-2-yl]-carbam c aci

A\ sol uti on of

in 4N HO (20062 and Et Od

action is nonitored by
he solution is nmade

407.05

ored solid. 47 WO
O H ~CRHEONINGOD ~ 4N
R1 1l R N N "NN HH

basic wth ZN NaOH and extract
m.). The organic solution is d
filtered and concentrated unde
crude solid. Purification by c
(MeOH: DCM affords the desire
of\t V\,hlte SO|Id ONN Br H2N N

o

7

0wt EtGAc—(3—x—56
ried over Na2SO4,

r reduced pressure to {
pl uMm chronatography

i ur ealdd-Methpry-é-t o
Hl\m'ﬂu'élromethyl-phenyl)% -(1-

pyridin-4-ylmethyl-1H-indol-5-
yl)-urea

C23H19F3N402

440.15

441.04

1-(4-Chloro-3-trifluoromethyl-
phenyl)-3-(1-pyridin-4-
ylmethyl-1H-indol-5-yl)-urea

C22H16CIF3N40

444.10

445.01
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N cO Pd2(DBA)3 0O N2 Xant phos NO2 CSCO3 di oxane

[4-(4-Nitro-indol
W@ keoaoveses To a sol ution of
1-(2-Brono-pyridin-4-ylnethyl)-

-1-yl nmet hyl ) -pyridin-2-yl]-pyrazin-2-

PCT/US2006/001272
4-nitro-1Hindole (119

ng, 0.358 mmol) in dioxane (10| nL) 1 s added CsCO3
(175 ng, 0.538 mmol) and 2-am nopyrazine (51 ng, 0.53§
inmol) at RT. The mxture is degassed by bubbling
argon under sonication for 15 m . BA)LF. (1 8 . WO
2006/ 076593 PCT/ US2006/ 001272 p’(z %&@%‘1&%@“
Xant ph (ﬁl ng, 0.054 nmol) are sghe@h)]?é@l-lpynaﬁded
and *?Io sheatedto f) £0r6h
r dactll on gpr o Nre adsor bed | oMt erﬂéamb%ﬁ-yl&ﬁ@a
chr gmat ogr aphe ( exapes / ethyl acetate) to yield 429.08
[ B=(4Fni tro-indol - I= A_thyl)-pyrldln 2-
yl ] Fpyrazi n-2-yl - a yell ow sdC22HIGH4NE® O\ N
NHACI HN DMF HN water N N N _ Cqg/ eflux NO2 NH2
1-[2- (Pyrazin-2-ylam no)-pyridin-4-ylnmethyl]-1Hi ndol -
4-ylamne: [4-(4-Ntro- 428.13
i ndol -1-yl met hyl ) - pyridin-2-yl]-pyrazin-2-yl-anine is
slurried with ethanol (5 nL), pater (5 nl) and DVF (3
nL). Tron (90 ng), and ammoniupr chioride—are—added—and
the m xture is heated to reflux for 30 mn. The crude
m xture is filtered and the regulting filtrate is
adsorbed onto silica gel and purified b um
chromat ogr aphy (DCM / MeCH) to| af Porll OEQ'E‘zﬂﬂuoromethyl-
( n-2-yl am no).- pyridin-4-yl me 4- yI a
Fr a@l of f-white solid. NCO I\}glf%i)&lﬁ-l\k%h
~EN Cl ®IN ylmethyl-1H-indol- 5-yl)—urea
HN =~ 445.05
HN—C@ \ N
= C22H16CIF3N40
444.10
1-(2-Fluoro-5-trifluoromethyl-
R F phenyl)-3-(3-methyl-1-pyridin-
F N 4-ylmethyl-1H-indol-4-yl)-urea
NH =N 443.04
=
NH
F O C23H18F4N40
442.14
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NN DCMN]JHN CG9 CO HNH2 HNUN O/ 49 WO
2006/ 076593 PCT/ US2006/ 001272

wWQA2(08/0THDr 0- 2- met hoxy- phenyl ) - 3-{1- PCT/US2006/001272
[2- (pyrazin-2-yl am no) - pyri di n-4-yl net hyl ]

1H i ndol - 4-yl }-urea:

1-[2-(Pyrazin-2-ylam no)-pyridi
4-yl am ne (45 np)

4-Ch|oro-2-isocyanato-|-nethoxy-benzep %Pﬁ{
added and al | owed stir for 1 h.| Ether ?ﬁ |s added
' 8' pat e(ﬂnﬁ@drbﬂlethyﬁpﬁ@iyﬂ)eﬁtﬁd
I'ng o
X e m |)] 1 Eethﬂqupmnézylﬁwthyl-
I n- 4-yl met hy [ a as
. . [00176] THe M%-‘ziv&h)nﬂfeg
conpo i}nds were prepared using procedures simlar to
those,/descrlbed above. Those ¢f ordi in the
art of organic synthesis wl|l recogn&ggiéH§§N49@artlnc

materi als or
obtain the desired conpound.

conditions: Electrospray M5 is
M CROVASS LCT equi pped with a

i s dissolved

reaction conditions should be varied to
[00177] MS data reported
in this exanple was obtained as$ foll ows:4¥8l6

n-4-yl met hyl ] - 1Hi ndol -
in DCM (5.0 rrL) and

performed on a
LockSpray source for

455.07

accur ate nass measurenents.
positive ion node from 100-10
rate of 1 spectrunf0.9s with a

Spectra are acquired in

D0 Da at an acqui sition
0.1s interscan del ay.

The instrunent is tuned for a reso|
(FWHM) . Every 5al sc is takep fr oré {Bﬁ&ng 1%gt(rﬁe
p0§| tion of t e Loc y sour ,@hem;e);m(aenanﬂephﬁhmﬁ-
5 d as Va7 reference, or
ure MF [M 3Flﬂne hys 1 Krindol-4- yl)-urea
hoxy- Br -1- d|n-4- 465.03
C23H21BrN402
464.08
1-(5-Bromo-2-methoxy-
N=— .\ 1
~o p phenyl)-3-(1-pyridin-3-
H H — .
N ylmethyl-1H-indol-4-yl)-urea
N 451.05
0]
Br C22H19BrN402
450.07
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phenyl)-3 ( pYriO gN yl nethyl -1

450.91 H H N C22H 19BrNAQ2 450.07 50 WD 2006/ 076593

H i ndol -4-yl)-urea

WERAbNEAO6/ 001272 1- (2- Met hoxy-5 PCT/US2006/001272
trifluoronethyl-phenyl)-3-(1- F
pyridin-4-ylrne~nyl-iHindol-4-] F O /N I)-urea ~-NH
NH 440.92 C23H19F3N402 440.15 1-(2- Met hoxy- 5-
trifluoronethyl-phenyl)-3-(1- Q HH N
pyri di n-4-yl met hyl -1 Hi ndol -6- [N u wNyl)-urea 1O
/"441.09 F F C33H19F3NA02 F 440. 1 4s:Bbb 2 ey
1- (4- Chl or o- 2/t hioxy- triflyor omaedwl-3mn bR - (4
F F : N --HW N\-A—@ethyl-l Hin‘%-ﬂ- SN H
yHRu FF475. 06 C23H18C]F3tmethyl-1H-indol-5-yl)-urea

0 451.05
7\
‘='\B C22H19BrN402
r
450.07
1-(5-Bromo-2-methoxy-
B
r phenyl)-3-(5-methyl-1-pyridin-
j\ 4-ylmethyl-1H-indol-4-yl)-urea
N N \ 465.04
H H —_
O 7N
/Q C23H21BrN402
464.08
1-(5-Bromo-2-methoxy-
~o \Q phenyl)-3-(7-methyl-1-pyridin-
H H [ = :
N N 4-ylmethyl-1H-indol-4-yl)-urea
TN ) 465.03
0
By C23H21BrN402
464.08
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474.11 51 WO 2006/ 076593 PCT/ US2006/ 001272
1-(2-Fluoro-5-trifluoronethyl F
wW@b@apres9B- (1-pyridin-4- F/ N N F yl nmethyl -1 PCT/US2006/001272

Hindol -4-yl)-urea ) NH ~-NH 429.07 F F C22H 16F4N40

4Z0. 15

trifluoronethyl-phenyl)-3-(1- N
pyridi n-4-yl met hyl -1 H i ndol - 4-

T-(Z, 4- Dimet hoxy-5- F

N

FOa~NH NHyl)-urea

471.15 C24H21 F3N403 470.16 1-(2,4-D | - 5-
trifluoromethyl-phenyl)-3-(1 F|/ NN Eel7Rt PR
pyridi n-4-yl pethyl -1 Hjadol - 4- | Fypfllorombilyk ])leﬁg,[gea(s_
489. 10 N («,@ NF3 0 W438.17 52 WD 20067 076593
P szoogio G2y =N methyl-1-pyridin-4-ylmethyl-
TN\ 1H-indol-4-yl)-urea 455.04
0O
/ C24H21F3N402
454.16
1-(2-Fluoro-5-trifluoromethyl-
phenyl)-3-(5-methyl-1-pyridin-
N
. 7 4-ylmethyl-1H-indol-4-yl)-urea
F “\”/H N 443.02
F e 0 C23H18F4N40
442.14
1-(5-Chloro-2-methoxy-
- 7N phenyl)-3-(5-methyl-1-pyridin-
0 = —
H .
N 4-ylmethyl-1H-indol-4-yl)-urea
' FmEw ) 421.05
O
Cl C23H21CIN40O2
420.14
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1-(2- Et hoxy-5-trifluoronethyl F
phenyl)-3-(1-pyridin-4- F \\-NH
WoRMED5931- vl ) -urea 455.09 fl |
_1-(5-Brono- 2- net hoxy Br 1 -

0 ()N’
N yl et hyl -1

C24H21F3NA02 PABYSAE6/001272

di n-4- phenyl)-3 (pYriO

yl met hyl -1 Hi ndazol -4-yl)-urea|] NWNN N 452.06 10 HHN
C21H18Br NsQ2 451.06 1-(5-Brorno-2-ethoxy-phenyl) Br
3-(1l-pyridin-4-ylmethyl-1 H Ofindol-4-yl)-urea H-HN
465.34 _ N C23H21 BrNAO2 464. 08 _ 45 006/ 07,659
US2006/ 004272  Br 1< (5- Br oﬁo(-4 : ﬁé’?ﬁ%g&%wﬂ'?‘y -3-
|)-3-(1' 422 N o (1-pyridin-4-ylmethyl-1H-
QM el -5-yI JedVea 451.14 -0 HN |~ ~N
r H 450 07 indol-4-yl)-urea
NH 449.34
P C28H24N402
448.19
1-(2-Methoxy-5-
\N . . . _ _
6 o _ v tnﬂuoromet}{yl. phenyl)-3-(7
NN N methyl-1-pyridin-4-ylmethyl-
\g/ 1H-indol-4-y1)-urea 455.25
F——F
F C24H21F3N402
454.16
1-(2-Fluoro-5-trifluoromethyl-
R F phenyl)-3-(7-methyl-1-pyridin-
F N 7 \N 4-ylmethyl-1H-indol-4-yl)-urea 431
NH S . 9
=
J—NH
F O C23H18F4N40
442.14
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1-(4-Methyl -3-trifl uoronethyl

0

phenyl)-3-(1-pyridin-4- F N A N yl net hyl -

WoR6GMIS93t-yl ) -urea F F H H

424.15 1-(4-Chloro-3-trifluoronethyl -

N 425.16 N C23HIOFBBEM6/001272

phenyl)-3-(1-pyridin-4- F ON
yl met hyl -1 Hindol -4-yl)-urea F
C22H16CLF3NAO0 444.10 54 WO 2(
PCT/ US2006/ 001272 1 -(5-Chl orgd
phenyl) 3-(1- pyridin- -0 HN--
thyI-IH-lndoI N f
406012
o'

y_
yl)-3-(1- H
-1 Hindol -
440. 15

N
yI
‘w CZ 19

445.19 C NH
06/ 076593

;2: ﬁg-ﬂ)fgrofz—ml_elh!xol)\(ly!
48Hen§B-3-@-mERHHLYGHNA02

H-Kmethyl-1H-indol-4-yl)-urea
O yl)-urea 441.04 NF

C23H21CIN40O2

420.14

421.26

4-{4-[3-(2-Methoxy-5-
trifluoromethyl-phenyl)-
ureido]-5-methyl-indol-1-

ylmethyl }-pyridine-2-

carboxylic acid methylamide

C26H24F3N503

511.18

512.36

1-(7-Methyl-1-pyridin-4-
ylmethyl-1H-indol-4-y1)-3-(4-
methyl-3-trifluoromethyl-
phenyl)-urea

C24H21F3N40

438.17

439.23
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1-(4-Chloro-3 -trifluoronethyl-
phenyl)-3-(1-pyridin-4- C
w@ kovetotosb3 | H i ndol - 5-yl ) -urea

Oi |

FFFN

C22H16C1F3N40  444.10 - 55 WD 2006/ 076593

N 445. 01 POIMUS2086/601272

PCT/ US2006/ 001272 1-( 2- Fl uor o-
WW phenyl ) -3-(1-pyridin-4-
yl met hyl -1 Hi ndol -5-yl)-urea 42
C22H16F4NAO 428.13 1-(2-Chl on
di'p-4- F C phenyl)-3-(1 pYriF
H-"\nd

ol -5-yl)-urea HN-~0 - Q/
444.10 1-(2-Fl

eyl - 1- pyri di
‘ MNurea
e,

N

ﬂn‘

S-trifluoromethyl H™H

9.08 _FF~~\\F~N
3;-&% fr(l_)-%gtg“i?flggowéthyﬁ- )
4dten(IP-3-(¥ndhyl-1-p

%lridin-
oro-5-trifluoromethyl H
4-fmethyl-1H-indol-4-yl)-urea

NH N 443.04 ~--NH F (

C23H18CIF3N40

458.11

459.19

(0

00 %’/\C\N
T
NH

Cl

1-[5-Chloro-2-([1,3]dioxolan-2-
ylmethoxy)-phenyl]-3-(1-
pyridin-4-ylmethyl-1H-indol-4-

yl)-urea

C25H23CIN404

478.14

479.22

1-[5-Chloro-2-(3-hydroxy-
propoxy)-phenyl]-3-(5-methyl-
1-pyridin-4-ylmethyl-1H-indol-
4-yl)-urea

C25H25CIN403

464.16

465.24
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442.14 56 WO 2006/ 076593 PCT/ US2006/ 001272
1-(2-Methoxy-5 F trifluoronethyl-phenyl)-3-(3- FN F

W@ 20460845031 - 1- pYri di n- 4- Yl net hY1-

1H i ndol -4-yl)-urea 455.07 C24H21 F3N402 454. 16

~ ~-N H NH PCT/US2006/001272

1- (5-Brono- 2- et hoxy- 0 hen 1 3-
N 4-yl methyl -1 Hindol -4-yl)-ur
C23H21BrNdQ2 464.08 1-(5-Brono-2-methoxy O
phenyl)-3-(l-pyridin-3- Ny NN

Hindol -4-yl)-urea ~I 451.05

H

PCT/ US2006/ 00127 2hedT)-3-(1-pvridin--
H N T $hedyl)-3-(1-pyri

3 meth T’ T idin Ny
ea 465.03 \ | O Br

;Ir ylcgg%—r%’lé‘i_’fﬁlz@et%& 07

n-3- -0 HN /|~ ylmethyl-1H-indol-4-yl)-urea
i Bdol \.5-¥1) ~vylrea 407.20
N—N C22H19CIN402
406.12
1-(4-Methoxy-3-
5 trifluoromethyl-phenyl)-3-(1-
-~
@g@\ j\ pyridin-4-ylmethyl-1H-indol-4-
N° N N -
P NN _ /@ yl)-urea 441.20
=N
C23H19F3N402
440.15
1-(2-Methoxy-4-methyl-5-
5 \ 73 trifluoromethyl-phenyl)-3-(1-
. 0 P ~N pyridin-4-ylmethyl-1H-indol-4-
NH
N yl)-urea 455.22
0
/ C24H21F3N402
454.16
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0 451.05 C22H19BrNAQ2 Br
1- (5- Brono- 2- net hoxy- Br
-1 H i ndol
C23H21 BrNAO2 464.08 1

WO dioa/76393- 4-yl et hyl

450. 07

phenyl)-3 -(5-nethyl - 1-

- (5- Brono- 2- met hoxy- hen 1 3

-4-yl)-urea N HABESBU6/001272

~(7-met hyl -

1 -pyridin- 0O NN

H i ndol -4-yl)-urea y 465.03 Br
58 WD 2006/ 076593 PCT/ US2006/ 0¢

trifluoronethyl

- phenyl )-3-(5- K

-yl met hyl -
C23H21Br NMAO2 464. 08
1272 1-(2- I\/Et hoxy- 5

o BP0t asthykghesy -

-pyridin-4-ylmethyl H NH 1Hindo
N 1 F3N4 454. 16 3-(1- F idin-4- ylmethyl 1H-
1-( uor p- 5- | | uor onet hyl - [pheny 3’” - met hyl -
|5 NG t hyl -1 Hindol - 4m5ip§r41yil)elgea
H 435.20
TN
=N C22H19BN40
434.07
1-(4-Fluoro-3-trifluoromethyl-
F o phenyl)-3-(1-pyridin-4-
F .
>;©\N /U\N \ ylmethyl-1H-indol-4-yl)-urea 429,18
F H H -
=N C22H16F4N40
428.13
1-(5-Bromo-2-methoxy-4-
Br methyl-phenyl)-3-(1-pyridin-4-
0) .
ylmethyl-1H-indol-4-y1)-urea
X 2 465.17

C23H21BrN402

464.08
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FF, NNNA443.02 F 0/ C23HL8F4N4A0 442.14

1- (5-Chl or o- 2- et hoxy-

hen 1 3 5 nmeth 1 1 idin NN
wd200b/08¢5p3y/1 - | H-i ndol -4-yl)-urea y 421.05 0

CINAG2 420.14 59 WD 2006/ 076593 PCT/ US2006/ 001272 1

cl PCPBER6/001272

- (4- Met hoxy- bi phenyl -3 -yT)-3
(1-pyridin-4-ylmethyl-1 H

~N

/" N\ \'N
H i ndol -4-yl)-urea NH

449. 34 C28H24N402 448.19 1-(3-Methoxy-5- N

trifluoronethyl-phenyl)-3-(7- (
met hyl - 1- pyr j-din-4-yl ngt hyl - vy
455.25 F F 3NH02 45

18£2- Fl ugr o-

phe ) - yl -1 -pyridin-
4-@—hﬁ-ﬂl—kindol-4-y )-urea

H H /
0 1#@%8{11042--916}11%%
:A%H]eﬁyl)-&[l-(2—ﬂuoro-pyridin—
E-ylmgthyl)-1H-indol-4-y1]-urea

NH 443.19 ~-NH 469.29
/‘o C22H18BrFN402
468.06
1-(5-Bromo-2-methoxy-
) ) % /\ ! phenyl)-3-[1-(2-methyl-pyridin-
]
>—NH = 4-ylmethyl)-1H-indol-4-yl]-urea
NH 465.13
/O C23H21BrN402
464.08
1-(3-Bromo-4-methoxy-
/Om o phenyl)-3-(1-pyridin-4-
)L ylmethyl-1H-indol-4-yl)-urea
Br H 451.13

C22H19BrN402

450.07
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F O C23H18F4N40 442.14 60 WO

2006/ 076593

PCT/ US2006/ 001272 1-(5- Chl oro- 2- net hoxy N
W@ b@aphes9B- (7-met hyl -1 -pyridin- N NN PCT/US2006/001272
4-ylnethyl -1 Hindol-4-yl)-urea O [ , 421.26 CI C23H21
CINAO2 420. 14 4-f4-]3-(2- MEt hdxy- 5-
trifluoronethyl-phenyl) N ureido]-5-nethyl-indol-1- O
O 1 Nylnmethyl}-pyridine-2- NH|{NH O NH carboxylic acid
nmet hyl am de 512.36 F F F C26H2_4F3?I§9% 51]2 18 h 1
- (7gMethyl- | -pyridin-4 ylmet hy| - 17>7Sromo-cmethoxy-
Hindol -4-yl)-3-(4- 0 nethyl - 34 tsHehiysr @Bt ifydro-nGrilink
N henyl ) rea E F HH- N 438 2%%1\‘(1@4%21 NAO
43 06/ 076593 PCT/ Ydzdoethyd): Bfdndol-4-yl]-urea
1- (- i orp-3>{r Mfi+woronethyl & F hen 1 3 7 neth 1 1 469.23
i di-o- = N,
F\ C22H18BrFN402
468.06
1-[1-(3-Fluoro-pyridin-4-
ylmethyl)-1H-indol-4-y1]-3-(4-
F>;©\ j\ methyl-3-trifluoromethyl-
F N N _ Nb phenyl)-urea 443,23
.F /N
C23H18F4N40
442.14
1-(3-Chloro-4-fluoro-phenyl)-3-
Fj@\ 0 (1-pyridin-4-ylmethyl-1H-
L indol-4-y1)-urea
cl NN N 395.14
=N C21H16CIFN40
394.10
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FI1--NH4-ylnmethyl-1 Hindol-4-yl)-urea CI NH N
459.19 C23H18CLF3N40 458.11 1 -[5-Chloro-2-(]

wQ 28paresadl an- 2- Cp~ _ yl met hoxy) - phenyl ] - 3- ( IPCTOUR20G5/001272
0 N pyridin-4-ylnmethyl -1Hindol-4 N Hyl)-urea 479. 22

