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POLYMORPHI C FORMS OF 6-[ 2- ( METHYLCARBAMOYL)

PHENYLSULFANY -3-E-r2-(PYR DI N-2-Y ETHENYL1lI NDAZOLE
wohom/oapphi cation clainms priority to U S. ProvperaBabs/003312

Application No. 60/624,665 filed on Novenber 2, 2004,

which is incorporated herein by reference in its

entirety. Field of the Inventifon The present invention

relates to novel polynorphic forms of 6-[2-

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

ethenyl i ”QBE\%SRéP% ORATE 5 EAETHMZ?AF{B R/{ gf ation.

The invention Is al so dlrecte har maceu

conmposi t PHEEYL ) b5 : = TinENY O

and to the therapeutlc or prophylactlc use of such

pol ém?gi %qqllcﬂp&voégswﬁ%ﬁ%tg %TE’JOSS Prov?s?oshal Epp?llé |on o. 6(%24{695% filed on

I nv
NoGerhi2er @n2aohywhichribiacaydraipth bergh by tfaende]in i&@tn[e@ (pyri di n-

2- yI)ethenyI]|ndazoIeFéﬁhﬁmeheFﬁkﬁed to as " Conpound

1"), 1 as well as | y acceptable salts

t her'd8f , Pragest dé@V@f‘{) igfed relfets ipat el NBOlyBoBY, gomms  of  6-[2-
(métﬁﬁb@ﬂarﬁ@nﬁﬁnﬂ&lfa@ﬂ]%@ﬂ(@ ﬁdﬁ ﬂieﬂféhyl]ﬂ@azcﬁe ardl i thbthods for their

cl osu
PrORBRLEy 15 BYSOThEcEd Areria PR R e P BB ot oot
oné oplyrabﬂphnp torp @se & th¥ Hilesapeoiinpw wrighhylactia upe ot sici pdlymergibc forms and
co%SﬁﬁE&Qr inhibitor and represents a synthetic, snal
cuIe i nhi bi tor of angi ogenic receptor signaling.
Nare a fam |y of enzynes that catalyze
phosmmbor yl atcompowid t he hg-a-@eHylcgibampypherysaifanlj-&E-[2-(pyridin-2-
h ,,eS|dues in proteins.
#M&%@h&§Meﬁﬁkrﬁ%n &&)% é@ﬁa#ﬁ%h 'dramatical |y perturbs
the functlon of the proteln and p uﬁ\ rotein kinases
are pivotal in the regul athon of a W 3vari ety of
cel l ul ar processes, |ncINdY et abdh i sm cel
proliferation, cel :: % and cel
survival. O the different celTular functions in
whi ch the activit protein kinases is known to be
required some processes repgesent attractive targets

fo th utl nt er vent fqr rtajn, di
as Pl et orarapidely e BlatiE Bl et SPec bty LBTRRG p o sas.see,
issggrhMaich 18,2003 BS PateneNen 6i53hAase ssspédMargh pi,\200% ther disaipsures of
whﬁﬂ%‘h&&y%g@g&%ﬁ kiir! eﬁtlrétlejg Z’Bk/ L BEKcQbr ARNRBHs. This comgound is

I Seases as retino hi es, psori asl s, r heurma
a giofeiy kinpse, regepior ishikftsqa a&rea?nt%@géme&ﬂ el mplegule dpfppitor of
angﬁagwmrec(dpméumhm‘gg solid tunors) Fol kman, Nature Med,
%éotelﬂ\}( PS96§5 re 8 ftalﬁt elan | grﬂ%ﬁtlggt %agﬂzzegﬁx r?lggp Sg}q}%‘ hydroxyl
grOuEGFf- REGC(fvaB/tmln&r sefitkt brelthreamngr oRelidves ot arptneeeeptpolceﬂly such
ph@épﬁ@rziéﬁ&vmarﬁeﬁlcﬁ%érﬂﬂ@aﬁﬁ@fdn&%ﬁ Ik thjeoﬂﬁie E&Pﬁ% Ql"o)elrakiﬂases are

direct jnhibition o t he
pivgtay iin, ,’tfteyregtflatw@ w|qeayarpg/sgf| ¢eliplgr Pﬁ)@eesgﬁ dactlud&q mptabolism, cell
prcﬁﬂegatlog,&ﬂﬂédﬂfaerehmm amd dédiieunpivals Ohthe nany dvﬁe@elrwlll,ﬂar‘fﬂf@t’ons in which

the %888?;){ &)?%m%na%& ’ishus%etg tjge%ﬁlﬂrreﬁe?? rogéségs %%ﬁe%ent attractive

a need PIVeETh
targﬁts far dhasineutici infgyertion BT eegia disease stafes. Two examples are anglogeneS|s

and cell-cycle control, in which protein kinases play a pivotal role.

Unwanted angiogenesis is a hallmark of several diseases, such as retinopathies,
psoriasis, rheumatoid arthritis, age-related macular degeneration (AMD), and cancer (including
solid tumors) Folkman, Nature Med., 1, 27-31 (1995). Protein kinases that have been shown to

be involved in the angiogenic process include VEGF-R2 (vascular endothelial growth factor
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understood by those skilled in the art, it is

desirable for kinase inhibitors to possess physica
wonropdsises amenable to reliable fornul ati on. POESB2005/003312

properties include stability to heat, noisture, and

light. Crystalline pol ynorphs are di fferent

crystalline forns of the sam@ conpound. The term

pol ynmor ph may or may not include other solid state

mol ecul ar forms including hydrates (e.g., bound water

re<(pegte Snglgé Qno&vn aﬁ k%ﬁt(ﬁhg Qr‘?seﬁtc{]%%h“rre@%pn?f‘qusﬁflﬂ% %S Thus, direct

vent's O
inhifiipp ol e kinBee Resiviane! \EGFSRAMaY rrsulb &1 Yaprdypiion iPhgegiogenesis even in

théjﬂ)rgie%@&tex&de)ﬁ%sa}ﬂﬁi (sH&thHmﬁ?ﬁet du e:ahsera?egéa‘réhesee B540- 3545 (1996)).
paC|

P Sl BT TghAoioh B, Frksgsy FASkoter, as i
unpersiasee be thesenbkilkdd idithes art, Iltyls|deélfab@nbeklnaet&cmlplhyo$ ioglossess physical
di .
prcgﬂ{pﬂigg %%%%Ieﬁgﬁalagl\%g%%ém% c;lfh% ere %me;g r?gr paﬁflfy% 'hé:eﬁ, moisture,
anékdﬁple will in general diffract at a dlfferent set

of agiHifime %B@m‘d&dhjs agd HfBorahit Efy@tﬁlﬂlﬁﬁ foviad biaRe bdfie éddound. The term

ntensitie di tl
poly B T Sraey 19 o e ol ReRp el (RS e ing HPile (e
botuth tvateoprpsein @stheryetatliha sirushuee) mhmtya’qgh (e.g.nbaund solvents other than

wegtﬁfsquéjga{n@ ?on%gnd' ebi‘ff@r@lht%ry)é@a}{me Goiysbhd hdve d%le\ﬁf’@lé?ﬂ'sﬁuctures

ne are Interest to har maceut i cal i ndus ey
dugrig aedisent facking gt {fﬁdzs,@equm? on heglaftie. HESESHUP dp Aetiifergit crystal
syﬁlmetry’tlbrhd%rdﬁls adlpatmiatds whith tikethpiallysnmoesiisipbysioal propesties gtich the X-

ray ﬁlhrag&og ﬁaracrzlc'énsqgg I?fncc&n%lé &' %@/Idergr S& ﬁ%&r&jrgtol)fmgr%ﬂ dfbleeck'ample will in

osage
gepembdiffabl| & 4 ldtﬁﬁieﬁhéetl thanglgs @ﬁ@tmléslvelohffer@t Hlags for the intensities.

TkQPe?dré &h’hﬁp&\nﬁbeh alﬁ%cﬁﬁrp&lﬂfb‘é %%ed fbr ldél{tlﬁﬂdlﬁéré]ﬁ payrﬁ@rﬁlﬁ@ WA E solid form
e sel ected urlty when

RSB Ao SRR FAPbo B a8 B P oy of
pr odiigdtalinei pagmerpic rfplmseerep pie geerestniwy ther piwrpaceutical industry and

espgcgaﬁlg kd tﬁ&etl%lvg@ Qe ﬁaleloﬁﬁérﬁ 6t s?uta@@ﬁ&s@b@fom YitRd PJNn‘Forphlc form

nced thernodynam c stability
is n@twelééomﬁbe}nédw@aéllmsﬁ' RSPl sies dthe [9ad desagr i ysqdr?f Studied may
nok B& %&%l@tﬂoﬁﬁ &%, lotad endifbr STt Brafsoli@Eieabiitb halel prodesdes for producing a

e n har.naceut i cal r
COB‘SP&‘/F?; ﬁh@e,ﬁg g 9 ymorplg%Cﬁgrrrrf grdﬁglln @g 9 When ﬂ%ﬁe Eo%cdgfmd is used in
clipica pgndi¢se or wmrneml | IHQCIUC@f Slh@ﬂgnmmbfpﬂ @rqserﬁdr@ﬁmpggiuce undesired

tokﬁﬂi’cfg%‘é?é?fe&@l e8idid [Sdl'ymc%l'ﬁi: f@ﬂﬁﬁmhbﬁbﬁ%n@d tﬁ’érﬁﬁ@}nﬂﬁlc%fhblhty or
due to different att| ce ener

e BRI MENYTEEteRE 1 RO 3167 YIRS ST i ot sutable
foexXipdi@ion inh ehammicenticalo ffortnhiatiqns.e s e@értdimvmiytriohs My sdismay  other

a&lgrgteégie%u%) Shryﬁ;g}éie&%%%e%ué\g% Ea%k QPR@P&%%ﬁgﬁn&gnckQ elmProved solubility,

or 'part
wﬁh@h@@ﬁﬁ@ws@éﬁ@%ﬁwokﬁﬁmpé'@@“”ﬁ“ﬁﬁ?mﬁﬁﬁntry as of the
pr | Oftle! dsctladich fo thd Wackdround Qo GheinVBntioPUHEPER 16 lﬁéludeheto explain the

tnﬁx’fv ecﬁtml %oﬂngqs-grﬂtﬁ edc’rﬁf I"%sl '{] é’o to Bé) Rién asagneasdmlssm ?ha? any of the material

re(eweﬂ topkasublisted rpire oy bastult trarmpincd-gengral-knpyledadiimars-ophijtry as of
th%&ﬁ&@yéa} ingWSfltﬁe 4also referred to as "Conpound 1").1
np usa

otent inhibitor of VEGF-R2 and has
shown very favorable Bunmangoighe kXentgnd phar macol ogi ca

profilees predit PMESHBA 1BMERBt i N abwd rplydbesict oforms  of  6&[2-
methy[g:al%amoyl pr?enyr%l?l}’anyl?Sg [5’ Epyné: in-2-yl)ethenyllindazole (also referred to as
“Compound 1”).
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pol ynmor phic fornms of Conpound 1, their use in

phar maceuti cal conpositions, and their use in the
wonemtiorgrst of di sease states associ ated w th uRGEABEAS/003312

angi ogenesi s and/or cellular proliferation. In one

enbodi nent, the present invention provides a

crystalline formof Conmpound”®l, or a pharnmaceutically

acceptable salt thereof. In another enbodi nent, the

i nvention provides a crystalline form of Conmpound 1,

or a pharmaceutically acceptable saltdthereof, wherein

the crystalline formis a Holynorf-o-sﬂgnated as Form

. In a further enbodi mentn_the gnvention provides a
@ pharmaceutical ly
acceptable salt t 2 e crystalline form

is a substantiall pure pol ynorph of Forml. In a

further enbodi ment,” the invention provides a

crystalline form of Cbnpound11, or a pharmaceutically
C&ﬁ;ﬁ‘@ﬁ& a £ p&ahttmmbie;r 6OVEGK-Ratanb &ms ahqvowibey faXeraisly toxicological and

Ay . -~
p"{ﬁ""f‘?ﬁp g@gal g)ﬁoﬁ aerslgl L %’ %s(sj-np rn en(%lgmﬁ soé’%lg’gg Eog ﬁgg\o@% 5re%ar|ng distinct
pdnemphindprenssh Coinpedndrl) their ugean Phayeaesuiiepl mn@p@}s@% and their use in the

tr&dinerht 8f dideBSe Jt&é%é%tacu%ﬁ‘@i@ﬂﬂﬂvaﬁted @Hgl eﬁ&ﬁy dFRfeR bdiluAbrbbferation.
acceptable salt thereof,

conpINees RGORUERY B PETE FUERPE g 8NTLGE BF § Gompound 1, or
a Phakmacedticaly fceflatile sdivigmeator e particul arly, the

' nve'?lteiqgtﬂerpér%/dd eﬁ*‘t E{hecirnVecfﬁ% g%:()ﬁé QrchﬁL ecmﬁﬁ%\d@gm%ound 1, or a

arnmaceuti ca
pma@umﬁmcs%mté& palid 1 \ghqﬁ@n P ostadlipe (s % pelyraeiph designated
aF@MAaS InG36AhePEmBdtHént, Snelinvenbsiroides2, cr)@famué folrB obConfttind 1, or a

plﬁﬁrragqeaézgﬂyaacgpg;g{;\gﬁa[ gfé %E’trl Ceg(:%uq E‘l}) gtalﬁ %Yrﬁ n§ ' o&lbstantlally pure
pgyreorpraciebdrincal Iny adodiep embbdmerl thet lh\@n‘é@f PFOYI¢ﬁ§ta lgeystaliine form of

CE%&PnQ"T‘t Jr% %a‘rﬁ@éeuﬁ‘dagpédcéﬁ%l@%ktﬁeébf thaf Iﬁa[saéédvﬂiér X ray diffraction

S pe By Fighec gract '%m?w?e 25 aboy 8 ¥Bout 208, Ever
MOFé\/;ﬁﬁtcmﬁHy e et proviziey a tcedsialline folro bhCafipoQodib,au gharmaceutically

aocregtgblg g%g&%gyiﬂa? ﬁéé d Piﬁﬁ?@ﬁ&t?lﬁméﬁé rjg; 6e§l€sr ?Qﬁffra&tlgﬁ‘éngles (28) of

84dngP-dand 208 ioe 1alfoen rr@reipa y, tge nvenfiep provides @, crstading form of
Cél%pé'und am%tph&@na%eut%b@%céwab‘ﬂa saftsuador, 1ifat Ras aPRRD phiferh comprising

(S)S'E dlffmcala? a@g?es4t29 2(8 8"%‘6@ 3 ut@gtz % 3 §P0L1k? %‘ E ané a9(’>ut QQ gu %ven more

pmﬂa’dlarly,utlwanrivysntndnhwopd@s&antySllaHWQamrmoﬁ mwumbé gr a pharmaceutically
a&!e%t%l?gﬁ tﬂgregfo{hg{ ﬁgerag%gﬁwy%rrlthapéonﬁm%%f H%Cﬁlﬁfir&‘%ﬂ ¥ngles (26)

by -l 5ok O 3o PR b SHENGIE PEARYr g present nventir
p@v@es Qc@stalmielf,orr&(bf Gorhpdlind 1, dba phathateutidlly AccePtable shl itbreof, that

hﬁs i’PXll-(g LPaBern GOTpI‘ISI%pegQS %1 qii%'gctgc} gglgr% %pofsabo& %b %gut% 1, about
106,1aboutg6i4, hbawb 1@ 3pahott 1T, aboy} 18 2habouhifhBbe 2800ehayta0.8, about

2§ﬁcé%§ttf4ld 'aBSutféEr Sma%ut@ gh Eookit 298 &till more partlcularly, the present
arnaceut|ca acce%@ e sal t

eSRen pENEIET A barBoue 1 §irs Auarp sl agbpiatle sat
tHeRQ), RS B PERD)patthe csmprelr@aoealkmwdnffrazdﬁorgWSMG) dE@dn: 0.1, 9.1 =
oqofc% g%” Lyl 83 g1 19"91‘6 1% PL %‘4' ﬂ@@ +®.1,20.0 0.1, 208201,

Pt s F orﬁ¥ rnaceutlca 'y
238 c@pﬂ; &bl e 0gaR%.9 e:Hkt, ébﬁ Oﬂh a@d 238 c—'IQér a%*ﬂ BpfeRagicysriy, the invention

plvibiéLs @@étblﬁ“e éﬁﬁ%’f‘ 'OBﬂp&}'ﬁH qr 'oFTEtphé(rrr(a@eci@aIISI RetapRBlcadAt thereof, that

essenti al |

e R SRR e P ottt BnF b Semyalfedgpe as sown
that conprises a crystalline formof Conpound 1, or a
pharmaceutically acceptable salt thereof, that has a

PXRD pattern conprising peaks at diffraction angles

(2Q of 8.1 0.1 and 29.8 0.1. Even nore

particul arly,
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the invention provides a pharmaceutical conposition
conprising a crystalline formof Conpound 1, or a
woheoeroagBut i cal | y acceptabl e salt thereof, thaPCinaB20a5/003312

PXRD pattern that conprises peaks at diffraction

angles (2Q of 81 0.1, 18.2 0.1, 18.5 0.1, and

29.8 0.1 . still nore partr‘&ul arly, the present

i nvention provides a pharmaceutical conposition
conprising a crystalline formof Conmpound 1, or a

Fi &%n%%#“o?e%ér%u@ﬁf %%t lﬁ\pénﬁ?(rrc'&l)\yldegg%r{ﬁ%ﬁlme #cl?r‘?ltof E?@pcﬁlnd 1,ora

ern co racti on an
phgrg@eu@jcpallg apceqjabj_e sgit 1hergof1tha103 ghargctarized foyq a @n‘fgrentlal Scanning

Caibﬁm@try (@Sb theﬂﬂog?em EssdntiallylBe damOaslshowd B Figurd18. , 20.0

27 An aéurﬁ_her egﬁqad @@%85 aoohfrmacpﬁucglnwgﬁjtlog&B%t(ﬁo%mes & (érystallme
formedf lGatpobral 1,porcdplarmaeptidaliyreccpbiaiole Faf teteobfthaChape iXRD pattern

coéprfsg’:%rﬂ%ksﬁét'%@fr&%gpn%{ I%%Qﬁ@) o?|8uir% ; %9 Ba'd"'g Even mor% particularly,

thep- mvynt)om ﬁ%@pﬁ.%ﬁé@@eb\tﬁa z&ﬁmaw@ﬂo?owe'ﬂg a% EYeaine"form of
Co?ﬁbbthﬂWObr pRdrinageutidaty Setdptaplededimperofalietithad GDBXRD pattern that

I
coB P poraatri e A getrt S o SBArO b EP ALY H R =0, s
mape Iperticutalyp theepresenbinveriiien giravidey .a phamasettivel camissitidmeeneprising a

chsQfﬁgé; fb\érﬁ %Lb&ﬂp&ﬁﬂ’\(' &easpr?anﬁééé%cﬂllyj éc@@ptétﬁ%r ﬁthﬁerQQ rmathasi a PXRD

) arnmaceuti ca qp sal t thereof
Pailie PETISH BoRo A AL ATNEe ) & 51 5011y B JO8 4k 64 * 01
168S: d-orimul 0.1,118.2a: 0.1 riBl5er 0.¢rdomdi Ove 0,8 4 e 2Br2weht 240 + 0.1, 25.9 +

i.des [1ine formof Conpound 1, or a
OPFﬁ%(ﬁg?eﬁ'ﬁ%; Bq‘accept abl e salt thereof, wherein the

cr ydn anditien @mrogqhmemgr%nemb@% fenprodyqing HS’[YF‘QerE’?I R ghCesppound 1,
comPrisAg! drepalify @slﬁw 60?@5131& @(nﬁ'@f’r‘%carbbllﬂ@yl bﬂéf@l@blfaih?l] 3-E-[2-(pyridin-2-

SRR A S BBl LR By Ao g g 4

abBXRDr ) atitieg waeotvphe slumg qoelksheasluni, fikd sepaiating Hieglolisisportion from
thé&@rc% ﬁtgfofﬁﬁ @nd about 18.8. Even nore
e in

parti cur vention praovides a cryst aI
f or i é'PO“E%r?ﬁ‘tPeﬁ'ﬂ‘e'I‘ thgrinveniitiaRddes & Fresiling faf&ep{?%{wgnd 1,0ra
phaabedlibaly @6deptableatit theteof WAKFID tpabmyamrnedompis|aaoawonmaiesugnated
as%@ﬂll% aaf(fnt'tthe?%m cﬁljngrﬁyt"ngﬁ{er%on grogl esad Q&]&eﬁ&n‘%f C,%m?)ound 1, or

art I CU 1 ONn rovi ges a
may'saeauticah“yeachptﬁblq)ﬁalb‘@ﬁ@gu rdrerein ibe cystg @Wa‘@@p,sg%gtqnyally pure
poRmeRRtAR Hofin 38! In 4 hﬁtﬁ@pémbéchﬁént has lr@erﬁm@rcﬂﬁek%f Brystalline form of

I R oy T

pepiaydt ditftacidanl apgles [28) of rabemt&&nnd;abmu il 8lésEwengnagrs partidilanly, the invention

prév‘fq %n . rysgﬂ'ggcf%of ko ouﬁd Ei;k% dTg‘Fa‘?rHédthﬁ:Laﬂlyy a&@ﬁ@cﬁé §Qtl iﬁereof that

tern conp
hapg&ﬂXBDalaﬁqpppmgr@tng @ﬁa@rﬁé p@‘@cb@@nglgf (28) of 8.3+ q_1 ar]}réﬂaaB + 0.1. Even
m&le %arhéu‘l’arl? th@ indentiorprdvidés Bcryflallne & of |Coﬁ‘ipbt§hd 1, or a pharmaceutically

BB s 5 S oS BB 5t e o9 o
abauI(B@talai‘mt £0.8,a@bbuttt b8y arafgbotitiat8. ks moRXRMticyanys tlmemnventlon provides
cg&?ﬂfnb%nﬂg)f gﬂé&mé‘ﬁ Sidl th%ﬁ'ﬁatcblﬁBal@/ré%egf%bﬂe%Q} th@Feoﬁlﬂﬁ‘tJﬁas a PXRD

. 8, about ut 18
paiiey that gq_m;glsegggqj@ anrlff@Ctlo‘iIbQﬂg{eS $20) of 8. gﬁ(ﬁﬁ 1§@ 0.1 WOS + 0.1, and

18382004, 8#l rﬂore%l’tlbularlypihg pfb%éflt: |:Wéhta¥n|pjowd’éha cpeatiediform of Compound
i nvent | o tal Ll orm
1 R R R arTep 2R el sl B S 12 RDC?@‘H%&Q%%Pﬁsmé’geaks at
JiffPAGREN pridse(P®) of ahpit B, Ao dARsakett th, Bbeu i 8nabanll &8 about 21.5,
0 de
R e
0.1, and 32.2 0.1 . Still nore particularly, the

i nvention provides a crystalline formof Conpound 1,
or a pharnmaceutically
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acceptabl e salt thereof, that has a PXRD pattern
conprising peaks at diffraction angles (2Q

wesemrnusall y the sane as shown in Figure 2A. ErPenmiBmng003312
particularly, the invention provides a crystalline
formof Conmpound 1, or a pharmaceutically acceptable
salt thereof, that is char acteri zed by a Differenti al
Scanning Calorinmetry (DSC) thernogram essentially the
same as shown in Figure 2B. In a further enbodinent is

pricel %rdﬁi%%‘ﬁHE k@l of %ﬂ%g%& §,aR o ﬁﬁFm&@ﬁBéllyS&%e;ﬁable salt thereof that

cry St I ne form of 5 r mceuti cal &/
ha%\écpéﬁDaFEﬂ“éms“éF‘P”%"}%ﬁ’%? at i"Wﬁf“OH 400155 (8 G 0dr 10-9 = 0.1, 14.8 =
0.1coeRrH Gi,NP.geaks2as +di.f,fadact 0.0/25nglods 3¢.2@) 0.0fan8 38.2 +0.1. Still

moge ear?({ugarlgﬁhes mveQn dc;lh prbwg'% Ele n!gﬁé i C[anltdf C%gh_g&%# BJEepharmaceutically

rovi
acwtaplq @ltﬁgeraofcihytsm 2 ﬁi@& patieMosoMpHIRRG BARks 1at OHﬁracaon angles (26)

esMBAINBSE MM E & §NowAGR ERjuRPLL Bddnt mén’@eifaﬂ@ﬁlarl}l If}%tanéﬁﬁonaprOV|des a
PXRD pattern that@fqurlses eaks a

cryaﬁx&npgsomgy %qmpg r ac&utfa Y &c%?p{agﬁal seﬁt H\&reof, that is
chdr8ci8rized b} a [HtardriialrBraenipg Chiodudtar(DFC) théereropragsesaentially the same as

Shbm?‘mdspébé)r ovi des a pharmaceutical conposition
a cr%stalllne form of Conmpound 1, or a

pharlmcférhmqr@mbp mapidie 5t BiATeacerlce! somPPElAN theheamPprises 3 orystalline
forP G 1, S PhdrdbeitiRdfssceplabldishit trRedof, GhatdBYLEBXRD pattern

ool Rl 2 ol 73 o8 o oo 01 Byend pyricuny,
theD. laventlcan(prémeg amrmrmaqéqticahmonepsit@n%gqjhm‘@m ar g&/stalline form of
dﬁ%ﬂﬁ’dﬂ'ﬁ §r0% P&r%{b’&}né‘ﬂlyp&@cw@' PBACHERLMthdt Rfs £PXROUPSHern that

co@p[@sq»ﬁ%{s%ﬁ%aweaﬁag)ﬁs GRLAPISSER PR BIESER | BYf 13 7O St
macte ajtieti@n yie proskar dlvention providedi & pheaaceotidak kdmposition comprising a

cnfs?armg ogpn%)é I%O t)&neﬁgw %Pﬁérm@?éﬂgc%&)r #Q&a&l&%ﬁﬂh&&éafi HatHas a PXRD

paierh sdinprising, pegkscat HiFasHan WI%KQW Plfe+ 8 1c1QL £ Q1N 14 Pdr IR2 0.1,
189 + @@%@11 124 8@0 ﬁ zgrgawmcaaq;u ®Blahy3agecept abl e sal t

t her eof n the sta for
des GAEtest SToaethars Fofpi lo bEFEl PbirBislicry Tof Rampoun 1
compriging iegposing BrRelmsthalcabgmodbhangleulfaoyll-a-iof2- @MWD@M)?”T@“VI]mdaZO'e
to ﬂﬁmﬂltyg%hﬂf%ﬁﬁ%bé?ﬁmey IR& W&I’%@{)&t 3R Hudidi 18 feast WhEARIe humidity
e crystalline formis a substantially pure pol ynorph
of88%Form 111. In a further enbodi ment, the invention
pr ovin %Sth& éhibpaitmzhi, kHeinfantion pffowd‘aﬁna)owﬁtdlhrie, foem ofaCompound 1, or a

ph har Iytalcgeap lb}é s%ﬁ%’?&éoqb\kll%kesfrﬂhte b/g? r?é)TO{m'ishéaB r}’ﬂ?}?‘plﬂpde&gnated

r-sin Ion a
as(Fa@n llbfln atjl@‘[,;hpr elw,)oglnmmﬁ tle@\@ptlozuprwldegg Srystaliipgform of Compound 1, or

B?d’rhhé‘édh@a‘ilil X@ceﬁtalﬁe 'SBN (ﬂ{éfrédf’ NyHakRY th@?‘ﬁys&lllﬁé Y&rinab kis0Bstantially pure
armaceutil C

polIoP 1B g U e&*@?@@ﬂ’f cayeRt %ﬁfﬁ\%ﬁ% %@W%%' e form of
Cantipotihd 1 ror@tpharmaeeujtaly a(:(%@abtefsallﬂle&of thai hasral PRRD patte@ domprising

pegxse Q agno%a% éleg %b@r Jz_%abobp %36 '%M& bb# rb4ﬁlr Ok ge %o@ partlcularly the

cry s or a pharmaceutically
lm@@a@pprawri@s gawstaihn@rf@rm of @ﬁrapoqﬂasﬂ &' PXpipagepically acceptable salt

th&@éfpfh'aﬁha{éga pmk attdn dbﬁqwsa@tpeau& AGIr&%or 2¢es0bo)akpa8 + 0.1 and

ik 8 p%’?r? RUF R Qi'affvh@e HERe, Pafw%ﬁ% S GWhiaie bim & Bhpound 1, or 2
pharmyseatichliyreecdptabia saft tHepenhdbat dasla PXRD aattsivacamrrieing pesés hidiffraction

angfé%‘g% %pgt?ou%‘gi{((s a'bgt?trﬁﬂ{ abbi 3l 7Na% oﬁpﬁq p@\;&%d?e B&]’ﬁ&ularly the

rises raction an
|n\@3ngon]_grog|desoa crystelling form of Campoupd 11 or@t g_harrg@qep!lca%ia(‘é:eptable salt
thétabil ihathadrd PXRID RatdIR @R BbmpriRve pédko At Fifavtioemgias (20) of 13.0 = 0.1,
crystalline formof Compound 1, or a pharmaceutically
acceptable salt thereof, that has a PXRD
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pattern conprising peaks at diffraction angles (2Q of

about 10.5, about 13.0, about 13.3, about 15.8, about
wo@oob/o4gt50ut 17.5, about 19.5, about 20.1, aboBCTZB2045/003312

about 21.7, about 24.1, about 25.0, and about 26.09.