NH Cl C25H23 C1IN4A04 478.14 OW 1 -[5-Chloro-2-(3
- hydr oxy propoxy)-phenyl]-3-(5-{net hyl -
1-pyridin-4-ylnmethyl-1 Hindol+4 4-yl)-urea\ | OO
465.24 A H H N C25H25C1N403 464 1
2006/ 076593 /P 4001272 Eﬁd%(a%fno PyEdingky |
MW Ayl rrejzlmethyl) HIiindtl4-13-31(5-
0 ~-IN_C22HLO9CIN4AO2 406. 12
et hyl Bseraay methoxy-phenyl)-urep ;
fiNiL 4~ yI et hyl - | Fi°ndol -4 F H H N yl)-urea 466.18
C22H20BrN502
465.08
1-(3,4-Dimethoxy-phenyl)-3-(1-
_0 o pyridin-4-ylmethyl-1H-indol-4-
\O:©\N/U\N yl)-urea
NN N 403.13
=N C23H22N403
402.17
1-(3-Chloro-4-methyl-phenyl)-
ji)\ j\ 3-(1-pyridin-4-ylmethyl-1H-
indol-4-yl)-urea
cl NN N 391.08
=N C22H19CIN4O
390.12
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F C23H19F3N402 440.15 1-(2-Methoxy-4-nmethyl-5 F ftN
trifluoronethyl-phenyl)-3-(1-

WE006a765931- vyl net hyl -1 H-i ndol -4- NNH yl ) -urea 4BSI/R22006/001272
C24H21 F3N402 454.16 63 WO 2006/ 076593

PCT/ US2006/ 001272 1- ( 3- Bronp- 4- net hyl - phenyl) 0O
3-(1-pyri din-4-ylnmethyl-IH Al i indol-4-yl -urea N N
Br HN) 435.20 N C22H19BrNAQ 434.07 1-(4-Fluoro-3
-trlfluoromathyl F phenyl)-3-(1- pyr NAN
yl methyl -1 Hindol-4-yl)-urea F 3’145&5151135) ?[énet%

16F4NM0 428.13 1-(5-Brono-2- m=t1het1qy}14hen§1)3 (1-pyr1d1n-4-
ne phenyl Xy- (1- pyri di n- 4+

yl - Jl\—l-l -4-yl)-urea 4e>5yhmethyl 1H-indol-4-yl)-urea
N 421.06
\;N/ C23H21CIN402
420.14
1-[1-(2-Amino-pyridin-4-
7 ylmethyl)-1H-indol-4-y1]-3-(5-
N
Br. O>_ P ~N bromo-2-methoxy-4-methyl-
NH
NH NH, phenyl)-urea 480.03
0
/ C23H22BrN502

479.10

1-[1-(2-Amino-pyridin-4-
C@l \ \N ylmethyl)-1H-indol-4-y1]-3-(3-
O>\_NH = { chloro-4-methyl-phenyl)-urea
‘QNH NH, 406.07
C22H20CIN50

405.14
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i0 HH N\ C23H21BrNAO2 - N 464
PCT/ US2006/ 001272 1-(5-Bronp-2
W@ b@aphes9B- [ 1- (2-f 1 uor o- pyri di n-
4-yl methyl)-1H i ndol -4-yl ]-urea

.08 64 WO 2006/ 076593

-methoxy Br O N
~ -NH F PCT/US2006/001272
NH 469. 29

C22H18Br FNAO2 468.06 1-(5-Brdno-2Z-nethoxy Br O ; N™-
1IN phenyl)-3-[ 1-(2-methyl-pyrijdin N PH 4-ylnethyl)-1
H-indol -4-yl] -urea 465.13 NH|0 CeBHZEABriNG-O@ridihe4. 08
1- (3 -Broino=4;:nmethoxy_i0 , 0 pghenvl,)-3:L1-pYrjdjn-4-
yl met hyl - | H(i ndol o4>~yT)>urea  Br %ﬁyﬁq)lﬂglﬁﬂg%ﬂﬂé
1gBr NMACy 45047 ) 65 \WQ,12006/ 0768960 PSSR0 MBEA0S-272
1- (\5=-Br oNp=p oxy Br\ henY1l)-3-[1-(3-fluoro-pYridin-
A NH NH; 422.07
W C22H20CIN502
b
421.13
1-[1-(2-Amino-pyridin-4-
~ ylmethyl)-1H-indol-4-y1]-3-(5-
\O O>_ %‘/\QN chloro-2,4-dimethoxy-phenyl)-
NH
O‘Q—NH NH, urea 452.10
/
Cl
C23H22CIN503
451.14
1-[1-(2-Amino-pyridin-4-
ylmethyl)-1H-indol-4-y1]-3-(5-
~
N chloro-2-methoxy-4-methyl-
cl o) %/\QN Y y.
>—NH Vi phenyl)-urea
/O C23H22CIN502
435.15
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4-ylmethyl)- | Hindol-4-yl]-ur
C22H 18Br FNAQ2 468.06 1-[1-(3-

ea HH 469.23 F~ N
Fl uor o- pyri di n- 4-

wQ@beventsshy -1 Hi ndol -4-yl]-3-(4 F |\ PCT/US2006/001272
net hyl -3-trifluoronmethyl FF HH/ N\ phenyl)-urea
443.23 F 7 -N C23HIB8FANAO 44714 T -(3
-Chl oro-4-fluoro-phenyl)-3 F (|1

-pyridin-4-ylmethyl -1 H CI NAN
395.14 DN C21 H16C1FN4O 394. 1(
PCT/ US2006/ 001272 1-El -(2-Am
ol - 3-(5-

Neny ) - Mr ea
OBr OE 108" “1{(3, 4-Di
Hdi n- 4-yI meNkyl - 1H

NH NH2 456.

i ndo[1-@- minqmpyﬁdmw N

ol P o

- NH (2,4- dlmethyl 5-

netrlﬂumyomﬂmﬂapnﬁ) -(a N’
indol-4- yl) urea HH

C24H22F3N50

453.18

454.08

Br l

1-(5-Bromo-2-methoxy-
phenyl)-3-(5-methoxy-1-
pyridin-4-ylmethyl-1H-indol-4-

yl)-urea

C23H21BrN403

480.08

481.05

1-[1-(2-Amino-pyridin-4-
ylmethyl)-1H-indol-4-y1]-3-(2-
methoxy-5-trifluoromethyl-
phenyl)-urea

C23H20F3N502

455.16

456.07
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N C23H22N403 402.17 1-(3-Chl oro- 4- net hyl
-(1 -pyridin-4-yl nmet hyl -

1 ndol

- phenyl)- 3

-4-y~a 0 N C22H 19C1N40O
WQR@s265967 WO 2006/ 076593 PCT/ US2006/ 001272 PCT/US2006/001272
1- (5-Chl oro-2-nethoxy-4 Cl

met hyl

yl met hyl -1 Hi ndol

- phenyl ) - 3- (1- pyri di n- 4-
-4-yl)-urea N N 421.06 10 HH _ !
N C23H21 C1N402 420.14 1-
1 ylnethyl)-1Hi ndol -
br ono- 2- et hoxy 4- et hyl /

4-yl1-3- (9

.10 1
13-

,2006/

v N NEE[%@’EI%I}I?"'BY%%“"

3-
rea I\H—I— N@ fdmeth a0 7-

~ 0O ~

[ 1-(2- Amino-pyridin-4

[ylilne&%rmmiri@dd)w y1qi30- 4
c
Ozcﬁﬁggromethyl-phenyl)-urea

C24H22F3N503

485.17

486.08

1-[1-(2-Amino-pyridin-4-
ylmethyl)-1H-indol-4-y1]-3-(2-
methoxy-4-methyl-5-
trifluoromethyl-phenyl)-urea

C24H22F3N502

469.17

470.10

1-Benzo[1,3]dioxol-5-y1-3-(1-
pyridin-4-ylmethyl-1H-indol-4-
yl)-urea

C22H18N403

386.14

387.11

71




1-[ 1-(2- Am no-pyridin-4
yl met hyl ) - 1H i ndol

- 4-yl]-3-

(5- G O\\\ PN1 N

W@ k006/076523 met hoxy- phenyl ) -urea NH NH NH2 422. OFCT/US2006/001272

C22H20CIN502 n 421.13 1

-[ 1-(2- Ami no- pyri di n-4-

yl met hyl)-1 Hi ndol

phenyl ) - urea NH2 436. 11

6/ @765

in-4 yI net hyI ) {1 Wm%lebdflﬂrlr;dq -4=y3)-ureg
leTet yl -
trl,DI u thyI urea MWNH NH NH2 454. 08
C24H22F3N50 C23H21BrN402
464.08

-4-yl]-3-(5
chl or o- 2, 4- di net hoxy- phenyl)
O NH CI C23H22C1IN503 451.14 1
1-(2- Amino-pyridin-4 ylnethyl)-
c g&hl---q N chl or o- 2- nethoxy-4

CT/ US2006/ 001272

OO\/ No N
~-NHNH2 urea 452.10 |

?%;; 4-,@’15{9‘thoxy

/ (meahﬂ'ﬁ bplHdinb9

1H-|

465.08

(4-{4-[3-(5-Bromo-2-methoxy-
phenyl)-ureido}-indol-1-

=T
\ O>\_ %/\QN ylmethyl}-pyridin-2-y1)-
NH O— i i
N HN \\( carbamic acid methyl ester 524.13
0]
B
' C24H22BrN504
523.09
1-(5-Bromo-2-methoxy-
Br
phenyl)-3-[1-(3-chloro-pyridin-
j\ 4-ylmethyl)-1H-indol-4-yl]-urea
N~ N N 485.10
A
Cl =N C22H18BrCIN402
484.03
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453. 18 1-(5-Brono-2-nmethoxy- Br

phenyl ) - 3-(5-nmet hoxy-I 0 O pyridin-4-ylnethyl-1
woRinaends93t N A N yl)-urea 481.05 H H N O DN Q2GI/HR4006/001272

BrNAC3 480.08 1-[ 1-(2-Am no-pyridin-4

ylmethyl)-1H1ndol-4-yT]-3-(2- [F NF O N

nmet hoxy-5-trifl uoronethyl -
456. 07 C23H20OF3N502 455. 16

F ~-

NH NH NH2 phenyl) - ured
0 WO 2006/ 076593

PCT/ US2006/ 001272 1-[ 1- (2 Amiinos di n-
yl methyl ) - 1H i ndol - 4-yl]-3- F % HOgP |7re4t ﬂ%‘%‘;’%h%‘yo
NH NH NH2 tr| oro pheny 1)4@!@1%%“(191 -4-
C24H22E L 41N( 2- Afi no-p ¥1” din FN
yl met h |n o/ 4 yITZ 3- (2- |F ydmethi-1H-indol-4-yl)-urea
neLFoX -4Nrret Byl -5- ~2 NH 421.10
/7 \—
£ C23H21FN403
420.16
1-(3-Bromo-4-fluoro-phenyl)-3-
Fj@ o (1-pyridin-4-ylmethyl-1H-
/U\ indol-4-yl)-urea
Br NN N ¥ 439.04
0
=N C21H16BrFN40
438.05
N-(4- {4-[3~(5-Bromo-2-
S methoxy-phenyl)-ureido]-indol-
N
Br. 0 P /\QN 1-ylmethyl}-pyridin-2-yl)-
N?_I_NH HN\(O acetamide 508.06
0]
/ C24H22BrN503
507.09
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NH NH2 trifluoronethyl - phenyl) -
C24H22F3N502 469.17 1 -Benzo[
W@ 06a745931- yl net hyl -1 H-i ndol

~-NH 387. 11

urea 470. 10

1, 3] di oxol -5-yl -3-(1-

-4- 0 a N yl) - ur erCDUS2006/001272
NH C22H18N403 386.14 71 WO 2006/ 076593

PCT/ US2006/ 001272 1-(5- Brono- 2- met hoxy- Br
phenYl) - 3-(6-nethyl-1-pyr din-{i ~ 0 E O ,
4-yl methyl -1 Hindol -4-yl)-urea|]N N N-\ 465.08 0 HH

_ ~ N C23H21Br M2 464.08 (4
{ -[3(5 Br -1 pheny
\ / NE erél n- 2-y
aci 524. NH O

1) - drerbposshligndi o
| ﬂletﬁox%ﬁ@ﬁ%f Boruin-

4-ylmethyl-1H-indol-4-yl)-urea
C24H24N404S

464.15

d

465.03

1-(5-Bromo-2,4-difluoro-
phenyl)-3-(1-pyridin-4-
ylmethyl-1H-indol-4-y1)-urea

C21H15BrF2N40

456.04

456.95

f—

/ N
=N
H,yN

1-[1-(2-Amino-pyridin-4-

ylmethyl)-1H-indol-4-yl]-3-(2-

fluoro-5-trifluoromethyl-
phenyl)-urea

C22H17F4N50

443.14

444.02
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523.09 1-(5-Brono-2-nethoxy- Br
4-yl met hyl ) - 1H i ndol -
i0 HH C N C22H18Br CLNAC2 484. OBCT/¥R2006€001272

-[1-(3-chl oro-pYridin-
wWO2eh8/576503 4
2006/ 076593 PCT/ US2006/ 001272

phenyl ) -3

4-yl]-urea

1- (5- Fl uoro- 2, 4-di net hoxy pheny
\\ , ylnmethyl-1 Hindol-4-yl)-y
O F F C23H21FN403 420.16 1 -
- Brono- 4-f | uor o- phenyl )-3 F ,
-pyridin-4-ylnmethyl- 1 H indoll-

439. 04 N C24&=H 16BrF 438. 0"

{4 [ 3-(5- B NTretihoxy- phenyl

le@ _Pyri -2- yI)

ﬂNH HN\(
ﬂ
/

M) -3-(L-pyridin-4-—71N
irea O O NH/ NH 421. 10
3

(fi‘r()“-{j"@a<5-%ﬂlow-%r N
b Methdx -4-methyl—pheny1)
)-urei do]-| ndol -
ureido]-indol- l-ylmethyl}

pyridin-2-yl)-acetamide
C25H24CIN503

477.16

478.07

Br

1-(5-Bromo-2-methoxy-
phenyl)-3-(7-fluoro-1-pyridin-
4-ylmethyl-1H-indol-4-yl)-urea

C22H18BrFN402

468.06

468.98

Cl

1-(5-Chloro-2-methoxy-4-
methyl-phenyl)-3-(7-fluoro-1-
pyridin-4-ylmethyl-1H-indol-4-

yl)-urea

C23H20CIFN402

438.13

439.03
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NH NHHN O acet am de 508. 06

C24H22Br N503  507. 09

73 WD 2006/ 076593 PCT/ US2006/ 001272

wa @A Eshanesul fonyl -2 0 O N
- met hoxy- phenyl ) -3-(1-pyridin- \

PCT/US2006/001272

N-N H 4-yl net hyl -

H-1ndol -4-yI')-urea 465.03 QT
464. 15 1-(5-Brono-2, 4-difl uord
phenyl ) - 3- (1- pyri di n-4- A yl et
4-Y1)-urea Br HH/ \ 456.95 N
1-[ 1- (2 Ami no- pyrldln 4- yl et

H-|ndol -3 2 F O fl ug
F N phen
Br443 1@ 7

.02 F P{N

{ \ NH HN\(\OH
=
o]
/

93 PCT/ USZegieicfion Rpgridin-2-yl)-2-

[~ O C24F24N404S
F\ I FO
hYl -1 Hi ndol

5Br F2NAO 456. 04
hyl %T @ {’l [3-(5-Bromo-2-

oA
hydroxy-acetamide

C24H22BrN504

523.09

524.11

2-Amino-N-(4-{4-[3-(5-bromo-
2-methoxy-phenyl)-ureido]-
indol-1-ylmethyl}-pyridin-2-

yl)-acetamide

C24H23BrN603

522.10

523.36

N-(4-{4-[3-(5-Bromo-2-
methoxy-phenyl)-ureido]-indol-
1-ylmethyl}-pyridin-2-y1)-

formamide

C23H20BrN503

493.07

494.38
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N-(4-{4-[3-(5-Chloro-2 net hoxy-4-nethyl-phenyl)- C O

56 1 i Nureido]-indol-1-ylnmethyl}- ~-NH NH
woRipgnresdn- 2-yl ) - acet am de 478. 07 C25H24CLNSOBCT/AF2004/601272

1- (5- Brono- 2- net hoxy- Br F phenyl)-3-(7-fluoro- |

-pyridin- \ O\ 4-yI'methyl -1 H{i ndol -4-ylI')j-urea H H
468.98 N C22H 18Br FNAO2 468. 04
1- (5- Chl or o- 2- net hoxy-4- C

met hyl - phenyl') - 3- (7-f I uor o- | 0] [ .1
pyri di n- 4 yI met hyI S ndoI 4 N N htkf'{%‘Aﬁ}P’é%rPXléémcfh

0 HH .
|2 ol 076 272 zrgfe_alyl)z5HWRiol A3

met hoxy - : - ei do] = ndol BrfOIDOMr-methoxy-phenyl)-urea
I5 /e h pyrl din-2-yINH2- NH / NH HN-d - - OH 466.33
hydhox: -acet anm de 524.11
s C22H20BIN502
465.08

N-(4- {4-[3-(3-Chloro-4-methyl-
phenyl)-ureido]-indol-1-

o . %’\QN ylmethyl}-pyridin-2-yl)-
>\—NH = 0 acetamide 448.36
C24H22CIN502

447.15

1-(5-Bromo-2-methoxy-
phenyl)-3-(7-methoxy-1-

Br Ol pyridin-4-ylmethyl-1H-indol-4-
j\ yl)-urea
N H N 481.29
_0 == 7N
=N C23H21BrN403

480.08
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O 0 C24H22BrN504 523.09 2- Ani no-N-(4- {4-[3-(5-brono

2- met hoxy- phenyl ) -urei do]- Br

0 i ndol -
WO pyeiodisms 2- / N g N ~NH yl ) - acet am de

1 -ylnmethyl}

NH NH~-PMERUS2006/001272

523.36 0 C24H23BrN6O3 522.10 N-(4- {4-[3-(5-Brono-2

1 nmet hoxy-phenyl)-urerdo]-indol[- Br ON
1-ylmethyl }-pyridin-2-yl) / --NH HN formam de 494. 38
NH - 0 0 C23H20Br N503 493.07| 76 WD 2006/ 076593
PCT/ US2006/ 001272 141- (2- Ami ngd- pyri din-4. N
yl met hyl ) - 1H i ndol - 4-yI - 3-(3- |0 q119(bfh-61metﬁ'oxy.5-
br omot 4- met hoxy- phenyl ) -urea O MNAMMNeRREBer3P)-3-(7-
Br ©Br N5O2 465{ 08 nyﬁ r;i@) (
o o O methoxy-1-pyridin-4-ylmethyl-
) o P 1H-indol-4-yl)-urea 501.28
i H I 4 NS
0 Ho TN
=N C25H23F3N404
500.17
1-(5-Bromo-2-methoxy-
Br
. F phenyl)-3-(5-fluoro-1-pyridin-
/U\ 4-ylmethyl-1H-indol-4-yl)-urea
H ” N 469.27
_0 = 7N
=N C22H18BrFN402
468.06
N-(4-{4-[3-(5-Chloro-2-
methoxy-phenyl)-ureido]-indol-
7 g
1-y1 - 2-y1)-
N ] %/\QN ylmethyl}-pyridin-2-yl)
>-NH 0 acetamide
NH HN\( 464.12
/O C24H22CIN503
463.14
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N-(4- {4-[3-(3 -Chloro-4-net hyl
-indol - | -

Cl ON'Nylnethyl}-

phenyl ) - urei do]
pyridin-2-yl)-

~NH HN

WO 26016503 de 448. 36 YNH C24H22C1IN502 447. 15 pAT/US2006/001272

- (5- Brono- 2- met hoxy- phenyl)-3

-(7-nmethoxy- | Br

pyridi n-4-yTmet hyl - I Hindofl - Oyl)y-urea 481.29 10
H H C23H21 BrN4AG3 N 480.08 77 WD 2006/ 076593
PCT/ US2006/ 001272 1- (2, 4- Di net| hoxyMBsthkl-HIfimidazole-2-
trifluoronethyl-phenyl)-3-(7- 1-10 L
met hoxy- | - pyr| di n-4-yl methyl - O 18P¢Ge 28id\(f{4d33-
A HHL /| N CRSHRRRRMA gty B
phenyl )4{3-(5-fluoro-|-pyridin-
N\ N ureido]-indol-1-ylmethyl}-
N pyridin-2-yl)-amide 574.11