Still nore particularly, the present invention

provides a crystalline for ni F Conpound 1, or a

pharmaceutical |y acceptable salt thereof, that has a

PXRD pattern conprising peaks at diffraction angles

13%2(2? 10%1 ';LQ 05I an %4 1]*30 Q SQII %ore];%rt%ularg/ the pk%eﬁt m@enﬁoné‘rprowdes a

crygtafline fozm:pf @omg)u:[ld 1 2r4a mharr@a%utlca%aqgeptgplq_ salt tgﬁ{%of plgatdras a PXRD
paflerd comBidirlg! peﬁw & difftadtion dhdids (28) df lABout N enabocnmsp]r avodes.3, about

15&»] gﬁ%@gglﬁ{ %bgef 7q5|; %%%uetagf%n?o Ht?ﬁ f aPﬁJet r22 611, aboufh21 7, about 24 1, about
25XRmI padut 26.% afdhponesqamgulgyaths presentjifventigntrrayidesa gryé@hne form of
C&Tﬁ)@hncﬁs%‘?QE}thHa)feJthﬁl%%@éBEtaB@ sSPPBRf, thathBW BXFH patleWEEbmprising

robih Sl 1! Kbt s ST b et e 19 175+

0. ﬂcmespi ah| 20.salot1, ehareof, 21t7hab.1j 84.t kargeberd e cndy26® = 0.1. Stil

more ga% rlﬁar tﬁé n§grﬁlgﬁ] :Qel%gldg?!a g@ét%erfé{r'g{ anggﬁﬁnglg& Bﬁgrmaceutlcally

acﬁ%ntamfesalbwg@n ﬁ@hthew @ %%a@mmm@@g resppy iffracian angles (26)

es&%ﬁllﬂﬁ%fﬁ@ 8?3 lsﬁovﬁf MS‘tlt rJ;,J lBNe Ef/ﬂ mofef pa@fb}?ﬁﬂ&“ﬂ@ idven@én Brovides a
rnmceuti cC ptabl e sa (S]0)

crBRAE 2t o DRI o nf B MR S0P SRR Sl Rce, that i

chéﬁé@brlm‘d bl 3. Mfferéntidl Scmjmlg Calorirfetry. (DECpthermgam essentlally the same as

shg\ﬂmdﬁé”ré‘éé y, the invention provides a phar rraceutl cal
tron conprising a crystalline formof Co

1, "o aafuﬁhpmmee'menb 1819 Phaspacepicab PANROSifien #ﬁb?Oéfmﬂsest ﬁ&(ysta"'"e
for|'ﬁra8f Borfpduhy pabit @bﬁaﬁﬂ&&éut@ﬂﬂpﬁdeﬁﬁﬁle@&klﬁeraﬁ toht frag @ClPXRID pattern

cogw&;ging Be(a%ngtéwrﬁjﬂon an I(Qs ée)tcl%gfa ﬁ ar 1 &nd{%tlt Z 0. 1 E&%n rﬂ&% particularly,

the nivegntiprorprgyides i éeBh%mBMF'%d@GPP%@” @@'ﬁﬁdﬁ‘gt Rogfystalline form  of
SEBTRRd $1 6% %h&ﬁﬁé%élﬁicbllyn&:céﬂéﬂﬁ @élt GRAENUIAG Has #IPXRD pattern that

eo %%f@apo%?%%%i o im0 20 oy B Py AT Ay B2 <01

Still e partichulfp thdprésent Bwentiof pibyidds3a pharBadeutichbeoBpogitioh, comprising a

r%@ailzh? fc981101 C%%\R%dq b a%ﬁ:é@acegtlc%mig&eﬂtablg s thgréofifthaphals a PXRD

paitpiot deEVridngRsakreidiffraption ARgIRR @S #010-GoF Bdutihyg 0.1, 13801, 158
0.ROley Do M7 £0xMd.5 L 0of, 260 muon 26.41: 0.CETI 4 6.1 /8.1 + 0.1, 25.0 0.1,

aring a slurry conprising a pharmaceutically
"ﬁ@?@ é\gle salt of 6-[2-

(et lh_\,ahqtmrtemlmqlm)epmfawemw fahybiucig Rolymo(phi Foin W-c8 Cpmpound 1,
coﬁg) | ﬂréﬂé%’&oé Calurfy %ﬁﬁn%d aarﬂahé‘rﬁ’fa@édn@aﬁohéé@ﬁiﬁble salt of 6- [2

St er at ur
AT S S R R Guag g an aproe
soﬁ/@hﬂ, deamag hlthé’tmﬁrngme tshery ot & empsatupobewean atfoutt 45’ Csdndrabput 80 °C,

ang gP%F oﬁ‘é Qgr? Qr%:“ ?r‘tg F% oﬁglr (%ch?gf@ ﬁ@tﬂ% as|sugry eW%(la% aspect the
aproticaolgerty 5reﬂwmmmtqudnvet atfn@er W@?ﬁtth%haﬁ?ﬁ%w% a

cr yslhaénbﬂh%rﬁ%ﬁméﬁf tﬁ@ WQH&dpréwdég a @ryﬁlamﬁeméﬁﬁ ot C@rﬁbduﬁd 1, or a
acceptabl e salt ther st a

phagna&ewﬁwr?afemtﬁb&e%%"dh%{%dwf}%e"F@PﬁWF‘@""‘? vh e by ignated
asGTHhﬁd\V nAturthehembdtinestt, i tieninyenion pleddea acrygitliad foirmef Ganpound 1, or

a Plharmg g@?ca V\qu agC’ePt%BIte &l q@ré@‘%ﬁé@i&ﬁ' lcyysﬁa(ﬁﬁg ﬁ’&rﬁ\tﬁ & s%l@ét&ntially pure

polyiripsphaeit Faan|ty. do reefuﬁmrquogﬁ\e@;f thEolnyﬁnpqp pqowdeg 3 grveglipe form of
C&?ﬁ&q& e b phhhRicb RN dcedpiaBlo@uk BHRFeof) tHek g BPXRM Pattedi Bdmprising
o
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Compound 1, or a pharmaceutically acceptable salt
thereof, that has a PXRD pattern conprisi ngpeaks at
wdizbderoagtsi on angl es (2Q of about 8.9 and abouPCTAB05/003312
Even nore particularly, the invention provides a
crystalline formof Conmpound_1, or a pharmaceutically
acceptabl e salt thereof, t haf ~ has a PXRD pattern
conpri sing peaks at di ffraction angles (2Q of 8.9
0.1 and 15.7 0.1 . Even nore particularly, the
peh kY& afilaRfibrRingist GRS o@abﬁﬁtﬁa@ih |ab5lﬁ 1597 BV mde® B&’r@émﬁly lhe invention

or a pharmaceéutically acceptable salt thereof,

Proyiges 2 @&F@ﬁbnsé?%?f C‘E'E‘R?ﬁ?ci' &N phesreceyiicaty ?CF?%FERI‘? 6?# thereof, that
haa AFXED dallédh coipidiibdeaks A diffsbiumtangiés @6) eftseut 0.1and 15.28d.1. Even

mc‘;"rg ggﬁlc }a%y 2the Eng{]IOFEFO%IdE)?g Erkﬁzﬂ(gn%éo% oft&gupé%\éelny % Bharmaceutlcally

es’a
acpﬂmbdm@é Lﬁmeire,qil thot kescePXRib pattesmpamnriiag Pedks at Aifftactipgsangles (26) of
abBﬁﬁFﬂ% BSdut $4.6) éb@ékﬁscio Hiﬂféb‘éﬁ%sl 9@9 @V@n ﬁ%rijnf:ﬁl@rﬁft ihe I’hventlon provides

a qgs%ﬁlme 6)("1](8) gf)mpcpunﬁdr 8r ap%amaeﬁtrtlg?l[y?cc% 'eﬁfi'&@gﬁf’? r?1at has a PXRD
paiterveindt icanprises peale st diffactatanbles (29) bb8.m0f.1, Gd®podndisl? + 0.1, and

1905:: 81 DEW?AHCSIQJIJ n‘g)?éégrﬂtlrﬁ}@ht%n%%\ﬁdeg H‘El;ystgﬁme {onﬁ%f Compound

raction

1, @h g|p§grm@geg}lcqjly %mﬁblegsa@ the&eggljﬁatfgs @ PXbpatterrycamprising peaks at
difRidh adﬁs&%)&h%but@ , Gbould B0} abbidt B1.6, b6 t15.29abdut #8ID WHbout 17.8,

el 0§ B0 ko B o B0 by 38 an
27t5h eSti memepatticuipihe titei poeseplrin/entpo preyides g stysthllinerfernt effGpmppound 1, or a

phgﬁ‘lggrég @Qly %cce?ﬁ%?e £ %e%%%ytxé;sggr ﬁ%%l%??wﬁ%ﬁicl’%gmpﬁﬁﬁg%éaks at diffraction

anglet (AN hOAN A &8 01240 5P 16102 £ 611154200, T/ch 50. 1118 4+ 01, 205
+04121.45.01, 3.2+ alfh.24.2 H0H, 24.8 +80.1 0261.2 +101, 2nd @75, + @0. 55till more

pagic%larlfjfh&GEn}grgi%h d)g%éét Ofr&stall?n% 1%rm n\%ounﬁ 1, or]a pﬁa@m%ceutlcally

nore
acceniabie: sairihgree ifie $as acXRit Batierm éOfT'MVSWQ @Palﬁoﬁ’fﬁ#fﬁﬁmlon angles (26)

es@ént@llyﬂh’@ﬁa{fﬁ& aysh& InyFiges ent &bdremsrl parichigiye @fe intdh@én provides a

ha XRD tternc risin eaks at d| act
B0 GURBHI ol § ehil AL st aple B oot hat s
chdictefized rby mﬂlﬁerpratlat Scanhiag Cylprinétey (DRCEtheinmgrapy epsentialy the same as
shS\R/Mﬁ\t L%‘{Be form of Conpound 1, or a pharmaceutically
acceptabl e salt thereof, that |s charact erl zed iy
Di f fl8acHEeslembedinifnhlg soRlgPaGRKtcRY commrselion Wa sRSyTaeA a crystalline
fols R 0érhpuhy 1] biea $ﬁ:ﬁi’ﬁ1a6@.1’n$dﬂ¢%bepﬁbl5lsgtli igeredB.thdtrhag a PXRD pattern

com%élnq:peaﬁan cg ffra ction anél?safzﬂq £ Sl‘ltel ?al &fiodTpogl/éﬁ rﬂgre parncularly,

onprrses a Cr ormo
thep hiavantiare pravisies | ¢ ahftr@p@eamab ogmp@smqne p@awsme hat C'M%tg"l%? form  of

cdmiidhdatdred @hsm&m@m?gace&ﬁéﬁk ahit Hebdok, apdti 13 AFXAES pattern that
ven

Coa@Q%qSea?ka@ f giffracting %"ﬁ\?%%@)%ﬁﬁ &@s-g? aﬁan%%éa? 12301 Stil
mere et ularyD theC prepérit Snvegtion p:aswdet;ad bhmmaéemmcm obmEeitipo Wwaehprising a

n?]stauﬁ% f@y&%@%ﬁﬁ??&% %ﬁ!a %;b{ rﬂ&&%{?éaﬂ;bé&egtgblé sélﬂﬁ&??r thai hata PXRD

rises pe action

paaﬁr@cg@pr(sm@)peglgs a dgfrao@org_angleg_,ﬁz% of §9 g 0.1, 120 #0.19146 = Ogy 5.2 + 0.1,

15179+81 .81 0.1 Stgél»oﬁvéﬁﬂaﬂtmw&aﬁl%z&be JAEE0N[24.8 £0.1,26.2 %
nvent | on prOV|des a pharnaceutlcal conposi tion

0% 6ﬁ§?7§rﬂ§ a crystalline formof Conpound 1, or a
phanﬁmmmu&mn&bhymannep&ﬂb&sbsabdmﬂ@enﬁﬂbmhmﬁaﬂnhésfmepoww1

fro?é%Ddﬂ%E@egcnyrﬁ&WE 'f? %f %g@ﬁ'ﬁet%ca%gmogl?ﬁﬁéﬁy%ﬂlfégﬁlb@[2 (pyridin-2-

yhetherpllingazple, gpmgrisingy meatlng_ghezdlffgeq_t chmcgphchfoIm yipergin the’ different

pogﬂnbr hedord is Aydrated br golvalbdl in 2 furtBer 43pdat, tRShedtindoctursainder vacuum.
7.5p 0.1 I n anot her enbodi nent are nethods for

produci ng pol ynorphic Form IV of Conpound 1
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froma different pol ynorphic form of

6- [ 2- (et hyl car bamoyl ) phenyl sul fanyl] - 3-E-[2- (pyridin-
wa-2006lougtshenyl 1 i ndazol e, conpri si ng heati ng t heCcT/1B2005/003312

di fferent polynorphic form wherein the different

pol ynorphic formis hydrated or solvated. In a further

aspect, the heating occurs ofider vacuumIn yet a

further aspect the heating is conducted between about

1100C and about 135C. And in yet a further aspect, the

Ing/g Vﬁ{tﬁer%fspécpﬁleqfegﬁnﬁrlseégndlpc?%dym%lﬂ aBth%(?gd é\dsa%l)ﬁqtsg% And in

consrstin
yes @1 fyree a@rfecmtgﬁﬁ@vate ginthe ailffgtﬁnt/ pelemgphie{aip| is éé‘éf"&‘ﬂ éromlﬂwe group
coY1§§t|n§ of &6biARsE oaﬁaaﬁmol heivak bf araidl, afdh ymm@ Bi amﬁ QEdTate.Sin yet a

B EReee e eh BolybarR (R e rtis o Bl ordhipEing g

pol yimerfythecadpectrof ¥is eofoo@uemeumuethodsrieraop@irtingmolymiophic Form VI of
Cgrﬁgf oihd ﬂ'fto %m\'ﬂ\?}fi ?rﬁwor(prdf Sd)cf?r%ot]ﬁ@tﬂ Q(Qnﬁ'|s§15uﬁéa‘l’ln&fa slurry of

erDer I n an aronat
T R A g ﬂba@@ﬁi'casob/@wt AOSHS PRty old poron from

th@ b corPBRMMRESTtise Simi ea fritiér agpedt,nhehdatind $teF o@aReR b temperature

heatiig step occurs at a tenperature of at |east
Offglﬁasé?‘,% qun a further aspect of this enbodinment are

met hoddurther agpedichi diisngnhedimenicare iethogeodphrreducing polyrmpwhia dform 1V of

cémpo%mré&mgme%éﬂn@% Sur/ &Hpms.ﬁ@amp%rﬁ%g%rﬁ] SYSHroBl 1 and an

araBoona DA SR SRl ot oD " a5 SeRAT A R ISeL porgen from the
oth@cbipsmehis @mhk BRirrat et aClomhze aspetis the Brotriatic sdivent iy toldene or xylenes.
t
|nyfeﬁ aﬁugth%s cta?r%eﬁ;}draft foh@[&a’@én‘ép%uﬁoob ‘égr{ﬁ g?lg%ngg)ﬂgnl%rm i of
C@ﬂPOGﬁHTbound 1 is the polynorphic Formlll of Compound
1. 1R adurtiér bRE @%ﬁ@&ﬁbo@ﬁneﬁfﬁr& n%ﬂ‘b&&jfoﬂﬁﬂﬁuo&rg%ow&bl‘mﬂ$orm IV of

N A T

slureogoyrptising th@erelcrmtajlciamrodmgml Ay a@rr@tlmqhgentwwmrsamgt 110 °C and
tL £15086! Yiji égplahﬁr?jthg E&Iﬁ%ﬁloﬁﬂgm% ﬁﬁé? BhbéneRRlof #alsiurry. Inyeta

et ween’ about about C, and sep aé'rﬁ%rg
fupthes asefch CeRaundA ¢ rr%fms{aﬂéedotr%ra %ﬂﬂbﬁ@ﬂ?@mf ighiprorethane and
m@ihiiol. Yin yéira fueiter asgedt, the @forasipesiient iCaigeoeiockylbnes

recr Satfgnlﬂl tré%)%mf Jf(ﬂgg (Qntfcﬁlrﬁéw &8 P‘FE%H{ fo?b@@umrﬁ epolymor hlctForm IV of

dICh or one
Corneoupd dre@mryisig| re@Vﬁtalllzg\gt%?ﬂ@ﬁéylwbmlmm@@y'sq"ﬁnyﬂ -3- E -2-(pyridin-2-
yifetHehl %ﬁaﬂﬁ@ﬁ‘&ﬁ] Doldtioh S &WaRisBRNE p@l&rﬂeﬁ@&&l@&aﬁeﬂ fo the solution to

plfégpﬁg F‘%g grl)cis%elpggf rggl é?*?tzqu?’trﬁ{jnd Isohds ¥rom e wayer soluble polymer and water. In
ydi af@ihémespént tbawbtansojublepolymet is (poﬂyz)mlywepeﬁycﬁl [12 siilim/fuitifir aspect, the
p%me%g?eﬁé Pyg ];Ea%éol e froma solution of a wat er

yner, ng water to the solution t
pr eclnpFing @e@mqlra@ﬂt tB?]H’V%"é'B'aP@Mdﬂ@aﬁfyé‘él“b‘? fOé’f‘éiﬁ CgmpPla@ 1, 0ra
pﬁaﬁrﬁéﬁehﬂtﬁllw\@cﬁﬁtaﬁ@ ls&lilh@ecﬁpshbﬁi@ﬁ tl’ikl’tﬂysmh@form lia pelymarph designated
ai lgo(smﬁ I{]%\j‘ﬁ eé gw (\-:'A@tt er lg\{en} ipn prg\fl(?e% yc;ngallfng form of Cﬂmpound1 or
a (pparhagaticaly @ne@ltagb@@blhﬂg,er@ﬁ@lﬁb@n therpry;mﬂmhé@rm |s a substantially pure
p(ﬁ)?ﬁt}fc?%l HEEIEErm VlhelnI YRAST ShboRiRW, QI?eSm%n%ry Blctdbd Q%ryﬁs@i lifd form of
ound 1, or a IPhar maceut | cal gt g}q
CORABB ], OSSP e ECGRRIA ol ot e Bom BAID A comprising
pé&§ htgﬁlﬁécﬁidn éﬁglééqlzmo‘f/hboui 9]6 and‘ a.Hotlhmﬁ @V&Od\bmﬁzcuhﬂwthe invention

Ll
oS AT o 28 oPy Bt a5l PR by FRTPRNL Sl sers, e
hasreeP XAy sattetr ¢aneprisiog maiks atalifsartion amdlds426) of HErES. 1paﬂdy1|$d rlrﬂﬂ Even
mBle JaREMAN, the lﬁ\/eﬁtIJnLH'rcg\ﬁb%E a%%ﬁmh@%ﬂﬁ of &dMhduRY €Mdriaharmaceutically

prow des "a crystalline form of
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Compound 1, or a pharmaceutically acceptable salt
thereof, that has a PXRD pattern conprising peaks at
wdi2bdercagtsi on angl es (20) of about 9.6 and abouPCT@B205/003312
Even nore particularly, the invention provides a
crystalline formof Conmpound 1, or a pharmaceutically
acceptabl e salt thereof, t haf has a PXRD pattern
conpri sing peaks at di ffraction angles (2Q of 9.6
0.1 and 18.1 0.1 . Even nore particularly, the
acbébYa%%t éa‘ﬁ Qhé?écﬂvﬂh%s % BXRP bé\{elrrﬂ E’cﬁ"m;rlgﬁﬁrk)@efks &P Hﬂ%f@w a]rwﬁles ) of

naceutlca yacce ta | e salt ereOf th
abaut @)@Rﬁp%ﬂ t-BraRodd iy r fns abgutFek SVait mﬁf?ﬁ’??‘ﬁ‘é?”yoweéﬂ’{ﬁ'l‘t@g provides
a ((r)%@)lm@fforﬁhbﬂ CbmPBoudd 1adraiphatdacbutically atdepthBle kalt tharedf, &adhts a PXRD

pa%errn gl%at lc?rg rlsmf-) ggakgaggttf)a%o%rér%reit(%Zof S 'H qu 601 gﬁﬁs %1 and

‘h ar nac eu 1c
253@(:@3[bt atll moreadatticylartyy @@fpresgmiamveht@g p@vidmcrya’tathw form hta@ompound

1, %P%Eérﬁ%@etﬁ@ﬁ'f%c ta@lefs]caﬁ@lgréd?ﬁhﬁrhgé ﬁs’r’)mm@\ﬁn &)nﬁnrlsmg peaks at

dlfg%ﬁtl?n E‘Eﬁl%ﬁ 12@) oftquutp‘%.%sagﬁlft 11rﬁ, Qmuit 6?15 Fﬁ%&) Baeg a&out 1%09 and about
25 \&sill mbld pagtichianynthefprésentimenitbnJprovies @ crystalfimsafomu bfi Goadpbynd 1, or a

phgﬁ%%mtégl eacééi) :{Plet 43? fhgpeffo trjfatf' 41%[??4:%5%5%?3% ﬁé E'%e\ks at diffraction

angleg(QGbgfij i@ﬂ 1.6 &9l 7- ir?aog 18863{]1 18 91'= 0.hishd 2589 Wt. Still more
paftioGla®D Y indentidn pRivideb aBiQalfr foirs Bt @bl'n)éouridhﬁ $H £ pBdtnaceutically

: " fes :
bR Tl BRI § L ARt E o Prgiroay ol gl anolos 29
eshangially tFRXBDneab tskown io cﬁmre SAngvgeakre mrticdiafy, rtfa&:mvemon provides a
r%%glhgsfoﬁng @Em&ouﬁd é'm 1 éha@ma&uﬂoallﬂ-%céepté%iel salt 8hebeof, that is

charapierized |y 9*“6@%@' %WE'HQ CalrimetonPakkihemaorpst sspitialy the same as
shbwri mijureCsmpound 1, or a pharmaceutically acceptable

a?' Hnt ht% embola% PP‘ESa( %F%ﬁl%u@c%{ Eo%p{&sﬁc?rﬁﬁ@t §6rﬁ1{9|sgse§|§ﬁ/stallme

rac 1 on an
forrhefvpompPurd Jupka @b@meQ%ﬁC%@éC%ﬁﬁ*P‘ﬁlséUFwM/ th@tH@s a PXRD pattern

coh'\BNsﬁr'ibt h2Rs Bf @NrbSIRA aﬁgl@sf wef &ld.é 0e.1fa0 BAf: @”’Eﬂ?émﬁﬁorl; pamcularly

Eharma utlc a[5|¥1 tabl e salt thereof, ht?I i s ;
”"% Hawea VerArREFSHe B F‘F%P%ﬁt?"éﬂp“%anﬁ?'ﬁﬂ'sﬁgl 8r P ’if orm - ©
Cqrip8@)d t,her ampearacasisalyt acathtable lsalt $wreef, dbatsiheswa AXRD pattern that
coﬁgﬁé&geéé at Hﬁ’fﬁ@ncfnlérnbl%(zeﬁ&’@@i HeN 6l:50. A 1BRA (RGRYEE SRl 1. stil

Ition onprises a crystalline form of
m%r?ﬁﬁ'ﬁ'l’l'ﬂr'yl ‘hey pregen iyPRERR RipYiIdes) 4 9“%’8%‘@&'%I°8m8%ﬁ“'9” comprising a
cr)tstbﬂlhétitfrm df Imhphm 12 oPXPhAripatduedally siespsbls salgthpealk thatlias a PXRD
pa Eg:tr)r?}%r:islm%go a s?%t lcﬁfra(cﬁo@? rfg[c]as?zeﬁven fgﬁ”ﬁrelﬁog; éfﬁ% 101,181 0.1,
19¢hal. heend @bi2ci)- 1.conposi ti on conprising a crystalline

form, Qﬁot@%@ﬁeﬂt ar® mefholdRF B@Q@Mﬁ'p@@hbbﬁhfé%ﬂﬁl\/ﬁbﬂ Gdbmpound 1
sal 't thereof, a}t has a. PXRD p @gttern t

CORBLHN AeRHTRG & T1Bh CORBIYY @2 @arBpcytig el 0ad£3PBG *E of 612
(meth¥icarbdrBoyl)phéhylbulfan@® E2S(p@ridi2-l)etheBYliindazoler @ base and a protic
soR/grl;tt llleca%%‘%ll\&/ st‘rﬁrjgthepglg Q&wééﬁvﬁa%t' 8% Qﬁo%(ﬂoqg% él ?nd separating the

|on conprising a crysta

soﬁcbwqﬁmffrocom @tmﬁﬁco:[npomnts{aofﬁwaﬁ*wfz uitet 8 amhyr %@eféﬁt‘%\ B’IOEC solvent is

anfohol! ey 8furthbh@bediate ami?&%%weﬁtaé EtB4rd]. CIR BTl & fixlrtﬁ@‘ aﬁ@’ék $he base
@t ffraction angles (2Q of 9.6 0.1, 11.6 .

Is 0.1, 18.1 0.1, 19.9 0.1, and252 Olln
anotihenotaerbatiodierent, dreeinvastitropisvifiesra pysialing flagn of Compound 1, or a

phBPAﬁ‘éQRiEQII} a%ﬁ%)?z{bﬁg i tl%fre ?Q,&H%Péxﬂ“ﬁ’,e %@&FIP&H forth RS B(LWH dHdignated

P Jar maceut i accepta
as(ﬁorrgy[lzjn a further embo iment, the invention provides a crystalllne form of Compound 1,

or GIPRLMECERICRRERYptaplRasaM kissrd of, avhigtdr tBe ErydtaitifePisrnh & nsuBstytially pure
et henyl ]i ndazol e, a base and a protic solvent, heating
and stirring the slurry between about 450C and about
800C, and separating the
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solid portion fromthe other conponents of the slurry.

In yet a further aspect, the protic solvent is an
wabhowlas’siin yet a further aspect, the protic BOTABWDS/003312

is ethanol. In still a further aspect, the base is

NaHCO3. I n anot her enbodi nent, the invention provides

a crystalline form of Cbnpodﬂd 1, or a

pharmaceutical |y acceptable salt thereof, wherein the

crystalline formis a pol ynorph designated as Form
polYthbron |df FBrmf V1L eh f@r’fﬂé@@h@@&lﬁwent“ﬁ@ |Hv@Nt%thr&fHeQraOéﬂls‘?eﬁlﬁ1e5¥orm of

crystalline formof Conp rmaceuti cal
Coaee%hsr 2 P%%WPCGPFFG“F%‘?CGP‘@H% Faétu “PFV?CH h%‘r*?é @d?’iF\Dn‘@“?rBrCﬁ{"P”S'”Q
pedlS ahdiftabiidhantleai2b)yof absue p@l aypdaoah1 7. Ev@hmmové partidularia the invention

prof\nL(JiEzg Feﬁrnfs?awg ?Armeo?tq‘oméognd' P\rqog gt]_dhglgr}aeé&\é%@?%ﬁ%é%bﬁ scagltpeyreof, that
hasae E&BDenatt@"n serhprising ép@@fat ditfiqgtion Ragles 2RO 4pd- 1 andi17.0 £ 0.1. Even
mo?@{ﬁ?‘ﬁdu%!rl? Qh@ﬁ?&ﬁﬁorﬁﬁroﬂ&é‘s‘ta{ @pidIRB fRM @Smb&@j 106r 2MaHhaceutically

o o A58 2 P P BRI b g enges 29 o

abaut 9a, fitvat 17BE @ubut 226) andabow 26.abEeensadre patianalyf the inbation provides

a cggﬁalllﬂe E%g% @%6085@1 Cbg g%ﬁéﬁdg@&y@agﬁg% ?ﬁblg IEM t'h@r%&f' tﬂQt has a PXRD
patﬁ%im tha aorapriss peakeaj diifrastion srdley GO ofes4 & Ocls 9%9&1 ¢- 1 r?é 6 + 0.1, and

25 f Qr ¢ 061ilIGREYD bighiakly, 186 pRséH &ﬁléfﬁ@lﬁ?bﬁok/@éé 4 yry§t§lﬁr€éﬁbrﬁbcbf@ompound
ea S

NI e I e
diffetwbort arRBsg26)anh docab 8.4t alitiit 10.2,EBbeut 1@y abquail T.0.cabioeir1iByp, about 19. 7,

abdlR 1 =N YEA bO7, wo&Vééi@SabeutCésvﬁfa%dt 289, bEuifoph, SRMEROUND 3. st
or’a pharmaceuti cal acce | e salt thereof Cgﬂ o &

mofs FoicS W PLeSTT TYRATOT, IREEISS B<CTIRAIR form o' Gty
pha&f@t@gicdll} QYcepiabl® sdlt théred, thhirha® a FXRD, paR8m@omPrising, pealtscht diffraction

angi;%es ég)[é?gjn « 0010 1§+”(5"ie16&a£{)'1°1"}'03£ 1gtd1€ PC%SFI‘61C?1E¢01 207

ro’v allin ‘'ormo

+ Qot, 23. %aﬁn%ﬁ:*emoneafﬁ Py Qb2 abl.cand 293 + fdr &an mogerpggticularly, the
mvsﬁﬁmaprah@%@ aoag&tsumb co@rﬂmﬂ@dnnwmmeak& atphaﬂn{afcélaieawy%ceptabm salt

el 6 1o PR R e BETe pipadlon Biges el tesSapalythe same
as 2Rown irabigure 623. Byenatmoret pa2iisutbrly, dleo invertion 2rovides @t crgfallipe form of
Co HuRPOYF a fikrmiacemtidaliy ad&@ﬁtgblé)éeﬁtttﬁé?éﬂf QHétys cﬁath%teﬂfé%stﬁ'&tleferentlal

vent 'on  provides a crystalline form of %poun
Scwnm% R4 Hﬁrmesraeeéﬁfv%vf@e%m? a$ phowe F'gltrﬁﬁﬁé
has @ aRufiier ré&ibb(ﬁh&m@ﬁ'mha&hdi:gutbﬂaioﬁwpa@tlﬂl thatr @aiprisss a crystalline

for@n(% &ﬂf)%ér@ b tir r?m?acedfl dflly gﬁg@a&%%iﬂ ilrm(é?%f _}Igat éas_ﬁ%ﬁ%D pattern
cor@prbmgz&ans at@jlft[actl%arzglesdzm of 97 +40.1 @nd 17.8acP- R 9E®N raprg particularly,
theStitlehtidfP pfovias td %Haﬁﬁe{déutlchh%omwéﬁieﬁ' SnRisiAY | Qe&ys@allme form of

cry stalllneformo har C I ]
Cogee\ér&hbqrea eaﬁlrmaeew&ffa&')faccem'?g{e Soliothereppst i o PO patorn that
copiigRE beaks @t qifrattion ahglel (BO)chorizan, angkdst, Qa@)tm and 25.1 £ 0.1. Still

mo(?e?' ?)?t%ul% er Yhet &?srﬁaﬁf"merﬁ% SbtPCR/YéfAs la Vprgl'mgégeﬁtlcgfo‘conﬁ?{)glﬁom&ﬁpnsmg a

¢ i'mventiron
cryfstaﬂnme tsnfrm@bﬁrp@mmd 1, orcx pf@rrpmpmlb/ea%%%hlq %Itdb%@qjﬂwhes a PXRD
paficth Eo%ﬂ%fn%glgakstah@ﬁrabtﬁm% ea@bpstigzedo byiop Dohf sy end.i &I7 0+0.1,

1o 3BT B B £ SRR R 5 S e g, ane

293 sphar maceuti cal conposition that conprises a

cry t I

accé% ?ﬁcﬁ%%@é{i’c{ rﬂ%rﬂ&eﬁﬁ #ﬁgtpl?gliuaﬁg Bol pﬁh@rﬁﬂ@ﬁ@d—h VIE@Ido¥hpound 1
conBiNG REFRAGNDR AIKEY GAMAdRINg PR thediicaikamey) Pb%@sul&ﬂy'w B-[2-(pyridin-2-
yl) Qhélnyﬁlﬂéhz@lz & a Qoltate ENRELI TENHIEL PRI IsEIM&rikr heanng hed stirring the slurry

invention provides a pharmaceutical conposition

conprising a crystalline formof Conmpound 1, or a

phar maceutical ly acceptable salt thereof, that has a

PXRD pattern that
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conpri ses peaks at diffraction angles (2Q of 9.4 0.1
17.0 0.1, 23.6 0.1, and 25.1 0.1 . Still nore
weoandeioagisar |y, the present invention provides RBCT/1B2005/003312

phar maceuti cal conposition conprising a crystalline
formof Conpound 1, or a ph Emaceutl cally acceptable
salt thereof, that has a PXRD pattern conprising peaks
at diffraction angles (2Q of 9.4 0.1, 10.2 0.1,
16.2 0.1, 17.0 0.1, 18.9 0.1, 19.7 0.1, 21.5 0.1,

beta/geﬁ ab&xtlzts %3 d dbods BQEclan@ sdpardfng2the Golld pt&ﬁorgr fron} fhe other
er e. net hods for
copRBle Prige HUTG BV B G TREH T BEVCRSOLn gorcpanot

conhr asitreg epbegiaentntye anvshtion pyovciesnar drgstatige form of Compound 1, or a

ph%m[ag?Lg (':gﬂ% Qé’cle@?BlQ gPéﬁQe&h GRYLR \‘r} @’?s)(éll]r]'qegférﬁ' % 'p()l@ﬂﬁﬁlqu l4Bsignated

azol e or a so
as 5@@1 Y. dor Udéh@’f empbedifenly tha iyertion prqvidgs ﬁﬁé’S*él"'ﬂﬁ‘fP% eft GRreppund 1,
or @bﬁél‘haé'e@n&@y @(Elﬁpt@ﬂ@ dhit Bere&Gvharaifl tiedrpstaline Agmtisia sStQJtandaIIy pure

Po@fgiﬁpho? ﬁgrh?g] ! agﬁ %Fﬁerrteﬁwgnﬁ 8r§n 2 Of ’Fleoﬁteprowc}é i crystarhlne form of
Comso\mddp anmbharmapeamlchemm@mtmof thhitchas @\RXRDI pattern comprising
SOMi §#R3ctiBn %F\?iég ) | bR Me0indCRmRP YR Y, 1Evv?ﬁrmé?e particularly, the

p armaceuti ca acceptable salt thereof t he
'“Vérr"‘VﬁtPé‘P‘{'qeﬁé‘ P@ffﬁulﬂ%foamp%ﬁ?ﬁ’apw}? bedi §rihpmpeetlc yepable sat
theYAdr,| thatlnas @ FIXIRTE pedierreconaisinge pdaks tah difffanticardngles (38) olv24l@s: 0.1 and

c(H/s'tEaI line f

26 %h‘ar rrac\/éan tmor%\ P?rﬁcumrlgfth?cgﬁpxe SaP\?id%s rzstafllme V\%m of Com;()%und 1,ora
phm@@bd"v n@eﬁ@blmsalétharesﬁatbgttf@n & P%prqﬁ@méomenwmepw giiffraction

an§18% (Qe}/bfl dbout!22.62 afxlﬁllft bher atfémtm RAtabolt 32.01 MYeN o particularly, the
provi eS a Cr LN

fo
B ESE 1 BV o o °@P§an%q??ﬁe?@i‘ﬁ"ﬁafﬁuafgﬂmaasw%mab'e salt
thd®XRDhqtatat @rfXRIbpatteirsihagcoppades prbkatf diffractibn englesn(g@)edf 24.6 = 0.1,

252¢ 105 2Daut 4 Kcﬁs@o angy. agﬂl%org al?tlculg'KﬁﬂwerHPés%nt mventlon provides a

art| c arly e 1 nvention des ){st al
crypigiing Barmebﬁaaemladi Ol p*@rrﬁﬁ?avtwa'&ye%fp?r&%\tr? tdtsf‘cs%tfa%wﬁs a PXRD
paftéth tcoﬁwﬁ%fr@‘bfeakdeh@tffr&bﬂ&n anglRXRED) PR tibeit N0.CoabpLi Sl gb@edR9, about

20%t Lg%gcbouggﬁ%ngbq%g% 3 %?LﬁEG.%A'an% 1b%u13326H‘ dS’uﬁ &o?’e pé?hcl:larly the

tic hve f ovi
presey@n\ealntmnrm\ﬂdﬁsm @*Vst@md@mmi Compoundh1.ph & mﬁwﬁwt@dlw ggcepiable
sal@%?&ﬁ e ﬁa§§‘|PtXRbr@ﬁ§|‘hfoombrrbmg praks at Moﬁ%ﬁélﬁ (@e of 10.7 + 0.1,

kbl Ao TBE. T B USRI 1% (80Pl o300 2o,

StnrmnharepamrtuaumuyatHey;nvenhtem provddEs| encrpstaikmeddmmaof Compound 1, or a

phgtrnya%glﬁl %P%@ce&f&ypsger gﬂé‘;’P%ﬁ%t  PYHD FatREAORRASY ﬂe‘éﬁé étﬂlffractlon

acce as a PXRD pattern th
anel@ﬁfﬂe) essentighythe sagpe &5 FOVRBFIGP Angl es (2Q of 24.6

0. 1,in @Stufher @mbodidént3is aOthrma%Bdlcglzchnpo@ltldn th&t édnprisasr £ crystalline
t. 1 nve

art cul ar t he res t RLQV
%WF?O“WL)(T ?fr"‘hf)% %?Uha“f& %I eéeroﬁgﬁaéu a2k aIT)fRD pattern
compnserm mlakseat@airacuomerrgwf(ze) oh24.6 s @ndmra} P4t Eegnymore partlcularly,
the qn@'nhocdb %%v@%@kac' ﬁarﬂéd‘etlﬁc%lc tcbrﬂﬁos"iﬂ?ogl @@m;(r%@b Qf cr?@&]hﬂe form of

Coampotitd nare PhyBgeeutaly, ccEBi 3 @efe&hdh%{b'@ata pyRp; patem et
combtidds p@@l(seat AFcticnudrglesy(20) bhet. @&@sle 126.9i :N¥. &rE6i3aN0.1, and 32.0 = 0.1.

S’[IEr re ad'tzcllj% élyséigsegt@g?ng%{éno vid S a R g‘ﬁ%o F’f?cal (%ané%tlon comprising a
cryeiRiDe framto Compamgrti sf m.hqneaﬂegtlcatly @anemtﬁlzl@:ﬁﬁl"dhefafﬁgﬂ*@shas a PXRD

paé%r@_?oﬂgns]r@ p%aksoat]dlffréc%oﬁ’ anngsJ(QG 305 18 7 400 1,’ 15%9+ g ng% %ﬁoo 1, 20.6 +

0.1922.7 =&, ?ﬂ6#t9r1e2?)3|*t0r1ea‘§%itp)7 a’i‘if?Q‘hQéntl on provides a
crystalline formof Conmpound 1, or a pharmaceutically
acceptable salt thereof, that has a PXRD pattern
conprising peaks at diffraction angles (20Q
essentially the sane as shown in Figure 7.
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In a further enbodi ment is a pharnmaceuti cal

conposition that conprises a crystalline form of
w@anpousrd1il, or a pharmaceutically acceptabl e armB2005/003312

thereof, that has a PXRD pattern conprising peaks at

di ffraction angles (2Q of 24 6 0.1 and 26.3 0. 1.

Even nore particularly, the ?nventl on provides a

phar maceuti cal conposition conprising a crystalline

formof Conpound 1, or a pharmaceutically acceptable

sal 4, Ert?)@r{ef“‘@rfnbo&lrhérﬁ aF@ﬁetﬁde iR rd&@&ﬁfﬁcﬂyrﬁ&?&ﬁc FRATA &Qﬁ)mpound 1

peaks at dj fractl on ang %)
compq_smgz@ssglvmg 61[2 @ﬁ@ylg&gba@oyl@phfny fanyl]- %[Zépyrldln -2-ylethenyllindazole
in Qahiirhrﬁaﬂéilﬁduw ot hefluring S@rtic isoivert foomingraovdldies; eooling the solution,
ar rrace b : n C I 1q ;
wRITESSAU i SRR TR S ok WL o vt
solyarhtnsctmemaaof that has a PXRD pattern conprising peaks

at qh faﬁ&tﬁ&tén%i‘)dm{ §’fsthé Q}serﬁfln\éﬁho?'n is & dolid 16PmSot Gdmbound 1, or a

pherrrfceung%ly gccqpta%le sagtntaer %her%jn 1he i;cHl j?{glt ??Q}P”%ﬁ%%g‘?aﬁgw of the
fol!bwthg I&&lbihmldsfofnﬂn“ ppiyrackpic Forgs poll Wy Bhive, drdivith VI 1 | of

Fgﬁ’ thyﬁgéﬁjéég%%ﬂqlg quﬁrg e\Htri entl r;ﬁy 3? %hL aceutlcal gomposmons

compyslr)gethﬁmixrmqrpmaczrm l@f @umi ﬁn ifaqi \#hReC ferr@}/ hod Phrigpating a

m&"!ﬁ’rﬁélfah GlisS&YeV Mtitib® BdR@d EbyS;ﬁJ)tUhl Kiitise (é@ﬁﬂ_lty rdi&n%rﬁfhg administering a
atiln

th%r?;g%:pcéﬁy Ffﬁa\é@e 2 ofc } Fc’ning) ic affo ﬂohgpmgéun ét in %/% a further aspect
arapretioiis ofstcdatient hyserdnohfaratwe disordeaitog tmmmnmirm;@h a® tumop fgrowth, cell
pr&#@a’[BEeérem i Q?{cfs%t 'cgmpﬂlsﬁgaadﬁﬁrhétg'lrfgoé Wﬁé?épeﬁ%ﬁ'ﬁpé‘ff&tnﬂe amount of

ut |Ca y accep sal t ereo
PolyFerRiis| Fiogm 4 GF RPEBHIF s 8 aéT”heé 5§qe°ft A6 naﬁthofiq»]g tfqﬂtm%quﬁaénmahan
disehys E:cs’mldlnbm meﬁﬁfeﬂﬁby VG Baiviph capisingl admidistering Ito al Adamivibl, in need

iy B oLy ol LU AREASRER oPLorddnl esent

ar maceutl ca I ons rising
t he |pcueyﬁioftpihﬁfc agnseimof thef P'@@?Fﬁ)d[‘]‘fﬁﬂ“‘l“ afen P‘%?”f‘@ﬁel“ﬁ@* Compos'“ons

co%ﬁﬁﬁgt thépdly nﬁ@bm@ﬁ&nﬂf oftdoﬁhﬁ&drﬂg an HRIHKEY ds?él:t ShleSRANTAs of treatmg a
nase a

condj tion nedi % qt dminist
R e
theramauticallp éffgptiteyarnoynh bicpoloomhic Fofm GoriSompound. 1. |in ygiet fuaher aspect
ar%1 kR8s o@tﬁ%ﬂﬁ%ta%ﬁergﬁﬁfa@@% Morder §AL Inhrial, such as tumor growth, cell

yperprol i ive disorder In a mamsal ch ? unor
pr@p‘q;gﬁon orC@pglogﬁpQﬁlq fcgmawqm@nadnyplstgrﬁ@' 6dléqqggpt§:ally effective amount of
cﬂ%@‘l’éﬂihicﬂ*oﬂﬁ |1ec IOoRipBLIRY 1. nlg adultiee et hleaadihods ef frextihg w enammalian

p

hj
dlsfea?% ﬁ%“d%g& E,éeg%[‘gré’ {/I‘:: gmyo fcgrini;r%rig)%mgstéﬂnﬁ t8 aamammal in need
thefesfedbeansotinlly efmtmmoamt@ﬁpqwmvmwmll o pplypound Dy

COMpp i ik RO AARBT BRIl BR b@séhmﬁm% 'aFé BWﬂaédﬁﬁdaﬁQ:Bn@osmons

therapeutically effectiye ano nor phi ¢_ For
copPreish B Bl fogEl PR é%ﬁé@@e oﬁﬁpﬁamm@&%t treating
a hamealidnodiscase cwabﬁmwdiated bglpratankioasd acinity @owpsing admgjnistering a

th%g%eug?allggpecﬁv 91(1)(!: gmf o do[ym&fng%F}RHPS’f Co ploﬂhda1 fIH Elh§further aspect

I an
are oretiots ohtreatiog athygerbsphfpramee:hqu@ir LEEEUE: D vﬁUtﬂy 2s fumor growth, cell

prGlPéTPtfthbﬁ%g%b‘éhéﬂlsStc%ﬁ]b%gaadnhﬁétaWhltﬁ@éﬂeytlcﬁﬂ)f eftdctivee amount of
pO?ylr['F].i)l[quﬂ]Itgr %&g E)}glet%/ ;g)hlﬂélj hgxoegugtaerta?sgéﬁ n‘ﬁa n[ﬁiodl ‘of rea’qu 5 rSammalian

didvape egdiibn ﬁ%ﬂﬁteld\/@ dEGPadieity, |cnmans1rm1mmh|nlstgrulgho asmammel in need
th%sgf a tnerapeu lcaéyﬁ,.lgfpec Jeearn?omt%Ppolﬂﬁoraﬁch&ﬁqp P8tompound 1.

rapeut 1 cal I%/ effective
armu!ntye@fa pothemespsiet ©f pi@r ptepgnt df‘V%?fb@{ﬁqB amageyitical compositions

cofrd;bh&.hb%e BSPRSHhiBEBmITRL hegmpaindtil 8akifulgepaspeaaR rhéthods of treating
di sease condition nediated by VEG- activity,

conprising admnistering to a mammal in need
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thereof a therapeutically effective anount of
pol ynorphic Form Il of Conpound 1. In yet a further
waspewusssi the present invention are phar naceuPCTaB2005/003312
conposi tions conprising the polynorphic Forml1lI1l of
Compound 1. In a further aspect are met hods of
treating a manmmal i an di seasé3condi ti on medi at ed by
protein kinase activity conprising adm nistering a
t herapeutically effective anmount of pol ynorphic Form
a hdhm&fn GRIROUNaiton hikitEd b plotdit Ritse BERAF Lo RinIERRRring 2
reating a ype trve disord
thegapetically effastiye agpgw pol;@@qrphlchgm IV f Qprp@phmd ér In yet a further aspect

ard@MeheB el e&hiing &ﬁ?ﬁbfﬂrﬁlfd@lv@d@bmbﬁh@ margmal such as tumor growth, cell

prc{ii{é?a&i%? eo%é@glﬂﬁesT cqn}{)rlglnq ﬁ?%ﬁs?etngg ﬁe@feraé ic ngt%featﬂle %mount of
polymerabi¢ RgrmalVihetrinaipicant 1di Is @durther osméct argmeﬂrvedh eft teedtig/a mammalian
dlsgég:co l‘idnvr‘n%&‘ iated %VWE@' d@gvn@d%nﬁﬁr%ﬁu& raHHﬂlsIeﬂn@thBWﬁ@%mdl h need

need ereo erapeutlcally fective anount of
theprof § %ﬁawtea'bwfﬁ?tw RNt SSRYBTG fﬂﬂ"cfo"? i EPMROYNG Y her
as pfﬁcfyetoﬁ mhﬁerpﬁ@sandif iha vigedand Mmvantidn pirarphameatkitical compositions

cor&r %hﬁapoTymolr& m%)l %gr&eou%a I1 y IFDJ anllleﬁ: ﬁ%‘% r% %eﬂ’fods of treating

u r t ect
a maremgliam glaemmmrimhmen@e@bxe P@tﬂ'fd klmS@rﬁCWén cempipingyadministering a

the'?e[p%htﬁ:hl@/ dﬂe&ﬁr@%rﬁ%ﬁﬁt' of pSYMSHORIP Ebif G @Glﬂ‘)cﬁjnﬁ tens 9& aHurther aspect

her apeuti cal | effe Form
a1q OBFS 5B DIPATOERS SFRPhE " HEBELE SPC b, ool
praliferdtiore adr | angiogerteg|se conpising adaﬁmsmmd ES meraeeutncailyaeffeammeamount of
polgMSJBhl@%onrnyV%f (%'r@\gﬁﬁ 1.CR1d falﬁ?ﬁeq lakée%{ 4k 'rr%ﬁvonEf treating a mammalian

enesi s tering
dlqutﬁ@r@p@mr\ @gqilptyd é)yfvgé?ﬁ qp@vwgr@wnsgg aﬂwnx;%pwtg 8 MRypmg! in need
therdéf eiheﬁa@gmréw%ff%ctwb Bmaurf( o dolyrorphicFoeh VEdt €ompbiliads  of

d
t r eqt! g:e}?ﬁwu er %%)ﬁggtr ?f {h% S&g%zr[ﬁ I%rpvel?‘(tlonoerllre n[?ﬂ%‘*rﬂgcggtlcgy composmons

erin
comeerttﬂearoamqu Famaol Compdung 1eflf %@ﬂh&f@sﬁﬁ%@fﬁtm%mds of treating

a MShMARA QE.le&seF QnBiibnV) mQélatg@HP FHE’éiln IlmaéerthPcS/ cBmblisi r{ghﬁi'mlmstenng a

thee%wﬁf%tguv?effsﬁ@e@a{?ﬁﬁfoﬁﬂiﬁquﬁﬁc STy A S BouRB) i S futher aspec
ardCoBpodsnst tEbatudgia aypamprdlifestiva sisecter mreemmhiab@acmzﬁs tumor growth, cell
proll{e?e?igﬁ nog Mlsl @&n;?fsﬁgaaﬁﬁnﬁﬁé}g\gtd g&ﬂfcé“yegffeleﬁve amount of

eact|V| r-sin terin

pobmorptipSoTT s GormPqUBR ] ea BRORIAEPRSH SIBGISYIASE BT <RTRG A Fammalian
dis¥hseOdon§idoReaiged -by | VEGFeActidityf lddSrh;b’?%rng aﬁmmtenag @0 BEhéroda in need

oS bSOl QUET BB U chpbngee

angilogeinesiustherc aspecti &fi tilg présanhi |@,\1eeipqnng'e apharmaceutlcal compositions
co{r/uPﬁsr @ﬁ’%ﬁnw ;!()P( ﬁfrﬁn@ﬁﬂ 6f‘C%n$HEHP1t IRE fRBLNHERESR Bl‘ecmcﬁﬁlfdgbf treating

I'n a further aspect are netho

f
a maremalan gilsgasﬁa?ﬁvaﬂlpfawe@?@%ax eI ai“?%eo%?“‘ﬂtéé&if’af’%%ﬁ% ministering a
thevageatioamt éffébﬁv)é anfRATY pEyrgptaci R ANl ef Congpotnad & Ingenaturthen aspect

ar?J &e&ﬁ%s %L ee% "?:Q?? t“y[s“ﬁrg &?eréog%lsloydg?&mf & Trfah%% %UB‘FQ; tlﬁ‘tor growth, cell
prelifgpaion, @f artgirgenasiss eprmprising eqqimlmﬁeralgea rﬂﬁ,ggpﬁﬁ@@lm ¢ffegtive amount of
po%oﬂlgg)ﬂl% 'FUn‘?VﬁI d? ]pbtﬁ'l'dr'lg It BeuriPel 4B B rﬁetlﬁ:&fsm‘ Véaltln@ﬁ mammalian

urther aspect are ne

d'%e?@afq“ﬁ'ﬁ%malm?amva\f?% iy CE’BW&??”@@&H"%%”&?%& ’B?zmma‘ in need
th@é@b@iempléuﬁbas;eef@emm\amwm oDy HigF cavdl Vil i Soepburg! 1a
i/lhler %g%hxgtailn\l/%m Q&{heyﬁire%@l'{gtmeﬂfod? 84 MHM&%Mg%r Frfﬁ[?ﬂ’gg protein

ther ‘aspect ar
Kirebe aatieityt (B19g recopippreiopY R, MEGK: FGE, GPK é?fﬁiéﬁ?xeﬁ T B el Gl FAK,
such as tunor growth, cell proliferation, or
angi ogenesi s, conprising adm nistering a
t herapeutically effective anmount of pol ynorphic Form
VIl of Conpound 1. In a further aspect are nethods of
treating a mamal i an
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di sease condition nedi ated by VEGF activity,

conprising admnistering to a mammal in need thereof a
woheveapesti cal |y effective anount of pol ynor phPCTmBI003/003312