C27H24BrN703

573.11

N-(4-{4-[3-(5-Bromo-2-
methoxy-phenyl)-ureido]-indol-
1-ylmethyl}-pyridin-2-yl)-

propionamide

C25H24BrN503

521.11

522.16

N-(4-{4-[3-(5-Bromo-2-
methoxy-phenyl)-ureido]-indol-
1-ylmethyl}-pyridin-2-yl)-

isobutyramide

C26H26BrN503

535.12

536.17
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O 4-yl net hyl -1 Hi ndol

woreakhoxessphenyl ) - ur ei do]
- 1= ylnethyl} pyrldln 2-yl)-

464 12 C24H22C1t
PCT/ US2006/ 001272  1- Met hyI

carboxylic acid (4-{4-[3-(5 - krorrN-(Z-{mBq@(qu@xli@ﬂyl)

-4-yl)-urea
C22H18Br FNAC2 468.06 N-(4-
- i ndol

H H 469.27 N
{4-[3-(5-Chl oro- 2-
Cl 0 N 1IN

~-NH O acetam de NH HN

AN O O OO0

PCT/US2006/001272

ViU ZUUO7r U705395

1 K-im dazol e- 2-

Ni N N ureido]-indol-I-ylnethyl}- NNH HN
pyri di n- I ) am de 574.11 C271 m%’a?w@en.‘/@%elﬂ@]-mdeh
{4-[3-( » 7me} hoxy- phenyl ) r_uisidal HvRE8L R N
B \ /@ i- iyl }yli din-2-y1)l N PR Pyl
L opiNo el . B?\\CZE H2 4Brrhb@ir-452-hckdmide
@ Ay {4- [ 3- (5- Br oHH \\/o 593.10
/\o C28H29BrN604
592.14
1-(5-Bromo-2-methoxy-
phenyl)-3-[1-(2-methylamino-
7 3 pyridin-4-ylmethyl)-1H-indol-
\ N N
0 O>—NH = 4-yl]-urea 430,00
Bf C23H22BrN502
479.10
1-(5-Bromo-2-methoxy-
phenyl)-3-{1-[2-(2-methoxy-
= ethylamino)-pyridin-4-
\ NN
0 O>_ = ylmethyl]-1H-indol-4-yl}-urea
NH HN—"0 524.11
NH
Br C25H26BrN503
523.12
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met hoxy- phenyl ) - ur ei do] -i ndol -
1-ylmethyl }-pyridin-2-yl)- Br

N1N

O ~ ~-NH i sobutyram de

woie86s2Y NH 0 C26H26Br NSG3 535.12 79 WO PCT/US2006/001272

2006/ 076593 PCT/ US2006/ 001272

N-(4 {4-[3-(5-Bronp-2

nmet hoxy- phenyl ) -urei doJ-1ndol -

1-ylmethyl }-pyridin-2-yl)-2- Br O~--NHN
mor phol i n- 4-yl - acet ami de NH HN (593 146-BromG2B1ieRixiNe 04
592. 14 1-(5- Brom) 2- met hox henyl ) - 3; .
1- (2- et h§/| " y- P p%el)xyl)-3—[[1-(2-morphohn—4—
pyri di n- 4- y idin 4L Afh ettnyN-h fH,
480. ). %ﬁpﬁnd Sithe
1- 1tndo}-9-yl]-yrga - met ho
Xy ¢ tvly 536.11
/‘o C26H26BN503
535.12
1-(5-Bromo-2-methoxy-
phenyl)-3-[1-(2-methoxy-
= pyridin-4-ylmethyl)-1H-indol-
\ N \ON
00 P y Al
yl]-urea
Q_ D—NH O— 481.10
NH
Br C23H21BrN403
480.08
1-(5-Bromo-2-methoxy-
phenyl)-3-[1-(2-hydroxy-
N pyridin-4-ylmethyl)-1H-indol-
Br, o) _ %
>\—NH b 4-yl]-urea
N4 467.14
/O C22H19BrN403
466.06
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O ON ~N ylnethyl]-1Hindol -4-yl}-urea
C25H26Br N3 523.12 80 WD 2006/ 076593

524.11 Br

N NH HN, /-0

wWEAN6WBA0D6/ 001272 1- (5- Brono- 2- net hoxy phenyP(F/851006/001272

1-(2-norpholin-4- Br N1 Nyl-pyridin-

4-yl met hyl ) - 1H

O ~ ~-NH indof -4-ytj-urea

C26H26Br N5sO3 535. 12 1-(5-Brom-2- net hoxy- phenyl)-3

-[ 1-(2-nethoxy- pyridin-4-ylngt hyh\]).(%ztzlfj-(gipluor@so N
~N 4-yl]-urea O NH NH O 481.10 Br

480.08 1-(
Br

N

[l WS B
N= 3930, I'T O

(- C23H21Br NAOB
hen{fifjuozerpethykphemyBr oxy

+ i 0l04s]-imadit Jrydiyi €9
pyridin-2-yl)-acetamide

C24H19F4N502

485.15

486.18

Cl

N-(4-{4-[3-(5-Chloro-2-
methoxy-phenyl)-ureido]-indol-
1-ylmethyl}-pyridin-2-y1)-2-

morpholin-4-yl-acetamide

C28H29CIN604

548.19

549.25

Br

N-(4-{4-[3-(5-Bromo-2-
methoxy-phenyl)-ureido]-indol-
1-ylmethyl}-pyridin-2-yl)-2-

methoxy-acetamide

C25H24BrN504

537.10

538.17

82




466. 06 81 WO 2006/ 076593 PCT/ US2006/ 001272 N-(4-

{4-[3-(2-Fluoro-5- trifluoronet
wae@edodses ndol - 1-yl met hyl } -

pyri di n- 2- yI) acet am de NH 486.

~NHHN/

hyl - phenyl) F O\ / N

18 F C24H19F4N502

PCT/US2006/001272

- - UII OT 0= 2~
-|ndoI Cl O PH N 1-yl methyl}-g
nor phol i n-4-yl -acetai nide - _CN
C28H29C1IN604 548.19 N-(4- {4-
nmet l@bxy- phenyl ) - ur ei do] -i ndol -
idin-2-yl)-2 ~NH
e 538.17 NH\

methoxy=phenyt)=uretdo}

yridin-2-yl)-2 N

v/ 015(433}251'0 ZDerxlyN 0
5-

g)h@l(lﬂ) 3- [1 (3-methyl-pyr1d1n—

YN indal A pren

N 421.18
= /7/\ C23H21CIN402
;_—-'\\; Nﬁ
420.14
Cyclopropanecarboxylic acid
(4-{4-[3-(5-chloro-2-methoxy-
N \ = phenyl)-ureido]-indol-1-
“ ? = ¢ Imethyl}-pyridin-2-yl)-amid
ylmethyl}- in-2-yl)-amide
N>:|_NH HNﬁ pyney 490.23
0
/O C26H24CIN503
489.16
1-[1-(2-Amino-pyridin-4-
ylmethyl)-1H-indol-4-y1]-3-(5-
F_<F N ( \N bromo-2-difluoromethoxy-
00 P 7 phenyl)-urea
>—NH NH 502.10
NH 2
By C22H18BrF2N502
501.06
F
F Nand |
0 Q — = N-(4-{4-[3-(5-Bromo-2-
N o _ 544.08
NH difluoromethoxy-phenyl)-
. ° ureido]-indol-1-ylmethyl}-
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1- (5-Chl oro-2-net hoxy C
WQ@b@apreseB- [ 1- ( 3- net hyl
Hindol -4-yl]-urea 421.18 HH

1A C23H21 C1IN4AO2 N

-pyridin- 4-yl met hyl) - 1PCT/US2006/001272

42014 Cyclopropanecar boxytitT
{4-[3-(5-chloro-2-nethoxy ClI O
phenyl ) -urei do]-indol -1 ~-NH H

yl met hyl } - pyridin-2-yl)-am de 4
1- (2- Ami no- 9%H%Q3¥F3N503

C26H24C1N503 489.16 1-]
ylmethyl)-1 Hindol-4-yl] -3 -(
brono- 2-di fl uoronet hoxy 0 O N
502.10 O -NH Br C22H18Br F2N502
~IN ~--N PH N (4- {4-[3-(5-Bron
H N

phenyl ) -urea ~-NH

dL" Wﬁmq% yN -acetamide

90.23 N4 O

5- F F

501. 06 583.67- (

NH2
00
p-2- 544.08 -,( ~_N

N
H

N-(4-{4-[3-(5-Chloro-2-
methoxy-phenyl)-ureido]-indol-

= 1-ylmethyl }-pyridin-2-y1)-3-
\ o % LN = ylmethyl}-pyri D)
>\_ = N diethylamino-propionamide
NH HN \(\/ \\ 549.28
NH
0
cl C29H33CIN603
548.23
1-(5-Bromo-2-methoxy-
Br phenyl)-3-(7-chloro-1-pyridin-
o Cl 4-ylmethyl-1H-indol-4-yl)-urea
ﬁ/“\h' N 485.10
_0 = 7N C22H18BrCIN402
=N
484.03
1-(5-Bromo-2-methoxy-
N \ = phenyl)-3-{1-[2-(2-hydroxy-
Br 0 _ N dylaming)-pyridined
ethylamino)- in-4-
VA HN~/"~OH g Py 510.05
ylmethyl]-1H-indol-4-yl}-urea
O
/

C24H24BrN503
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di f | uor omet hoxy- phenyl ) -
Br

O urei

do] -i ndol - 1-yl met hyl } -

83 WD 2006/ 076593 PCT/ US2006/ 001272

WE0ba76592- y1 ) - acet am de C24H2OBr F2N50G3  543. OFCT/NSZ046/001272

{4-]3-(5-Chl oro-2 et hoxy-phenyl)-ureido]-indol -

1

-yl methyl }-pyridin-Z-yT)-3- 0

U N

di et hyl am no- propi onam de NH ;‘{I; HN 549. 3%915 c
C29H33CLN603 548.23 1-(5-Brono-2-nmethoxy Br
phenyt)—=—3—(+echtoro—+—pyr+di-n— 01+ C
4-yl met hyl -1 Hindol -4-yl)-urea|485.10 N HH
C22H18Br CIN402 484.03 1-(5-Brlonoq2sI Xy LN - N
phenyl )-3-{1-[ 2-(2- hydroxy- O + ~- N?(E@B&%Xyn%hdxy
et hyrami no) - pyri di n-4 NH HN~/ ~QHpleb1)e6(5-Ehlbreet pytidlin= 1
H i | - I -
I/ !O 043' ! urea 4-ylmethy1—1H-indol-4-yl)—urea
H i ] i
\KKN/”\N)\CN 484.97
0 H H — N\
_ / C22H18BrCIN402
=N
484.03
N-(4-{4-[3-(5-Bromo-2-
methoxy-phenyl)-ureido]-indol-
i
I- -pyridin-2-v1)-2-
B O>\_ %{ \ N ylmethyl}-pyridin-2-y1)-2
NH pyrrolidin-1-yl-acetamide
N HN\(\NQ 577.22
0]
/O C28H29BrN603
576.15
N-(4-{4-[3-(5-Bromo-2-
methoxy-phenyl)-ureido]-indol-
7 -
. 5 %j — \N 1-ylmethyl}-pyridin-2-y1)-2-
>\—NH N/ dimethylamino-acetamide
NH N~ 551.21
0
/O C26H27BrN603
550.13
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C24H24Br N5G3 84 WD 2006/ 076593 PCT/ US2006/ 001272
509. 11 1-(S-Brono- 2-net hoxy- Br

W@ b@aphes9B- (5-chl oro-1-pyridin- 0 OL Y' i 4-ylP€er/ngi006/001272
Hindol -4-yl)-urea ~HxH 484.97 i0 C22H18Br CLNAQ2

484 03— N4 4-13-(5Brono-2
nmet hoxy- phenyl ) -urei do]-indol- |[Br O N
1-yl methyl }-pyridin-2-yl)-2- NI|H N—(/4-{4-£3-(5—Bromo-2—
pyrrolidin-1-yl-acetam de NH HN~N~ 577. 2 o
C28H29Br N6O3 ~ 576. 15 N (4- {4- [|3methorr-phenyd-ureido]-indol-
nmet hoxy- ph l) - rdg] - i ndol - [Br{ Q4. RTINS
1- y\ et hyQ} - Ay di §- 2491 ) - 2- NH HNQ}}%‘%YI} pyridin-2-yl)-2
di | ami nazakcet amifde NH 551.121 nRtGAGHRARINGERde
13 WO 2006/ MRCT/ YS2006/ 001272 N-(4- 537.18
4- '\tH5 Brono- 2 net hoxy- pl'\\enyl ) - ur ei do] -i ndol -
gAYl methyl}-pyridin-2-yt) - 2- C25H25BIN603

536.12

1-[1-(2-Amino-pyridin-4-
ylmethyl)-5-fluoro-1H-indol-4-

) . FA%/\QN y1]-3-(5-bromo-2-methoxy-
.
>\_ = phenyl)-urea

v NH, 484.13

0 C22H19BrFN502

483.07

Cyclopropanecarboxylic acid
(4-{4-[3~(5-bromo-2-methoxy-

N \ \N phenyl)-ureido]-indol-1-
Br Q = ¢ . q .
>: >_ NH \ﬁ ylmethyl}-pyridin-2-yl)-amide

534.19

0 C26H24BrN503

533.11
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O N N O net hyl am no-acetanm de N i
536.12 1-El

NH C25H25Br N6eG3  Br

w@ kovetotosb) - 5-f | uoro-1 H i ndol -4

yl']-3-(5-bronpo-2-nethoxy- FN1 O B

~_

C~- HN, r NH 537. 18
- (2- Am no- pyri di n- 4-
N
0 ~
B V. NaXal

r H
L A1 N OO
1 \/4

PCT/US2006/001272

phenyl)-urea NH NAZ2— 484713
Cycl opropanecarboxylic acid (4
{4-[3-(5-brono-2-nethoxy Br 0 N
phenyl ) - urei do] -i ndol -
yl met hyl } - pyr|d| n-2-yl)-amde §

533. 6 WD 2006
cNopr opang

0—G2

1 ~-NH HN

N f |ngor on
w- PR

2H19B1 I\L) 48307

| ,Cydpropanecarboxylic acid
534. 16-{4Nir(@-mghoxy-5-

/ 07

car boxy |%letg¥1 %he(n Xl)

ret hydidgjhiadyll )-yinketky1}- /
) I\Il)ylt_lldm-Z yl)-amide

C27H24F3N503

523.18

524.21

Cyclopropanecarboxylic acid
(4-{4-[3-(2-fluoro-5-
trifluvoromethyl-phenyl)-
ureido]-indol-1-ylmethyl}-
pyridin-2-yl)-amide

C26H21F4N502

511.16

512.18

1-[1-(2-Amino-pyridin-4-
ylmethyl)-5-fluoro-1H-indol-4-
yl1]-3-(2-fluoro-5-
trifluoromethyl-phenyl)-urea

C22H16F5N50

461.13

462.16
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NH HN pyridin-2-yl)-am de 524.21 0 0 C27H24F3N503
523. 18 Cycl opropanecar boxylic acid
W@ 2006474583 (2- f | uoro-5- trifl uoromethyl - phenyl ) PCFHUF2006/001272

N ureido]-indol-I-ylnmethyl)- \\

NH NH NH

pyridin-2-yI')-amde 51IZ. I8 OH
1-] 1-(2-Am no -pyri
Hindol-4- F F 1 |

trifluoromnethyl-phenyl)-urea F
C22H16F5N50 /4

F H
VO 2006/ V75893
thﬁr}%ﬂ;?)-&zﬁethoxy-s-

C26HZIF4NS02— 51116

din-4 ylmgthyl)-5-fluoro-1
yl]-3-(2-fl yor or-pt-(INAMihb-pyridin-4-

62. 16 N H2N
-5-fluoro-TH-indol-4-

trifluoromethyl-phenyl)-urea

2 474.19

C23H19F4N502

473.15

474.19

Cyclopropanecarboxylic acid
(4-{4-[3-(3-chloro-4-methyl-
phenyl)-ureido]-indol-1-
ylmethyl}-pyridin-2-yl)-amide

C26H24CIN502

473.16

47421

N-(4-{4-[3-(5-Bromo-2-
methoxy-phenyl)-ureido]-indol-
1-ylmethyl}-pyridin-2-y1)-

methanesulfonamide

C23H22BrN504S

543.06

544.15
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NH C23H19F4N502 473.15 Cycl opropanecarboxylic acid
(4- {4-[3-(3-chloro-4-nethyl phenyl)-ureido]-indol-I-

WO 206476593 met hyl } - pyri din-2-yl) -

NH G O C26H24CIN502 473.16 N-(4- {4-[3-(5-Brono-2

By n NN
Dt

am de ~-N H H&/S200&001272

et hr\vu nhan\ll ) ur a| rln] i nrlr\L

1-yl msthyl} pyrldln 2-yl)- net

,S 544.15 0 C23H22Br N504S 54
PCT/ US2006/ 001272 N-(4-{4-[3-
met hoxy- phenyl ) - ur ei do] -1 ndol

™ 1N

nhanesul f onam de NNH HN

3. 06y.(B4W6LBRAMHR7H593
5-Chl oro-2
Glethoxy- phenyl)-ureido]-indol-

3%2%@%&%‘%%%{1’% -Z°y
methanesulfonamide

C23H22CIN504S

499.11

500.19

1-[1-(2-Amino-pyridin-4-
ylmethyl)-5-fluoro-1H-indol-4-
y1]-3-(2,5-dichloro-phenyl)-urea

C21H16CI2FN50

443.07

444.11

F N" T\ \N
cl 0 >/:\< B y
>_

1-[1-(2-Amino-pyridin-4-
ylmethyl)-5-fluoro-1H-indol-4-
y1]-3-(5-chloro-2-methoxy-
phenyl)-urea

C22H19CIFN502

439.12

440.17
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499.11 1-[ |-(2-Am no-pyridin-
yl met hyl ) -5-fl uoro-1 H i ndol - 4-

w@ k306874523 5- di chl or o- phenyl ) - ur ea

C21H16C12FN50 H2N 443.07 1-E

4 Cl 0 F )1\
CI)ITITANN

- (2- Am no- pyri di n- 4-

_~P D H H Bd®U$H06/M1272

yimet Nyl )-5-T1uor o- I H T ndoi—=4=

Ve N ]
F U U

yl]1-3-(5-chl oro-2-net hoxy- N phenyl)-urea ~-NH NH2
440.17 NH 0 C22H19CLIFN502 439. 121-BLMR02D8RIHIES593
PCT/ US2006/ 001272 1-(5- Chl or o-{2- net hox}y {)henyl )-3- {1
-[2-(pyrazin:2- C O :~N N phenyl)-3-{1-[2-(pyrazin-2-
yl am no) - g di thyl]- ~- N e dind )
cH i ndad §1_4 ea \NH,MN-N 500. o Slag) s ymethyl
15\ K 5- or o- 2+ met _hoxy- 1H-indol-4-yl}-urea
HN—/Z N 500.20
NH
as T
/‘o C26H22CIN702
499.15
1-(5-Chloro-2-methoxy-
phenyl)-3-{1-[2-(thiazol-2-
~
N lamino)-pyridin-4-ylmethyl]-
o o % LN y )-pyridin-4-ylmethyl]
>—NH N 1H-indol-4-yl}-urea
NH HN 9 505.18
S
/O C25H21CIN6028S
504.11
1-[1-(2-Amino-pyridin-4-
Br ylmethyl)-7-fluoro-1H-indol-4-
0 F y1]-3-(5-bromo-2-methoxy-
J\ henyl)-urea
N N N phenyl 484.16
0 = 7N
=N C22H19BrFN502
HoN
483.07
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phenyl)-3- { 1-[2-(thiazol
yl ai ni no) - pyri di n-4-yl met hyl ]
wAa kboe0aesb3 4- yl } - ur ea
CIN602S 504.11 1-[I-(2-Am no-

-2- a0
~NH N
NH HN- > 505.18 S 0 C25P2I/US2006/001272

:~N /N

pyrldln 4 Br

yl met hyl')-7-fTTuoro- I HTTdol—=4-
yl]-3-(5-brono-2-nmethoxy- HH N
N C22H 19Br FNsO2 H2N 483. 07 9
PCT/ US2006/ 001272 N-(4-{4-[3-{
met hoxy- phenyl ) - ur ei do] -i ndol -