VI of Conpound 1. In yet a further aspect of the

present invention are pharmaceutical conpositions

conprising the pol ynorphic "B8rm VI 11 of Conpound 1. In

a further aspect are nethods of treating a manmmali an

di sease condition nediated by protein kinase activity

f
an& ﬁr‘é@é}ﬁoﬂla&g 4] %%Mé%r %{ %/)Itéﬁp%qﬁ H%@?rn%!)%nynns@ué %?%Hﬁj@lstenng at

leagt GF‘EP?'W@‘PVPQS%B’@EP g‘l‘%"%’@? hods of treating a
hy pgnrg pebkérft vaaﬁtlobl&’s slss airatesd tb Ro@biRaIBIEerapsutizimetods Wwirdeating a

hy%gr?@\'lghr%tiv% Sillslg r(-ﬁr r?lr g{dzsrelgén gond{tlﬁrqe m%@%tﬁt? gg gﬁ?i:sacy\fng C\flhlch comprises
administering lofa pashmaT sied rersi mthserapreut@auy@ﬁﬁqmwaomt of aphgrmaceutical
corfnbUsFtlbr? whitgh Q%Fripn@s eanVEJf hesl %olgrfnor‘bﬁl@ 3brmB JorpHERARRAERAN compositions

di sease condition pedi ated
disgisRest iPEPTg ”éc?ﬁ{“H'P%ttOQrY" % H’eépﬁl&ﬁﬂm SRR o P o more
sulbdfemee eslédtad [floph erﬁtf—tembl \agerasyoantitangibgenesiy ragek,i sighed rtrnsduction
ﬁ:[ﬁw e present invention is further
mhcvi)'t&g e}% ?etll%lﬂ é%engsp nmodul ati ng or inhibiting
pr ofTb¢ ferRi“sriive agent’ joy {acljve(iagrgdient’ ieteesde grrglymerrhigefaym of Compound

1, HESE solig @rm thddoRHERS BN6as moT&é%lyn@’ﬂﬁib forkiSisr Corifounnd.

ph hor l?r%&lgh'é&ﬁ%%@ﬂ% r§ e? H—Gérg ure ‘éoéé?n;gh'@'ca'@ encountered
in pdﬂbynattmr;pimt@gf Ofhis indlud@s rip appdoximated kepprabse reangé ot alppui 2fhto about
a0lS al so directed to conbination therapeutic nmethods of
treating a hyperproliferative disorder, or a disease
condhe il REHPYE dgseyrelrscio amt PRaRRiS of {RRToRRC @Sﬁ%r iAgiRous bases
incRAE] Byl wdyesti dx@mble cly[TaRTaR bicaBontdsd sicheisetiium bicarbonate, potassium
peutica e anount of a pharnaceuti cal
Cari)S?ﬁSe §e‘°t'u"(])ﬁar\l/)\?1 a&%arg:dgtﬁ%lr‘lyses any of the pol ynorphic
f or rfbe tayn “phaaticeeobent igrs koarp@ginid ivenidiossagsisedn a9matic moiety,
lndIJaan PR 8f dx@mpWichk), FonkaR RIRRHE, IxgIBhd oredré BChixiResanBibitand the
of one or nore substances selected from anti-tunor
k& gent s, anti-angi ogenesis agents, signal transduction
i nhiThé temscheamichl sinbility’r retersf eratypee siepiditytis whithe pagicptar compound
t I
malrﬁziﬁrlié nl%?:g%gxgglflgtfﬂ]ﬁy, Fﬂ&CE)nlrcr%g%én & i?ﬁ’é(’;?ﬁﬁ\ﬁeg tgeté%h,%l §t9%lﬁymhght stability,
ant*ﬁ‘@lsmé%ﬁ?h*‘l%es two or nore pol ynorphic forns of

Conpay fiim kdetddidld #fidiint” adTbrs @nén Aredpedraimonst per @rfittoimedhad can be
rature con

I I
defegtgg Iug{]% Ic?/nvggttotnﬁ | ttach%%Htsy %ucﬁﬁa ra n Ccﬁlldgll (ﬁ#rgcguoh ndlﬁerentlal scanning

I'hc
caloemﬂeyc HPLE, é:Trlan@@naﬁSpaﬁchPXOaﬂd@%lib@ut 300C The term

aq 4R YsimPBRRsing & Rinfidity® reAdhy t(Pt'hQ BRYss O ekd?o@nﬁ %@uEstance to water
ase. Agueous bases | ncl ude %{ ﬁ1¥ E ?rHﬁ @ H/ hurmidit
Ve Tty BOMADGS bt A Y OBPn HPE b P NS it humidiy.

Thﬁ@érﬁ&ﬁdﬁhﬁo&ﬁsbﬁﬂ&he&promg |oﬂmpoang)a> patsianceatochntbiremt hirkidity as during

Sto‘lr'ge term"aromatic solvent” refers to an organic
o vent possessi ng an aromatic noiety, includin

way ToE tawahynesreliarative isarer; aofers & awpEnal ggil @awthi tg%s ipgipdependent

of Q{Srmgl Tébl%lét@@ rhdtBarRMs (e dosk f&?céd’céﬁ?mhlﬂ_f'& tmmngqri@ gbridahal growth
stabl ||

o el el 4 ’%%Mfmﬁamﬁ Bl i eipsneit i o fiplegn fy sonorma

grawiitlofi tivabrbdiss(tunixus), hoth ipepignlaindintaéghatito Exampiesmatlsuch benign proliferative
dis%gs%gl :lzlr'et HSOri‘laéisg hﬁenﬁha@olst'aﬁcy hypertrophy, human papilloma virus (HPV), and
restinosis. The term “hyperproliferative disorder” also refers to cancer, including, but not limited

to, lung cancer, bone cancer, pancreatic cancer, skin cancer, cancer of the head or neck,
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and noi sture stability. The term "detectabl e anmount™
refers to an anount or anpunt per unit volune that can
woeowauest ed usi ng conventional techni ques, sueOTAB2005/003312

X-ray powder diffraction, differential scanning
calorinetry, HPLC FT-1 R Ranan spectroscopy, and the

| i ke. The term "exposing to ﬁun1d|ty refers to the
process of exposing a substance to water vapor in a

hum dor, hum dity chanber, or any apparatus capabl e of

cut%r%hgg llnfr ué?%é\ér‘ro\‘r@a t]#ém\éjbén)éer dAfart &InB2MRYtaPéahBer, cancer of the

process o1 exposing a subst ance to

a”ﬁirfﬁ@"é’hts'[%ﬂﬁﬁ‘oqaf“iﬁr a‘?'%‘u?qnﬁﬂ gfeaf,tar@gcerq-p;@nq opapcer, carcinoma of the
fallofiaPRbEY; Sérbﬁ@ﬁ@&flth@erdibmefndmr Cardireirards tHe@eahn careimdmecd ihe vagina,
car%g%rﬁ%ﬂlf tgll#gtvtl gas HO%SI?H ge 0 gegtroq%% g&)l%@j Olc¥ncer of the small
intdstind, wanoegoft the eMnrmerﬁthe@r mcer ah therfoyreid 0lape| qaﬁceaﬁfdth? Rarathyroid

glaﬁﬂ c&%@br Qf trRPIRL AR Ianeiesdréomal 6 <3t tiskak UskRser othe Ur&hr@Odancer of the
I'mted to, the abnorm

r owt
pefis, AR5 CaNB Rt wr%ﬂrgﬁut%l?a '@wﬁﬁ%ﬁ'c e ase per ol blecer
cafb@nbighe ithadyi dr @retetr, real delsmamsnaaceﬁcmmm ofase enaltpelvisgmeoplasms of
u ]
o2 EAEL BB RS, BARTIBSRb R oS s, brn
gllcameg Gityilafyeadengrop, Obf g@pbmqﬂg@ pLeTeRg [nomf thederepping $aBeErs- oIn another

enlbbiGhe/HIC 84id nl%ﬂ{b@ %Q&B Cﬁnornﬁéﬂﬂﬁﬂ eg&tmrc lél anpb&ign pisiiferative disease,
cer head or neﬁ%ﬁﬁ aneou

inof e O e A o D P 0 A OP B AR

n-cancer,
r ectTak ta@rfiner soheati cders of artytselvem at Ilqp@g:pmnonegt of sty that does not

ch&ﬁl@éﬁ@ lreact Wltl? &hﬁ%@ﬁ?nenl&rlﬁ %Sstoluﬁtﬁ\n&%rurry Uikl sBﬁerﬁ@fr\El@cﬁe by way of

car crnonm i an tubes, carcinonn
exaiel® PRl raPatic selPnts ReAeR O ROTRED Rabjerisx ethyl IR ﬁ‘éFtQS‘F Mgivt tert-
but{rfétﬂeﬂadlo@aé CTm%dOﬂwetllke VBiot@ soltimehg incinds )i ep st example only,

ancer smal |
m‘?%?ﬂr@s?tp?\%" p&°£n%°i 'rsgrgg'gt eanéﬁg&'g & %Iéj tég]@te em cancer of
t he Thayeroi “‘cediptathbl VEGR aetivits frefer & tpce\w&ahvrr@ﬁ'@u@r R{Agpsses that are
redufféc rmdaﬁlafeﬁeoral%lﬁfé@' byOVeaH préidih kpaSe adtivisof Fort d:e‘ﬁﬁlbl Qapphcatlons

T Gt g il
whicyinpiilisinma—giogeassiseandtl inflamnialierd are rprefersatic eTheppresdnt inkéndine yncludes
me%odg ?Fn%PulatrnS %ﬁ,nhlﬁﬁ}lé R@%ﬁ*klﬁ‘%%ctlvﬁﬁr\‘&'eﬂ%ﬁem m&rﬁrﬁahan tlssue by

e central nervous s

St
ad(nmssrmg PPVREIPYC @NBS o FgmeRtad Ts R APV pLageitee Snt BPlPRtves s
eagty&ma@bﬂe@mkncnw lﬁéthc&fsyfo&dﬂmp@by @hgavholerdeil palturesin af MTT assay.

Thg ﬁ.BtBIﬁY ng%iyn@fphg G{?r@s |%(§F'§ ﬁclmr}mg g i 8%eglé§ors J)frbro%}ﬁ ?(ﬂgsre a V\}(lwty, such as
the sctigitybe ingsespmay be meastiratEbyckiny e the metieds availpgje t%tb@serﬁdst"ed in the

art l'n@ihtﬁ £finRo aRFGH RS §ssapsen' gn pr OSt at ' ¢ hypertrophy or
restinosis, The term"inert

sol vidgttergy npmuag}lag\oggtwﬁ%ﬁgm thsf eaét %rpQHnI, 9? s(OFYSPt ra%uggé{ F?o?ompletely
dissBiesrh edstayics saajivemidntipeaitirer conmponents in a sol ution

or S{ur, r|¥q phar?nra%elﬁl %n@%&ﬁé&céﬁd%erQXO ‘Q@élt Rhat %@ﬁ@{h% blologlcal

onIy pro i'c sol'ven aromatil c solvents,

effectiverese of the recarisls ans bases of be sPReIigd eqrpropnd afdhalinot mpﬁéglca"y or

ottRfsd rt‘JﬁdéSﬁrglﬂe;a X %r‘nﬁou‘h@'deHé Sn\ﬁeﬁlfbh Uesy p&éew)ﬁ snlfflmently acidic, a
exa pet hanol , eth anol

Suﬁ'a'ﬁgiﬁotl’aslcs&r@?"g Tupeionah 8qUPR e ndﬂggrfhgs%re%dv I"at eXl obya number of
inoviEic @ otdavictbydes @iftianagdn dnidoFgagic aeitls, o formp prarmpegutically acceptable

saEr O%ES@S{P%E)F gﬁaar;nac%ﬁt‘?ca Se aﬁ%ﬁg ’salngd@ttﬁcge Qs brapurd yeaction of

cert ain
th%tmnmnogaia o s, Présamtiimentiaprvidra mﬁ@aw 8tganif 2K Aapinorganic base, such

Sacstglt%/ Ltrﬁluéﬁéogblﬁﬁe%d Wirbdui&iBK e e sulfieso rigsutitdser shosphates,
an ose
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whi ch i nhi bit angi ogenesis and/or inflanmmtion are

preferred. The present invention includes nethods of
waouositagisng or inhibiting protein kinase acti vPCyJBf005/003312

exanpl e in mammalian tissue, by adm nistering

pol ynor phic forns of Cbnpound 1. The activity of

agents as anti - prollferatlve§ Is easily neasured by

known met hods, for exanple by using whol e cel

cultures in an MIT assay. The activity of pol ynorphic

mcfngﬁjﬁ?o ah I’QQ;?HQQQr@hﬁrc@%nﬁﬁ%%h@kﬁ”ﬁetéﬁho%@fe@' ;ﬂ/rdf)h&%ﬁées chlorides,

act’ vi E&% activity of Kkinases, %{
orofdRRur R4y aa?@teaf PLOPOTE RN e | SV AP paratolusne
sulfdfialeb e(d)sylate§ heormeides, isbiautyiates) gaproates,vieptemdates, propislates,ooxalates,

m ?‘?’F% ,tsugf:ma%eﬁ \S/ tggratgg % %gtaéqpr*‘mgtes rrﬁ{ %'ie% é&@eh@h hgéﬁé hexyne-

ent requi
1,&dibaiesm herzoales, &hlgrobéwoa@ﬁp@qﬂafdh@ﬁ@ateﬁ?mnltr@en?oates hydroxybenzoates

meﬂRﬂ e brﬁh"’e{lété(s @QI%%@QE@n&@IHﬂmeé th@ﬁﬁacbt?te@ &@h)ﬁlpropnona’ces
retain ness o0

PhapRss e CHAE Bites NETURREHYPiES SRR PRI Dionates,
propabedif@atgi rephthylens-1-etioested, saphthatbesRrsaliinates,And orapdaiates.
f f
gu ; H}g? !ang%(rﬁ 4 A %Q\‘E)OUPC}/IS QCE% ﬁéfogﬂ%ki Ip&%ﬂa@&klk%ly diegt'ﬁﬁle séit may be

roups
prepetegryiany rstytablgg@@hqmavwlaalﬁw 15¢ arh fefippraple.drea "i?a?‘ﬁéhﬂ freedrase with
anornG@ahnéi A5 &8ch &Bdhydf&hlllﬁlﬂlasid aﬁ},idirwrcgﬁalamdacsuml&c 4o, nitric acid,

phﬁwgpwg%c(éct?ndctg? ’ l§;a gagérbgrggr%gmg S(I"?e Ssu%\n%? ac 'fz‘xgg&;snga% % (f‘ld succinic
acjdy evadedic] akiy, furearit aaih nuflonichaside pyrpdaiaeld axélict 4eid, plyestie aeid, salicylic

acldngﬁgﬂnggdwaw‘ &ch Qed'@l:roF?iE aglﬁgﬁ‘@hlﬁctat%hg a%fd émalpha -hydroxy acid,
ani ¢ ‘base, suc as salts includin

es, ) .
suply A Siict ik, taiATG Adta LB AMING 79, S a%ﬁ%ﬁﬁﬁ%ﬂ@sf:f glutamic acid, an
ar¢rhaie RBRA] ash r&@ﬁaﬁmt&ra&g&eomtmapnb atie,s3 sulfonic acid, such as p-toluenesulfonic

i hydr oge hat net aphosphat es, pyrophosphat es,
f“@ﬁvgﬁ %% GRS r§ﬁ1 tfﬁ;l‘kfeodldes acet ates, propionates,

decahtbatlre@ntlve apNpOUNOds an aeidhihedesied phammageyligaibhasceptable salt may
ARAL Ly Gk rAdtRSY) for bRINPR, ﬁ&tmbﬁ@ﬂﬂfeyffeataas with an inorganic or

org?élf)gl%g‘.t?,géuc gg @b?ﬁ{ﬁﬁégosrlhgglb 8? ; {qcléag); ezbeggx 2 %n al%aill metal hydroxide or
alialimpeathasetalmpdresitie or theutky.ntuskativd esiropieses, suﬁ@ieye@és include organic

safts %}rfé{e(ﬁﬁ&ﬁ%mmg%eﬂg al EF as %er@,\ra‘ﬁggw gr%monla pnmary, secondary, and

enzoat es, dinitrobenzoates r OX benzoa
te'ﬁ@b’i@ﬁb&'}ﬁﬁeﬂ‘z’(’i&‘i“@@m"ﬁﬁtﬂﬁh at eigeridigy ’F‘Bfﬁé?"@%a Fiperaane; i inorgani

salfy |d§|ﬂ%8 Ukdno B&dies,, carenypaeeiial eagngshen yhaiganseniatng sppper, zinc,

| ﬂ¥ %rates citrates, lactates, g
amWQ @% ¥l ates, glycollates, tartrates,
met HEheetegu I'folymetrdd refpisdp alifiesnl ¢rytalinesiormpeapftite saras gonpound and

lnclc?déum?é Rt imePit Blﬁbteébﬁ‘d gta{%%cfl&‘&%? Qﬁms @f&lﬂldlﬁ@ﬁy‘iﬁé’t&i @5g., bound
the inventive co

S|r
W%ﬁanr?ﬁéefe'uﬂhe&&rsri)maétf kg e f?si%/ b&a"%? é’g“ewa” water) of
theésyméstunigbohee net hod avail able in the art, for exanpl e,
tr ea{'ﬁ‘ée{éhm Q‘Eea‘khﬁte;\giﬁe%" l?@f%l% tﬁ" rglgtl\%nm ﬁé‘?ﬁrﬁ@r{%hu@s Wﬁhlq’a given X-ray
such as c acid, sulfuric
difre¢tign peitern Eaca@rsmhlq@m@mﬁmn wlefive BeR intARSites ie sagiple thickness

and! d’é?er?é'di Seaavh . @Qied:rys&%ﬁé" BficlaaCes hdt dRBibGled PRLWHIY.
aci d SUCCl ni C aci d

mal O'H?ecle% Ipaa Wltilﬁn\ﬁ as gﬁgglerewgfﬁsgb éc’rf\ydreﬁ%ci?vcpoqs‘%ns as measured
arﬂlmbdervérﬂllnl)(:ryy pm/vdm idiffractiorpgxpennusisd \Reak ppsitjons aretviragly related to the

dlr% I!fgf WS %PCI}% Al Ql ofheg;?éaﬁé:'éj}égfmgh % %’ir%sp@&nv@lpgél@pééﬁ‘gﬁs‘)m{ve been

, taric acid,
e>@'3¢tqd fram dire @fﬁa@@p@ﬁﬁqr@s faethe Vértougpeivraﬂpptﬂc Eem&' 'ér'u“ W, i, and
VIidoPO&hpsundgl d, such as benzoic acid or cinnamc acid,
a sulfonic acid, such as p-toluenesulfonic acid or
et hanesul foni c acid, or the like. If the. inventive
conpound is an acid, the desired pharnaceutically
acceptable salt nay
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be prepared by any suitable nmethod, for exanple,

treatnment of the free acid with an inorganic or
wonrgwnugsbase, such as an amine (prinmary, SecoRAamB2005/003312

tertiary), an alkali metal hydroxide or alkaline earth

metal hydroxide, or the like_ Illustrative exanples of

sui table salts include orgaﬂlc salts derived from

am no acids, such as glycine and arginine, anmoni a,

primary, secondary, and tertiary amnes, and cyclic

am Rgg ’ter§lu‘§EGa$ef9i‘s RE E)bl?('efﬂﬁene'@\yogb ol F‘E@f—‘ |S%Bﬁﬂrr@cﬂaﬁﬁ§ @vdilBSle having

and I norgani c salts derived from 0|urlg r?
diffsenh EEPRRRT PRIGITE Shathrenpiath gidhiBis Visqosis- éep”ps)&'s sgljibjg in alcohols,
acébrdybenzene bislodofdiij avetic aclueCCigrami Watek.ynor ph" refers to

di ff.[e]r ?nrtn “@ra%(rﬁgcaelulléapfegcgétﬁ d %rnérh& Eﬁtngr vﬁfﬂa@%@% t@gqnatenal (or

i nclu tsol'l
materjaise Lha’ama;f o imslugiesbwithol pﬁ\;‘lmydplmrggceg@:a@agenbtg ucpffp %I@aémaceutlcal

cofb&shfont arid"]"n ahl?e S8 dhdid. n&e’ﬁf-pl’a%ﬁ&ftgoﬁa c@hdls SRl MASRS sucrose, talc,
ound sol vents ot her

oey 5By SRy TR APk Pe ko it U 38Ry of i
carrersadre veusipgaadt diintdlea sil,twats and thei likea Siniladyn the caarjer or diluent may
mcqu n?ecote|a8 4 ‘ﬂmetrglgglse rﬁ@t&ﬁa%r%vsﬂﬁh % &r@%uéﬂc ie&%e‘wz‘n nostearate or

ntensities are ness
gls@p@r fisteartor Ialen@ apy o\wth( ia evaxt h@hw%'t’%ﬂ’ | eoppRYIEetBYceillose,
méhyim&tPdcryititSand thamed randomy). The term peak

positions rein refers to Xra tion

posﬂineotﬁg" a2 %3%81'.1’]"%% CQRBPSEBY e és ¥ 5T %¥ OSg & more of the
cod1p61ﬁrrda0t paymceptpedeseribad Qerelﬁ’,ecmmhmmqawamaeeldicaltycﬂcpgmable salts
or. I IV%E?\eFe f, thih% &h&%@ﬂnf&é\scoﬁlfaoﬂehé QlﬁHht aCBlySiolodibH /Qﬁeﬂ‘ﬁ%eutlcally

en | hel r resgect lve si.t1ons,
Ao RRAD SRR VPSS, 15 awp?ﬁeap&a. AR Qamposten o faciiate
adviridt@tich db @ lkeympsyndite af-ergamssn. , I, 1v, vi, Vvil, and
;)/:): ! (héattﬁ%og%cg)l/g?%hﬂl}” F«%ﬂeqs Lgé&gnprog =5 n?{e c(rafgll‘f)raeﬁyté?ssolvmp abTOIId in a first
sofyanti me,} hgating érf@ﬁ@ssﬁ%{n%h@fm%@ng RESEiPEatiaN, ﬁJSP?é'M §Y RCligg the solution,

orlolp H?dn"/d asé‘e@é?rﬁd doB@nt if? 5@0!4@1@ sd)lﬁ lsS;S\UoH@écﬂublé] al cohol s,
ace

wat efne terf:pe‘ rer]%t}vre]%uawgy' % af a@gga%r{og%t og%la er v%]o(fJ |n air at a
gl‘(hnltemp‘drature rto thehmatitim raerbmtgf w@eravama[ i cgh b(admeld at that temperature
rﬁﬁ)‘f&g‘.ur@l&aregéeﬁtas@%ércl%ﬁtabéqcl uded with a particul ar

armaceut | cal agent to form a pharmaceutica "
Conp e Bi TSRRNIRRSVD MBI 81 GHENSRIEE Soeed P, Sypple Xy
difidtiofl p&RFT. i TeTombltd AdIlaNS ANgSitakdsre, diffradtion paietreit ssigned a value

ofqggr f‘ﬁgaqﬁcga{\(nrr]\g u%r%ﬁ%%ﬂln@@g\?}%%l a%%t%b@%%%gut 1§6¢3 8h lﬂﬁs &%ﬂeqntensny

carrirers are syr
is prrendi verpisirongolve @ ReRK hawvat"éensah énlling defwer abagt fYTedp Iagout 25% is

teHe% s@r@ﬁq )erAd@ftloﬁell W&(& éﬁy ark Pedsbiten fypioR otk patterns and are also
ti me-rel ease eri novvn in the art, such as

C'BWY?E?"VIO“ WY\%’S’? °éﬁ? or glyceryl distearate al one or
W t hTie temx ssletyh yéfes| tb ul stie substance suspended in a liquid medium, typically

w%]%r%?éé@&ﬂ%&h%ﬁ hyl ceI | ul ose, nethyl nethacryl at e and

e term "pharmaceutical conposition® refe
t o alhftrmuisepasetingrfeord refers iea SEP ima Syihgsiineich Fhe desired agent s

ls&&ea ﬂ@r{hfbﬂ%r ﬂ&&@éduﬁ@@g&@é &Hcﬁldlni@ lrbut not limited E)OI any oflthe following steps:
SI O O ar ceutica ccept,a Sa t or
f'"g }3’?%@ E "(fﬁn[r?a{w eﬁéijm@Hé% gdiandg gﬁr 5P, ™such
as physeérol “e@smtuéw/ppméwutrarebmcealdaylcdewfymmhe forms of Compound
1 ﬁlgér{s ifid Eb ﬁ%&r\%}n‘ﬂn@lﬂ&é ‘esd B RH%P[?éféré%f)l fbss than 5%, prefereably less

B e ke st o

Compound 1. Such purity may be determined, for example, by X-ray powder diffraction.
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The term"recrystallize" refers to the process of
conpletely dissolving a solid in a first solvent with
waeeaeioagrsif necessary, and then inducing preci pCraBi00§1003312
usually by cooling the solution, or by adding a second
solvent in which the solid [i poorly soluble. The term
"relative humdity" refers to the ratio of the anount
of water vapor in air at a given tenperature to the
maxi mum anount of water vapor that can be held at that

t eNMPRY adffdEtfve %ﬂr%uﬁf” 8s ﬁ?ﬁn@ed RX P& ﬂﬁﬂ aﬂ&unﬁ oP Qﬁ Ca@@r‘it&ﬁ& significantly
en I e e 0
i SR Dearlr Sivans SRaiitesidi SR el SRl H & fppmmain.

m?ém it éingalocedli nad @& efteriiye fercmleendncatedwndjuyf flgacipediic therapeutic
Lgrn is assigned a value of 100. A peak having
| ntensity falling between about 50%to about 100% on
t hi sThectaine “heveeetdically sffective pmentyisfess & haipnqups pt thg compound or
p@ﬁﬁd‘fpﬂ‘tﬁa\ﬁg%rﬁuﬂét@t@& iwhi¢h mlrénen@td@hmentadm@w rr%&%fttﬁe symptoms of

ut 25% | te d stron ddt onal
B adhtefRelfq ol T rereh ' 8 roniRf ficBR, 4 FRiERutcaly otectve
amount @fesado thed paovrd mihish has abfeast age wkthe mfkbvymmfi@hts The term

(I)Sl u,reg,yc,ngrte; g;@ofttﬁ)e@mg,ol id substance suspended in a
ui d nedi um %’»{?I cal I% wat er ar an orpgrtanl c solvent.