-pyridi n- ) - N met hyl &

H N\ H 4 NC25 5LN603 QS

{4- - 2- oxy- pheny
mﬁ\ﬁ

-pyridin N3/
W"am no- pr opi onam e 593. 2

Cl

—+—0— J =

I\ phenyl)-urea 484. 16
VON2@0 64-(BZ@5@Bloro-2-

5-Chl oro-2 ] .
@?ﬁh??é}{‘h@qn}yl)-ureldo]-mdol_

A e
|') - wrethydahinormtetandile] ~N

O \WNHN
24

C25H25CIN603

492.17

493.22

N-(4-{4-[3-(5-Bromo-2-
methoxy-phenyl)-ureido]-indol-
1-ylmethyl}-pyridin-2-yl)-3-

diethylamino-propionamide

C29H33BrN603

592.18

593.24

/i N
=N
HoN

1-[1-(2-Amino-pyridin-4-
ylmethyl)-7-fluoro-1H-indol-4-
yl]-3-(2-fluoro-5-
trifluoromethyl-phenyl)-urea

C22H16F5N50

461.13

462.17
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HNG--1 \ NH - - O Br

W@ 2@6/036593 | - 3- (2-fl uoro-5 FF /
tri fl uor omet hyl - phenyl ) urea F

1 A~ACCNEN IV aVilaYaYaVal

C29H33Br N6O3 592.18 1-H
-(2-Am no-pyridin-4 ylnethyl)-7-fluoro-1 H i ndol
NANN

4- 1\
462.17 N H2N

/ f\_lf‘l—

PCT/US2006/001272

AA1 11 AY
bLLI_IJ.UI_JI\IJU 01. 1O UJ. VO ZUU{

PCT/ US2006/ 001272 1- (2- Fl uor o-
phenyl)-3- {I -[2-(pyridin-2- K
yl am no) -pyridin-4-ylmethyl]- K
-NH HN 521.20 NH F C27H20OF4N6(

LAY A A% JUO
5-trifluoronethyl
IF-(2-FNii#BL5-trifluoromethyl-
0 1Hindol -4-yl}-urea
shapyhe3-{1-[2-(pyridin-2-

1-(5-Brono et hax enyl ) - 3- =] - ( 31 S _N
RN gr ei do) |Nn 4 /yh thyl]- B&%@l{@é)ﬁdﬁ?%@}ﬁ@%@f]
i ndo 4- N~ 551.20 O 1C2GHdR-Beyipitea
>_ HN\(ﬁ 521.20
B P
_\F hnd C27H20F4N60
520.16
1-(5-Bromo-2-methoxy-
phenyl)-3-{1-[2-(3-isopropyl-
N \ \N ureido)-pyridin-4-ylmethyl]-
Br. 0 _ 7 H .
>—NH NN \( 1H-indol-4-yl}-urea 55120
NH X '
0]
/O C26H27BrN603
550.13
3-(Acetyl-methyl-amino)-N-(4-
{4-[3-(5-chloro-2-methoxy-
= phenyl)-ureido]-indol-1-
0]
Cl 0 % \ N hN( ylmethyl}-pyridin-2-yl)-
N NH HN\‘(\/ propionamide 549.19
(o)
0O
/. C28H29CIN60O4
548.19
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550. 13 3- (Acetyl - et hyl - am no) -

-(5-chl oro- 2- net hoxy- phenyl)-ureido]-indol- |

wolgosoedsby| } - pyri di n-2-yl) -
propi onam de 549.19 0O NHO O

N-(4- {4- [3

C28H29C1N604 548. 19

N 0 gl
Cl 0 P.~ N H N H BPCIMNUS2006/001272

92 WD 2006/ 076593 PCT7 USZ0067 0
N-(4-{4-[3-(2-Fluoro-5- trifluog

1272

r omet hyl - phenyl)

ureido]-indol-I-ylmethyl}- ~ F |0 NN-(4-{4-[3-(2-Fluoro-5-
pyridin-2-y1)-2-nethylamno F \ H N N
acet ami de 515.17 0 Fir F CZSFQZFH@ﬁom_@XFRI?enl’DE
1-(2-Alyl no- n- 4- _ureido]-indol-1-ylmethyl}-
yIrrethI) ol - )(ly] 3-(5- BrQ/]Nlos Nfmethyl}
bro phe -urea N| Phrifid-2Hyb@Bmethylamino-
\ NH HN\\(\N\H acetamide 515.17
8]
F F C25H22F4N602
514.17
1-[1-(2-Allylamino-pyridin-4-
= ylmethyl)-1H-indol-4-y1]-3-(5-
N
Br. O>\_ _ \ N bromo-2-methoxy-phenyl)-urea
NH
N HN— /== 506.11
5 C25H24BrN502
/
505.11
3-Amino-N-(4-{4-[3-(5-chloro-
= 2-methoxy-phenyl)-ureido]-
N
Cl O>_ _ /\QN NH indol-1-ylmethyl }-pyridin-2-
NH 2 . :
N HN\(\/ yl)-propionamide 493.17
AN :
0
/ C25H25CIN603
492.17
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C25H24Br N5s@2 0 505.11 3-Amino-N-(4- {4-[3-(5-chloro-
2- met hoxy- phenyl )-ureido]- CI 0O\ NNNH2 2 O NHHN
W@ kgosforasps onanmi de 493. 17 0 C25H25CLN603 492. RFT/USBI0MD 1272

2006/ 076593 PCT/ US2006/ 001272

1 /’) Elnr\rr\ 5 +r|'F|||r\rr\rm+h\l| h ny!7\ 3 %
1[2(pyr|d|n3 FF/Nl/N
yl am no) - pyridin-4-ylnmethyl]- F ~ NH Hnl
1H-indol -4-yl}-urea 520.32 N F C27H20F4N60 520. 16
1-[ 1 -(2-Amno-5-fluoro Br pyri di(Z-Fisoypbetrifippyontethyl-
H i ndol - O4y|]3(5brorr02rt XY NAN-N- oL
phenyl ) - ur 283, 28 Sk H NH2 F DA T -
07 1- \no-;\pyrl di n- 4ylamino)-pyridin—4-ylmethyl]-
>—NH HN 1H-indol-4-yl}-urea 520.32
_ I\li"i \\ /)
F C27H20F4N60
520.16
1-[1-(2-Amino-5-fluoro-
Br pyridin-4-ylmethyl)-1H-indol-
o 4-yl]-3-(5-bromo-2-methoxy-
N J\ N N phenyl)-urea 483.28
F —
N C22H19BrFN502
483.07
1-[1-(2-Amino-pyridin-4-
ol 73 ylmethyl)-5-chloro-1H-indol-4-
Br 0 : /N\ /\QN y1]-3-(5-bromo-2-methoxy-
QNE—NH NH, phenyl)-urea 499.24
0
/ C22H19BrCIN502
499.04
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I N ylnmethyl)-5-chloro-1Hindol-4- Br ON
yl]-3-(5-brono-2-nethoxy- '-NH NH2 phenyl)-urea 499. 24
WORDB/OEAZHLIBr CLNSO2  499. 04 94 WO 2006/ 07659BCT/US2006/001272

PCT/ US2006/ 001272 1-El -(2-Am

no- 3 - et hyl

pyridin-Z-ytmethyl)-1 Hindof =7/ NTBr— 0N
4-yl]-3-(5-brono-2-net hoxy- ~-N H phenyl)-urea N H2
479.29 NH C23H22Br Ns@2 479.1Q 11-[1-(2-Amino-3-methyl-
-(2-Fluoro-5-trifluoronethyl- phenyl)-3- { 1-[12-(1
Htetrazol -5_E F yl)-pyridi n-4-lyPRadiRyi- ln!Pthéﬁl)['H{Yl\ldOl‘
i ndol - 4-yl} L M -NH N 496 35,173 b o NN efhoxer
GE3HL6F4N80 14N~ (2-FI Piiat 71 uor onet Ry -
ph ) - %-_ (H1-F¥Z- (pyri\midin-2|F phenyl)-urea
yl NHPYr i di n-4-yl 1] - 479.29
/“o C23H22BrN502
479.10
1-(2-Fluoro-5-trifluoromethyl-
phenyl)-3-{1-[2~(1H-tetrazol-5-
R e N \ \N yl)-pyridin-4-ylmethyl]-1H-
F Q = ¢ indol-4-yl}-urea
PN Q 496.35
NH HN N
N=N
= C23H16F4N8O
496.14
1-(2-Fluoro-5-trifluoromethyl-
phenyl)-3-{1-[2-(pyrimidin-2-
R r N ( \N ylamino)-pyridin-4-ylmethyl]-
Q = ¢ 1H-indol-4-yl}-urea
>—NH HN N 521.36
NH ~
N>
. C26H19F4N70
521.16
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I FO/ NI

IN F ~-NH N 1Hi ndol

-4-yl}-urea NH HN~

521.36 N) F C26H19F4N70 521.16 95 WD 2006/ 076593
wEON6EA006/ 001272 1-[ 1- (2 Br ono- pyri di n-4 PCT/US2006/001272

yl met hyl)-1Hindol -4-yl]-3-(5- C 0 g1 N
chl oro-2- Ay -rea N-H Br 484 26 NH-C22H
18Br CINA02 484. 03 1-[ 1-(2- Brorm pyridin-4
ylmethyl)-1 Hindol-4-yl]-3-(2r Fir1.0-B —pyridin-4-
fluoro-5-trifluoromethyl- NO|F ~-[ ( Sﬁmo y)n-llJnrea
506.24 NH B C22H FANAO Eyd}ﬁetﬁgll) lﬂ—‘rﬂdol 4-y1]-3-(5-
- (2- Cyano- ' 4 yl hyl ) -
FCl§ | uor 5-NH dor o yl- F F% 0 g t51 ’é’r@?ﬂymréa
45
NH Br 484.26
y C22H18BrCIN402
O
/
484.03
1-[1-(2-Bromo-pyridin-4-
ylmethyl)-1H-indol-4-y1]-3-(2-
E 7 3 fluoro-5-trifluoromethyl-
F N \L_N
= Q = . phenyl)-urea
NH Br 506.24
NH
= C22H15BrF4N40
506.04
1-[1-(2-Cyano-pyridin-4-
ylmethyl)-1H-indol-4-y1]-3-(2-
E = fluoro-5-trifluoromethyl-
F N\ N henyl)
enyl)-urea
F NIV ey 45336
NH \
o C23H15F4N50
453.12
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WA 2q08HTepaN0- pyri di n-

NH N F C23HL5F4N50 453.12 96 WD 2006/ 076593

PCT/ US2006/ 001272 1- (5-Chl oro-
NH N N
4 yl met hyl ) - 1Hi ndol -

A1 0 2111 0M1 NE OO A2

4-yl]-urea C 0 ~--

2- met hoxy phenyl)-3-]

PCT/US2006/001272

P~ 431. 38

’-l'OJ. 90 k/LOI_IJ.O\/J. NJUZ 501, J.J.

1- (2- Fluoro-5-trifl uoronet hyl -
-[2-(I Himdazol F 2-yl)-pyridi
~N F 0~-NH i ndol -
t hoxy

F 494. 15 1-
2- (4 phe yl&am no) -
et hy | -4-y1}-urea
0 '/’ % 02 \\
N

4 yl}-urea 494.

phenyl)-3- {1

N- 4-1y(l50eh1Byd-2-rdethibx
32 NH HNN C25H18F4N60

- Phgahy3-] 1-§-cyano-pyridin-

P A R L T eyl -pgen
C23H18CIN502

431.11

431.38

1-(2-Fluoro-5-trifluoromethyl-
phenyl)-3-{1-[2-(1H-imidazol-

E = 2-yD)-pyridin-4-ylmethyl]-1H-
F N© N
F Q > indol-4-yl}-urea
P—nH < 494.32
NH HN\J
. C25H18F4N60
494.15
1-(5-Chloro-2-methoxy-
phenyl)-3-{1-[2-(4-cyano-
N phenylamino)-pyridin-4-
¢ ? = o ylmethyl]}-1H-indol-4-yl1}-urea
D—NH HN\Q\ Y 523.12
NH
=N
/O C29H23CIN602
522.16
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522.16 97 WD 2006/ 076593 PCT/ US2006/ 001272

1- (5-Chl oro- 2- et hoxy phenyl)-3- {1 -[2-(6-cyano- \ /
WON20460965031i n- 3-yl am no) - pyridin-4- Cl O ~ ~NH PCT/US2006/001272

ylmethyl]-1Hindol -4-yl}-urea NH HN/ 1 524.12 O ~V

f")QI_I’)’)f"1 N7ZQ2 E’)') 1!: EVI\I\IDI E Q I\CCI\V Ef'D EPLIRA I(I I\\V_\\SE

oL TNT U4 | ==V AVan| ] A Euy =y m= AN L T 1

ACTI VTY [00178] The follow ng i|s a procedure for a

standard biochem cal assay for EphB4s5 dfiiBRsenfilid ¥ty
that can be used to test conpounds isclosed in this

appl i catl on. Materials: 96-welll ﬁ@n)ﬁlbéa{lf [2af6- %@thﬂm

V\,hlte tyr tes are purcha st af.
o cat '.e vo1 %b]/ghe cyt opl ds alﬁld%fﬁ aH118<S°pynadr1ﬁ-4-
eco nt\EphB4 nase (am ng EhébylPIE-d41-4-yHonmR

r
%/_X/p_ phB4 GENBW ceSS|on No. V056047, 1) With | 52412
_a.C-termnaI V5- (hi s) G- purified from Sf9

I's. Purity of >95%|§‘ assé‘%sed by
st?(lz);li ning of SDS gels. [00180] |PTK Bi%l n?{ wg)‘z
Pepti de Substrate 2, is purchased from Prorrega cat
#V288A. [00181] LANCE Eu-WL024 |l abel ed
anti - phosphot yrosi ne anti body (|[PT66) is Sﬁgdnléhased
from Perkin-El nmer, cat #AD0068.| Ki nase Buffer is
purchased fromCell Signaling.,| cat #9802. [00182]

Di luti ons of conpounds are nade in 100% DVSO at 20X
the final desired concentration. Compounds in 100%
DMSO are transferred (1.25 L) to the 96 well assay

EXAMPIEEB ASS;I@{F&EPH\BQHWS@ACW@‘?H m x containing the
final concentrations (in ul) of 0.01% BSA, 1X Cell

[OOI’Q] gnal i Killeatdeg &Jfafmcedares fon PFnBindt bieghemigal assay for EphBy
Kmase (t:tivqt%/ tl?ucbc%}l be usedzto test compounds disclosed in this application.

Materials:

96-well, % area flat bottom, white polystyrene plates are purchased from Costar, cat
#3693.
[00179] The cytoplasmic domain of recombinant EphB4 kinase (amino acids 596-987,
Homo sapiens EphBs, GENBANK Accession No. AY056047.1) with a C-terminal V5-(his)s

tag is purified from Sf9 cells. Purity of >95% is assessed by Sypro-Ruby staining of SDS

gels.

[00180] PTK Biotinylated Peptide Substrate 2, is purchased from Promega, cat
#V288A.

[00181] LANCE FEu-W1024 labeled anti-phosphotyrosine antibody (PT66) is

purchased from Perkin-Elmer, cat #AD0068. Kinase Buffer is purchased from Cell
Signaling, cat #9802.

[00182] Dilutions of compounds are made in 100% DMSO at 20X the final desired
concentration. Compounds in 100% DMSO are transferred (1.25 pL) to the 96 well assay
plate. A 18.75 pL volume of master mix containing the final concentrations (in 25 ul) of
0.01% BSA, 1X Cell Signaling Kinase Buffer, 0.5 uM PTK Biotinylated Peptide Substrate 2,
and 18.6 ng/well ng/well of EphB, kinase is added to all wells, except the four negative

control wells (which contain no kinase), and mixed.. To initiate the reaction, 5 pL of 550 uM
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and 18.6 ng/well ng/well of EphB4 kinase is added to
all wells, except the four negative control wells

W@ 2vohvsedNnt ai n no ki nase), and m xed.. To i ni PCEUS20061€01272
reaction, 5 L of 550 uM 98 WD 2006/ 076593

ATP G ARG, Patol ol APALCYRS o hE AT BEg 101y e reactions e
incuHa%U%f‘tl §fdbuf 9f rolmm%ﬂ{tp;ﬁo rb gﬁg}st ﬁ'ﬁ%f ﬁ%hﬂé}%ng}p&ge‘%t L£8 35 pL of a

I ncubation a quanti
4X S2eARCt Detectibix Mis inddésd tooeaehovellveThe fihhkecdriceatration of Eu-labelled

R L T e B oy e i
plate§ £RGhBAtedRY Rﬁg%r a I%aét 16 YWaahed afdr ﬂa%‘fi{ D@@ecﬂic%ﬁgﬁx 3dition. The

mnutes after - APC Detection Mx a I on.
reactiogadateoare peat @samEavision dlase raaderdReikin-Gimed) atith ¢@adeFxcitation at
Perkin: El ner.) .with 605nm itation at 05nm and .
oosna Gt oAb, Bt Y SRR v Oarere Apties droBedirespence in the
abseridB €off EsRhRS GRD Gihibifioh NBirvea b Niet0thee Bty NBIRNE Logit curve-fitting
inhibition curves are fit to the data using a Logit
algorithiny dCsoj vialyes gre dateyarinadiem tiese inhibitien cerves. det er m ned
fromthese inhibition curves. EXAVPLE 4. EPHB4
CELLULAR ASSAY [00183] The following is a procedure

EXAMRLE4. SraBdarlLoeAR Absised assay for EphB4 ki nase
activity that can be used to test caonpounds, di scl osed

(001834 ¢ hi sThepiolpwing isa.proegwepr pekndad sellibgsedk agpay for EphB, kinase
activi?% %Féﬁf ¥ T@Qhﬁl&%ohﬁ@%ﬁgclgﬁg ??tlg%gprﬁgirc&m. to "-75%

uency, and then’incubate nat 37 Cin
[001840w serHBEKA®Y calls(sBly apryssingovil-apitiprgaggedt Ephdymoti pedwn to ~75%
Cells are stimulated for 10 mnutes at 37 Cwith _
conﬂgwg PR{ thgb Hpsubated Ffor (4 i aata 3 §Oﬁ‘§] gy serum media (Optimem)
~ant | - C; i i inn. i:
conc§90 1AHILHUTRR. (O CECHARNIDLOL I HhRUES! 47 228, songm
EphrinBSFc| dhirfeka anidds@ighhlepontastdyimaarlgG (FO-fpciRY ifnowherum media
cl.eared | ysates. Equal protein amunts of each_sanple
contagipg &b peRPeyLd Celsmte preredindcqseldetBS biyeds mpg Piptelf assays are

perfo?rh&h 6h Jﬁ'@ chitdd 1 ?ég?sppﬁ u"{tlg’?g']%ﬁl ARbi oy fe%h Qfﬂnﬂ@ta!ré y@ojected to

ant1 body to con 0 anounts o
SDS-¥a-Gp and prestemgiy etlinEphiBeither eaahtiiphsgthetyréSidditibo8y or an anti-V5

b ocaRral 600 EUATATY BrRIOREN RN LEbbalp GRALYERD bo

used to test activity of conpounds disclosed herein
as inhibitors of c-Kit, PDGFR(3, and VEGFR2, ki nase
EXANRLBA ByOoCHRMIC86ASTAESS conpounds are diluted 1: 20 from

[001% c 8 %%ﬂtjpll%vgo gtl\l/ls %%ﬁéér? %(grraa{;%agkggi%ia%%galgq%]y&gat can be used
to test REtRAIyDESBmPbtds disclosed herein as inhibitors of c-Kit, PDGFRM, and VEGFR2,
kinase activity.

[00186] Test compounds are diluted 1:20 from an original 200 pM DMSO stock and
incubated with recombinant c-Kit (10 ng), or VEGFR2 (1 ng) enzyme (ProQinase GmbH,

Germany), biotinylated peptide (PTK peptide 2, Promega) in Cell Signalling kinase buffer (c-
Kit) or Upstate Kinase buffer (VEGFR2) and 5 ul of ATP (final concentrations: 85 uM for
the VEGFR2 assayand 150 uM for the ¢-Kit assay) for 60 minutes at room temperature. For
PDGFRp, test compounds are diluted 1:20 from an original 200 M DMSO stock and
incubated with recombinant PDGFRB (2 ng) (ProQinase GmbH, Germany), biotinylated
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Germany), biotinylated peptide (PTK peptide 2,

Pronega) in Cell Signalling kinase buffer (c- Kit) or
whpebat@aKi nase buffer (VEGFR2) and 5 ul of ATRCT(/UB1086/001272

concentrations: 85 uMfor the VEGFR2 assayand 150 M

o g S S LR T Bl s
5 ul of: X@P (D BAcHa8bRa.5 21@/9 jicss QM@Q’( SltSQﬁiﬁuﬁeB Gt rddig ‘ﬂéiﬂﬁ&ﬁcure The

wi th reconbi nant PDGFRI3 (2 ng) (ProQ nase GrbH
final @sayrsolpme ib26 il nyifeer mq:ubagg)n ebextion MFigsodich includes 1 nM LANCE

AL AW SO e

nM SA-UPOfbadeliFor fHerh neetgR s idded OThe FeabtidtVplatesrar@inchieasd at room
15 mnutes at roomtenperature. The final _assa
tempezafugmior ot lepst 15 mispiespithe ARG deteaionenizcaddiipny The reaction plates

i
o ) S 6 5 PSR R AR5 PRI ion g v
640n#ADEISGE) wandedfihs. ™ SA- APC (based on the SA noiety),
i s added. The reaction. plates are |n ed at roaom
(00187 per 4t raéles%tw%qonrreﬂw it wbirRekinasd gptict nhibited, the
assangtrﬁ? Wit®Bu R dnhRfind A& e@‘a‘ﬁt‘ogbrﬁﬂea& %@ner@lr lﬁnI@%Qthbltor is

read on an Envision plate reader
used Mmmtevemml on 615 nM and 640nm em ssi on

0018 Gl O AR Ebiea st B TS ARy Bl Deindip gufte for test

comp@ﬁﬁ@sy thia® sHo# siphifltabt inBib¥tidrestt oS Rrosihe Qﬁnases In these assays
St aurosporine, a general kinase inhibitor used as

concqltr@t;gmwfv test emponnd [renzesgfromcdf i ie<208\s JECBRpFHEY binding
1- rati

parar%et%s) o84 gé‘telinﬁ 8?({] ¥ St 1% %%I ﬁﬁsctgﬁ{‘ﬁhﬁ‘ Eclllgaﬁo}{ Gc‘% ft}%][ m%%sg&ed values with
the aﬁihﬁ'tlﬁeycfdmpmﬁ grogranesuchlas FithES (BHBSQIVE Fecgor,MOAt i on

of test conpound ranges from 10 Mto 20nM Equilibrium

bi nding paraneters are determned by fitting the

& quation to the nmeasured values with

EXAR‘!LIJL‘?%GT Sﬁﬂﬁgk‘g%nputer program such as FitPTM
[001§9BI OSORTertaiie rognmonndsl\m)scnwIEEalﬁpleTES?TerRESﬂEd' $n the assays for

e S B B Rk P, B SEAEL 8 o
mlcr&Hc‘}llcul &elgss' rcdReanBE ﬁ%segcdi‘l%uﬁals eﬂﬁﬁtéd% fsJ Of F00NANIIdr 18 in these

of 1 m cronolar or less. Certain o hose
assayso m@namdxf thnshichinpevndsnexh@g®d ah I6@mIHNnd4 of bagsmi thegerpesays.
(001 says Certain of th

rﬁﬁr{ﬂln F%Iglgoqr}gls toﬁ E§gmg g‘%\'/}gr%%fsg?ﬂlggﬁjé %%Ia? g(?rlnﬁgFRB kinase

act1v%ob‘ﬁlﬁﬁed)ﬁn EXAAPL &) 2ae iint &6 tedibiithar t@sod)‘-fslaﬁné@ﬁlolar or less.
ki nase activity (as outlined in exanple

5),
Certaamdf ﬂmsa dotapoendsi dxhibiten ahJ6% off 500 mMceroless tr therassaysfor PDGFRP

kinase activity. Certain of those compounds exhibited an ICsy of 100 nM or less in this assay.

[00191] Certain compounds described in Example 2 were tested in the assay for c-Kit
kinase activity (as outlined in example 5) and found to exhibit an ICso of 1 micromolar or
less. Certain of those compounds exhibited an ICsp of 500 nM or less in the assay for c-Kit
kinase activity. Certain of those compounds exhibited an ICsy of 50 nM or less in this assay.

[00192] Certain compounds described in Example 2 were also tested in the assay for
VEGFR?2 kinase activity (as outlined in example 5). Certain of those compounds were found

to exhibit an ICsp of 1 micromolar or less. Certain of those compounds exhibited an ICsp of
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Certain of those conpounds exhibited an 1 C50 of 500 nM

or less in the assay for PDGFR(3 Kkinase activity.
WwW@0bares9df t hose conpounds exhi bited an |1 C50 pET/LMO6INMI1272

or less in this assay [00191] Certain conpounds

i bed.i.n Exa e tested . in f. SS far
100 T RF e B i ws . Forai of BoS6 bUPPIEdS Priethat Bt ShaM or less
in thi@sagl to exhibit an IC50 of 1 micronolar or Iess.
Certain_ of those conpounds exhibited an 1 C50 of 500 nM
[00193] | es<Cartpin kempewnds daserikedint Exdoplasle weee lsptigsted in the assays
descr%edth%lré?n %d K22 G R0% hﬁ%’b%ﬁ%so (cifeldm?&omg?a(r) o?fI%s%OagQMst two or

'ess in IS assay rtarn co

moredm@ges ttshdsénn ﬁ%&arﬂyhg%@msalcsmt esd GAEGFRQ heC@ﬁzﬁﬁycompounds
for VEGFR2 kinase activity (as outlined in exanple

descripjed indixaginke @fwerhgdse @@tnémﬂwsa%w&efsgmbﬂg‘- hqr@ﬂefm were found to

xS SRR 5T 150 SRR CHB B 66V a0ey 678asBs PDFRS,

c-KitPhal/ WE89R6/ 001272 100 nMor less in this assay.

Certain of those conpounds exhi bited an 1 C50 of 50 nM
[00194] | es<Certain tcnm@owyba@esm[lmms?xmlﬁaz WespssoUasied in the assays

descrg)eﬁchrer%? §n¢11 Qveliz%( %Hﬂd ozexﬂ%ﬁt anaf f ?%1?%({1&1 &e e@%@’r&t three or

escri erein an wer e foun 0 ex
morelkifthdel QiFBEE fidin Im4,agﬂemtp it Oknd MOE@FR2.NaEERain compounds
chosen from EphB4, PDGFR(3, c-Kit, and VEGFR2. Certain
descrd@dp@lﬁmglplfd sEeretalsy fesfe laﬁlm @ssws\/@sen%ﬁdsber@l@sar@dwaﬁ found to

d bed h d f d
exit{ 1y EEGFADOTER OF ey S s G hord s 0o Pemi MG P GRS,
cKitchmsepgFrom EphB4, PDGFR(3, c-Kit, and VEGFR2.

00194] Certain conpounds described in Exanple 2 were
[0019]s0 t dsartain icomphien s@eayrgbedou@sExamldg havees alsarigstog i the assays

descnbeHrh%reilg ﬁé Iuel% o tocé(glb(i)tf an I(',‘? f" (l)r{R rELJﬁ%gs against each of

ree or nore Kl nases osen

Ethi’,D%@FRB @1t and@VECOYRG-R2ert4iR rdoﬁip@uﬁw&uﬂﬂéd in Example 2 were

described in Exaggle 2 were also tested in the assays
also igete¢ it the @sdaws deseribediheveineantovarel faumd teekhibittandf'sd 5l§O0gun or less

il b PRBE P  girmre  neses chooer

Certai n conmpounds described in Exanple 2 were al so
tested in the assays described herein and were found
[00196) exhiWhile aperta@isoerobodimenter bast drecr shavgs angaidesqribed, various

modlggﬁjggu &ag Egg %tlcglggﬁsgﬁ%xmad tﬁerfét%mr\glrﬂé&g: artlgg fE q%'?he spirit and

scopé bfthéfsaitiord esedordiagyhie Iisﬁﬂol’beallﬁdemtbb& tliah thechresene diveididn has been
an | C50 of 100 nm or | ess . agai nst each of EphB4,

descrpipodibrvary ofilpsiratign gnd/petpwitations.
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[00196] While certain enbodi nents have been shown and
descri bed, various nodifications and substitutions
worayelogsspade t hereto wit hout departing from t heCEPEI006/001272
and scope of the invention. Accordingly, it is to be
, od that the present invention has been
Wﬁ“ﬁ§§§¥ 6%5 by way of illustration and not |imtations.
101 WO 2006/076593 PCT/ US2006/ 001272 \What is clai ned
is: 1. At |least one chemical entity chosen from
1. condeashere drenreal gnlity chosengromremmpopndsjoRBomgulaor nul a 1
and pharmaceutically acceptable salts, solvates,
crystal forms, chel ates, non-coval ent conplexes,
prodrugs, and m xtures theRgof, wherein R represents 0
to 2 substituents independgntly chosen from hydroxy,
nitro, cyano, opthonally substi tuted am no,
am nocar bonyl , hal 0,/ “saLbby [
acyl, optionally su . d pl kgxycar bonyl
optionally substituted |Q - GQ optionally
substituted Cl1-C6 al kox NG suL/}
sul fonyl, optionally subst™uth y optlonally
substituted heteroaryl, and op ional |y substituted
het er ocycl oal kyl ; R7 and RS, ken together with the
carbons to which they are boun forma fused 5- to
7-menbered heteroaryl ring substituted with a gr oup
-(Z1) R, wherein the fused 5- to 7- nenbered
heteroaryl ring is optional Fgnfulg tt her substituted and
wherein RL is optionally substituted heteroaryl; Z1 is
- CR5R6- wherein each R5 and R6 is independently chosen
and pharmmellttwdﬂp geseptabjet satinablvytes dpgdtaltivingy] chillatel mhkdphalent
nd ;o and, mis chosen Lron10 1, and 2; R2 is
Compge&@f FhofThgs, anbutxtpies deereqtyVhersy R3 and R4 are each

|
S 1 b?e?l?e{églt?cgg ty 2 %ﬁ@ﬁﬁ&nfté' AR IKEERY S RosREdR Blioky, nitro, cyano,

optionally substituted amlno ammocarbonyl halo, carboxy, optionally substituted acyl,

optionally substituted alkoxycarbonyl, optionally substituted C;-Cs alkyl, optionally
substituted C;-Cs alkoxy, sulfanyl, sulfinyl, sulfonyl, optionally substituted aryl, optionally
substituted heteroaryl, and optionally substituted heterocycloalkyl;

R7 and Rg, taken together with the carbons to which they are bound, form a fused 5- to
7-membered heteroaryl ring substituted with a group —(Z;)mR,, wherein the fused 5- to 7-
membered heteroaryl ring is optionally furrther substituted and wherein

R; is optionally substituted heteroaryl;

Z, is —CRsR¢— wherein each Rs and R is independently chosen from
hydrogen, optionally substituted C;-C¢ alkyl, and halo; and

m is chosen from 0, 1, and 2;

R is optionally substituted aryl; and

R; and R4 are each independently chosen from hydrogen, optionally substituted C;-Cg

alkyl, optionally substituted aryl, and optionally substituted heteroaryl,

provided that
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al kyl, optionally substituted aryl, and optionally
substituted heteroaryl, provided that 102 WD

WQ@6/056593 PCT/ US2006/ 001272 the conpound oPCFOSI006/601272
1 is not chosen from 5-(phenyl car banoyl am no)-3-(2-(4

pyridyl) et hyl }:l ndol e;
1 thejcaspaying of Fomyla | a%wrﬁbﬁww fqum &r{phonybearbrmqylamigph342-(4-

pynd;iyé(tgyl?%g@ﬂ@df’ éll?%'- -!et:i}glggrne ebytiphenyl) 3:(1{pyridin-4-yD)-1H-indol-5-

ylureaf dnd pY2-hrditioxg-3y(tifldorbmetiyph&nyy)-J (1 -Eayridiz4- yit-1Headdl-5-yl)urea.
one chemcal entity of claiml1l wherein R7 and RS,

taken together with the carbons to which they are

b Eﬁgqé’ast by : eﬂieﬁué%‘ SRty T Qﬁfﬂ%qr\ﬁ%raﬁtlglraﬁé‘ﬁél takéd D ﬁether with the

stitu a ~group - .., R wherein t
carbahsatoewhlah ﬁievram@omdnfcmnrfsﬁla@d §- mbemdehemroarrwglemg subgtituted with a

P al | ne or ti
soupy SzeBaritiein BEmEler e ooty ot St & fiBosea and gtionply
includ¥s oh€ 88 nof e sl E&éro@t@hist selw‘tedcﬂr@hm D, whe sahAhRing@nd
R8, taken together with the carbons to which they are

bound, forma fused ring chosen from pyrazolyl,

3. '%tqgas? 1¥é ¢henl déa?)é%grlo\f lcl’a%ﬁ% %%in&itygﬁﬂséﬁcerbto(getthuﬁ Vélgh the

triazo
carbowb t(hwmch @{e@u@e bcﬁliﬂi) fdﬂn a fhsedAing elastn o el aimidazolyl,

entity of claim3 wherein R7 and R8, ftaken. together .
isoxagplybprerelyL, dentiHs ook B Pt/lﬁ%lyﬂ &P %’%‘Mﬁag iy gPRied with a
heteroaryl ring chosen from 1H pyrrolyl and
grouﬂ &?@dR Azol yl, each of which is substituted with a

group - (ZI),,, Ri. 5. At |east one cheni cal entity of

claiml1l wherei.n.the c d fF 1.is osen
4§ iR dhrauc ety wisredn ngnd Rl GRHED it he
carbori§to whichl by FFSbbhd, fdrRr IkHséd B’étefd’é]@[ fhp chosen from 1H-pyrrolyl and
1H-pyrazolyl, each of which is substituted with a group —(Z1)mR1.

5. At least one chemical entity of claim 1 wherein the compound of Formula 1 is chosen

from compounds of Formula 2

Xzam—&

X\Y

N N

I

Rs R,
(Formula 2)

wherein
X and Y are independently chosen from CH and N; and
Ry is chosen from hydrogen and optionally substituted alkyl.
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X and Y are independently chosen fromCH and N, and R9

is chosen from hydrogen and optionally substituted
W@bkdgl076593.03 WO 2006/ 076593 PCT/ US2006/ 001272 PET/USL006/001272

| east one chemical entity of any one of clains 1 to 5

wherein R1L is chosen from pyridinyl and substituted

pyridi nyl wherein substituted pyridinyl is chosen from

6. MAOast @he chenBBAl dnfity &Laa?bhé oF @einRYT 108 RKkRirPR s chosen from
wherein substituents on the substituted pyrldlngl are
(&)

pyridinyd epdsubstituted pymilinsh vherein sipdtitwied, pymidinyd is dp m mono-, di-,

t] | ] bstituted. am. po. ' . hal
ot QR BT VBT BORY o o
indepeHdlytohbesh fréth kgdno& sy MiReYdyan® piptioidlyl syibsiithet atnified
~Cl1-C6 al k}/l , optiona I){ substituted Cl-C6_al kox_%{‘,‘j‘i
amingearpenyls|hales Gambprys optigpallysupstitutsd pe neptiopally, pabstipuigde d

o ep PR SUIaH L e gy bonal oy
sulfamyles?ﬂntfyﬁ satﬂfonyh bitaﬂri]gnadig s:lts‘:hutml}it:d;znyh @pi??lléﬁ}llzmlabsatirtgted heteroaryl, and
OPﬁoislﬁgzﬁ’é’ﬁ%‘g‘?ﬁdﬁV%gﬂ%@&?ﬁ?y?om hydr oxyl,oyni tr o?/ cyano,

optionally substituted am no, hal o, carboxy,

optionally substituted C-C6 alkyl, optionally )
7. subsleastuensdchemi@s ankityx 9f clain Gewherkeloy ths substityénts 0n-tips substituted

poi S s SRR RE SFRELP BB S o BLb Stgod i

halo, afIBx§abptestally ¥udtingt@ ONC, AhaT eptivnalle sebiisdted WU alkeRy, C-Cs
the substituted éﬁy“ di nyl are_independent]y chosen

alkylsylimyhy Gr-§xy acby dnoCeatiryoarbpil.o atiexallyy sabstityied dheteroaryl, and

- | kyl, optionally substituted Cl-C2 al koxy, and
hetergﬁﬁ%g(}@her ein RLO is chosen from hydrogen and

optionally substituted acyl. 9. At |east one chem cal
entity of claim®6 where is chos

] in Rl n from ,

8. pyht besi- Qneycpheafﬂ_eﬁl_e@asé@f elared phenet the sy ptygns @pfhe substituted
. i ) j _ _
pSHESH GBI Gl L ERe5mnd 1T, IpRt st i,
alkylsogtsmiallyi suitssitised Che, alkosy,i dndt-ddHRoy mihdiamn Bqg/is chosen from hydrogen

i ndependent |y .chasen from hydroxy, nitro, cyano,

and opfjpp EEWE?“§%9§?§Luted am no, am nocarbonyl, hal o,
carboxy, optionally substituted acyl, optionally
substituted al koxycarbonyl, optionally substituted

9. ClACKastl dogl chepyieal ehtityl of daibs 6 ivthereig Raiis chogenidpony pyridin-4-yl and
f.any fi.nyl : . apt,i qnal i . .
sobstffot Bt b et s R Bl 7 pdoch Hh oS i, and e

substﬁﬁteﬂoﬁﬁlﬁdiﬁ—ﬁjdbséﬂd ubledeih etubstimyetks oath kifik . subStituiid lpeeidin-4-yl are

) one chem cal entity of claim9 wherein the . )
independentlyt yewsen offornhehydipes thiffeg cyano, optionally substituted amino,

aminocarbonyl, halo, carboxy, optionally substituted acyl, optionally substituted
alkoxycarbonyl, optionally substituted C;-Cs alkyl, optionally substituted C;-Cs alkoxy,
sulfanyl, sulfinyl, sulfonyl, optionally substituted aryl, optionally substituted heteroaryl, and
optionally substituted heterocycloalkyl.

10. At least one chemical entity of claim 9 wherein the substituents on the substituted

pyridin-4-yl are independently chosen from hydroxy, nitro, cyano, optionally substituted
amino, halo, carboxy, optionally substituted C;-Cs alkyl, optionally substituted C;-Cealkoxy,
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pyridin-4-yl are independently chosen from hydroxy,
nitro, cyano, optionally substituted am no, hal o,

W@ 200606593 opt i onal | y substituted Cl1-C6 al kyl, PCT/US2006/001272
optionally substituted Cl-C6al koxy, 104 WO

Cl-Cglg%glgaggr?,’SC R 6 /@%/ ,|2 g%@g&%g%bp%g%t}%{qm‘:sﬁgs!tfuﬁgg |héteroaryl, and

heterS&4RRAiKyHt ed heteroaryl, and heterocycloal kyl. 11. At
| éast one chemical entity of claim 10 wherein the
substituents on the substituted pyridin-4-yl are
i ndependent chosen fr.om.h Q . cyano al .
1. okt By ol Bt el Akt tResby on the substuted
pyridsipst bieUh@ébehder®? eHok&X FromamdroxdyitthonhgioebptidREy isGbstituted C;-
chosen from hydrogen and optionally substituted acyl.
C» alfgl, oniopallis EulesWEnted r CaplkeR] € ONHB) aIHew TR dF rehpden from
' Lok n-4- . | east one chemi cal entity of
hydrd%?%#ég%@agyéﬁ%lﬁe% géyi.z wherein at | east one of R5
and R6 is hydrogen. 14. At |east one chemcal entity
of claim 13 wherein both, of and, R6 ar.e hydrogen.
12. 15t lggst ppehemypal e&ﬂ@’rﬁfccéﬂlm&‘fﬁ??r mg%l %erg‘ﬁ'elg]f cl ai ns
1 to 12 wherein mis 1 and at |least one of R5 and R6
is hydrogen. 16. At |east one chem cal entity of claim
13. 13Aubet engclizotibal ehtifSofany oR6 ofeleintsyldioolPewmhereihat least one of Rs
I%@ﬁaﬁt one chem cal entity of any one of clains 1 to 12
SPUlPER i's 0. 18. At least one chenical entity of
claim5 wherein the conpound of Fornmula 2 is chosen
from conmpounds of Fornula 3 105 WD 2006/ 076593
14. payylesponselegiicat zatity. of claimol 3Rehgrein both of Rs and Ry are hygdrogen.
N~R2 R3 R4 (Fornmula 3) wherein R20 represents 0 to
3 substituents independently chosen from hydroxy,
15. niAfleast 6y@ctemical@htigne dny ofelbBtlaimi eth E@wherein m is 1 and at least

am nocar bonyl , hal o, carboxy, optionally substituted
one o(f&; land Re 1s hydrogen.

and

16.  Atleast one chemical entity of claim 13 wherein both of Rs and R¢ are hydrogen.
17.  Atleast one chemical entity of any one of claims 1 to 12 wherein m is 0.