(2r he ipibitiRg: %ﬁr%{ Ipgytorsp frExtenirRspieraply sigp gém% mgtastasis;

(33 ynt hiesitirgy tonsonind ektertNimaidie Sélowidyg &g edhe efernitSprefarabtly §togping) tumor
ot he rmptﬂna gjesi red agents, including, but not limted

to a r’ihefollovvlng steps: filtering, washing with
(dextre Ieytmg \‘vfemmeﬁxtmfcerpref@a@ly, eEMiRkting) preat marecyBPioms@spociated
vacuyiRthd &ghcker m "substantial |y pure W t h ref erence

to p tlcul ol ynpr C forns of
e’ B8 b e abiEn bT A e B e ek R ertgpssd B TS expermenta
sqhmreéfemee&-bdtwdlfﬂas@ntdxaermm amk ie facaogaiminyabsassg unih amdiBgtion patterns.
é%)@fl'n?emay sdt r%qE Fb@%a]-%l %Yle(‘ﬁfah %I'Hiffré’cfted R fHet ||'1c,90?nmg beam forms an

udi n fornms oun .
a'tﬂﬁr*ﬁ?t? %aih Béew @F'ﬁ‘? Her& the &ﬂeeﬁddhiﬂ"éls resg%rd%’ ?'aay a@elﬁ/@éheta (26).
di f th&aémntré?“ ""edating tah Qreaifizun tréfer 16 aineth@n @edletnatmgacﬂlabrogatmg
c I S
a%?{?ﬁtrpr@g}?%@% g%og%g W&r}t% g&ge@%a ée{gmla é;Hsf @Wgn ?I'[Blalkl1 El.tllgrly {o cancer,
the@ﬁdgmscﬁlm@y &wan thag the li Ilfe expagianeslof am lndwﬁg%gtfecteq Wittt a gancer will be

mér@é\@a br tﬁﬁ'dne oftRdrd o trefs_f/rﬁ&bmyef th®disdR6will Be it ed
ut| era;seutlc tr at

Fer rierar isro BRET yon 100 0 B ben AR HBR dbia B reRo1 or o
freendiaphtagmfvatium pompound or pol ynor ph bei ng adm ni st er ed
Whi ch WMoy ‘rXe geﬁ’éﬁvdep gﬁ%glga eﬁét%m’ r‘éfe?s " tﬂeofefpeﬂkeﬁllaﬁ/ observed
i sorder bei

synpt ons of treated. In reference
diffigctogyam ¢ ?regpmergfde@gech}erefrgw he?(‘ﬁﬁéLﬂoiWéﬁ'l |dyfract|on patterns are

chatdcRatdd\vg paavmtt.on efbefesa)tamdtpbat inl@Asitiss {ortihate)h has at

I . h 1 h
eSO B RS P A Rt e RRB e,
.sone extent, preferBisf Pesctiptjopiohihs Drawings mst ast asi s;

(3) Eiguhé bA ‘s' dhK- Fa? p%@@c?r dﬁ?&tcﬁ’dhtdw(g?anﬁi)f ﬁof‘}mon%hi@%ﬂlgl éf@ompound 1.

sone_ext ent, er abl y Sstoppi ng) tunor
(4) Figyre 4B Iﬁ@ c{nf{er%ﬁlescgmr@rﬁalo(nme ry Ig?%?f é)'rcg po'lymorphlc Form | of
Céhpdiihdat Anghicad pefile dispRyLansatipherrswisrsGaeti st 831 96°Chut ifvean rate of

10°8RT"
Figure 2A is an X-ray powder diffraction diagram of polymorphic Form Il of Compound 1.
Figure 2B is a differential scanning calorimetry (DSC) profile of polymorphic Form Il of
Compound 1. A typical profile displays endotherms with onset at 102, 152, and 202°C, followed
by an exotherm at 206°C and another exotherm at 21 0°C at a scan rate of 10°G/min.
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The term "2 theta value" or "2Q" refers to the peak
position based on the experinental setup of the X-ray
wdi2bderoagtsi on experi nent and is a comon absci SBaATABIN5/003312

indiffraction patterns. The experinental setup

requires that if a reflectlon is diffracted when the

i ncom ng beam forns an angle theta (gq) with a certain

| attice plane, the reflected beamls recorded at an
angle2theta(2Q) The ternms "treat", "treating" and

abr og&@%‘w:s ah R/ po%er%rfﬁ@;t BOGa@bmat rLo@Wdo?ﬂHrJFg)rrﬂrlll of Compound 1.

ating a ger proliferative disorder q % il of
at t EigdremB §M ential W@qrpgrc@éoélfr@trbgﬁq mﬁgrq )PO ygrorp ic Form lif o
Coﬁ@&ﬁreﬂ AItWihS@ ptoelem&prsysr‘qmbythammmbaset athi@s51126°€, followed by another

y affected with a cancer
en&ﬁ%fm Bgﬂl%n% Pl & é’Mhat oh

eased ofr e or nore of the synpto
of ﬂgeredeeeaas@evmalrGrsemeequ%r@umsrﬁ@ﬁ\i @roffie” ant@'VmOfPh'C Form IL.

Dego'?f\% ; oL iHaRERH %y L} @%tsé{rﬁr')I& ﬁ/hlgﬁ’trl@a%saﬂ § 851201 RlaNBB Ritdddf 18°C/min.
ora

t or FiouR 4 S o FaRn SROR T AR BTy g Gippound 1.
expEuiesl Bld giffobgiar scechirds ddlariaetrp (FSONpafilepe malysomhis Form IV of
Cognl%cr)dn\é &d AE?‘{:_\ Cr%lj %%ﬂ‘eb&gpﬁzg ﬁr‘?%\bﬂ@lﬁerm ﬁz'ra S 818 ta? bRan rate of

e Chara posrtlon scrssa and peak
10tGAmiensi ti es (ordi nat e) The term "xyl enes” refers to

any F%trretﬁhﬂs A kﬁébepdwﬁ@mﬁfrécﬁ@ﬁ didgraimdf palyendrired Bein. VIBf C&fipound 1.
De géé)fgrag(&l{fersﬁragc S% Erjn%gry ;Dr%CA ﬁﬁo%leaz%_} P I%n'rl%yphlrc Form VI of

Co&pnmdendA]Iypléal gufie dl@lalys endalidrine mithtopset ab @beuti 19g°C and at about
20 a%lsggﬁt %’e\é of IR§§) iprofile of polynmorphic Form1 of

gr cal profile drspl% { &dother‘y VIl of

wi t ﬁlgeres@r\ i b0 eotis difeeion, o PPN Form VIl ©
Cdmipghda. 2A is an X-ray powder diffraction di agram of

SO:C 1gure ep %B F(g) ﬁgerltlal s%gnn ?olljr tr% (D%%% ife d??ol}/r%o Plc Form VII of

scanni ng ori me
Caowbyndor pTNP@aFUPWSI are@ﬁmmeﬁswﬁantl A xpiga) ﬁﬁl@a'p ig¥aged fream refluxing

THH 2P 5@¥§doﬁ%ﬁtahﬁ)’5f’© oMbl ByRmekotBbrmldd 215°¢ Sehd tAétlendd@BBi@s at 137
f ol | owed b%/ (ggﬁt ermat 206 OC and anot her exot herm
and {7556 () @ sgen Rt e of 10C/min.Figure 3Ais an

X- 1 @gupomnEen Xeraf povedet ditractin aigigem o olpodrpiie Fer Il BbEempound 1.
11 Fﬁure@g&f)%gm}hc dr évgf%ﬁsomg'tﬁe Qrugt'ufeg 8F §4btafhuman metabolites of

scan orinmetry ( profile of polynorphic Form
Camppurgi1. Conpound 1. Atypical profile displays

endotherns w th OID‘EQaliIe(ﬁ[Desl:E_Z@oiaﬂthé)(ﬁyerﬁlai | oned by
anot {}@g §%%d§rtlg?¥]elge@n un &\gt tgg: s?ﬁgstaﬂcg étﬁ'ﬁbo{rﬁa ? g%TG&S]SQ grﬁ&r@ than one

Flgd erm avi ne
potymofphicer)@falhp@ foymo T pese dormg may be useding éqrm@{gtje Arodyct for the treatment

of | SHrS Bk &SRy lnéga{%ﬁﬁﬂmlﬁln@/edaﬁmr | 226 fétn rﬁgﬁhé@@@a&tﬁg@wer the

scan rate o 4A .i.s an
otlgry firy é&‘iar"%‘l"?bﬂﬂya@fagmyofor rfg?’i}f?&r”ﬁ?ﬂ"%y FOQWtT'@YOPOI&'ﬁE%'C ngms of
C&npoﬁhcguheﬁ/e%eh giseovaiefl fvdicke atd likly $abenmona guitshledpi rdt preparation and

hz%as ?1: lhgﬁ r081 Po Yrgcfr%rﬁcprlé)rrﬁgo rF%UegseF %H‘fn}qdd}{m thm%%‘#phk forfhs in high

ays an end onset
pL@ty@(B d;xscr@eg banging Anathegrfobipcif fﬁe,prespptgqyp@log B tp @rogﬁieﬁ qro&gss for the

\%Sﬁ mdéd}:ﬁ rp@l‘ﬁnbfbﬂrc GdrAgst @ﬂh@ﬁurﬂw )éﬂB@faﬁi‘Hllsl 6 froin\Bthe bolymorphic

fomﬂ i PH%P?W( bscﬁs?i‘i‘%f"lyr g 'Bfarb8ﬁ§ﬁg?f fip SRR i to provide

pharmaceutical formulations comprising Compound 1 in different polymorphic forms as discussed
above, and methods of treating hyperproliferative conditions by administering such

pharmaceutical formulations.
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Compound 1. A typical profile displays endotherns with
onset at about 197C and at about 2090C at a scan rate
wohRomP@EFIN. Figure 6A is an X-ray powder diff PacaBmns/003312

di agram of pol ynorphic Form VIl of Conpound 1. Figure
6B is a differential scanning calorinetry (DSC)

profile of pol ynorphic For nfr1  of Conpound 1. Typi cal
profiles are sanpl e-dependent. A typical sanple

isolated fromrefluxing THF has an endot herm at 1050C

L JO@{HE%@q:Ogﬁs gggﬁbg&,{aelrm at 115C, and then endot herrrs
scan rate of 10C/ mn.
i s Barhxeryeglingolpee ot Gompeutt 1 §an @Pé’@?@ﬁﬁeﬁ?edp?ﬁ 9%%?9?&9 of the
folldwiigN XVl | poWdercﬂlﬂﬁ&im doatternFi.guy D(@rayg diffeactiors baka®dti various diffraction

e el SR
endbieemt ofanDifferehiza Seannipg iCalorigklyy (BSEH thetmeatane, Famantapectral diagram
patt% bﬁ@g&&ﬁﬁl R0 Sé}g st%biﬁ@@n&’é?'lﬁ&nétl&nﬂ@o‘ﬁfe?é?ﬁ@ oF)'Fl%rmomzatlon (ICH)

Il'tne form These
igh oS BHACRR AP AnE DNSIeat B ChffRcs SEERSIDI; For Sxatbl, samples
of dawp@rmrccﬁdnﬁer at Ve, Vindi, aad voins Compainddiwege eavhcharact&izedh by the

poanoB eljg}? Ye};\ Y %e%gl %%f}%?ksolx %elrt)bﬁa%%gpgérsdif\‘rg%m? patterns The X-ray

pov@eyéntﬂaabmqnm@rqmﬂtqrwmjH@r@aﬂmfrilt,e rofymemiseras b "HB\) , JeWfand VI

of (%n%QH@'i 6y olimaipBiclidring loy Chifpdifd MRER tHekHidra bk @isfirdished using
aration and handling than other pol ynorphic

Xr?yo‘fo?fﬁ’e’ 'Be®8ses for producing these pol ynorphic forns
i N Mheg X-pyr pdwdeardifrabiisc riatverd foe ree¢m polgmotpheer etmombeusoform of

Cor%?&me r1e\ﬁ£snrrneé PX&Q %h 'acghlrt]a%zﬁ %Hﬁ (? Q@ayﬁdlﬁﬁa%ﬁl%’ér Eaf pf&hﬁnth a Cu

tron o or m of
xfa&mpraﬁcptgmef(ﬁ ééOGrf bﬁﬁ’%@tﬂ‘éﬁt 19d1Vy%8 BRHMA is@migs yygre placed in a
n@é’fﬁ&&ié‘rdan@i thehdlickdaainalshpothéd wih @plasshyligie.t Doiingt dnalysis, the samples

we ds%fﬂ%gqt%g:ffgr%zabﬁﬁp?lge 3%&%&? Tiﬁﬁu':aér]%gs ? ) at 5degrees per
mlrmcd witroa plti4cdehme raepas atl R Slegres® gerafjowe witaad. Qﬁeddgmﬁssteﬁ If limited
mater dgla\xlésna?/g%e Eﬁﬁu&%s' \Lﬁé ?fabé’oeorpg Giftioh fo%'ibs (ZB% background) and analyzed

maceut | cal ornul at i ons,
withmyt yeigtioph| -EheFES'ﬁW déﬁg actighhpeRlsd cherasierrrd: Y 83l quﬁlgnsr Bdy|ntensity
nn@ﬁﬁpmw bbef adxtred Iﬂamaafeemmedo‘br;er odiifractogramr ef edch of the

poly(n?rggl &?r gg?T%OHn %ne of gkvllg'b fﬂre a?t ﬁ%llé gﬁptgé' fﬁc positions
(26] MY ShowrsshTtsi inigr- warntuscyns@uhts( amaltyre@evuqbfas&hya@ra@% dfigcordingly,
whbr@ fpeQIl/ SHRboRs 2%)0&5%0@&1 bid 1 skill tRchrlyil %BG@ﬁié&lﬁdeudhfnumbers are

ferential Scanni ng Cal o SC
lntepqgﬁ%’f? g\ﬁ@eﬁsasuqﬁ "é{@rr rB% tv%rﬁ ltyaaérgksa{éorg,o\f/ e rr%talllne forms
of thé Ql‘éberﬁﬁrﬁvbntlohtaye deactibed héhavingat poeder! X- @yldfffmrommlmﬂ@m essentially the

san'?? &notﬁétzéﬂo\/vﬁqn 8{7% E{(#LHQ th@tlgrpns“egélen |éllghfne %Qﬂg" Ts' S&bSintended to

storage sta
@mmps euchs@nm@gratsrﬁ vBEAD{fitYDP SHfiractignopaal PP?L'“?WS ﬁ“ﬁhef g, skilled in

the\ért WIVE{Jpreéélg it tati®f pdaifshaigs Wil WRsvein@@apparatus variability as well as
eri,zed

v it 4657 et Brp U] Py sy Sampe e, an oter
fachad krexwnso thdseeskied ayhepineiet shaiilifoe taisen amayakiptiveaneasdres only

di Fififord P ppﬁﬁgﬁagffor“g%f M@Pﬁ&hgﬁga'zéléé'@simgulshed bdidg differential
scqmmasca@flmetﬁhﬁbiﬁd DSG By n@? g’l?féfeB"é? i fep eseﬁ rQ\ZH%%IP Befneen a
saSik lution and an appropriate reference solvent with increase in temperature. DSC
thermograms are characterized by endotherms (indicating energy uptake) and also by exotherms
(indicating energy release), typically as the sample is heated. The DSC thermographs were
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X-ray powder diffraction. The X-ray powder diffraction
pattern for each pol ynorph or anorphous form of
waanpodsdl 1 was neasured on a Shi madzu XRD- 6008CKABAY5/003312
diffractoneter equipped wth a Cu Ka X-ray radiation
source (1.5406 A ) operated at 40 kV and 50 mA
Sanpl es were placed in a saﬁﬂre hol der and t hen packed
and snoothed with a glass slide. During analysis, the
sanpl es were rotated at 60 rpm and anal yzed from

obBfHal el?Srr\F%I a4Mr5rﬁ’er4‘polé!)%gb§§§21( thstivafeht 3t 2 sEBIFHEDf H@‘C/mm over a

m nut e degree step or at 2 degrees
terpRanRiure r@\wqewf 50 65%22 éé@P'eewereérfﬁ'ghrq infq 44 1! SR MR r%q'es that were
seX8s any gudoabémwrtrsambe&owe rmeMXamthtemor&eBbfl meliiny tphpdrature and,

wi re%&%hc%i%%f &r oun of gerhgﬂr%tn jon tér%? caatVYJet \W&‘é I{eoctaﬁhllagg Dl&%dmg upon

theprats qfrhearmgaml, thensoen sate)yat wbich @ﬁ@@ﬁ%@alyhla\reewbé@fﬁd the way the DSC
on%’éf feﬁ%%rg o Héftn@@ ofid TR¥MrrRAY @fe  BHiibfatiat bRBdAMuSEd, @RCIstrument

coRanbid AT S erS e B PO o SR gt oxtbi

by(tE?@orlmduhd§bf(me mosrtion Nag vayiipeabatiuG 011G, &dyi dnistay polymorph melting
[l
an['i)ﬁg a%g%ts(?l ons rgr;bajilﬁ'ropphldeﬂgcggtﬁﬁsabo% gpbgb\g%ke?’?nd%@ﬁrﬁ For any
given texamplre, theeehsgiedendothatmsynaalse dise fram dnssumert iprdymery; however,
it ﬁﬂ%fb‘ﬁ@r%ﬁ@ b8 Withini tAé @4mgH RIBfirdt URrera plodided ity instruments are calibrated
rthernore, where the crystalline forns of the

simjiad%ent i nvention are described as having a powder

X- 1 afffeteftl payotdrgie frams ef Cospsedt 1 avdry dldeedistingeished usfngt thermal
gravm&’ﬁc hﬁ‘alfélrsg Tviﬁﬂ fl‘bﬁg g\%re b&iforh&f MR aq\ﬁéﬂ’éﬂtﬁoﬁbe SN0 instrument.

t 0 enconpass such
TG"h!Se? t%ﬁﬁpwvmca@rwr Y"B'Bh changes [} weight ol & PReqIMsBAe recorded as the
spB&mkh isORsatedRin rEirivelin a @betrotiéd htmesbhiere $uth aarritrogen.| Thermogravimetric
a ciate t e
cu,’\%? étﬁermo'ggflrmgs1 }gvré% lrnﬁ)érlﬁa%{tﬁ) Q—Sf'al?d Hw‘f\feﬁf %rlds\gartlg\dadbh eﬁt%Wéhe thermal
stabiityce (nadesials f crystallrnlty, preferred orientation,

pr eﬂﬁf’f&gntsﬁfw&phﬁufofrrﬁé? 85 ComPoudt e rmagiaélts@ b8 d’fdﬁﬁg\d’bhé@ by different
in.the art, and shoul be taken as

ﬁ%ﬂ%ﬁ??@ﬁ4&? erf, golublifics onIy Di fferent pol ynorphic forns
of Qanmeusmbodimeet ¢heapalpnalphi¢ fomsi ok thedpressinhigivention are substantially

pu?%ﬁfntegﬁ'ﬁgtela&rl ogﬁrﬁﬂﬁmwgm‘r:@‘l @fn‘rpgﬁr{dr‘y rn&l@&@leee% 1A%t re§§mple less

erenc eat energy u§¥ bet ween
thayob%t PrdAr eRPEriestpRope: AtReH Bt oioE exacEle, dit ¢ Hﬁi“ﬂﬁ Y weigh of
impiMies dfcRiding ot PpsynadrpHiciortdSEChpdumagr ans ar e

Characl S %éo?d&gfyt & PSR ERioh rnag o3t bmgns%rrﬁ({rgrhawBhéba}morpmc

and
formy p(Duaad)flsyrll arsthe A willaeqlgeize @ai«mg@ta@rde fcmrg o[xsgiven compound can exist in
subgtsﬁt@ﬁ’sg b&aRhsmeseP Bhak Hemdiph, n&rdacdwf‘élﬁé %f(lstTm aeéi%talhne form that

21 Instrunment at a scan qu
¢ t5H%VWU?remP'§n‘a%er%t PRYMPERSC, ?:%{ﬁrﬁ ég“ Fr% C\R@Prﬂfﬁ%dwo or more
polyfriogphd OtheiX-18Y Wiffraotion et vl Ba/etpbalts shraetesigtizl of dacorad the individual

po@ﬁ%ﬁp&#: ?%e p{résentqn po%l eFopgl(aﬁnvaqug%oﬁdqo @%b?&rﬁgrs%nt%tpolymorphs

ure an
wibhged a c;fowderhy-myadrffrgﬁmﬂ eapern dbaliisea qggycéutrgp ) the two X-ray diffraction

paﬁ@rlng WRlcEes {)Qﬁp@r’rﬁé Ql%stéﬁﬁéﬂlytpt]@ o@ﬁ%r&rfrc fapad, i Iﬁg:)nélerrﬂbodrment for

the scan ra

whi ¢
cHEHBa oI BT S8 AR ETAPEE & NILFI o Ryt cphi form
codetne rafrieastch,09%4 df ehecindti polymbipbn Irsd frikrethbedie@nt, thesolid form contains at

Ieasﬁ o of flrsq %{)I&//#H%f?h E@en f@r‘ﬂpe] %Mﬁocﬁ erﬁ§ b %ﬁqé't%egz{ 5@&,%@ fast 40%,

e endot
oreat magr 5@% QiythQ fisd R@tyrmmbno@nebpf giien jthe @R 1 Wil FecRgRZe\Hagtymany such
cotrBYhafitR Wk s&refrlinGvi@sal pdihorSis/is adyinddarhiiey d peseiblei ng and
by about 0.01-20 0C ?or pol ymor ph dehydr ati on) above
or bel ow the endotherns. For any given exanple, the
observed endotherns may also differ frominstrunent to
i nstrunment; however,
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it will generally be within the ranges defined herein

provided the instrunents are calibrated simlarly.
wOoizbdemagrst pol ynorphi c forms of Conpound 1 wer eCaliB05/003312

di stingui shed using thermal gravinetric analysis

(TG . TGAs were perforned p_a Mettler Toledo TGA 500

instrunent. TGA is a testln% procedure in which

changes in weight of a specinmen are recorded as the

specinmen is heated in air or in a controlled

at nosphere such as nitrogen. Thernogravinetric curves

(thernngrans) provi de i nformation regardi ng sol vent

and and the thermal stability of

mat &”rolyﬁlloﬁ)hlcl]:cfrfnet en tCqnqloymid 1l pdancbd @rovsical balirpa usgstdlljzation of
ooy AR Beflait pRPWUE S Rty S clL B8 Bimg . chirGiorf Form 1 o
Copwbynsiot ip Ahesnigady atgble bt 8056 apd ie siable af A ErNAeY T 5% relative humidity for at
|ea§w3ﬁaa9£1t P@H/nl'ndfpl'ﬂéJF&m PR BBhEHEn® A Hks APAEBISHISIlit) Of NMoqfe/mL at pH

|nc udes | ess than 10% for exanple |ess

quﬂgﬂgég$ﬂ8ﬁﬁf or exanple | ess than 3% or even further,

f or Fewahiplcharadierized biam X4 foywdevaiffyhttion patteanpwith teaksat the following
apbrﬂghgfé' d?ﬂac%r’i‘?r‘ig{l%o(% \TBY P& G of6°'i£r§ 3, Q?QP%JM 85, 2d8o0.8, 232,

esent’ i nvention al so conprls
2490789, Hohn 269 89-Bo| Jawss hPEVIes 1 XCREPRAGEE TR0t for Form 1.

Th@rﬂSOMhbgndg%@OGfﬁ iF&en 1, fb’hbwg iy Sk |1:B|D mdfcafeﬁ&]{\ cn‘ndah@;nwe@et at 183-
onpound ¢ t. in substantially pure forms of a
19§%%8F§“Hbﬁéﬁ%%gﬁ§ Und can also exist in a crystalline

f or . tHeymoghformdes two or nore different pol ynorphs.

Werg morflcl F%rrﬁ B FNCORIFBEHISIES athp@ra! PWn%rm BEFR 1IRd Sompound 1

the X-ray diffraction pattern wi || hav
cap R PRRIERH St PECDIS BAETHETON FHE | 1cHAPRAUE | Bo e Bie hyFidty
rodnhtbrrméﬁamforstmuaystl on. For exanple, a solid formthat

€O n&"ohﬁ' ﬁ? éh\é\%c ’E?rraﬂ tK‘;ra Av&depé\ﬁ{r%c nrbgﬁ\grﬁ b tlﬁuia@é( at the following

diffra onvol ut
apmoxiayteonlffraqﬂa@ ﬁmﬁﬁ B8x BSr HL9, t1|4|§t 1@3r15e% 66 ﬁdﬂt b 2t5i9e30 3, and 32.2.
FigtD S A dRvidas hb/ XOrey 9omrmcm ;Sattfeﬂfm ForI1.0MAe DSC thermogram for

oSSR EotRzeE LR PePPL oL o A o b
anfegotherocn Ra6°Gsind endtks skotidnad? 100G et 4 $aaptraip ol Wimish. | n

a fuyst mo? ,lnrnant the SO|Id formcontains at |east

20% of Even furtfb rggodi rre&tls fon

Contpallwoﬁih'cl F@ggtlll g‘@%npggndpecggpe Rﬁx%.lceg yJeutralizing a Bipluegpsulfonic
salt ierivativd ofpCorygBRR N . in Giilacdtats kiith INAHC Qs e@lutiort. Ralyorphic Form 111 of

qu"fpéﬁwdﬁifp'ca@qanwﬁc%%@ %,g{ébl nati ons of several

S I'n varyl ng anounts are
possiaghdll As charathe@ oy oy Xy didyegtienr pter Wby peaks gt the following

apmmmfrécneﬁangb& (@@)Oprmglobm i, scm zpnystwld a1 AN21.7, 24.1,
258} BUSPR8 TBHSHpRYES %a?wwﬂ?f Goter e fah By The psc

thérmogiamnioe &biny 115 tshbve iraFig8e 08B, zmhbait@ ayt atdothesn omemcat 125-129°C,

folgvvgs L&Zx?{?\e{reel %thé’rﬁ] A}?T%gﬂ tYa E%ﬁ Q% Jr §8%Imih3 FEAY §it of Compound 1

ﬁF as an _a ueou

hag @p@mturthqrph@fﬁctqmgd ﬁg JTRerma Grlgw[ngtngﬁ@a@smg purﬁl_qus g Thermal
GraffmBirik An%lyglﬁa(ﬁ'@ﬁ P diilee Of EYSaﬁﬁb;eXof @Myrla@*pﬁteer&nﬂﬂr agtiypical TGA
th%%}otgrlag&f\l\s%hplgg QF Béyr?%eﬁlc h og‘@fm%%r%p{ %élgggtdgsloévagon Loss of
ety adstatd 8s hdicdidd by @ @amﬂ@ walghtZlBsQat 125-129°C at a scan rate of about
10°C/min.
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24.0, 25.9, 27.4, and 29.8. Figure 1A provides an

X-ray powder diffraction pattern for Form 1. The DSC
wohegermagmsam f or Form |, shown in Figure 1B, i n#8CTAB®S5/003312

an endot herm onset at 183- 1900C at a scan rate of

10C¢ mn. B. Polynorph Forml| Polynmorphic FormlIl of

Conmpound 1 is a hydrate. Po‘l2§3rﬁ)r phic Form Il of

Compound 1 can be produced by exposi ng pol ynorphic

Form | of Compound 1 to 93% relative hunidity at room

te et Hofonk ;X days. FormlIl is characteri zed by
G%%Mffractl on pattern with peaks at

ol IRsWmaEEFIFFBXY REEUNRIIAC T g@tt lpeopreRaRe Wi seBRH: d'féef%‘f Procedures:

(i) YPecDdesdMatidn ol Polgnorpiic Bormall obCordgbulid 1 Zﬁva@uo &0 16135034l ii) via solid-

stag%ﬁng?rﬂo 8fr pofy%r]%rrﬁ ofyorrrlﬁrc'b D'%ﬁtr;ry{r}??é #@%W%% i II'__LB ?oq:t}elr\? A xylene at
118H4%6; (i) Fa gesrpstaiBatiannefi Gernrasind i ﬁvrddilqi?@rqme(ﬂw@e/fﬂeﬁtanol solution

folﬂoQ%d by Xy dthé Gre@fitate A1 tbRVWRA abY 488; wo\h!ﬁ%m Sthte 2880 0&sion of

anot her exot her m

pobye/RRiciTomE V! P aPHERGPP Vﬁwmwoﬂ%orm%@ﬁ ﬁdaber?ﬁé %@Lﬂ 19°F: g (v) via

présiRRIARE CdmpaundbieinREGEL00ediubign wittutvatal. i Abuegusasolubility of polymorphic
L | f oni

B B [ b AP 19 BN s oo

abIOIJtIPI‘bff, al@uit oarmd at abayit piy Bb catid|apogd 2 Heinpyat a%@é?'a@e

sol Vlﬂﬁ)/ﬁ'xordﬁfbrp‘ﬁrr%l\l id &y&&bﬂi ad &fein?cﬁﬂ%/ éﬁéble'?d’l 8%°C @) at 40°C under 75%
dlffractlog pat foI

rolaitsy BT oot s At g savroseye Tt gV i Bievg, 1g be the
théﬁmo&ynaﬂ:fﬁall@m&?st’éblelcﬁmﬁ C&fhound 21. 4, 21.7, 24.1, 25.0,

and 26. sk rgﬁil: awa:rj’é%teﬁfé?ivd d&Sk- %P d&??afcﬁr}ﬁ ;ﬁﬁ&ﬂ Wth peaks at the following

di ffraction
AAPOHITRGHTRIoh SSIERROE ROFI A .05ES 2. Ad: 048 Supbs 21 8,252, 24.2,
2/6d) @etzhafdmmseiguraMAlﬂ&ndba%x-.ﬁ@ Ipbwite diiffeagtianetitaerfor Form IV. The

D?(? ﬂPt nerm 210 shownblﬁeigﬁﬁén ‘%d%a% a}gﬂomeﬂn 059%31 216°C at a

"has "her characterize
scTﬁhatdeO‘@raw rret ric Analysis (TGA). Figure 3Cis a

Ther gapoHa E&tvic Anal ysis (TGA) profile of a sanple

f pol hic F TGA ¢
0 TR Eptt o gl 1 F5rope CERRBBHY AFHCh AP Gpization o
ceotamnhy ainvito rthahd 3rs NafiC@4 sojutiomc Evrat @ i$ sharavtiiriesdt eydarb¥i-ray0diraction

P%Wltﬁ I}})@% %E{I*\e fﬁ%\ﬁvgﬁtag% %%/%ﬁr or?ar% éﬁe?:ge?n 113%;/ 12}@%1 19.9,

ado AR ufipute éénPfB‘édeﬁr @péﬁ% PO, iSQRUPm PR b FERR VI The DSC
th%&b@éﬂﬂbﬁﬁorm(\w) stdwhecFigete 5B| MaitatedarDéndobbiymorsehatc 9FUS ana scan
Illﬂg Conmpound 1 in vacuo aMLO-135C;, (ii) via
S conversion of pol ymorphic Form 111 by

sl ur F.yRagnguodl Kormrfihi ¢ Form 111 in toluene or xylene at
110- 3400 »hid Ebim WHI & doRpburat Albhd Eé‘tp@bﬁre@fb?l@ﬁ'mmy ndsukpension of

6
e e B e

vi a @it st @Ha@ot‘@iﬁétﬁbys aon-al difvhotiom pptrerrc witl peakd atbipe following
aﬁ%&%’% cgﬁraa%)\r)gl L Péefe(':?{ d”r% Vs 2%7 8, fsgo‘t‘ﬁ‘%? g5 9}’2336 95.1, 26.2,

‘ati on of
2PE@Nd 093, sBIbumlfié\rprwldeh awé&rey pom;tqau éﬁ@@l%@ﬁtﬁﬁjﬂ FfP'T";FOH‘F VIl The DSC

thef%&éw thF&'m':\ﬂf @hé\% |h$lg@he%ﬂ |f%§ﬁte§% Ehdder@m st ap Hb5EC, followed

about at
by an exothernm at 15°C and tﬁen endotr?erms at ? 3b7 nd 195°8gat a scan rate of 10°C/min.

G. Polymorph Form VI

Polymorphic Form VIII of Compound 1 can be produced by refluxing a polymorphic Form

VI suspension of Compound 1 in dioxane.
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about pH 4, about 2 ng/nL at about pH 6.5, and about 2
nmg/ L at about pH 8. Pol ynorphic Form 1V is physically
wandemagrsical |y stabl e at 800C and at 400C undeCT/IB305/003312

relative humdity for at |east 30 days. Pol ynorphic
FormIlV is believed to be the thernodynam cal ly nost
stable formof Conpound 1. "Form 1V is further
characterized by an X-ray diffraction pattern with
peaks at the follow ng approximate diffracti on angl es

( Zq:ormSVIﬂ’ is Jsgargeter%d 6 alu5x-2a£l éﬁr-ac?tion #}Ett@n vﬂiﬂ p?eak@g’e e following

ap%?wtﬂégfraghoya?%ﬁﬁ é%d@? dff ﬂ%& ?beﬁ B 126 n2§ 8r 2%6r?ﬂd 32.0.
Figlrd.7 pidvizleDSCX rlyepavnigr diffradtion p&trmirdnvForshBn i n Fi gure

IL. 6? rmicu% {i Gt enﬁ\femi set at 216C at a scan
ré%E—UﬁJégéﬁﬁ%nfféggg%rynur Form VI Pol ynor phi ¢ Form
VI e agivpqaenis {i.es dhe Q@yrpgr@@%rcgéolgyfoaps( gqrpprising two or more such
pol%?/rﬁﬁswdf'@@ﬁdo@ﬂd of d@%ﬂmiﬁgrteih VBfttge ahvaaivl ndaV B k€ated into
SO O racteri ze

Ph%ﬁ"ﬁffelu ,'cgrﬂp?)sgiop%rswqugf t d’g%mrgalg.p rpﬁ(ﬁ a.F‘ 8??' oV rﬁlg suitable route of
adraipisiratizn meyebed emplogacit foo preativipiges paRQ) witld a6, effedtive, dosFgesSef any of

%rﬁ v\éhic Ilc%m? fI rlﬁﬂp NS, 31, SOl %} é&mﬂfuﬂ&' h %‘?%ﬁﬂ&n?écélﬁ&‘,ally acceptable

action’pattern of Form
salt Welieﬁfogfcarﬁxmple;eerwﬁw PasPHRHA fpﬁm#at'grm andsihe like may peegnployed.
Dogdye GHEHRL RQdY edpseibs, a&blét97@5®t'smﬁls§§lﬁperfsﬁ:h§ afll tH) ayiety. enteric-

coa?_édC geﬁ)ls%lgs 68%(8#:?%@%/;95?3@%? amgiydo r}ab(fets',: %E)n alnm% e Ie]nccggg?é)augglets of

uxi ng a suspens
Compbundds pha@hﬁrmaneuﬂballwacc@mqb&m thergah |Irs@i|od®pa¢161rms polymorphic

Forltngt\/r(ﬂ@()q{ oBfiny 13rbr a%’haﬁ%&:&)ﬁkaltyed'c&e&éﬂé@alt &t cal B8 %M&bred with

aracterlze -ra racti o attern
othg gHitable, CoRSRIeRts; IT@WCH@P%S&BP%ﬂWeCOHYW Pfea?rt%@ l@& dosage
forfi@Qirid Prefared By2anylmetBodsl Kndlyn h8th8, phibfnateuti2dl. Bits. 2 Pharmaceutical

cor%g’osﬁonszé th]e Ir\}%ﬁfl&? dpoﬁ'lzrls% at tﬂggp cgﬂg reﬁéc?r A cgfﬁt &rt@’%é%@esfhgent and

patt
0n®SCmPf$e'ﬂﬁ® grharmacevticallyr a@psam@ble SRR P gRtighaty agp other therapeutic

mgPé@I@hl‘é aliasizer, sngetiker Me Bsabr s’)tmLibDEé)Qwanﬁ)@dduMﬁ abagpi@ble in the
ser%é% ?nrggo%gaébiea\ﬁltq,tgﬁ %h%?ﬁg?ﬁ%rﬂﬁo% I'h%sznrsmlg g |on and r]gp%du%deletenous
to YHel tecipiehly trergohi cTHeocampgsitidnsofmaydurheu mgluge (gjdnerttfe buffers, binders,
dish eg%ot‘%e é%nér?f IuHPfdaﬂlg ﬁreQ&J\/XtN@é Riﬂbl@dlfg‘) ﬁﬁﬂo%ar&é)s Hlﬁﬁb‘ilh hgents,

| oxane. Form V| I S Char act % tg
tas!ﬁ’f“%kpﬁyaQ?PFf rIRREGaNSN SHist {&9n S\RF‘PW payide). ?nt'ﬂf’é‘)b'a agents (e.g.,
berﬁz@lkbrmwh mglo&mp,rﬁv@eﬂéﬁére ghitibttiaagent) sanhglaes (EQpolyd@bates such as

TV&?@E 20’ pr oV 0’2%“(; plu?o%c@ v'iéﬁ ad: Cfes%f“émﬁ Fsﬁ”&'vaﬁgblg ffom BASF),

es an tron
sorbutammasuus nipids| (e.g.4 PhOSF'MPIﬁ%@é‘Eh jag decittip r?;ﬁlss?th?romosaha“@%()"“es

phésBHﬁlG}létﬁéhoHﬁﬁnécﬁaﬁ%ﬁ:lcﬁQtﬂ@¥a$ty Ghte; sterbibBe( @O|c}4ﬂ6§té}b§ r@lrchelatmg
R S50 SETBLL 515, L o Bl suc bl Rt

and/o andltiadseslitabie dorpdr&erlnahxeud)mmltlonmaqmoshn’g|tgrtb;e guemt@blaee listed in

“Réﬁﬁqtmqwgtblgﬁber@gh%@e d\"?’ﬁ?rm%%% 1 m'eﬁaWII@anfjso&'V\ﬁlh&#\s 1995 and in
the\,ﬂ\@_gﬁ_@i@@g_g@_g,og%ggdo ecgﬁ:?l léqongrgngg IMon’tvale I\EJ 1998 tand in

Handbook of Pharmaceutical Excipients, Third Ed., Ed. A.H. Kibbe, Pharmaceutical Press, 2000.

The active agents of the invention may be formulated in compositions including those suitable for

oral, rectal, topical, nasal, ophthalmic, or parenteral (including intraperitoneal, intravenous,
subcutaneous, or intramuscular injection) administration.
The amount of the active agent in the formulation will vary depending upon a variety of

factors, including dosage form, the condition to be treated, target patient population, and other
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pol ymorphic Forms I, 11, LI, 1V, VI, VII, and VIII of

Conmpound 1, or a pharmaceutically acceptable salt
woOhevemag’s1 For exanpl e, peroral or parenteral PCT/IB2005/003312

formul ations and the Iike may be enpl oyed. Dosage

forms include capsules, tablets, dispersions,

suspensions and the like, €2§~ entericcoated capsul es

and/ or tablets, capsul es and/or tablets containing

enteric-coated pellets of Conpound 1, or a

co% caerar{rgr?euflr{dc%hl ?ngpaﬁfprila% fq}e{\yﬁn%f%g oneI ngﬁ’eldl in the art. A

orns, nmpoun , Or a
themautmabeeﬁacwamuac% £ 4|20y Necqssy dbmogdulaie.yagulate, or inhibit a

RHTkixhdal Qfl pviclida, Blsh@n varyividhl ®psrimgtupbil &i’étp&rtlciﬂhl%ctlve agent, the

Se‘@&é’mégg“eﬁ?f@gonqaﬁa ?rﬁ?tg(ggge:gatﬁg}qtpgﬁg)ﬁ{?ﬁf tﬁ%tatggktx 8{/\?11]6 ormylﬁtlon and
thepitkar roncrositioalwilhgansrallPloantanm@eytiecsairont elbqud §i001 Brpy wefght to about
99d :ﬁ/ W{?g}’tﬁgkﬁ\grbggﬂ n@éfeﬁa% rc]'rrli~I QE&P@ Btk GRhbot 4% tﬁp\ké@fﬁ active agent,

heactive agent and one or nore inert
angh erenigefetablvdeem %PO%?:@ % Dk ypiehigeive agrph Bt Wibale Agpend upon
thearBMtnﬁétdﬁqunlsrd)%)@l@l%ldlfslaadltnfé@Fcelﬁialﬁéti|Sthe$b|abd>sl|tioier s, or the

ik The calr [

acczipi)l}%rp%cqu al%oggpgélﬁ bré\,lgrﬁt% n?gng%fs%Féd Y. c?nve{ﬂhonal dosage
formt dreparéchigy eatibinirtgsa ﬁferaph@tlcaldyr mbta{t% |amﬁ>uamﬁ an getivgragantyas an active
mgﬁje%lle%; Slith 0(%% BromBﬁeaﬁpﬁSdriﬁ’teePﬁar%&%Dﬁ@f car-lré}§ a&@&ﬁiﬁélt& | @Aentional

urt her 1 nclude di]uen
progPai: CHIERPECoRARCRR YGHe Mg WEAs GReSaPang a5 cissohing
the(ihgredierds agapgpndprians tockhatiegired bteparationng agent s,

t aSt'I‘?xe ?#Aa@g{tﬁg %Qrtnglgs a%?ﬂf %@5‘ 'rrféy ?@leﬁﬁ‘er (sShogor’ Ilqﬁﬁd IE4Splary solid

chl ori I'mcEro , benzal koni um
cawitsdndlugie)lactespesicop®rtalc, gﬁ*ﬂt'nsqgat |pe°t'ag%q€rt3'§ magiiepiup sieqtade, stearic

acli@nd the RS ERMipRAf Iﬁ{%ld&iéﬁlérﬁﬁcludﬁ\éﬁﬁbl ptanut an,oblivel MWERMeBaNd the like.

R g8 S B S A oy s oo
glsselvlh rasndsaiatehi o7 aghgenyt hdisteprhies gtvaei @yl wibl iane@x ethylcellulose,

M@Heﬁé\c@ﬂug@@ Chii&Racrfidd bt tRekids and fatty

r ol ., chol esterol angd chelatin
agerﬁ garl(ey qj phargme'g{tlca? jayEs Sayb eo?rp%qyeéugﬂussgiatsgﬁci garrier % used, the
préb&tdh@ﬂﬂSén bé)abl%fedmafeﬂal@ auardCgdlatie xapsplesmpewdenaf pellet form or in the

forg1 :%jf 141 roc%% c?%z%ripgl (H.f?i? of &biid Pﬁrl&gﬂﬂfﬁdn} 'bgpﬁenerally will be from

nven I on are enlnq
abmhtézsm @mbgut& g:)rlfa@ﬂquﬁcécqglﬂer%@ﬁeﬁé@prepqgton capt be in‘the form of syrup,

errWH dn' %g&ﬁtWéabdu%tenl@l@&ﬁéble gdldioh Br &daperildyiSm am ampaule or vial or
erence ,. 52nd ed., Medi cal Economi cs,
’wwﬁﬁF%ﬁF iquiqgHsperg¥8)  and i n Handbook of Pharnaceutica
Exci o abtdis.a File dalBosqlutiiil dogk, ferm, K phissmadelitioaiv aesgptplia|salt of an

ac \;ee%qcﬁept %ag 00 gidddfed il Ay §q®9§§§§uti@ﬁ oi Qr?o:‘gQrYi@ ot In@t@aﬁl@ﬁc@esuch as

In conm ositions i ncl t hose SU* L
0.0 soluiolof Syeeie AP o &tF e, If ﬁég'alple SpENa P 8 %@ tne active agent
mmeealés%rvab i & &ﬁtbud |c6-@oll/éﬁi bﬁ@cﬁﬁblrtamaif co-boltentsy ehamples of suitable

coasgﬁz'eﬁﬁ i 0u1S %lﬁ areTH% '@'ﬁ%ﬁﬁ‘;’: ualkf%%?l Eﬂogﬁ%r{e V(‘g col gollyethylene %ycol 300,
pofysorbaik 80i gylcanin lahd trerlike dfepanaelitfations panging f(pg} -@pgo ghthe total volume.
T eacfb;rft%ﬂhon' A& HeH BWindRs #af cffcéréaun&rh& &Qemdi’oirﬂl @Nihk Qctke agent in an

target patient popul atjon é%
apptapeate éﬁlsqoeév%lecﬁ%h aSa\H%FSWP%OmQEﬁ%'PaOr Xase ol y
det e RFined prré@:khﬁads kiat ltied acinalt Besagast of fe active agents used in the

coh{g;gé@gugroy hes mv tgﬁ{v@ \(/:atnll ér{cecomlwﬁeg’gh%ulcﬂ%géﬁlliﬁg%mbeing used, the
pakiicnias eompasitipn fernillated, theunsndwqf pdwigisijatian @ad JredeasicHiar sitp, host and
iR LRGBS, | FdbEkiRE bl W8 aRGBME corvBftiohd\uesdderdeRfmihdin tests in

condltlon to be treated, the patient population, the

stability of the fornulatlon and the like.

Conpositions wll generally contain anywhere from

about 0.001% by wei ght to about 99% by wei ght active

agent, preferably fromabout 0.01%to about 5% by

wei ght active agent,
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and nore preferably from about 0.01%to 2% by wei ght
active agent, and wll also depend upon the relative
wanerug’sof exci pi ents/ additives contai ned i n PO®1B2005/003312
conposition. A pharmaceutical conposition of the
invention is adm ni stered i ? conventional dosage form
prepared by conbining a the %peutl cally effective
anount of an active agent as an active ingredient wth
one or nore appropriate pharmaceutical carriers

vieRt ©f g{edé)!bgrﬂ\éht& QBMeRt b Q@ént RER GSskrER Soptlr-ﬁﬁle&%agbé a6es yies set of

R e P o8 AT e rom s
0.00Ee®i abedt y00e p@ikgtof body Welight, pivge prafeeblyi foal almat ¢.008 rt¢ slpout 50 mg/kg
bocg/ni% @Me%tﬁ%r&% & I{ré}:ﬁg rﬁ%de@te@ Fat | doBtdbfhte FREGTAN. @IYministration of

carriers inc tose, sucrose, talc

prog@'g%ltsﬂvplc%ggsed gb\@glgrﬁ levgle dleat are ql?ﬁr@ﬁglgr qgmvglglgg} he évelght levels of
the%l@%&infé i8@l. dn &R bradce bf tkeﬁmv@lﬁ@ﬂl]‘le&ﬁc}‘st kuible doutadfradmirtistration as

wel:l ?sktbu rr%pm/ F%Bfl eytggl%ﬁ%l}tlg gps‘,el vglfcaelé%ér?d gn thI né@% c?end ?&%m&l}? he dlsease
to tger trdatate - The ldeses endrddserfieglianck mwalaowatyrﬁ@cqﬁmg tos‘-hn:hg%@ody welght
and egﬁcﬁ']rsé( bt m%&%ﬁ&%fp%f.&t G4 g&{e}’é‘? &f Mhtatfit StaP@sadcSo RBPcAr a dose

rane 19958, BB Sh3A0HE I el drPs AR Inoe singleyioss | eggly divided
doéeBeAlplrdf@rred/élos‘a@élr@tg‘;é us)ffonptmnhgawuﬁg cal forms can be

pr eh‘g% gcgrppo-rlg-ljagnsé of the i e%ﬁ df@errﬁér%fag{u?eol'm etrgger]erall}/ known for

can be In a
prepaligubharihaceptivad eempnsitiprs, |eet:, tpsmgmqwentlﬁnql H%chﬂlelv% gich s mixing,
dlsgcgl\ﬁﬁd"egbré’r\'uldtlﬁ’gz EfteGee- rﬁ%galmﬂb@ﬁngﬁenﬁj@ﬁylﬁb Cﬁcéﬁsﬁlﬁtld@)éntrappmg or

lyoghllgzmg| fPl*grr%?ecgﬁqrcg %%rllqoﬁlacgns rgayu% g;rmlﬁ??tgé B}%ﬁglzglsqﬂoaﬁ %nner using
onder inord peysfolmgicalyf acyptaipe camukswiach mayfie sy@caﬂufmm excipients and
auﬁl?apgéj{hgt ‘a§lﬁt§tg'plrc%e%ﬂgeé?ttﬁ&%&iw?wn%h% iRb prapaRESRIHRA chA be used

Or non-aqueous |1 quid suspension.
phavmaewaallm a stable water-soluble dose form a
pharrgpsatdiriratond e epinpdings bl famulatedaeddlyisy cagintng the active
agC sn iw:qlg ngérﬁ]%géuﬁ%}(ﬁ& a%c%ga}?%qya?rge%z K/Ir‘?og\;glulhltﬁg ﬁqu fS’?ngu g%rgé'rg' énable the
compéudepf the tiveasiondp de formulated disuiias,gallst degran fapsies, gels, syrups,

slufeg] éu'%lP reiond Qrﬁi lﬁ@thké/ Gor rﬂgeéﬁéﬁ bhe ﬁé&l&ﬁ% M@ﬁledtédi aPharmaceutlcal
Sul ta e CO sol ve or CoO nat

éiu@ i t ln%ﬁ \{cgj e WI he active
PreparRiipIScler B! &g 528 tesORtalh rft 801 rﬁi‘FBS%, xS Wit
agént/Toptedallyayrinéthge ﬂ’reoiesulthrgon}nytuem @ng Ipy@e‘samgpthb ymxthyl adrpsanules after

adgih% %Qlkatb z?UXHlB'%lsyﬁ()cJ'eQ%de 089bta18¥%58§§ o ?{?Qe thgs. 'éﬁﬁaﬂlé‘ excipients

I'ons e total vol une
incide: fﬂ'@fﬁpwhtaswgafaymeww lggtosan sperese; aﬁw%ﬁ' % sgigitel; pieghcellulose

préphraBofsdkdr ef(é&ﬁrﬂé Qﬁani&ﬁar@ﬁtwr\éﬁt agen trick stafdh, pEtpd GRIr¢hRgelatin, gum,

eous vehi suc ter or isatonic
m%‘%’it r??ﬁ%lo?ol j}ygr(%ypr?;{y%ﬂ'}/\? eﬁ%bsgppr SCi'at (?a'%%lgtn gﬁ'ﬁﬁ'é"u'ose or
pomhyl[ajrronbmag%@).oﬂf debieedadisintegratingeagests uray dbejaddadnguch as crosslinked
poﬁ/ﬁ E? JIIH&H&I‘Q’ aq;? of QI ﬁlc'ﬁ@’ﬂ%% bémhé’?’ééflsué{@efs)éoéigrﬁ@fgﬁlbfég to
r

ticu I ne formbein used
part @@ﬁeaﬁoreéélfﬁ)@'@Y'??cb‘ﬁ'“\‘%'ﬂ?ﬁﬁ cpetings. thre WO&? ‘Goncentrated sugar

soRfidHs Mt dedlsbd® ﬂrhﬁ;ﬁ Gndyhptigrant dobtalnajunsarklsic, polygityl pyreblidone, Carbopol

geg BPIIV%EP?? Del n él?a&%qnlclﬁ Osq%aélé@lelr ?gut{ogs Iaﬂ(\ij s@t\%vﬁle #E{ ﬂ@ solvents
or exipant Imvﬂmrbsal Dyhattdis fooplgmantag@mbe @ddechiodes tehlels ob gragas coatings for
|de%g§caﬁ’c§§or i PbhafacBHYERS S c%blﬁ&iﬂ@ 51‘ I8 aghig. Or aI

mnistration, an exenp &tﬁlose ener a X | de of
enpl RiyEpRcRgicel RSPRG0S ”’@t 1bet‘i§egl9 Y inly ?)pﬁsé‘l 'ﬁﬁ Rypiies made o
gelRafl YasWed it soft,) I@a&edm’aﬁélﬁsabéqyé df melmirabalié pBsi@idr, sachadroglycerol or
50 ng/ kg body weight, wth courses of treatnent
repeated at appropriate intervals. Admnistration of
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prodrugs is typically dosed at weight levels that are
chem cally equivalent to the weight |evels of the
woéuabdey4grsti ve form I n the practice of the inveariBswgs/003312

the nost suitable route of adm nistration as well as

the magni tude of a therapeung dose will depend on the
nature and severity of the sease to be treated. The
dose, and dose frequency, may al so vary according to

the age, body wei ght, and response of the individua

soﬁBﬁJI' &R push-ft &%Q@é@éen c,%ntﬁlH ieaRliR iRjradiedOn @G@xfu% mm)érs such as
over. a dose ran ot al

eciiSS R 5P LGP ETOIRE METGRG R Va0 28 T SRRy tearate, and
opfibingilyl e@bitk@ees In fofpcabees, etk ahtismggentsamge be slisbolgan drOsusgended in
suﬁa%l Eqaﬁ?u uzgeascfgﬁxgn érglﬁdqgargﬁmtc?%qhﬂvﬁcwe QQnenBMccQse In addition,

ner al repari ng
stqb}h@gﬂprmgb be addgd. @Iﬁp@yla{tlpr@r{gr orgd agmlnlsdg’pqqlgsh@lg%g%m qlqgﬁgﬁs suitable

fortsﬁé}héﬁnQMéil%ju&ﬂ Clor &GcdAl éﬁnﬂrﬁstraﬁbns lﬁh@c}?inﬁ@sltlogi mByHard t lthég(_arm of tablets
r agee: maki enul si fying, encapsul ating,
or @ﬁ%’%&fﬂ&f’?@ﬂ%‘?'”ﬁc)a‘ﬁ? E’P%@ “Phar maceut i cal
conpos admnmslsatnmwfaeaéaﬂy orLby artheldtiony the eoopolends ifasruge according to the
préggmrfﬁfentﬂ)ﬁ ICQIg bQ E&v@ﬁneﬂ@@@hv@r@ﬂ 1R R)grh oRhA yer@%f—‘s%?éy‘?}pés%ntatlon from

carriers, bé selected from excipients and
presgwized aPi‘C& tohala f"@éP'ISPrt atih pihgcesei Rf Bf SE“H‘BIG APRpdant,  e.g.,

dichRFIIBILA BB ethaien tﬂﬂﬁdﬁaﬂlﬁtométhnd, haéidhiczatatrdfieorasteahe, carbon dioxide or

oﬂ_%har %El% gég | fﬁth Xa mﬂ?%s? éééjgé géqﬂhrea(}os%da r‘%‘ﬁ %K be d'etermlned by

can
prca/mnngvaevaa/gewshvw 2 memm m@ht@&ﬁ’aq"?%/afa%@éﬁﬁg&b pkgelatin for use in an

mf%%'? ot ﬁELﬁflalfJP%WH thé‘hﬁehﬁay%et formetSel SoRtiHirRy S psePhik éffke compound
npounds elnve tion to be fornul ated as

a”tj éﬁP'éib? po}ﬂ?"?rlb@se Ge &Sty s ies, gel's, syrups,
S| urThie estive sgsiie mmymmsfomwatadher narmralfaumrmtraﬂlom bygiaisttioone.g., by
bor&( mgecﬁ&tdr%m‘nn &sqﬁ‘ue'%e %ﬁrqjlatigm@Bﬁﬁﬁ&}é}]'n%?be presented in unit-dosage

arations use can obt al ned usi
(oS0l .8 dx@MpPdRE 9rninaAtidoe €ORIPYSL WEN & PYHEda g@ﬁ?f"a“"e The
coﬁbiélﬁbﬂQHay t4Kel dudh l’ﬂ@'rrfsha@ sugRhisidrisN goliifions WF emulsiors in oily or aqueous

veg EIIP? eﬁgﬁ @agﬁ%l;}ﬁling]? Ly arto(?’)( ]géeagrs%&u%seg%sggﬁﬁr{gaﬁggéﬁﬁl and/or dlspersmg

agdmtagee cores. Suitable excipients include: fill ers

suc mr%ﬁnaigﬁﬁélsiormlﬂ&ﬂo\’lg 'f&q;akeﬁﬁatr& Sa@mlrﬁéin%ﬁ&ﬁ i'iﬁcclud@Sl Blﬁldpb:@lons of the
or sorbitol; and cell ul ose

achir 286 e By DR RS20 3 AOROP R Blea i sueqegiaty SuMabe pophi
so&br&iﬁ ehvehiglek aiclude fgbymlls whtay Iseszmiel aill osgynthetic fatty acid esters, such as
etoY e%}[(ey B QR cgﬁﬁs or Cl@béomegse Lee)! l“”'Irl'-:c’uon sus ensions_may contain
arb oxynet Vi ny| pyrro I done (PVP
supgtantes ithas dncrepssi Wﬁe\gﬁi(‘@?'tyn@f lggewﬁ@,enﬁ*ap Beh Ry 8IS  Rappoxymethy!

ceﬁ\ﬂos‘ér&?&tbﬂ B@tr@r@' (‘Dytioﬁéllly, 1Y §Uspérsianeay aﬂ@a:bntalﬁ fsuigdbl s¥atdlizers or
or, a

d
ki e o9 WP 1 G B rgfBiFS: o
copmuhpatsdasolmuom:entrat ed sugar solutions may be used,

oyr 5%1 %%hn%g%%r e Itlye thﬁé Qctf%’rﬁ Fna@ Gehvé?Q(ﬁ Yﬁ/ 'ankﬂwarmaceutlcally

ene

aceentablg prmn@g( yehgcle plg@dg@ ,thesqgmpplljr@nlg ma&tm%rgegdn f:%rgslacé wnt‘\ the ocular
suRB &0} &s@ﬁdléﬁ?ﬂﬁﬁ p@F ocb Rl M@ the oMboundso pElyetrsicufid sorngal and internal

d bl.e d
re@g%[ ?f tbeé eyebrmq qCF‘r egtgﬁn%ﬁﬁ%laa?tenor Sng%g)%rt é&lgé:rg)r chamber, vitreous

bodj,fdoge@n thusonbitreaus bursoroforzeat irigleilagyy dertss choroid/retina and selera. The

phgﬁl%{ @@ﬁﬁg ﬁeq#abw Waﬁﬁlé %ﬂ%letrhﬁlbec%‘? eRenpits 86l oi‘ﬁfn@énlt Yegetable oll,

capsul es gel atin, as wel | as
or gpfencapsidating dnaieijss u{-\légct%a%enbef t@ee|mé&r|tlﬁn /Y alao e mjected rectly into

th®!i8&dus GhZ&JueoSsimonrsr goa&r ol orsorbitol. The push-fit
capsul es can contain the active ingredients in
adm xture with fillers such as | actose, binders such
as starches, and/or lubricants such as talc or
magnesi um st earat e, and,
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optionally, stabilizers. In soft capsules, the active

agents may be dissol ved or suspended in suitable
woOi2opsidg7s1such as fatty oils, |iquid paraffin, POI/IB2005/003312

liquid pol yethylene glycols. In addition, stabilizers

may be added. All fornulati? s for oral adm nistration

shoul d be in dosages suitabfe for such administration.