18. At least one chemical entity of claim 5 wherein the compound of Formula 2 is chosen

from compounds of Formula 3
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optionally substituted al koxycarbonyl, optionally
substituted Cl-C6 al kyl, optionally substituted Cl-C6
wa@bkdenyes9oxsul fanyl , sul finyl, sulfonyl, optionaPtmUsS2006/001272
substituted aryl, optionally substituted heteroaryl,
and optionally substit het erocycl oal kyl . 19. At
| east one chem cal [ claim 18 wherein the
compound of For chesen from conpounds of
Formula 4 X--Y /R20 RNGR--, NN R3 R4
: | e neReheni cal entity of any
to 19 wherein X and Y are N. 106 WO

chem.c ny o of clains 5 to 19 wherein Y
IS and Xi s Atqfeast one chem cal entity of
any one ofR o 21iwherein R2 is chosen from

phenyl and su Sed pHeqy!| ei n substituted
phenyl is chosen~fronmnono-,Ndi-, and tri- substituted
phenyl s and wherein substituénts on the substituted
phenyl are independengly chgsen from hydroxy, nitro,
cyano, optionally subst it ut ed* ani no, am nocar bonyl ,
hal o, car boxy, optionally(p&gﬁﬂggyted acyl ,
optionally substituted al koxycarbonyl, optionally

whergiybst i t ut ed C1- C6 al kyl, optionally substituted Cl-C6

alko [ [l ubst. tute oxy,. sul fanyl .

= EF Tobyss RS BRP3 suls AR i SeinboPit froud Bup s e, cyano,
optiomlyi sabgtithiyd awbsd, hinﬁ&i@drbbﬁil?hﬂ@! drboxyaostiall P Bastivted acyl,

. sypstjtuted heterocycloal kyl. 23. At |east one
optiongikyrsubsiituted alkpyyesrbaayhiontionalipsubstitited Ke-(Gabel aptienally
it I i ; N,

substfel Cp Ca s ity HIERE stoft SRERRDD SRR pvonatly
substiautedbeterohial,and oatituatly, subgiituted dkleyocseibalkit ut ed Cl- C6

al kyl, optionally substituted Cl-C6al koxy, optionally

substituted phenyl, optionally substituted phenoxy,

o o A iy 97 SR O helch RACARBAGR" GO Pfimuta 3 i
choseh éitosr coppdunds kfFornfda 4 At | east one chemical entity of

claim 23 wherein the substituents on the substituted

/
Qz
gy
3

T~

(Formula 4).

20. At least one chemical entity of any one of claims 5 to 19 wherein X and Y are N.
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phenyl are independently chosen from hydroxy, cyano,

hal o, optionally substituted Cl-C2 al kyl, phenoxy,
war@eoptsvdnal |y substituted Cl-C2 al koxy. 25. BCT/USHS6/001272

one chem cal entity of claim24 wherein the

substituents on the substituted phenyl are

i ndependently chosen from hal o, nethyl, ethyl,

21. MeAdiR¥Y on€théi¥al catif 3} %E Yy l:lalm§ $td 19@58%‘@@ N and X is CH.
di f | uor onet hoxy, tr| | uor omet hoxy. 26. At | east

one chem cal entlty of claim 19 wherein the conmpounds

2. 3 TR e TR BB R BRTBOL RS Fhepbefshgien from

phenfi%nd kubtitite@ phermy@ whbteRBsubktitReediFh3ny1Fo €184k o mﬂﬁkﬁr &i-Mand tri-
osen from hydrogen, hal o and opti onal

Substguﬁétpiﬁr@ﬂwd BhEpinge V}mentmthwulaqﬁ@ste@phwhmxmqu@@mﬂv
chosaﬁi}r&ntl%y gf’éﬁ i %omcr) Elg)‘flik é'ub@ﬂltlﬁ%d ljagﬁﬁo o%gf) H410,

from optlonw
carbopiyeoionally mbsumd acyl, S)pbsmalhywuhs:hthmdvalkoaydad)myl aptionally

T S T
sulfaﬁﬁ dsdlﬁlh}fl | 49fon e b@ryclnau% Sub sﬁhté@ ast, oﬁﬁ@n&l@r‘%ﬁb Sfthte 'ﬂEﬂeI'c}éryl

clai'm 26 or wher ei n I'S§ ‘chosen”from hydrogen,
andowmrxallymhshmtgdhqer@cmaiwl 29. At | east one chenical
entity of claim28 wherein R22 is hydrogen. 30. At
| east one chemical entity of any one of clains 26 to

23. 28AnRkedteine dRémidab efttgSEIeldimOrn wikked P BRsubsRbLEMS on the substituted
met hoxy, difl uoronethoxy, trifluoronethoxy, ethoxy,

phenyage adegendently ghoseazisemdrisresye mitealcyann, |owomllyambs@med amino,
halo ogarﬁé))@ n@pti‘o%ah? ﬁl%sm%de - (I,R2 glléy? 8Bt10n%ﬂ§l substituted Ci-Cealkoxy,

optionally substituted phenyl, optionally substituted phenoxy, C;-Cs alkylsulfanyl, C;-Cg
acyl, Ci-Csalkoxycarbonyl, optionally substituted heteroaryl, and heterocycloalkyl.

24. At least one chemical entity of claim 23 wherein the substituents on the substituted
phenyl are independently chosen from hydroxy, cyano, halo, optionally substituted C;-C,
alkyl, phenoxy, and optionally substituted C;-C, alkoxy.

25. At least one chemical entity of claim 24 wherein the substituents on the substituted
phenyl are independently chosen from halo, methyl, ethyi, methoxy, ethoxy, difluoromethyl,

trifluoromethyl, difluoromethoxy, and trifluoromethoxy.

26. At least one chemical entity of claim 19 wherein the compounds of Formula 4 are

chosen from compounds of Formula 5
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substituted am no. 32. At |east one chem cal entity of
any one of clains 5 to 31 wherein RO is chosen from
why@soysns and optional |y substituted | ower al kpdT/USD86/001272
WD 2006/ 076593 PCT/ US2006/ 001272 33. At |east one
chem cal entity of claim32 wherein RO is ch
hydrogen and |ower alkyl. 34. At |east one/chem &al
entity of claim33 wherein RO is hydro
| east one chemical entity of any one
wherein R represents 1 or 2 sulstityents
i ndependently chosen from hal o,
al koxy. 36. At |east one chemc entNty of claim35
wherein R repreggnts 1 or 2 s '
i ndependent |y cHosen frgm Ral o, ne .
37. At least onelchemidal eftity oflktlainl 36 Wherein R
represents_a s titfent chdyen fromhat’e! nethyl,
and net hoxy —~g8. ast g%{hey/ga\e{t@/ity of ~any
one of clains ergfn R'Ns absent. 39. At
| east one che tityNof any \one of clains 1 to 38
wherein R3 a re eacﬁ2 i ndepgpdent |y chosen from
4l east one chemi cal entity
of claim 39 whereingrR3 and R4 are hydrogen. 41. At
| east one chemical entity according to any one of
claims 1 to 40, wherein thgFadmulhdepst one cheni cal
entity exhibits an 1C50 of 1 micronolar or less in a
wherdpandard in vitro assay of EphB4 kinase activity. 42.

AR, 8ado 18'!1%} ' L g ' :
wher ei n tS e %t eads‘g[%’o][%lieH C &éorﬁi‘lg) g?lkdéedrg)tgtll%% dggﬁ%ﬁltﬁ%l’ an
| &P isothoS@0fromyddgan, hato, leser alkoxy, stddodar akylhand t r o
assay of EphB4 ki.nase . activity..43 At |.east .one .
oo osah vy SRR drRE: 1V Patichily SupERE! P gptionatly
substlt@R8 lovrR AR M Malo.ent i ty exhibits an 1 C50 of 50
nanonol ar or ‘1ess in a standard in vitro assay of

EphB4 ki nase activity. 109 WO 2006/ 076593

P 1001 4. .1 east, one . .£hem.cal entit
27, C AR RC R e or s BRRRE 163 B iR R Bfigen, hato,
methyl, and trifluoromethyl.

28. At least one chemical entity of claim 26 or 27 wherein Ry, is chosen from hydrogen,

halo, methoxy, and methyl.

29, At least one chemical entity of claim 28 wherein Ry, is hydrogen.

30. At least one chemical entity of any one of claims 26 to 28 wherein Ry is chosen from

hydrogen, methyl, methoxy, difluoromethoxy, trifluoromethoxy, ethoxy, and halo.

31. At least one chemical entity of any one of claims 18 to 30 wherein Ry is optionally

substituted amino.

32. At least one chemical entity of any one of claims 5 to 31 wherein Ry is chosen from

hydrogen and optionally substituted lower alkyl.
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| east one chemical entity exhibits an I1C50 of 1
mcronolar or less in a standard in vitro assay of
wEDBER(39Ki nase activity. 45. At | east one cheP@T/@EB2006/001272
entity according to claim44, wherein the at |east one
chemcal entity e rtiibits an ICE" of 500 naynmml ar
(-,r less in a standard in vitro assay of PDGFRC3
33. KiAunkestamtel shieinical &tity bl A 320MkereiAeRy &akhoB8 iflovh hydrogen and
according to claim45, wherein the at |east one
loweﬁﬁg tcal entity exhibits an 1C50 of 100 nanonol ar or
less in a standard in vitro assay of PDGFR(3 ki nase
activity. 47. At least one chemical entity according
34. t AAtdrast oneclefmichlantity df daimB3, whdreindris hidrogén. | east
one chem cal entity exhibits an IC50 of 1 m cronvolar
or less in a standard in vitro assay of VEGFR2 ki nase
35. acAt Néhst ¥ne i ) gt i |
o DL o O 4 P BRI tents 1 or 2
substitygnithing epeadent3sdhosén §00 ha, h-Grelyl,iand & sEmlicaayd i n
vitro assay of VEGFR2 kinase activity. 49. At | east
one chemi cal entity according to claim48 wherein the
36. atAf Ragtor@neheahiedi eﬁﬁgl of Rlairh Y35eWhtrein R RPrek&md 106r 2Qubstituents
, nMor less in a standard in vitro assay of VEGFR2
indepepqpatly chesen;fiqme palopmethad, andmsthogsie chemical entity
according to any one of clainms 1 to 49, wherein the at
| east one chemical entity exhibits an IC50 of 1
37. mAtrieasdlome chemiead sniity @f d4iansi@mtherdin W fopBesams Aysubsfituent chosen
& g Ki t lﬁiﬁgas activity. 51. At |east one chem cal
om fBalo; methyh apd fietP*¥o ¢l ai m 50, wherein the at | east one
chem cal entity exhibits an I C50 of 500 nanonol ar or
less in a standard in vitro assay of c-Kit kinase
38. adhtiledst gne diemivDea(3/{0RE 5880 RIFIMIIAOBT/ IR IRR isTBsentt
| east one chemical entity according to claimb51,
wherein the at | east one chemical entity exhibits an

39. | GaQef oRdcitamieandly Of adyet® dftldms i a5 B8 vher&inH,tdnd R, are each
assaﬁﬁof c-Kit kinase activity. 53. At |east one
€

indep, ghosen oy hydrogen/angirectbyl. cl ains 1 to 40, wherein
the at |least one chemcal entity exhibits an | C50 of
1 mcronolar or less in a standard in vitro assay of

40. EpfiBebst one chemical entity of claim 39 wherein R3 and Ry are hydrogen.

41. At least one chemical entity according to any one of claims 1 to 40, wherein the at
least one chemical entity exhibits an ICsp of 1 micromolar or less in a standard in vitro assay

of EphBy kinase activity.

42. At least one chemical entity according to claim 41, wherein the at least one chemical
entity exhibits an ICso of 500 nanomolar or less in a standard in vitro assay of EphBj kinase

activity.
43. At least one chemical entity according to claim 42, wherein the at least one chemical

entity exhibits an ICso of 50 nanomolar or less in a standard in vitro assay of EphBy kinase

activity.
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ki nase activity; an 1C50 of 1 mcronolar or less in a

standard in vitro assay of PDGFR(3 kinase activity;
wa@naeanshT50 of 1 micronolar or |less in a stanePeErdsions001272

vitro assay of VEGFR2 kinase activity. 54. At | east

one chemcal entity of claim1l mherel? }he conpouncil
44.  Ed¥tigash one chempisals@Rity pegnxling to any one of claims 1 to' 43, wherein the at

least s]_'ﬂel( cﬁlgg{t&gg?lt%yr%%l%g% YinREEW 1) mRadrkolRY b Bidirts Stk O vido assay

of PDIGHRP Mahseaxstiviby.t ri f | uor onet hyl - phenyl ) - 3- (1- pyri di n- 4-
yl met hyl -1 Hindol -4-yl)-urea;
1- (2- Met hoxy-5-trifluoronethyl -phenyl)-3-(1-pyridin-4-
yl
. %‘ié%%k%%%ﬂ? 0 i Mb TR, chim 44 whorel fhe gt o chennicl
entityy£dhihite- 4 yTlﬂetfl'mn- ﬂmlrkﬁ(ﬂniotr-léqeyin)a stanéad in vitro assav of PDGFRf
1- (2-Fluoro-5-trifluoronethyl-phenyl)-3-(1-pyridin-4-y
kmaSPmé%tyl -1 Hindol-4-yl)-urea;
1- (2, 4- D net hoxy-5-trifluoronethyl -phenyl)-3-(l-pyridi
n-4-ylmethyl -1 Hindol -4-yl)-urea;
46. 1- A(tzaabt amsreltdmgabalEantlty adcurﬂmgmt dgitn phoriyergin3he bt logat oo chemical

-4-y [-1 H.indol -
entlt.‘aexhzbltft ﬁbi@m 1t 190; pang t%yhesspwew fapdagd ip_yitrpjassay. of PPCFRP
]ﬂmm% [ -1 Hindol-4-yl)-urea;
g? - fonn-z-nethoxy-phenyl)-3-(1-pyridin-4-y|nethy|-
H i ndazol -4-yl)-urea; 1-(5- BronD 2- et hoxy- phenyl ) -3
-(l-pyridin | ).- ur.ea; .
47. Bl i Shemiteh Bl e ing 18 S Stk SR 1 foAl mercin the at
least Bhé ﬁféﬁiwa’i’ eM‘Jlfé/ dxhfbtts an ICso of 1 micromolar or less in a standard m vitro assay
trifluoronethyl-phenyl)-3-(1-pyridin-4-y
ofVEGHiZ]knmaSE aetividol - 4-yl ) - ur ea;
1-(4-Chloro-3-trifluoronethyl-phenyl)-3-(1-pyridin-4-y
| methyl -1 Hindol -4-yl)-urea,;
48. 1 Afeéag 'ofié CheinidEl &%y agdvediyt o Stalnd 4P yWhedin-tHe 3 lerdt loyib chemical
i ndo urea;
entity] extnbikgetm é%;a <5t) 300 AMuer ke ith | stapdaidy ) vigo assgyy pf YiEGER2 kinase
Elthﬂillmethyl 1 Hindol-5-yl)-urea;
(4-Chloro-3-trifluoronethyl -phenyl)-3-(1-pyridin-4-y
Inethyl 1 Hindol-5-yl)-urea;

49. | n%ttz ]ﬁ;qlt %gg ?:pe?rﬁ]gtr grghl:;? El?&ﬁﬁ&lgélto E alenl:l] %S)Wheréln tﬁé/ at gasq one chemlcal

en‘uty1 e)(lﬁhfﬁh he rlgeosoit 56) fﬂNf er oegt fvh sRRERY | 300 lasB¥r bEMEGERL kinase

i ndol -5-yl)-urea;
act1v11y(2 FI uoro-5-trifluoronethyl-phenyl)-3-(3-nethyl-I
-pyridin-4-ylmethyl-1 Hindol-4-yl)- urea; 111 WO
2006/ 076593 PCT/ US2006/ 001272

50. 1-AerebRRicnexhemidal eﬁﬂlt carcemtdgwb a@beﬁmldf Raimls3l to™89,hyherein the at
| -pyridin-4-ylnmeth H-i ndol - - _urea;
least one chemical entity exh1b1ts an IC50 of 1 mlcromo ar or less in a standard in vitro assay

of ¢-Kit kinase activity.
51. At least one chemical entity according to claim 50, wherein the at least one chemical

entity exhibits an ICsy of 500 nanomolar or less in a standard in vitro assay of c-Kit kinase

activity.
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1- (5- Brono- 2- net hoxy- phenyl )-3 -(3 -nethyl - |
-pyridin-4-ylnmethyl -1 Hindol -4-yl)-urea;

wQ 20840 B15e310- 2- et hoxy- phenyl ) - 3- (1- pyri di n- 3- ybeiBUR3006/101272
Hindol -4-yl)-urea; 1-(5-Brono-2-nethoxy-phenyl)-
) (%%lpéiléﬁls %Eerﬁgﬁqegﬁ{;y %ﬁ:f‘é)%%}}l;g It(gc ?ujgn ?ﬂ]e%/ #{E}érg{necﬁé at least one chemical

entity BxHibid B 4¢y! oFetoNydnomolthrl Fdeds-ifi-aY ét)mdéf& ?n vztro assay of c-Kit kinase
1- (5- Brono- 2- net hoxy- phenyl ) - 3- (7- net hyl -

activitpyr i di n- 4-yl met hyl -1 H-i ndol - 4-yl ) - urea;
1-(2- Met hoxy-5-trifluoronethyl -phenyl)-3-(5-nethyl -|
-pyridin-4-ylmethyl -1 Hindol-4-yl)- urea;
53. 1 - AtebdtupleOchBmidal bhtigr (Sﬂwiyh}ﬂ cﬁ'f‘tﬂﬁlnis)l- 80 46 whédainl the-adYeast one
in-4-ylnethyl -1 Hindol-4-yl)-
chemic gntémeéh@ltg a‘i‘rgtjflﬁé’)f)l rgwgm;&plyr_cg lcs(sgn,@ﬁqap)dptd ip vitro assay of EphB,

kmasiga}é J{/%é n4Ié’ ! hé{ﬁc%n?ﬁr 3qpl§ss 1(&1/11 )sta%ﬁ%rﬁ in vztrfa asPeH/ Pf }EDGFRB

kinasktattivloy; aﬂd yih)IC_l;bf 681 micromolar or less in a standard in vitro assay of VEGFR2
1- (2-Met hoxy-5-trifluoronethyl-phenyl)-3-(7-nmethyl-|

kinase gtiVilyi n- 4- yhnet hyl - 1 H i ndol - 4-yl ) - urea;
1- (2-Fluoro-5-trifluoronethyl -phenyl)-3-(7-nmethyl -
-pyridin-4-ylnmethyl -1 Hindol -4-yl)- urea;
54. 1-AtHeghboe chénivadtdntiyefidianyl Wwhare(r/theebimpbuhd of Formula 1 is chosen
& -pyridin-4-ylmethyl -1 Hindol-4-yl)-urea; 4-
OM{4-3- (2- Met hoxy-5-trifluoronet hyl - phenyl ) - urei do] - 5-m
1-(5- Bléd?ﬂcl 21ﬂi@lﬁd)>{y1%1¥én?§1§1(tvﬂ §{rRMﬁJ4d§}1H1%ﬂ1y12‘l Hﬁh@&&vk )Qu‘@&?' d

| am de; pyridrn-4-yl net

1-(2- Metho)g{ermfy]loymmetKl}d pi'@n}’i))‘-B -@3- Hmdfﬂ-ﬁro’ﬂmﬁhylhyﬂ'l-lpcﬁrdfﬁfyl)ﬂrea

1--Hlefixyr giflporerpethymhsped mpriginsy ety Hrndel v
1-(4-Chidtdr2 4ndthemt by fidorbmeh§Rph eyl I-(1-pyredi-4-ylmethyl-1H-indol-4-yl)-
1-[5-Chloro-2-([ 1,3
] dF¥¥ol an- 2-yl net hoxy) - phenyl ] - 3- (1- pyri di n-4-yl met hyl

1-(2-]571'11915)Lr % )@s%(}ré%é% pl‘f{] S/ﬁy% %T-%gncﬁ:% éoyﬂg} ﬁ’gyﬁ %Hlmdol 4-yl)-urea;
1-(2,4—Djfmet¢ibmy-4-tylﬂmbh‘§blthyl -phthsi P8HG1 -phridivit4-yhutietiayl-1 H-indol-4-yl)-urea;
1-(2,%—%)(15;_5(?1 &ﬁﬂ&r%ﬁ%hg@%,% (%ngdla-élyyl)neg}yééH indol-4-yl)-urea;
1—(2—]%&11&&-?3#?1{13&&@? l'pm:ﬁ&q -;’?—r(?&)gﬁhmpi‘ 16y S -dndoyul W -Ored:
l-(S-Broém)—m#boow—phmyl)wql—ﬁyﬁdlm—ﬁ’ry]nmeﬂuybﬂHylhdapbbﬁwﬂ)-uﬁa;( 1-p
1-(5-%]!&119(;- -_eﬁ{o&ly—p £ 3](1—pyr1 {jn% ylmé/t{'lgrl 1Hindol- -4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(4-Methyl-3-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1 H-indol-4-yl)-urea;
1-(4-Chloro-3-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(5-Chloro-2-methoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(2-Methoxy-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(4-Chloro-3-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(2-Fluoro-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(2-Chloro-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-5-yl)-urea;
1-(2-Fluoro-5-trifluoromethyl-phenyl)-3-(3-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-

urea;
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1- (3- Brono- 4- et hyl - phenyl ) -3 - (1-pyridi n-4-yl net hyl -
Hi ndol - 4-yl ) -urea;

wda2qo4/0Fsaor o- 3-tri fl uor onet hyl - phenyl ) - 3- ( 1- pyPeTUR2046/§01272
Inethyl 1 Hindol-4-yl)-urea; 112 WO 2006/ 076593