For buccal adm nistration, the conpositions may take

the formof tablets or |ozenges fornulated in

CO”K@&EAWQ? th&BERNE fngréare\ht rﬁ&VBeﬁh Sbwddrifdam fdridohamasAMitl a suitable
i nha atlon or use @gcor

Vel St SRR RPEIIEP A SRPBL Ao VB APUREDG" Bl Pt P ip Tfeted
redtdr @r fvaginal cfonmosid@sosch aspsupposiioiEseott @ientom £neymas, e.g., containing

corWeﬁt?uﬁ% lslégp%gltol?ﬂ%%%s guchaals @(%39 hhtﬁe‘? br ot%rbpférilags use of a

| or odi uor onet hane,

tri @ha@«t@mtedh@rﬁ%mhlav@s d&?“é'ﬁ?(bﬁ%?"ét tha fRolyBYoERbicHigARS May also be
formBkiRe as H @éwepr@;far&bhersmsmuér@ucﬁhggﬁmmdﬂané ey Clges adrﬁ'hls’@red by

it be d d .
e sty G i
ThG@a pisiu xesnpen dthe apdiymadieiies foaohs gedyabé rforfrolated swith suiggple polymeric or
hy&ir%h%l)l@ Fnafbrrlafs Q,%p M}Jn?b‘ieo bs é’rpg'nﬁlé?& ihiak %cé@ﬁﬁébl@%ll)f &rldmé)@ﬁé?‘@e resins,

contar nin m X of conpound and a suitab
or BHWIENIVFR: EYRL4eS, fOéE’EaH@@ %?aﬁaéP@hSO"’Pf?esagct i ve

agerAH@indmyy lﬂrﬁa dctivaragenatsenhyfberdeparanisty al sustdinbdireidasatystem, such

asl%]mﬁ)g* E)Ile ﬁ:m?sg?f’ sokw ?&o%%btc o%elr OE‘on(l)arlrbrggo me' t'ﬂglglpéuélc agent.

1ons r1or 1n
Vanmsumtalneﬁa@aagee fngterigls bavg beer q:staﬁ@fpg |a@c§;arg ,kn(pw,n by those skilled in the

art”U|§ubtaH?<§-?eIe:%Q@t @Hpt&ﬁé§ may Hébeﬂﬂmé‘d&"ﬁ cheR! @RAfidaAlHalPe, rERGse the
onposi tians ake su S suspensi.ons

coor 5 T VBl b bt RS DR 40 e gaue an e

biclatitalnstapilicyost tied thefapeutivileayent, \additienat stragageh faprateis p’fehlbhahfgl may be

n?pﬁoggd l'izing and/ or dispersing agents. Pharnaceut | cal

nul ations for parenteral admnistration inclu

sus Jenghasmecaical ReMeRSHPRARISRJBA OMRHRP SYERPI BRI ﬁﬁlr@ﬁse carriers

or 3e3(0|§§’ﬁ§ OFE)daﬁb@:s odfl uch Rh@6kI cﬁnexﬁtmme risdiuale Scalchiun tcalbbeate, calcium

phgﬂ@ﬁtg ?géésgﬁﬁg gsp fc%llugo:se\égrva ive, %él%] %%epof ﬁdetry s hlass polyethylene

giwolsh as ethyl ol eate or trlglycerldes or Ilposones

L Qyéfu £Ré PO m§ BPS RRIIARALIMY contain substances
e o ease Hhc Tt ?rﬁl orrq qi activity of

S o THTATNE ROHBERYIC 1GaRId, Egeoudd, oF BT Torhaate the
pr&pih kinaak) Word heaticilasipainspotymonic fainsare aeefuhas a:guarmbplgér@_esis agents
n?tas agén%szf%': %o&flatﬁg %9&/‘& |f1llﬂl§|{|ng the Eﬁi@lﬁﬁofwb?elr?‘ﬂhé‘sl%b | éuEB/ a®lhe activity

prep aration

asﬁ@%‘ﬁdw'fbdfrﬁ%wfﬁét @RK soTRRPBIEK. ﬁHl‘1 16k Eﬁ@@ﬁ%i)h%ﬁhwase kinase
arﬁJﬁ@ ofhéR, tﬂ@%r@\ﬁdlhg\/ ﬁ‘ea%ﬁ@ﬁé for Sartel b eth@tideBsed associated with cellular

nace tic t abl e opht ha i.cle such

orbietgtof e Bl HEaIR T Soares Rrzrtaar T Bng MG h et e
ocul Taerapeutitalyestfeotive sansuhits jof theragents b th@enveohprt vanbe ggministered,
typi I:Hﬁ)( ﬁi%@f%’rpgf d4 &aﬂﬁé&%ﬁﬁc@tc%mbtgﬁloﬁ QB %ﬁldlsms 'rr@d@fe’d%ly modulation or

rogialen PIGTOIERAIBEPS %@?%L\fue&lrmn%lﬂta irdeceq TRy alggagynt of an agent
th&qwi%h%ﬁmgi&éd to/h HaﬁﬂiaSm h]@m)bf suclo treed@ent; is seffidert & yifect treatment
foag @aﬁsé&%@%&%mﬁbﬁ ﬁ%vf&/ Se errngl‘e fT@Sn R?erega:ﬁﬁwa'ﬁ %élﬁé kinases.
Thais/d therapeutivadly effediive ampunt of(a coam)oumt;qi ,ﬂ@um\fgﬂ’qlqmgs ﬁgp@}tliyaqufflment o
m@ﬂﬂa@eﬁr% \ﬁ?atea%(? Nnith the RN YEBRd BNmBRYprétbif KirdSed SicRGh&G: disease

condition that is medlated by that activity is reduced or alleviated. The effective amount of a

given compound will vary depending upon factors such as the disease condition and its severity
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the vitreous and aqueous hunor or

subtenon. Altematively, the active ingredient may be in
woawmb@astsor m f or constitution with a suitabl e veniBioe;003312

e.g., sterile pyrogen-free water, before use. The

conmpounds may al so be fornu% ted in rectal or vagina

conposi tions such as supposftories or retention

enenmas, e.g., containing conventional suppository

bases such as cocoa butter or other glycerides. In

ancxa‘m';,j I&én‘BPhM E&@m&@f@b” %Igﬁﬁ‘%f Qﬁ‘es%hinhﬁdmahéééﬁof iréh@ment but can

75
nevphElfgP & |r%wne'$9%iﬁrmlrz§ﬁ§>yggf pwbedfnbp]ﬁﬁpat rsﬂgssg'hjg Y6288 to mean at
leasd@HB Mitightin e alyiseasgéomdtion Inca rr(afnmal excngsl @ human, that is affected, at
Iea?sf ﬁjbégt%ta equs! éﬁw&r ?fl &%ré}rﬁi&? ?r&ﬁh naQ% QMCH Eé rt)ﬁtggﬂ'%clkillla%és and

or ex forms
inclndeg: b@v¢rwngrﬂnea@wswcpwlt@n|ftoabp@urﬁaﬂ y]n%ma@naﬁ' “particulary when the

mafhal RPRER B@tp?erdis%s%d(tf) q{awﬂéQﬁ@ﬁlgeasascoﬁclltlcﬁﬂbldltsha@rhot et been
an acceptable o resins

dla@}gagq #yhay n’gdi U}S’fj\é';tlﬂ‘gﬁnlejgi N}légng tﬁgsls%%?gﬁﬁp%tlo% d?or alleviating the
diséd3ardongjtioh. s dxeinplarysdisdase Mnﬂlﬁqnsnladlddy diatielic ag’nmop@hy, neovascular

gla@c%ﬁ}% lshethoﬁ Carfilfits! E‘Igorrlggs lég% a8y ﬁH&ﬁa@'d@&é’wefeﬁb@ @ﬁ\ﬁ’D and cancer
em such as sé ermeabl e matrices of solid
Sthdmgﬁhoblc pol ymers containing the therapeutic agent.

Var Wﬁ@%ctﬁllﬂ;ﬁbﬁ'dhe e8lyh6lpRia SEmER @oma&@d hlaxembedators of protein kinase
actg{}té‘%g} Sggg%ﬂ? aarn§ gt@a’n\geghb a(ﬂ%)(:r‘e t%l?llé;lse %Qlllé(ﬂp tﬂtbear?fnt::ludmg in
vive hretiordralitro assaye , Examblea obsuitiide @@md@rrmww meaaurﬁr@wt&@@k%e those
deééﬁ%édqR Phfst éOQ AayRche N r1‘@78@1‘1 6§die(1§§13?meﬁiﬂy gnalk, Waure, 376,

313—%@@95) é{g'ﬁgt ingﬁ%’uonﬁa%aplga O@g \BS ﬂ?ﬁ@gge J WiPO Intemational
PublicatnINoz A0 esi14Bay. be enpl oyed. The phar maceut i cal
Com?ﬁ% IgFe:gg Slnv%l'mso% i{Bo G 83&%‘ 18 %or?thJgﬂ(P ltl?eracp%lrﬂlcdmet%ds of treating a

gel - carriers or anpl e
hyresrelifesativealisoedes g5 iaedinesse ?Rﬂdua'é megdipted QmVEQFb%ﬁ‘i‘éﬁVeWh‘Ch comprises

adﬁﬁlsfe'n oFH‘rﬂ&’ﬂllﬁalltn@neealﬂmé& a tlﬁr@feﬁthﬁlfy effé@ivé Hosre of a pharmaceutical
der | va elatin

corBqugygﬁ P(Im n%o rlwo?rgl ofatF? p8lw¥ﬁ) ola%r% C%ﬁﬁarm?%eutlcal compositions
disBasydhabpves inf combmatiany with iao thefeipeutically egfteciive B@PW‘(D‘?fp‘Pﬂecor more

‘sulgs?%nxn.gs ggle ARRH Aniltuflol 4&Re, Uéntﬂ‘-éﬁblogﬁ%@élé‘tdg@ﬁtst I§I§nal transduction

Ivit proteln ki naSes. More | C
PP TBI NP UFTHEoa7aoN e o PP ZSDSHETS. I 5%3@?%5??'0590' in PCT
PUBIGBIINSN GR'W/ CRS0/387 ©5) V60 DOBSTIBAMYIOI0I3AT 7a W) 00/3871Ri WOt00/3g719, WO

oSkt LD BEEg, oAced gpalig e o

inch@rrateRAlcreimpitefsrRISp R dhej eatiietig; nase anDng others, thus

pr odgi, lg% Lo %ﬂ—ﬂﬁﬁt{rlsaglgﬁ’té ﬁ@tﬂiléelfhltdﬁf: iSHitHofs, fﬂdrsaaﬁﬁl% vinca alkaloid
oI R BT VRS, IR o AR ooy alochoctine,
halthérdape; U NHzaldyrinesitfybroethyt ecthero aolthicinisf atlble da@etﬁtlns 18f mayetansine,
rhn'zq%%‘”t Lon OBy he, ad&Q ”'ta%lo?r e@acl&a)(éw Caddc¥iakd? t bl%xt‘;t%)m 2" -N-[3-

pharnaceu I'cal conposit treat disease

(dimeiiylamiso)piepylighianeate étﬁxqg rdefl@@m a{hiogpplc(ljlfcmﬁr Hitd qg(steme teniposide,

méfloReRRs - a“éathlc?flrﬁeethhM@ur%WDUévftocmes arﬁﬁuﬁﬂ’sﬁie,d o' ditu@rodeoxycytidine
t hat anpount

an, agent when d
(9gmciiahine); '?P”ﬁ'é‘éé‘iﬂ” gid g’ﬁ%’ﬂycf”r e&%’%‘ﬂ? g gc]ﬁrf enctgs F%!(Sm Poarboplatn
oxipafirg Ciproplaiat Ethiit eéter of P@aaee/a@esmwétle@lrby (ASIab‘:y or Asalex), 1,4-
cy?cnexa idn- 19 i QPG afﬂpﬁg —Bl’é?ta‘iircﬂnyh '3%%5 d@ ?lhas%‘ﬁ (diaziquone), 1,4-

0SI ne ki nases her apeuti cal | fectlv |
bls@nﬁmms@fpnﬁow@%% nd b@ph‘aph e O nv eKosYiaN) Wftlp,t clomesone,

cy%fwfohﬁblﬁﬁﬁo%ﬁlblcm cyclodisone, dianhydroglactitol, fluorodopan, hepsulfam mitomycin
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nodul ate, regulate, or inhibit the activity of one or

nore protein kinases such that a di sease condition
wohede/ug7smedi at ed by that activity is reduced BCT/IB2005/003312

all eviated. The effective anobunt of a given conpound

wi |l vary dependi ng upon factors such as the di sease

condition and its severltyaﬁ@ ‘the identity and

condition (e.g., weight) of the manmal in need of

treatment, but can neverthel ess be routinely

q@/ gﬁé?m%am&ﬁ‘e cSkKi rhl{o%garjmﬂe t h1e ZQEIBroeth-yr; £ ?3 J:H‘lﬁoprépﬁ plperazme

an at | east the gati on di sea
dlhyq;ﬁmlqrngnplpqﬁa@eﬁﬁ@mlpo @U@ﬂ a%'nr%{n)ﬁ@nﬁﬂlrohyq@{on gustard, teroxwone

tet@bla; t HBidtept tnblﬁﬁ@femelarrﬁ}@r turachynitolen antistaid, thjs(®egyforypoopyl)amine
hy?ra%ﬁcw@gm ek)';ng O %r%éc'OU{eﬁgC glggﬁs téﬁr QSLA egﬁloﬂ@&?&ior&ﬁ?lnﬁroseurea

Sease cond
medyytcuelohieny- Chlnroelhyhumlllrea par@ichigiogthylly3-(Rfedionorepipasiel-niraso-urea,
blsté%Hyoéﬂﬁll piﬁ"os%ﬁr%g' §B9a?€éimteo dB&vdaRile, ! Hﬁo&hsﬁv‘n@&&d related compounds

codo oA AR A PRl AT, e BERAPTe AP st
sodiidl/ priosplidte vitatdzeig bt tetheemsiec oMNA iaotrmetakdigs] doryexample 5-
flugroﬁ'rgé}lse ?3%1‘. ' ti %@%mb&&é Udﬁ%ﬁb@&% Ia(r: t2E@B}{d?&?Q:);QXnodmyl)metherne]

ovascu
hy@rganecetbam@emﬁ!ac uI @pxﬂ@g@tﬁ@mm isgarpEIomdRYAdibe rbigsemicarbazone,

alp@ﬁ-@' dbxj-8gBAnosinéle a%ﬁ’ﬁicMint YQI)@fnatb h ?5 @i&dﬁd@d&ﬁﬂhﬁh& foetaAmoguanine
148} ors 1 n
R AR ety oo ot o BT ARG SFORGY & plicbiticazole

claihiois perktodtdtiedhipguatine naarctaptOpumie,Ltrbhongcm rg-shiopasiepxyddappsinen inhibitors
of %&fa@la@?ﬁﬁ%%e sﬁéﬁ?&g’lla@ﬁ aﬁ&' bAdefePdsRNR, f:l@fara%ﬁ;lé 'kalIrMme and

nts i ose escrlb d in Parast
fludgrabinggj o PNAARNA @9’"““@*”“%795 P680'e (Llﬁgg’f'“e J éfaF‘?Cé(&f’"@t acivicin,
anﬁ{optenhlatahﬂ e dedvéfives 3 1Rer@?0 s(d0 94 ; NYH-EDro-B4[€2; natdiamirat5-methyl-6-

Publ. i WP rnati
quigafﬂhp A hgﬁa%o]b%yg é /a%%gtz% _I_Ecgd or e?’éllJiB @nventwmo -5-ethyl-6-
quinkzaindimethyliaseinalbenzayrbieararicon t HeapeutNc netlRshgrodl(e 4-

dnaiiﬁuﬁd%Eérnaﬁylﬁn @aﬁﬁuﬁﬁ]@n!zéyqll_%pa\/rﬁt 0T dible Bakér'sdiafRaS @lichioroallyl
condi t 1 ONn

lawsqns: nlprggléqqr,n r?f dgny%éﬁ]%?cyp rg:(-%t,] :g\é/eh'nt {ﬁg}(\g ol\? Ppgosp oace?y?) L-aspartic
acidhietraspeiutni s=t| yrasfura tiiiegreaatsupicaricina apinamyeie dlutdrypigbhycin, and
an%lggg)&%h 4 91’8%’[ WhHyGRL5S BITRE bﬁaﬂ%l@&ye d?ihetd?@er%ala%[m{e&'ablﬁes dlsclosed in

ceutl OHDOS 1 ONS %
E\rapecio REPTAPPBRIGANH 22090 8138 O -k RIR e TR Y- ShfoTizoin &

ylrﬁéthw)rrerr@ﬂqylamrne] SHEBYRDGRBNEE AT geslti faoir mhbltors; wetb cycle inhibitors;
lnt?l'?.‘ﬁ?j&gt a&?@otlcg(ﬁfnlg ?1?) 5 reg :nng %Hdsuleoﬁ{dgin a]&rot%(g@ q‘ﬁldék%nblg Nnterferon;

rve a
and abtsh@morss, fonexamdle aﬂﬁw@ejreg@8§e¢fmg dalvadexpdirmpisn) e deriegample anti-
/ 387 0Q4-35:hd WB Qibif hydroxy-2-methyl-3*
an%l%?ensv\%éjglqwg?oégsodw %I\Dﬁa &, 4 ch:Q V%% %/ %nglg?Sy roxy-2-me fy’[h
(vifhenramettyPrpananicelo/ %’?’86"0“191% tr&?‘@&”tog‘ﬁ}’ BFRRT ctFY A o e
sirhUta6sdos, rsaﬁl&ﬂtldll er eparate yosief @ trericividua componenisof the eatreent.

Exanpnn g |gl% r%glg lagérwmfclu@egﬁlm grPa&'lx ?Jﬁgltoﬁédage 2) inhibitors, MMP-9

i nhiBi'to erivat]ves
(metrstmedallopiotinsiases P In@bltnraa@n@m)wé CVW%@%‘@%H} ighjjitors. Examples of

us‘éfuf‘@@kﬁltlhrpﬁtors%&hfé@ 'dEEEBﬁEﬂ(T@'QEI@&MbP Galdéb@klb cina I’rkﬁiédoﬂle Examples of
benzoyltri me

et her. cal
usgiy| %{rlétmqt‘allggoteﬂésggplaﬂtg?gnaée dﬁ;ﬁll}eg)g? S{%&) %k})gg qusll%hceﬁ Oacgober 24,
1906)X WVO (OpaThast (ansished Maoder axask), El@rednePadnt Agipuomc[remo 97304971.1

fugghﬂgtﬁgy% Céhg%oggqoaweauglkdgm GRS, eagégs%ﬁagsﬁga b¥@bdr\¥8) 1999), WO

98/AFESb publishee, FehlzlaWh?QapﬁgPWe W‘PIE@@?’@@r (RuPljshed; Janyapyn2d, 1998), WO
9e?d488 [HRBIsAS) Adust 1301 JoBL V@ d@auoys yubidh&eAugust 13, 1998), WO 98/33768
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(gentitabine), adrianycin and mtanycin. Al kylating

agents, for exanple cis-platin, carboplatin oxiplatin,
wopowpuetsin, Et hyl ester of PCT/IB2005/003312

N-acetyl - DL- sarcosyl - L-1 euci ne (Asal ey or Asal ex),

1, 4- cycl ohexadi ene-1 , 4-dicarbamc acid, 2,5 -bis(1

-azirdinyl)-3, 6-di oxo-, di-dihyl ester (d|a2|quone)

1, 4- bis(nethanesulfonyloxy)butane (bisul fan or -

| eucosul fan) chl orozotocin, clonmesone,

(pubfcltf\ﬁg@ ﬁﬂ@{spg 9 bb({} %8’@%?3??@&&?% dsh%M %I\(}) qjé S‘P@f% European Patent Publication

opan,

606,046 evﬁ}@heﬁ@u'y A3 AP HeboReRR P@im} EPWC@OWQW?& Ritpiighed July 28, 1999),
WO bofo87@h(pakieedd by 34t,( o)) Iviw eosemyl Jpublishet a@dte@r 21, 1999), WO

oorsShel S BEDLP A ges B1PSEAR! U RGue P BABEBIR e 7. 1000), PoT
Interh@bndpﬁpaica’tmn NdniPOXTER2B/01t 13 dited yduly r2d i [988), Eeropeanaléatént Application
a@éﬁ@%” (filSH a?crhdzs %®§ GrER Bl n@@b‘phc%ﬂ&d“ﬁ;mber 9912961.1 (fled

rochl ori nycil n, nltrosoureas aﬁ ch
Jun &p%éﬂ}pd %tﬁ'qe‘t‘)l?@él@lﬁ%| ﬁp@hqug@”péigﬁ 48,464 (filed August 12 1999) United

Statd¥e PhrghtCy,8d3002e Xisbusdhlapugarg tdsy H gooh,r vsiedr States Patent 5,861,510 (issued

Janu_%lh/i( er g%& r oedtlg}{%)eg? fg?em Pujbllcait( %n ? o“éa%e g)u%){sh)ad %une 25, 1997), all of

or oe hltr sour ea,
which predwrdiyain¢oneratetiyaefbrenéeane thein erttlraﬁsg dtictaned MVP-2 enchMg-9 inhibitors

are tﬁ@é@nﬁ‘é{ W\Q% lﬁﬂéCJﬂ n@ﬁctWﬁllnﬂﬁr%%l\Wﬂm Nere pYkdrRR hé’rté B8 Eselectively
anmust i ne

i e <pHs e e S oG B BT MR e 5. MR -1, MMP-

MMRatMMIPAS] B l6] MEIB;7, MBIP-& XvFa1 0o MBIP- 11| Mavie-a2,aemid IMMP-13).