P 006/ 00127

1--sioRB oS r%%tﬁ%ﬂ}wﬁylhéﬁmetm-elﬁmr}dlé Sofmsipi-diftsingoly4-yh)-
Ilméahyl 1 Hindol-4-yl)-urea;
1- (5- Brono- 2- met hoxy- phenyl ) -3 -]

1-(5-Brogimo- 2mn§h®cyp19hqnw)1$ (@-lyﬁthﬁbh@bn)ldm-wlmﬁﬂbyl IH-ndol-drydaprea;

1-(5-Hiop R S R a e S e A inde ) opess oy e
1-(5-Brofaib- Z-Bﬁéﬂﬁ@cﬁpmﬂ)-@x(ﬂ =R B )ylBethyl-1H-indol-5- yl)-urea

1-(5- liéogrgf i nxg?v}&lglgjéyéptﬁgth; I-ggx?l{hnA gllnzethyl 1H-indol-4-y1)-urea;

1- (5 En% i%xgéﬂ’@cﬁg@ogl{ehgyr | t%?f Pﬂ% %l}l-ﬁg:k'ffwyl Y do1 ¥R Rurea;

1-(2-Methodpl5-wifybiondethyl phenylyB (s-mesthyun,;pylmmylmqménﬁ Jndol-d-yl)-
urea; 1-(3 -Chloro-4-fluoro-phenyl)-3
(uf[eabyrldln 4-ylnmethyl -1 Hindol-4-yl)-urea; 1-[ 1

1-(2- Flﬁ@roﬁmmo@mb@ﬂyn Heny]) DRES ey - 1-pynd1n-4 ylmethyl-1H-indol-4-yl)-
H i ndol -4-y % bf ono- 2- ne?ho phenyl) - ur ea;

106 4- Di met hoxy phenyl )-3 -(1- pyrl d| n- 4-yl met hyl -

1-(s-ChipRESm et s Bian srn§ T nSitinas- T A AR St )4:y~°t).urea;
1-(4- Me{t{éxgﬁbhpﬂeﬁ 123%tﬁgxymﬁfmtﬁmeth@hmmhhom yl)-urea
-(1-pyridin-4-ylnmethyl -1 Hindol -4-yl)-urea; &-I
1-(2- Me‘(l@x%lﬁ@upmthﬁ phegyl}rét(ﬁyngthﬂl 1-pyridin-4-ylmethyl-1H-indol-4-y1)-
dol - 4-yl]-3-(5-brono-2- net hoxy- 4- net hyl -
phen)’/l )-urea; 1-[ 1-(2-Amno-pyridin-4-ylnmethyl)-1
1-(2-Fubmoa® i ot bthetByl- Bhetif] ) B- OF-thetiil-Dyplyriptedrylmetiyle Bl -indol {4-y1)-
1-(2- Amino-pyridin-4-ylmethyl)-1
HY %ol - 4-yl ] - 3- (5- chl or o- 2- net hoxy- phenyl ) -urea; 1-]

- AN ANk it ot

4-{4- ﬂ&—(?l-Methoxy— -trifluoromethyl-phenyl)-ureido]-5-methyl- 1ndol 1-ylmethyl}-pyridine-

ridi met hyl ) -1 Hindol -4-yl]-3-(5-chlo
%Yﬁs%d@ﬁﬂi’lﬂﬁd ’pheﬁyl)) urea; 1-] /] (
1-(7- N{eﬁ@t 'ﬁrﬁyﬁﬁnpﬂyhﬁétﬁyﬂtﬂjlﬁﬂ%ﬂny 1)-33(4—methyl 3- trlﬂuororlnethyl-phenyl)

H i ndol'-4-yl]-3-(2,4-di methyl -5-trifluoronethy
phiegay| ) - urea 1 (5 Brom) 2- met hoxy- phenyl ) -3
1 (4-@]5101;103% u%)/'f)sne )n3-?7-¥1e%1i I'l‘ypyr1:}11n-4 ylmethyl-1H-indol-4-yl)-
1u&éa-Am no- pyrl di n 4- yI nmet hyI )-1
-4-y|]-3-(2-met hox -trifl uoromethyl - )f{
1-[5- camea) S (L15 Hick g g ey ey gyt LH-dol-4-31)-

dol -4-yl]-3-(2, 4-di net hoxy-5-trifluoronethyl -
phenyl)-urea;
1-[5-Chloro-2-(3-hydroxy-propoxy)-phenyl]-3-(5-methyl-1-pyridin-4-ylmethyl-1H-indol-4-

yl)-urea;
1-(3-Chloro-4-methoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(4-Methoxy-3-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(2-Methoxy-4-methyl-5-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-
urea;
1-(3-Bromo-4-methyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(4-Fluoro-3-trifluoromethyl-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
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1-[ 1-(2-Ainino-pyridin-4-ylnmethyl)-1
H i ndol - 4-yl ] -3-(2-nmet hoxy- 4- net hyl - 5-

wo eaoblonspd et hyl - phenyl ) -urea; 1-Benzo | PCT/US2006/001272
1, 3] di oxol -5-yl -3-(1-pyridin-4-ylmethyl -1

1-(5- %d@q%l;%%é{;é) ARy phend)ca 1 Paridig-rylmghyl-{Brindol-4-yD-urea;
1-(5- Bfl?flﬁd-giﬂiletﬂoyw ﬂﬁinmbl-}-L @-ﬂﬁtﬁ@ipyﬂdﬂll-é)-yliﬁﬁﬂyl) -16Bmdol-4- lyl]-urea

(5-Brono ) -urei do] -indo

1-(5- é&ﬂﬂ}o'zwth‘éﬁmp@lﬂ))i-Eh@b@ﬁﬁhé’l'Pﬁtdlﬂ'4mém¢§hyl)ekHénd01 4-yl]-urea;

13- % 05“2 %fr?%)%,p IQB&QDWI{FEQ% l)nL}thl-l-lH nd ?1 % yylujre ar ea;

1-(5- Brcﬁﬁ-ﬂm@h@ey?ﬂpkﬂengﬂ)rﬁa[mﬁxﬂqub@lymﬂm-@yhﬂetbylb-llE]i-i:’mdél— -Ylylfairea;

1-[1 -@é—l}l%}@lz_l-@b‘gﬁ 171%![12y1) {I-?-lndof' :lesyl]\/\%) (4% (r)rg)e%}g 736t5r1ﬂ:%lo1r01‘nethy1-pheny1)

1-f&5 Br ono- 4- quoro phenyl ) -3-(1-pyridin-4-ylnmethyl-1
Hindol -4-yl)-urea; N (4- {4-[3 -(5
1-(3- Cmpmfnmnmph@w-bhbpymdmdrﬁmﬂqymHﬂnhdbl-4~ygl)pmea hyl }

1-[1- (fp%(gll rCIL:lQI[ ﬁ}gﬁ(&ﬁdﬁ ¥18q ?&tp}l)zl Eﬂ ;{1(}% )éyylbﬁ £ )hr?mg 2-methoxy-phenyl)-urea;
1-(3,4- Dhn@%bkﬁbﬁerﬁd)"!v-‘(‘?-{p?ﬂﬂmh ﬂmdﬂ&i@ilfﬂnﬁdb]‘) -4 4 Pdea;
5- Br ono- uor o

1-(3-Chlorgrnirinbony bt Gy oy by W Bindairesh-utes

15 AR R SO TR Dbty pesbie by v

1-[1- (LZFEﬂund\bﬁr{’dm 4-ylmethyl)-1H-indol-4-y1}-3-(5-bromo-2-methoxy-4-methyl-
[ 3-(5- Chl or o- 2- met hoxy- 4- et hyl - phenyl ) - ur ei do] -i nd
olphelllyll'wq@fet hyl } - pyridin-2-yl)- acetani de;

f
1-[1- épél?illl? gﬁ}fﬁl 4@5{%&?@() ﬁiﬁﬂ@(}lclj-)gl };?Illg );F )clhﬂ)% 9: 11nethyl -phenyl)-urea;
1-[1-@- Aﬁnr(dﬁmdm-ﬁ—yinteﬂqok)ﬂﬂamﬁﬂ-ﬁyﬁ} 6#(5@10)0 a-méthbkj&phmyﬂ)-urea

11Xt Bt Ry a1 Bl o Akt bopgatieayD-urea
1-[1 (?YAJhﬂrR)V yﬁidlﬁ 42 Mie}hy% HliL)Iﬁ’JquﬁM?Q R HE2- x%evﬁehyla Iﬁbtﬁﬂ

br ono- 2- met’hoxy- phenyl ) -urei do] -i ndol - 1-yl net
hyhenylpyreagi n- 2-yl ) - acet ami de; N-(4-

1-[1- f%lnopgw%ﬁﬁ %@%@ﬁ)h%¥@%ﬁgéj-%Eﬂ?%%igl%]tﬁyil-%gt%lﬂh%fo\{rlle%}ﬁ-

1phén fggpyr|d|n4ylrrethyl) 1
H-| n -4- yI (3- br ono- 4- net hoxy- pheny

1-(5-Rroupe kst ooy g G B ey M Do HafiadokdoyD-prea:
1-]1 -(ZYAfﬁﬁ{ohﬁ{Hdmmﬁhl%tﬂgfl)sz |1Ado? 91%;1]3‘ 1l (9 anethoxy—S -trifluoromethyl-phenyl)-
urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1H-indol-4-y1]-3-(2,4-dimethoxy-5-trifluoromethyl-
phenyl)-urea;
1-[1-(2-Amino-pyridin-4-ylmethyl)-1H-indol-4-y1]-3-(2-methoxy-4-methyl-5-
trifluoromethyl-phenyl)-urea;
1-Benzo[1,3]dioxol-5-yl-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(6-methyl-1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl } -pyridin-2-yl)-carbamic
acid methyl ester;
1-(5-Bromo-2-methoxy-phenyl)-3-[ 1-(3-chloro-pyridin-4-ylmethy!)-1H-indol-4-yl]-urea;
1-(5-Fluoro-2,4-dimethoxy-phenyl)-3-(1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
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1- (5- Brono- 2- et hoxy- phenyl ) - 3- ( 7- met hoxy- |
- pyridi n-4-yl net hyI -1 Hindol-4-yl)-urea;
W(12((03/02465§3 nmet hoxy-5-trifl uoromet hyl - phenyl ) - 3- ¢TF/IB1000H01272
- -pyridin-4-ylnmethyl -1 Hindol- 4-yl)-urea;

1-3 %Hé‘rlmng fPui)r %thﬁzﬂy%&}} 49‘?1Jmeﬂ'§f? lﬁ-lnggrlofll-gl)pl}/ ri.din-4-y
N-(4- {afgagﬂmaﬁo&-ﬂi@&mﬁpham uﬂe)croqlﬁrﬁioqi@lylm@d@l}-p&ndm-z yD)-

-yms } -pyridin-2-yl)- acetamd
G,IH-lmdazoIe car boxylic aC|d

2-
1-(5- éél&lg?%u 19?1% {l}zhﬁﬂ%?y %pyr Ilg? E}/ Q%?@M #ﬁlgert}%;la?% Edol 4-yl)-urea;

1-(5-Bni2 gsdlﬂumhznymar(oWhﬁmylmemylemqﬁldoumﬁwurea;

- di
112 ot et s abridio ont e A oSttt A gorogedstAenyD-

}d?aqldlnzw) i sobutyram de; N (4- {4-[3
Br ono- 2- net hoxy- phenyl ) - ur ei do] -i ndol - 1

N—(4~{94 Bré§-ainll gro-Zpmethdix pr42mgthyl-ghenpbrpdidd j-ind dl- IHylmethyld mydidin-2-y1)-
114 WD. 2006/ 076593 PCT/ USZOOG/ 001272 1-(5
" BFYHBIYS net hoxy- phenyl ) -3 -

1-(5-Brongo- ﬁ@ﬁ&ﬂé}%nﬂ) W (701 80r8-1% %ﬂ?ﬁﬁlﬁlﬁl))lmlthﬂ -1 Adabo1ds-Yhlurea;

urea; 1-(5 - met hoxy-

1-(5-Ghlpgo-2 mmww@mmhmlh@w@mmmyndwmhmzhyl- tH 4ihdol-4-yl)-
i ndol.-4-yl}-urea; 1-(5-Bronp-2-nethoxy-phenyl)-3-]
1-%% nor phol i n- 4- y1- pyri di n- 4- yI met hyl ) -1

N-(4-|'{|4-I[M§J-|B'rémlv512]-meﬁ17>xy pﬁblﬂ'l)-ureldo% -indol-1-ylmethyl}-pyridin-2-yl)-2-
(5 Br ono- 2- et hoxy- phenyl ) [
1—b(Y TORYt 465K | di n- 4-yl met hyl )-1 H i ndol -4-yl |- urea;

2- An‘%nc(-g]' (ﬁy -[3- -%Wg?#e@{bg(&%}%@ [lreidq_l_mdo J ylinetlﬂ}jl} [}j)yndln-Z -y)-

N-at:étam{dé— [ 3

N S DTS e R ke

{%Mlgeml or 0- 2- net hoxy- phenyl ) - ur ei do] -indol -1-yl ne
t hyl }-pyridin-2-yl)-2- norpholin-4-yl-acetanide; N-(4-

1-[1-QaAfudnof Byritin eyl ettt yadsitém]-$-(drbeontof-inntioky-Dheryheurea;
N-(4-QX—| [i -3 R4 5rg |4nm%th¥1 %)henyl) urellaoj( nddt ? ?met%yl} -pyridin-2-yl)-acetamide;
1-(5-Bromo-2-methoxy-phenyl)-3-(7-methoxy-1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
1-(2,4-Dimethoxy-5-trifluoromethyl-phenyl)-3-(7-methoxy-1-pyridin-4-ylmethyl-1H-indol-
4-yl)-urea;
1-(5-Bromo-2-methoxy-phenyl)-3-(5-fluoro-1-pyridin-4-ylmethyl-1H-indol-4-yl)-urea;
N-(4-{4-[3-(5-Chloro-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl } -pyridin-2-yl)-
acetamide;
1-Methyl-1H-imidazole-2-carboxylic acid (4-{4-[3-(5-bromo-2-methoxy-phenyl)-ureido]-
indol-1-ylmethyl}-pyridin-2-yl)-amide;
N-(4-{4-[3~(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl } -pyridin-2-yl)-
| propionamide;
N-(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl } -pyridin-2-yl)-
isobutyramide;
N-(4-{4-[3~(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl }-pyridin-2-yl)-2-

morpholin-4-yl-acetamide;
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1- (5- Chl or o- 2- net hoxy- phenyl ) - 3-[
1-(3-nmethyl -pyridin-4-ylnethyl)-1 Hindol-4-yl]-urea;
wey@bopisepanecar boxyl i c acid PCT/US2006/001272
(4-{4-[3-(5-chl oro-2-net hoxy- phenyl ) -ureido]-indol -1 -
ylmethyl} -pyridin-2-yl)-amde; 1-[
1-(5-Bromfip-2Amictoxyphériln3-41 -2+ np(c}n,g@rylmgg-pyndm- ~-ylmethyl)-1H-indol-4-yl]-
H- i ndol - 4-yl ] - 3-(5-broi no-2-di fl uor omet hoxy- phenyl ) -
uPE% N (4-
1-(5-Brmb3~fmathBk en?y-l)jBf{ﬂL[QI(Qﬂﬁétlim&yyeth)ﬁem}dio))-pyndnﬂm-]y}mastﬂ;d[l -1H-
'-1 ylmet hyl } -pyridin-2-yl)- acetam de; N-(4
B4yb-WeRor o- 2- met hoxy- phenyl ) - ur ei do] -i ndol - 1-yl me

1-(5- éf*d%l'g}zsm%%kg ey é{; g% )ﬂd? '&gi-gﬁgﬁgﬁlﬁﬁﬁ{mﬂm indol-4-yl]

- pyei di n- 4y|methy| 1 Hindol - 4y|) ur ea;

1-(5- be{ng-Q(-glegxggy &ggn)afﬁ)y[ﬂg%c?xaﬁyr@ph4 Ihg}F%pHﬁ-]mdfl fpyl]-urea;
1-(5- Bfﬂfgxgl r‘heﬂo}cﬁ%%‘yl) -3-[1- (2-hydroxy 3pyr1d1n—4 lmeth?ll) 1H-indol-4-y1]-urea;

met’hoxy- or o-
N-(4- {zpm (hFhomwm@mmmemymhmbrurmdyl jndal-ézyimettgyl}apyridin-2-yl)-
e{jﬁé’[’ 5- Br ono- 2- met hoxy- phenyl ) - ur ei do] -i ndol - |
- §f 1}-pyridin-2-yl)-2- pyrrolidin-1-yl-acetanide;
N-(4- 34%5 Chloro—2—rnethoxy—phenyl)—ureldo]-1ndol 1-ylmethyl}-pyridin-2-yl)-2-
- Br oi no- 2- net hoxy- phenyl ) - urei do] -i ndol - I -yl e
tn}qr@h 4-gik- weizangariy,- 2- di met hyl ani no- acet ami de; I\I- (4-

N- (4 iﬁé%&‘g 9@?@‘3{%}5%}5) gi %en)dﬁﬂ ?um noyfzgcr@{i)i grlrﬂl d ey h-2-

11153t1\£@y2ﬁ@t6ﬁﬁﬂeﬁ593 PCT/ uS2006/ 001272 1- [

di I fl
1-(5- ¢hlplﬁ>d%meﬁ$%§§/9rh|§n§1?§ il e é,% H%W )ytH-jpdgl4-yl]-urea;
- = . - -indol-1-
coel PSRRI RIS St ety il o inor
y lyireéthyll} Jpyrigjr-2-gi)raridg] ) - ami de; Cycl opr opanecar boxylic

cid. (4- ... .

1-{1 @%@ga‘o(@rm Aoy DriH-ndgldrdk Ayt DR fueemeaixy mgeyd-
-vinethvl} -nvridin-2- yI) am de;
?opropanecar boxylic acid
N-(4- {4[3-45 -Baerhie-2¢ difloeronsthony fhgaylbresidnltindtenyimesiuf bpydding2-yl)-
ndol - | yI methyl } -pyridin-2-yl)-amde; 1-]

1.2FSAR atgidien, o pyri di n-4-yl methyl )-5-fl uoro-1

N-(4- t{hJ[mgbhhuizlmambzy-bhmpu@idbnﬁﬁdommmﬂm}l-pyﬁdin-z-yl)a-

diethylamino-propionamide;

1-(5-Bromo-2-methoxy-phenyl)-3-(7-chloro-1 -pyridin-4-ylmethyl-1H-indol-4-yl)-urea;

1-(5-Bromo-2-methoxy-phenyl)-3-{1-[2-(2-hydroxy-ethylamino) -pyridin-4-ylmethyl]-1H-
indol-4-yl}-urea;

1-(5-Bromo-2-methoxy-phenyl)-3-(5-chloro-1 -pyridin-4-ylmethyl-1H-indol-4-yl)-urea;

N-(4- {4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1 -ylmethyl}-pyridin-2-yl)-2-
pyrrolidin-1-yl-acetamide;

N-(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido] -indol-1-ylmethyl}-pyridin-2-yl)-2-
dimethylamino-acetamide;

N-(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1-ylmethyl} -pyridin-2-yl)-2-

methylamino-acetamide;
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phenyl)-urea; 1-]
[ -(2- Am no- pyridin-4-ylnmethyl)-5-fluoro-1

WoRAEN5931- yI | - 3- (2- met hoxy-5-trifl uoronet hyl - PCT/US2006/001272
phenyl ) -urea; Cycl opropanecarboxylic acid

1-[1- (&A@gﬂﬁ@@&%?ﬂngtﬁylkSgﬁ;o?%:]rﬁdggglﬁ %ru% ‘t‘)jr% o- ? methoxy-phenyl)

{4 %3 ( 5- Br onp- 2- net hoxy- phenyl ) - ur ei do] -i ndol - 1-yl net
WY - pyridin-2-yl)- nethanesul f onani de; N- (4-
Cyclofrépirdcéiboyli et @- {‘l@iﬂ?(ﬁebrop‘lmeh;ﬂe)hqxry@Tdn}’D “uredde]-indelt ve

t hyl d 2- th | d 1-
b R AOGT rot hy )~ 51§ uoro- 1
Cyclof?f()g&%bfbﬁxyﬁd okl (4(-§4 -P3-gi ﬁi@ﬂﬁ&? 'Sptﬁ‘flﬁlwo}ndﬂlﬁ}ﬂﬁphenﬂl)-ﬁlrdldo]-1ndol-

yl met hyl )-5-fl uor o-
Hi ivirdethyd ngﬂdm—Z-V@Bamﬁ-leoro 2 met hoxy- phenyl) ur ea;

oo SRR GG O BB i gy o i1
- 5- Chl 2- h - ph l)-3-
SRS s gy (S Co o2 el oy )

1-[1- (Mmmmpyrlduyc]l }ylru@tbgl) 51ﬂ1Eoro 1H-1ndol-4-yl]- y (ZHEhgr%l-;-fr}ﬂuoromethyl-

no- pyridi n-4-yl methyl)-7-fluoro-1
F@ﬁ%gﬁﬁh'gyl] 3 -(5-brono-2-net hoxy-phenyl ) - urea,;

1-[1-AArdino-pyridin-4-ylmethyl)-5-fluoro-1H-indol-4-yl]-3-(2-methoxy-5- trifluoromethyl-
{4[3 (p Chl or 0- 2- net hoxy- phenyl) urei do] -i ndol -1
- PheRyDRYES: - pyri din-2-yl)-2- net hyl ai ni no- acet ani de;

Cyclo?ﬁ)g)?%ec?gméy ic acid (4- r{re-t[%— %(chloro 4-methyl—phen 1}-u_reido]-indol-1-

ol no- y- phenyl ) -urei do] -i ndol -1
- yloeehyly4pyrigine2-gl)ren#idgrl ) - 3- di et hyl ani no- pr opi onani de;

SRHEER G GER ST, T T e

PRy ksuto ggmlduG WO 2006/ 076593 PCT/ USZOO6/ 001272
1- (2-Fluoro-5-trifl uoronet hyl

N-(4- 14 [26% @h}w@aﬂn@hgxmmcf)) 159151Pbm¢01¢i/9’l)lfﬁ%tbﬁl)rlﬂmﬁlfh-2-yl)
; 1-(5- Bromo- 2- net hoxy- phenyl ) -3- {1

frf%?a?ef’%%%‘?‘%b P -ureido)-pyridin-4-ylnmethyl]-1Hindol -

1-[1-(4= AadmolgyeRlin-4-ylmethyl)-5-fluoro-1H-indol-4-yl]-3-(2,5- dichloro-phenyl)-urea;

1-[1-(2-Amino-pyridin-4-ylmethyl)-5-fluoro-1H-indol-4-yl] -3-(5-chloro-2-methoxy-phenyl)-
urea;

1-(5-Chloro-2-methoxy-phenyl)-3-{1 -[2-(pyrazin-2-ylamino)-pyridin-4-ylmethyl]-1H-indol-
4-yl}-urea;

1-(5-Chloro-2-methoxy-phenyl)-3-{1 -[2~(thiazol-2-ylamino)-pyridin-4-ylmethyl]-1H-indol-
4-yl}-urea;

1-[1-(2-Amino-pyridin-4-ylmethyl)-7-fluoro-1H-indol-4-y1]-3-(5 -bromo-2-methoxy-phenyl)-
urea;

N-(4- {4-[3-(5-Chloro-2-methoxy-phenyl)-ureido]-indol-1 -ylmethyl}-pyridin-2-yl)-2-
methylamino-acetamide;

N-(4-{4-[3-(5-Bromo-2-methoxy-phenyl)-ureido]-indol-1 -ylmethyl}-pyridin-2-yl)-3-
diethylamino-propionamide;

1-[1-(2-Amino-pyridin-4-ylmethy!)-7-fluoro-1H-indol-4-yl]-3-(2-fluoro-5 -trifluoromethyl-
phenyl)-urea;
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3-(Acetyl -nethyl -am no)-N-(4- {4-[3
- (5-chl oro- 2- net hoxy- phenyl ) -urei do]-i ndol- | -
wao bovetolesb3 } - pyridin-2-vl)- propionarni de; N PdF/U§2b0§/@1272
- (2- Fl uor o- 5- trlfluoronethyl phenyl) - ureldo]-lndol 1 y
met hyl am no- acet a

-pyridin-2- y{ i de {
1-(2- Fﬂu?IQ-gAFflf}l}oé?ﬁlﬁ ylpg,l}qna )ﬁ’) 1-{,2{ E@/i“ﬁl}ﬂ g_yiammo)-pyn 1n-4 ylme hyl]-1H-
Hy I 3-(5-b th h I
B_w%&ﬂﬁu{%’ ( 5- br ono- 2- met hoxy- phenyl ) - ur ea;
1-(5-Bebni 32 frietledyepteng)Ief{ I [ (B-isb@opyliuraide)-gudidinddinethy)]- big-indol-
t hyl % -%ly_ari di n-2-yl)- propi onam de;
R ro-5-trifluoronethyl-phenyl)-3- {
3-(Acler3{12ﬁ I%M[dl‘rgh&ﬁ =4l {an[l[sr(g)chmfblzdmeméxwpﬁa{ymvﬁﬂerd%]ﬁhdo1 1-

- urea, -

.wgmethm}rmcr@n-fzu&~mopwamid¢- 4-yl met hyl ) -1

N S R s R R TR AR R Sy Byridhilo-yp-o-

I-HmaﬁithmﬁmyadetaaudéS br ono- 2- net hoxy- phenyl)- urea; 1-]
2- Am no- 3-neth yridin-4-ylneth

1-
11 @Mﬂ@mm -pyrjdirg-4= 351513 brid1-mdektidks- (gﬁﬁénvﬁ)m@rh@&y-phenyl)-urea

3- Amggfc{-rgrt@ 0f32 5‘11tl<§110fj &%@%ﬁ?%ﬂ&@ﬁ{?ﬁ%lﬁcﬁﬂ ] )flrr%ﬂ{y%}' {331]1(}1&2—y1)
lplt@ﬁonahal(ia Fl uoro-5-trifl uoronethyl - phenyl)-3 -
1-(2- Igl {)rﬁ)- -thig.l({;?)nq%t ﬁ Jégafn]? ?? [f Ypyrl 5an3 Ai/lderr{g)-p%(lm- -ylmethyl] 1H-

14hds1BLmRzgyr i di n-4-ylmethyl) -1
H- 1 ndol =4-ylT-3-(5-chl oro- 2- net hoxy- phenyl ) -urea; 1-]

1-[1-@-AmirBr &ﬂmorcpmcﬁnﬁ-sdmpthyé)t-}ﬁ-lu)doi -4-y1]-3- (5-bromo-2-methoxy—phenyl)—
H-indol -4-yl]-3-(2-fluoro-5-trifluoronethyl-phenyl)-
ure® 1-[ 1-(2-Cyano-pyridin-4-ylnmethyl)-1

1-[1-(=ARER-pidih U=Ametry). 316K18rP 1 8 Lihd d1UEVIQIERGIbmBIE Méthoxy-phenyl
! dgrrea 1py?}> Chlygro- -)nret ho§<y pﬁenyl)?g{mt xy-phenyD)-

1% cyano- pyridin-4-ylnethyl)-1 Hindol -4-yl]-urea;

1-[1 -(éL-Al%n{: a%l gf ?L}ﬁ ﬁs/g’ld%llylf 91 éﬁ&ﬁg}}ih i%pﬁlnx %r 1= SSQ_ gro%nJ—g nge]fhoxy-

| pehylfupeh} - urea; 1-(5-Chloro-2-net hoxy phenyl ) - 3 - {
1-(2-3711i4%1§>|-§ ﬁ@{c?grg@%gﬁg%gﬁﬁgg [f ¥1H-tetrazol 1)-pyr1d1n—4 ylmethyl] -1H-
indol-4-yl}-urea;
1-(2-Fluoro-5-trifluoromethyl-phenyl)-3-{1-[2-(pyrimidin-2-ylamino)-pyridin-4-ylmethyl]-
1H-indol-4-yl}-urea;
1-[1-(2-Bromo-pyridin-4-ylmethyl)-1H-indol-4-y1]-3-(5-chloro-2-methoxy-phenyl)-urea;
1-[1-(2-Bromo-pyridin-4-ylmethyl)-1H-indol-4-yl]-3-(2-fluoro-5-trifluoromethyl-phenyl)-
urea;
1-[1-(2-Cyano-pyridin-4-ylmethyl)-1H-indol-4-yl]-3-(2-fluoro-5-trifluoromethyl-phenyl)-
urea;
1-(5-Chloro-2-methoxy-phenyl)-3-[ 1-(2-cyano-pyridin-4-ylmethyl)-1H-indol-4-yl]-urea;
1-(2-Fluoro-5-trifluoromethyl-phenyl)-3- { 1-[2-(1H-imidazol-2-yl)-pyridin-4-ylmethyl]-1H-
indol-4-yl}-urea;
1-(5-Chloro-2-methoxy-phenyl)-3-{1-[2-(4-cyano-phenylamino)-pyridin-4-ylmethyl]-1H-

indol-4-yl}-urea; and
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WD 2006/ 076593 PCT/ US2006/ 001272
1- (5- Chl or 0- 2- met hoxy- phenyl ) -3- {1
WO p@6(08658y ano- pyr i di n- 3-yl am no) - pyri di n- 4-yl ne¢tykioo6/a01272
H-|ndol 4-yl} -urea. 55. A pharmaceutical conposition,
nprising at |east one chemcal entity of any_one of
1-(5- Céllcap#smithp&y-shenyllbééﬂ15%1(6\5%’%) -Ryridinsdsagige)-pyfidin-4-ylmethyl]-
phar y acceptabl e vehicle chosen from
cggﬁﬂg$59hgg§%£ants and excipients. 56. A
pharnaceutlcal conposi tion of cla|n155 wherein the
composition is fornylated i.n a form chosen

r
S5. | RirberaseRhea GrBoS i GOBPYSIng Frlsiit ohg ERToHLABE o any one of
| la6ld Rikfole itRen from
il L, S50, B8 OB LRALN, sl A
camerpmd_;mh‘rqhmd agigens.sease or di sorder responsive to
ki nase activity nodul ation conprising adm nistering
to the patient a therapeutically effective anount of
56. aj pHRAficefinl ehRPb&An 6Mdlhity5 N fwiRFsin GRecoaipositidh isfotmtiated in
54 or a pharmaceutical conposition of any one of
a formc¢hasersfra® injectble fBads, Feresale g sogels tehlaks Billgysapaiss. syrups,
t| ent The net hod of claim57
OPhthWé?go lqrﬁeand:\tf%lgﬁmppat 0%en fromcats and dogs. 60.
A nmethod of any one of claims 57 to 59 wherein the
di sease_or di sorder, responsiye to se acti.Vvi

57 mbaurthed ehirpadingrigadianiiagineadtecase %ﬁ%l QfSagsegsive tdkinase
activi %@g&%@' C:rrg;l éaadﬁm%ﬁn B the Peti 99 8§ Mt hbutibaily FiRtive

erel t he di sease characterized
amoutityfat hstnge chemicahgitibgefmyi meiof clehns éto §4 ona pharmesatical

t unor, . macul ar, de and di abetic
ComP‘PSétﬂql Weoéﬁlalrgﬁgseﬂ‘é{énod of any one of clains 57 to

61 wherein the at |east one chenmical entity is
adm ni stered by a nethod chosen fromintravenously,
58. i Whe arettedudfatdin, S7ambergiateqpatieat isy.huggn. A packaged
phar maceuti cal conposition, conprising the
phar maceuti cal conposition of claim55 or 56 in a
59. CORE oARId ofeNEml ITSWhdteihithsipatiear isithodeg fdne catoapddogsi on
to treat a patient 118 WO 2006/ 076593
PCT/ US2006/ 001272 suffering froma di sease or
di sor 4 MetdfseaQoH
0. oSG oF ERPOPUES S7HE 39 Raffin ML e sBbonsive o
kmas@éftﬂﬂ&/ffy@mmlﬂamh i¢ cinzers frbinonncdr aod disease$ chvrestetizedtbiyer change in

di sease or
angiogenesis.
61.  The method of claim 60, wherein the disease characterized by a change in

angiogenesis is chosen from cancerous tumor, macular degeneration, and diabetic

retinopathy.

62.  The method of any one of claims 57 to 61 wherein the at least one chemical entity is

administered by a method chosen from intravenously, intramuscularly, and parenterally.

63. A packaged pharmaceutical composition, comprising the pharmaceutical composition

of claim 55 or 56 in a container; and instructions for using the composition to treat a patient
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di sorder responsive to kinase activity nodulation is
chosen from cancer and di seases characterized by a
W@ b@agesshh anwi ogenesi s. 65. The packaged PCT/US2006/001272
pharmaceuti cal conposition of claim64 wherein the
di sease characterized by a change in angi ogenesis is
suffedmpBam & ¢ispase andisprdasrespangive torkidaseactivie godBlation ghone or more
. diabetic retinopathy. 66. A method of nodul ating
tymm%%%g%kéinase activity, the nethod conprising
contacting cells expressing EphB4 wth at | east one
chemcal entjty of any one of clajns 41 to 43 in an
64. qndireckger rphﬁléreﬂce%c%%%RqsgwfiClﬂﬁliﬂkﬁ3tle§ﬂB&h¢<¢ﬁ%?§%or
disor@&rtspbhdive Iﬁhﬁsre%cﬁﬁzy WRHENPE B sl 8idcBPandRdEd3%es
ki nase activity, the ‘nmethod conprising contacting
charactetiped expremee myangi@EResini t h at | east one cheni cal
entity of any one of clains 47 to 49 in an anount
sufficient to detectably inhibit VEG-R2 ki nase
65. actheVatNagded pHhdnidReutfddl compiittachrefaimmdulpdréilgh& dikédse
kKinase activity, the method conprising contacting
charagistired byex phangs iim gngiogdnesipistdhosen ffama sencermas diaed, sxgcular
ity any. Qn f aims 50 to 52 in an anount
degafifitloht o ff 013030 tagng'y inhibit c-Kit kinase activity
invitro. 69. A nethod of nodul ati ng PDGFR(3 ki nase
activity, the nethad conprising contacting cells

66.  expreduidnf rrysuiating Kahbs ks aaity.ohe method compristig qoptacting
TN oo L
ol AR o BB 6 Bf A A GUER A 6%

amowni $ufficiemiCto détevmbhoidhibit Ephdy kataseartiaity &cvitroi ty of at
| east one ki nase chosen from VEGFR2, EphB4, PDGFR( 3,
and c-Kit, the nmethod conprising contacting cells

67. ©XPIRARIYE niddul RABIVIRAER2 Kidﬂ%@cti“vﬁ?,stﬁa ek R MEFE e contacting
EphB4, PDGFR(3, and c-Kit with at Teast one chem cal

cells expressing \GEGER vdtheatdéast i amical entBy of anyaenesefilaims 47 to 49 in

an angil TR ReleRloB i BB v Khisid o diht Visrr s,
and c-Kit in vitro. 119 WO 2006/ 076593

PCT/ US2006/ 001272 71. The use of at |east one, )

68. cHemetid efmpodulatingre-Kitkinpspagtivity uihe method qesarisingsentacting cells
exprefsﬁﬁ E—qﬁt thl%?feg&rb&ag%f)elﬂic 't1§?61? ngvdn@%f Hafths 568552 in an amount
res%)onswe torTnhibitron o east one Kl nase chosen
suffidign® to Jetedtity idtabiB4-KiPkishde(astivionth wuKi t, wherein the at

| east one chemical entity is a chemcal entity of any
one of clains 1 to 54. 71 The use of r.?a;m71 where-m

X . ) L e - .
R AT TN A
cells @Girés¢inigPDGFRP with at least one chemical entity of any one of claims 44 to 46 in

an amount sufficient to detectably inhibit PDGFR} kinase activity in vitro.

70. A method of modulating an activity of at least one kinase chosen from VEGFR2,
EphB4, PDGFR, and ¢-Kit, the method comprising contacting cells expressing at least one
kinase chosen from VEGFR2, EphB4, PDGFR, and c-Kit with at least one chemical entity
of any one of claims 1 to 54 in an amount sufficient to detectably inhibit the activity of at

least one kinase chosen from VEGFR2, EphB4, PDGFR, and c-Kit in vitro.
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73. The use of claim 72, wherein the di sease

responsive to inhibition of VEGFR2 ki nase activity is
w@bwsemnshs om cancer and di seases charact eri zedP@yU82006/001272

change in angi ogenesis. 74. The use of claim73,

‘wherein the di seases characterized b%ea change in
71.  addessenkatileast enecherten sntity 3or tha masptsgaire ohmmedicamentfer the

[
weas ST BRI T BB Gul P LR or o AL o
from ¥EGFRIAEDLREBI, PTDG‘FBU[&, and odi 8 eplsceein dspa sy eénd ¢hemical entity is a
inhibition of at |east one kinase chosen from VEGFR2,
chemizghgdity oy of gladme 149 #4. conpri sing including in
sai d nedi canent at | east one chemical entity of any
one of clains 1 to 54. 76. The nmethod of claim75,
72, Wigeakaof feintl7 5 edsecin e@hmhw&qmcmﬂmhh ti%hioinn of atdeast one kinase
| east one _ Kina nsi ve to inhibition of
is respAnSHYRI0 %ﬁﬁ%«%ﬂ&?f’ﬁ\ﬁ% gﬂﬁe 24dt% et hod of cl ai m 76,
wherei n the di sease respon3| ve to inhibition of VEGFR2

ki nase activity is chosen from cancer and di seases
73. chaeast ef ¢laied 7Dywhereindngdisdase mwmg@ﬁe sibgbitio @f VEGEFR2 kinase

d of. claim 77 ere char act.er | zed
sctvify s it e parces ) eahedpett SEE FPrRs H BAEEEHE
tunor, macul ar degener ation, and diabetic
reti nopat hy. 79. A nethod for treati ng a femal e

74. pdkhieawe ohelginh g3 .aviiespinltee dlé?ﬁﬁ@ﬁoqmﬁctﬁélzﬂ‘i by p ghgnggyin angiogenesis
are cl'ﬁ)g dg‘%' %n ?«%n&r tluﬁ{o an 138, 4 &1&?&10%@ g)athy

AENeY apeutitca |ve anmount
Ieast one chemni cal entlty of any one of claims 1 to 54

har maceuti cal conpositjon qu ny one of cla .
75. S5 aUe fon 59 e RSHER O) S SSSIcRrH Iep BOGIaBeY 9t S gpi e having a
dlseaéﬁer%%%gusﬁg +& LB 319 oPAiaEAt @}]etlaﬁasg %?@eﬁ FRPVEGII, ¥BhB,,

&r Jof ‘condrtion Ts osen rom endomet ri 0si s,
PDGERBI i tcFK &t] conaprisinpinelud g ie sl agidicableseail eagt diesdredioa entity of
[ rreglul ar rrenst rual cycles, ovul ation, prenenstrual
any0§9ﬁ€|¢@w1( , and menopausal dysfunctl on. 81. The
method of claim79 or 80 wherein the at |east one
chem cal entity is admnistered by a nmethod chosen
76. f r'nmmesthwvﬁda)im 175',,whem¢in aimxﬁsnals@rebpqnsmdo periletive pbat lgast one

. The net hod.aof an .ms 79.to 80 wherein an
kmas%fsfr@ﬁ{qn\?’éfeé m%‘? OngG&thﬁq“@ﬁ%?Ctbvﬁtg chenical entity
is admnistered orally. 121

77.  The method of claim 76, wherein the disease responsive to inhibition of VEGFR2

kinase activity is chosen from cancer and diseases characterized by a change in angiogenesis.

78.  The method of claim 77, wherein the diseases characterized by a change in
angiogenesis are chosen from cancerous tumor, macular degeneration, and diabetic

retinopathy.

79. A method for treating a female patient having a female reproductive disorder or
condition comprising administering to the female patient a therapeutically effective amount
of at least one chemical entity of any one of claims 1 to 54 or a pharmaceutical composition

of any one of claims 55 or 56.
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80. A method of claim 79 wherein the female reproductive disorder or condition is chosen
from endometriosis, endometrial carcinoma, gynecologic bleeding disorders, irregular

menstrual cycles, ovulation, premenstrual syndrome (PMS),and menopausal dysfunction.

81.  The method of claim 79 or 80 wherein the at least one chemical entity is administered

by a method chosen from intravenously, intramuscularly, and parenterally.

82.  The method of any of claims 79 to 80 wherein an effective amount of said at least one

chemical entity is administered orally.
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