CytE%%ljnelgr W%ﬁbﬁﬁrg dilﬂéélgﬁi )&é%“ﬁ??a RQ 323555, RS 13-0830, and the

followar azi cmpavruét hi oamxﬂ‘éflum%m@ywh%ﬁf@ﬁnﬁaﬂfﬁ@yll (1-hydroxycarbamoyl-
cycloﬁ:ehw%ﬁﬂ%} BropieHi dnéb;ay Bieslb-844-UltiueRPRLS akybfbéﬁi&esulfonylammo] 8-oxa-

o S s SR LEBRARE 500 W LB oo
benzepedutiony]idehydroxy-3yonatsizup esiding- ﬁ@gnbppghcg@m@mygnomgqy@e 4 -[4-(4-fluoro-
pherl®#{) %ﬁkéﬁe&dlfcn;ﬂyﬁlﬁcﬁ tiaHy AR RARA- caﬁbcﬁ@ﬁb bizga, hydroxyamlde 3-[[4-(4-

pent ostati n, ani ne, ‘nercaptopuri
fluorg:-PEROY) 6&@6%% ok )édf°>iyﬁfﬁ*?ea"Ctvg?yg'OBfJWBrﬁmW%er%B'c aid; 4-[4-(4-
chlo®yphieh@gBbeheres @fonylarhihojttcteshedio-pyran-peabaxglice deid i hydrdkyamide; 3-[4-

(4~ cl’% ?fpﬁér?olg@rh%n%efng%wyrlﬂ %j t&?@{dﬁ{bﬂp{” §@a%xylgwc%\mhydroxyamlde;

anosli ne,
(2R, 53511 ady4-lAdiuae;2- raew1benaryloxurhewpGS@F@wlh%ay@@fvﬁ;raﬂhwe@eﬂd'ne -2-

carbbﬂﬁié a8 hWGﬂaﬁﬂeJ\B [[42(4'-‘1’(U0Qf Mefoxly]-teAze nesulfonyl]-(1-hydroxycarbamoyl-1-
me"&'b?‘hggqﬂp'f’ﬂ)ﬂ“ﬂf’é'tchyl ] arﬁcl’?o] benz Y1 HgeBhpIoxY-bsprepesulfonyll-(4-

4 hydrbkycdrbpin¢y-tetrdhyiircapyrared-B)-emingllprépionic  acid; 3-exo-3-[4-(4-chloro-phenoxy)-

benﬁﬁé&ﬁé@é&rnﬁﬁdﬁi 'EF% glxy&dg\f@a PMRLERE E’éfﬂ)dxylt*c aa%ﬂ%y’dl'&yﬁ%éj 3-Dhdo-3-[4-

nlnopterl
(4-flyge- ﬁmrqoé\mbﬂ@ﬂea%ﬁ%wlapwpl §§f?a?"f34cl9[3a?cf/ lpctagg e igker' s acid
hydraivahfd@# 3- [ﬂ(@ﬂmb@rp»@hdwj bdragveemnienyldmiasl+icfrahydrd-fueined-carboxylic acid

hydrfq_(y(aﬁv1 S%rﬁi Zacaé?ui}llc?l}fb%eg)gag!éts%lés 302\’%9? a?d %ydreges ’(hereofr t,
py rExawples a0f, signal ransdugtione inhipitdre dnpjusien, agsotsi Weimgen inimpit EGFR
(eplé‘errMQIté?mx%cﬁor r@d%ﬂtoﬁﬂ@é&géssb{ﬁh RBECEH B RIrRdE! EGE%n@Bodles and

Tor exanp referred anti neta

molagpise 8 atp EﬁF'Eu'P"tb%t@'énVﬁg‘gé\’ﬂs"%ﬂp‘?"ide%'fei"ﬁ' n9"RIt fé%*@fgé?'bm and

erbBRURIRe®Sr inhibitors, such as organic molecules or antibodies that bind to the erbB2

rece% rf'chr ex?rgﬂgihﬁ%%\sﬁ‘g\?nm ﬁeﬁngétg%fhlné o?%%gw §$nz|9 ah&?sc@ Call d)rma USA).

gr GVAAR ihkibitors arg dérckibaddn.dor example ByY¥P @Ei/‘rﬂW@u nu@h%led July 27, 1995),
wo 'gﬁh gi¥AbadisHed ARRiLd, Rbsd f)l\% ,08f0A 3495 @HIBIB 8K UaRMLC i S9eRHhd United

bl eomycin; proteins, for exanple interferon; and

anti - hornones, for exanple anti-estrogens such as

Nol vadex a (tannxifen) or, for exanple antiandrogens

such as Casodex(tmnm

(4' -cyano- 3- (4-fl uorophenyl sul phonyl ) - 2- hydr oxy- 2- et h

yI 3" - (trlfluoronethyl)proplonanlIlde) Such con10|nt

. o "

a o s
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(matrix-metal | oprotienase 9) inhibitors, and COX-11

(cycl ooxygenase 1) inhibitors. Exanples of useful
wOaMstousisnhi bi t ors i ncl ude CELEBREX(tn) (al ecorCi)B2005/003312

val decoxi b, and rofecoxi b. Exanples of useful matrix

nmet al | opr ot ei nase |nh|b|tors are described in WO

96/ 33172 (published Cctober §I 1996), WO 96/ 27583

(published March 7, 1996), European Patent Application

No. 97304971.1 (filed July 8, 1997), European Patent

Sté‘%@é)bht%ﬁ‘t% ?’zﬁ 4!}3@ .5999%0;81@}?, ?99@)" |E%¢R@ﬁlﬂm§ra Rfis idARR) but e not
It shed’ February 26

8
i i SHodosSnA | pbsieso GaSE e S8 50T ANl PGB Systoms
InoBy@etdd ck JlewNIBE NewWOrid BISRY Sk Tofmpolrids ZDeid3d\(rgusTent ), BIBX-1382

(B@,@%ﬁg@é‘%@% ﬁﬁé?ow? dhl%'{@g @%gg%gda@gdévggéz% y, %9‘ )pand OLX-103

Mmbl& Gatof M\fhrta@@sm@tnerp mﬂw. Jetser) URA) yV@@TC@g@Mentech Research) and
ARS8 BRN Rk |rl?:UQr|H %tbr‘i"ﬂ/la@é’ékhﬁs%&eé published July

O FohCa LR D e g e

Cdiforrd, IUSV-\E dalmd;a)ﬂmecronﬂ)]ned OSHIMINABrOOWRIDBE Zorppmsitibn. SVEEF inhibitors

ar%%é%gpé?o?% r{; g\ﬂg% /Q?&bcwl%hil%gi gz ' %Q)N?‘CT International
Appligadien PARR%PEATY oﬁﬁlewaygiaéeﬁﬂaz WO opi2ii3 R)m“%!ﬁd Z‘Ggust 17, 1995),
w BN 422%@cﬂi§he8rne*caﬂnﬂermat1 99), Uapgtl Stamb iPaents)8das04 (issued November

R TRE T b ASATPLIE ko  F S1 e

Mdr8h 16,9999), Uniladl StdesStaderd S, SSBRQ?@I’(tSS@dS%CIQZ@ 1099, Slljmtéd States Patent
5, 7R3 su%@ Aué&?% 1ééfés t\ﬁé 9'§i1@§@3(p5’6ﬂsﬁéu M§nc§6,115éb§) WO 97/32856

|ssue Janu and Eur opean Pat enf
pwqucﬁem%wewé 3% M‘(ﬁ)ﬁ?@??@é FHbihest J“'fgééz) 1997), | W@y 98/54093
(puMnemah ladsoember 8i mgsn cwopea/mw (tuplished eraeusrye 22,n1998E1 WO 99/16755

ntl r r re. .

|shed llaq, ?%&35/ P%?(P :%48%4%7 oglg%@dﬁuh&@b 8 §II &'which are herein
mqomora_[ed yoelerepescin dhaireantirelyr Othep g)gegmqlmf SQiBp égqqflg {AF inhibitors are

IMsBB [ dtrhin MYFSF RirREWH, WasMivgior) UBR); ahii- VEGF%&&&O@[Mbody bevamzumab
rrat ré§)r(1 lrret %outﬁ/%ﬁo (ree{nrﬁ])%%e al&cw}ﬁ) fr%\)/P ani alsth rfo%yme from

annymwmuhespoloadahmd@lrom (EmeBvilleHidbfora)s i ncl ude
AG 3@692 r&gpg RRBRors, Reuch 3208320867 (BiExd Wi Pic), and the

ound
mgm['anal @Mﬂd@@ﬁ&* PRehenngy Phrmeestical iondf The(Woadlaarsxipeas: USA)
andbZEv Y CRilta), aenby lajiminirerdioh -gombpiation witd Hedcomposition.  Such erbB2

mfg?g%ﬁ leé 4e tt]cgsg c%sciri%g rﬂﬂ%%%?&%lm @U&ﬁﬁ‘&?ﬂnﬁ%ﬂé 3gbg)OlPo9/a5146

{"ane-3-car b
(philighakddynd & € 999)2 WO 3%35132 {(published J¥le 15, 1999), WO 98/02437 (published

Ja%u&rézé 21*9@@ NP o éﬁe@%w.&@@ A}esh|0|>7y)|997) %) 95/1 9970 (published July 27,

195%] U@H%ié%tem%}e}gk?éﬁ ((sg e? ﬁ%gmﬁaru%{, gg#é, jjn%e& g{a?es Patent

5,fEnBos N@suddf Margh 2ri1089); bmrtﬂhymhhosp‘}elr@m-mgmanatyd)gyl fieference in its
"@%M E%g eno@g‘i ﬂﬁlbltc?l‘s Lgeq’ul r}the pﬁse?’[ invention are also described in United

enzenesul
Stateg croviejanal Aenipgtion (Y 180F 158ty et aleiesy 25r 5999 AR nabited States
Prévisidndl 4pplication No. 60/117,346, filed January 27, 1999, both of which are herein
_chl oro- gﬁenoxgé genzen ulfonylan1n01 tetrahydro-pyran
insorpasatad Ry feterengg n heﬂwpr yani de; 3-[4-
( 4- chiher antiphiderative) agests zl@nmsyibé osedl lmiudeofbmltltetsmém@wfwfamesyl
pr&t%ﬁ ﬁ r}f?%r%)s%x%d gnrﬁ‘&t'o% %ycﬁ{eoﬁgﬁbﬂ%rg e klnégé) PDGFr including the

zylo enzenesul fonyl | - 3-

compgumwsglowterwclqw%n itefi fellewing L&*ﬁ%%tﬁgﬁsme’feafapa“ca loris: 09/221,946
f:l@bffﬂfe@éffy@mgéaggs 09/454,058 (fled December 2, 1999); 09/501,163 (filed February 9,

3-[[4-(4- quoro phenoxy) benzenesulfonyl] (1- hydr oxyca

r banoyl - 1- net hyl - et hyl )-am no] - propi oni ¢ aci d;

3-[[4-(4-fl uoro-phenoxy)-benzenesul fonyl]-(4- L

hydr oxycar banmoyl -t et r ahydr o- pyran-4-yl ) - am no] - pr opi on

ic acid; 3-exo0-3-[4-(4-chloro-phenoxy)-

benzenesul f onyl am no] - 8- oxa- bi cycl o[ 3. 2. 1] oct ane- 3- car
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hydr oxyam de;

3-[4-(4-fluoro-phenoxy)-benzenesul f onyl am no] -t etrahyd
woaedeingrsi 3- car boxyl i ¢ aci d hydroxyam de; and PCT/IB2005/003312

pharmaceutically acceptable salts, solvates and

hydrates thereof. Exanples of S|gnal transducti on

i nhibitors include agents tR36 can inhibit EGFR

(epidermal growth factor receptor) responses, such as

EGFR anti bodi es, EGF anti bodi es, and nol ecul es that
2o§<geoor 5133b Qﬂ PS5, ‘é&% éé/ﬁ&cﬁébékﬁle@mwzbehgg% c@m\d@bg (filed

i nhi |t0rS eceptor inhib
AR ROL99BK GBS PBISRDT B PR BT 28T 005G ey ePOBTCRiphed and
cldirh& i he Bﬂloﬁ/ﬂg ephted Staﬂ‘e@proﬁ&ﬁrmb batenttdRPYCESR$: 01183207 (filed November

o SOSTRAED. Wi S ARG5Sl Ay o0

60IAGB,957 (fEA7NoVepet i38h W9 LAng 607200834 Sfiled \BYOB/ %@ngl Each of the

| HeFdive 6h
torbhittY b2 Qﬁdap%%“bns,gagdﬁg%gﬁf Pt Spfigdudod | p5He747 hogoraed by

ref(*f%%ﬁl@: el&GtreY- 1998). EGFR-i nhibiting agents incl ude,
but Gohposiitins |of rthd derdtion chmelsodreoededneth @ineridgeats ese@'@ﬁreaﬁng

abﬁér‘rjna céllkgrO\%RoragAYwEgr L?Iéﬁﬁhg nlﬁut %ﬂlﬁ]ﬂ&i c?mégérﬁgr Q;Sa%fée Qif enhancing

mpoun

an(l’fASlDlr wzmne¢%spon%pas@cn38@ﬂ%éwm¥@e'vmwhﬁ>g@l éh’élgm ) antibodies, and
d yele o e(idggl@&ff%ckﬂg CTOA4; %Hadﬂﬂ@hfhferdﬁ%lvad@[éiﬁsw eLdst)ner farnesyl
an

X e

indertiinoinclidex thnsd Sesaigerh inl Huited oBtatele gkovigianal Appllcatlon 60/113,647 (filed
A\éE@ bk is MEGH inkotDarRich BY feferbRe ifisaRmbg. SU- 5416
b B%%gu%g@"ﬁéud%n Ing1 Efr §ou¥ eSran II:rIanci s?o,
Exagpleg orni a, USA), can al so be conbined or
co- aphgi Biafipfise dhioh t fallduh evilc aurpes illustate tiEEGirepandtiobi ofotte distinct

po? f%sfﬁ@sb%ggpezuaven%ggxa%ﬁo b fﬁqgsfl ilﬁﬁf‘% VI, VII, and VIII of
omm@umd:atbuoaremor/nmtmri & oy the scpee] ol inyentipn gsdefingst Rggsin or as
cl rﬁéd?ge%l\s Uikl |oﬂ1%h.'ﬂ§€ Aﬁ&h‘t’e‘&t alfltémpdBfiRds, aré/@t 29%h (ﬁ'ﬂde%?ees Celsius and

publ i shed Decenb tes P nt
oo PIS LS HAFERD %odapﬁ@%%‘ 59 oI Packard HP-
ﬁ@pHBLCShed hbvenber 12, 1998), United States Patent

g3. b .a%J' i ] it
St attelé- 'Pa*M?ﬁfb%“ Qhemgﬂfenséls%%é? (Riristins2-Y! ihenﬂws ole\p@6 9

réb()%%xﬁﬂb@ h&ﬂaﬁiﬂﬁgl\lﬁf Ekhn4bl<e7 B389)in N?) F&deBZ‘&BGS 531,491 (hereby
in J{)ﬁ? t%% %sigg%{y 8)(/\5 eé@f’énﬂ 9 r)’lé ng%g d%%ea%@%@)ti@ for N¥eflin. after

wHI@OF) mL Wated 8/28 2488addpd b]fhesﬁew wam siifeyl tizpoughly ggy allgygd to cool to
ro?g/t%'pplég% Rird %lebﬁ)@%rﬁ%ﬂé&ed%y fuin%ﬁ&) waé}lﬂa@ V\)ifﬁ)s@ ﬁ{LQ\%fé’rénd then with

January

3 B gl ot by ot e 581 A TP Ve APEGRENS Wis areater
m@x@nples of sone specific VEGF inhibitors are |1 MB62

f K k 5
rmno 9”(5?1:11L\ lgmat%l y %@ggg'fféégﬁggﬂgéﬁgbly%c F&F}H Ng%pound -
P@gudrphicS&nmirilant iGaamwourdalli was rfply)er @q@ctgn@pogwﬁfer%tlal scanning

caﬁ’éﬁﬁ#e@t ifgutd RBZXNE dfff%l‘éﬁﬁaR's@é}ﬁﬁf@EceﬂﬁméhﬁQDSC)CpﬂoﬁléaﬁOé sample of

i ron (Enmer V|IIe ol
PONTHRITAOS | GORPR G369 5 POV BB OB SO pogic 1 dsplayed
arfdtdothren WTDEbian a83-ta0tC Aadkices raliof 2061t ( KCoax

Phar maceuticals Inc. of The Wodl ands, Texas, USA) and
2B-1 (Chiron), may be admnistered in conmbination wth
the conposition. Such erbB2 inhibitors include those
described in WO 98/ 02434 (published January 22, 1998),
WD 99/ 35146 (published July 15, 1999), WD 99/35132
(published July 15, 1999), WO 98/ 02437 (published
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January 22, 1998), WO 97/ 13760 (published April 17,
1997), WO 95/19970 (published July 27, 1995), United
wekateagsBat ent 5, 587, 458 (i ssued Decenber 24, 2O94B2005/003312

and United States Patent 5,877,305 (issued March 2,

1999), each of which is herein incorporated by

reference inits entirety.'@FBBZ receptor inhibitors
useful in the present invention are al so described in
United States Provisional Application No. 60/117, 341,

Ex&hé)lgg Igre bl duC%I a%a Ch&@&gnzaﬁé)ﬂjg ?g M%Ql‘;‘]@ ﬁaorﬁ I@&f%mgound 1

FTOVI 51T 0

27, Pmlwggrphlﬁdiormdf olnpereneuad & MEICBih 8 Wéf@?ep&aat@@aewd by placing
pol@brBHi€ Feen i1Mof t Cedhgount | (BB 1ryg) |ﬁ1e{193%a@rhm\@rmlrm6@r éHamber at room

ts. that
et Aoel (BFG Pk G ot A By bl taggoram o
polyierph eoept brof t Qeromiund 1ki rRedyenoRibis-Form rlicpfu@pmgoqﬂqie1 was further
chﬁ'%megdq%rsdlﬁérérﬁ#apﬁﬁ% r%rlglomn@frﬁqf’gdrélzé I@% d f@rén@éﬂ"s@&mmg calorlmetry

t at es pat ent plications: gﬁ% p%
OFIRAI5E 228mPIEGH sylvm%@m@rwb@f (ZOFT?PPléQﬂ’ 15&9 yod Sicotnerms
with 98} at 119/ 586¥] aA® 302°C, fbisheF el rad axyth@m2B Q09°C £H8/dHeO80therm at

i led March 31 2000); 09/202, 796 (filed My 22,
21§§9a}75°36§7t§é’4§%§6“%f||ed August 26, 1999):

d' S (P|o ﬁ@l‘éh@%rrﬁ | Iﬁ"oﬂ@gmfxfhnﬁ hl@vaﬁ Cb'répﬁ?@dg n‘dGﬂréthﬂ 7 §t @toﬁ}‘énesulfomc

| t t .
acRisab ke Cpogaind BB 454 xS obrpd %a@gﬁ*aa?f gguum at 65°C.
Tha $98)ene6Bfdnic7 adld 8all 6fi Goagpodiach 11 4431 gRdas LBAGIed 01 303NI2670.84 M
Na&l& gg(a) %H(Eme&h)?f&eﬁgeg%@ stir2H dat %QJ@%Q 28r‘r")fér @o'héiseger'gbt%llected by

ol ng tent applications

it B 4T ABRO Pl WElAt ey COR S R oSGt et unct i vacuum

at EIPCUVBRIgAL EleldYo2efHPLE Pty iwas ighRiter tHaNBBYEt Bolymorphic Form 1ll is an
tC%ﬁgq3|t| ns of the invention can also be used with
ethyaRggte U ?s useful in treating abnornmal cell growth

or digneedA isiancl-wlipovyder Kifftachien pattemiof eelyreasphieferrt |§ of Compound 1.

PO?B@’CeF&fTI ANRRNGIMBuAN Y W@ﬁnﬁ%ﬁ@mé%@ OBy ¢ Qﬁfer&tﬂzﬁ hscanning

LA4 totoxml%nng ocite an AB& nti k€S, oie of
caliaetey SRy BR S o JPRETIB SFerBI CRHGSGr(iee) BFS of &°tample o
poBoiphipIFoim filesf Ebinpeund d e Stples ot patysogthieeornf lecnﬁ ©swipound 1 displayed
enB&ﬁér@L gyitlli Bl?égﬁfat? [ 553 g °Bhﬁom ‘arbz anﬁﬂ&%hédﬂ%rﬂ% °C at a scan rate of

can beé’ use present | nvention
abpyfdP (@@t hose described in United States Provisiona

Applhpoﬁ:ﬁ{owma; r@%lm %a@fhﬁhérfdhb@dtemaw‘aaém%seram%)c Avhaiysib (TGA).
I S er el e e in its

e b e B IR By oL rom .
typidal TGA nrwrreograre opsammasarf ipolymoiphic rermal ilsindieata degsolvelian plagscof ethyl
ac%i? e@nr@}a’t%@y {/ @em]ip'l \ﬁH’t lo8s atpl@ls-)i ﬁ@’b&lﬂb §ca|r:1%t%f ddbut 10°C/min. -
Exg .

and oun , t ot
SR s WAL,

def ij o ohfhkeFdSl'rTDHV @S mh@bmm bedsopvepddsd é&ss pxilymrpmts €&orm Il of

Cce@oglcﬁt egﬁ%m%? Io %ct%)?r%elf;f‘éf:% tou?;oo{ §1%1E@ga\§% ﬁ?s%lved in3L
of HRtEna ahd 5\Wasf a@bucaacrdeqﬂ 6076 n&%olq@m w@q th%&'t@aﬁdc?nqmoncemrated by

mét%gp %Elﬁlhfﬁ: SE_X@ 'eﬁ‘eslrveréo E%@ra@BO%r@@l%n%ﬁé@@tb?rfuIZ@buM 4L of

hi
g0, prRet P'cag\dbﬁf%%nwwﬁewgrum'ammm Jollewed Ry {ipatger.wih an
adamyda) gtLh@ rkylehésn dn;aemlee wefedihBn gemaved padee tlill fvacuuex mnyidie polymorphic

FO([H i\?g%‘oﬂ%o&% 1E)r(]%gp \ﬁ"elé3 %—qlﬂ_)C én%ly@sl?o%eg'a ea{gpthaﬁ 95 %’% ﬁt}
Flgure 4A is an X-ray powder diffraction pattern of polymorphic Form 1V of Compound 1.
Polymorphic Form IV of Compound 1 was further characterized by differential scanning
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incorporated in its entirety by reference), was

slurried in 50 nL nmethanol at 500C for 15 mn. after
wohiwh4SB1 Ll water was then added. The slurry ®Ra$/i1B2005/003312

stirred thoroughly and allowed to cool to room

tenperature. The solids were collected by filtration,

washed with 50 nL water and ®Ren with 30 nL

et hyl acetate. The product was then dried under high

vacuum HPLC purity was greater than 99% Figure 1A is
ca@;lngﬂalr a)élg%%\l\%%rlsy %{)rnff é\ﬁl‘épg(ga?lnﬁhé’fcae%é‘@o(dﬁ@ Cpn'S_fﬁ’er B b Qimple of
poitvrupnph'é FoEh Bt aRamples fgaolwofei“? FmeMof QPm%%‘aﬁﬁudﬁa'aVed an endotherm
wntﬁarllméét kPR B at anchure% ot Bodus 1@e0rhiRf er entl al scanning

Com’fommhglswﬁrepds afy@qinmwn@mdmereea palladiern cetﬁbzettwa‘ftusq.%@elfo"owmg
pr&g&ré?“imaé cafried o[xtaﬁ) Serfbveh® Wsidh @G aMdiunEx AR @ystallize Compound 1 in

Preparati on and Characterizati on of Pol ynorphic Form
Polypotshic E8HBBund 1 Pol ynor phic Form Il of ~Conpound 1,
whi af 4 $2 éB. Ptk dbek, cugispegenity atrechablgalpdiiaer, mgs charged 160.20 g of

Cd?n%lpgliﬁo q GF Br FbMAOJndCPéTE I"T‘;ti-IFl Af@? S{FHAQ OII:] o8 nﬁr?h{@s, the mixture

umd nber a room era ure 1or SiIXx
bemhonqqun_@upu mp (tlfyz clapg sg%on qusg:{[}prge@ 0.99 g8t H% %steine -silica and

th@r@&ﬂiﬁ{g rﬁ#ktﬁfe‘t'] \ﬁe%taﬂ&ﬁe@rfb @f r d@%oﬁﬁ@hﬁ&at&l@rd%hlghﬁfﬂ@@xﬁmmu Mas filtered
| C

ity TIEDPY DBISE\SAGF 1146R SHY P RE R e b A gotaion of 50

mlFofg]MAa a@Bsl0smiaoidiHF &ihe eakeaassiodiren waghed aito iOrkeefr Ty F(an$@)e filtrate
W#rcg%l cteQ i rﬁ% }I gé'?ffg IQSKOfThQQ/EMﬁQ'bQﬁH iff tHeQkBr hlkrat@fwag:‘?éFH&H@% vacuo

%/) endot herns wi th onset
and ¥ rosihip WASAOEIING Vithoihe dnaiy filsaiede 5 e hiPect GRS s isaproed back
inte ey her fﬁ%l@tfbllawm B} 8GULQQE 16% @steibesilidaat Eheoflasit O@S riuipped with a

m%ﬁ?'ﬂ%& ﬂﬂ?r gﬁc{i:g n%& %%J?r%? Wé%(e% af %&%et%h@thr?antﬁ% nﬂ)gure was filtered

thioligh ﬁﬁedm*rps:ruerad Dlras frmeéﬁamr@u apg tme%&caamq8zw@@e% with a mixture of

soﬁlﬁﬁtglfpﬁj@erglg g{ BA ﬁ?@i@(lbdjmﬁ 3t THE, %llow&! by'e. 3 ofof CAFPqHE %Iétlle parts in
e follo under

ingBieso-thes BRESFLEHBEL TV I BmaiTd ST B (SRR 22 b Sneck

fla6iéd 2d géatmﬂmﬂs Uz pehdetdr (audd@oer 120 nofiut® p&ibdivf NenelC@3higl drecipitate

fOé’l Qi s setéde@/ Cﬂféf@t?ﬁng Cfﬁrgﬁin g?f il AR wlTieke %n@th'arcﬁkesvb/%s washed

ids ['tration, washed with
withi2.Qula efevateqignd Gcked BBo nL ethyl acetate, and dried under

| ab WaCdaMEwas RIS 1665 Nisghck fiadkelolbwed 201(6-PloCTHE B Y60 mL of

D@?hy%r f%g% gl%%teé]ugq%si?vg@l a'x_neclﬁ/nlc g%WeF ar é?lrug]cérldhnéé V\@ﬂhe mixture was

hediefifat saditik ton 8gwmtitse pﬁqftemoomg QMepTghhitlee Pistura Wag fll@fed through sharkskin
fllt?ﬁfglﬂﬁptﬂ\q shckedhyY TRE QQ{eCwaEQ!hHi‘ bhlo 2L @Q%ﬁﬁ@ﬂaﬁd @S of MeOH was

er char acterl zed di f erential scan
ol of PiBEH iaoioRGERS W58 3 TOSTABT B A SR g the corterts
wé?éﬂh@étbm%ﬁ rr@ﬂu(( sQ h@rrﬁlf iAfer oboliag seemuyte, e rpmﬂu;ermaspﬁiieced through

E .
SRR, s s HIPOH0 . TARAES B BTSN 5L 5RO i e
astigBnded mﬂe hestinmindlee wyteamih bR reideYaReratAraiThe selutige wa filtered

th@ugcf?ﬁé"fllfe@b@pe‘f’fancﬁllﬂ@ il Lglu%mf the filt@leywaRIrBdiiced foors00 hiLlin volume on
further characterize avi netr

thmﬁary gyaporatar;a) 60 ﬁ(ﬁgu?'@H%cAﬁ fﬁls atawmﬁa@wﬁaw?reamd a yellow
sof¥ian, Vs érball drdint Br grédipigiteoforrfieds atplite flask pad yimpgqahdoo Mopinkylenes

(pll'elcily.)l'ta’ceA formed) and the total volume was reduced to ~500 mL in volume on the rotary

evaporator at 60 °C/60 mmHg. The process was repeated two additional times. After cooling,
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typical TGA thernogram of sanples of pol ynorphic Form

I'l'l indicate desolvation. Loss of ethyl acetate is
wonadicmas=d by 10% sanpl e wei ght | oss at 125-1 POCIBI100&003312

scan rate of about 10C/ m n. Exanple 4a: Preparation

and Characterization of Polynorphic Form IV of

Conpound 1 Pol ynor phi c For i ¥ of Conmpound 1 was

prepared from pol ynorphic Form Il of Conpound 1. A
sanpl e of polynorphic Forml1Il1l of Conpound 1 (1.015
iand! L 2 ahd Qkk | fhe cak
o B 3R ULl sl TR0 A2 A | s o

wasdreogfatrecitoeriglénp dirbcindrivnhat diashat §0 EC/B? ingl) VaguiE) Wﬁ@ht The cake
wédgfﬁ@rhl%t i 08S AAdwEihEd [ eEBGeds Masf dibsequastiyUdBterthinkd @6 be in a

genes were added and then renoved under full vacuum
crys "l“S\?ﬁé’B%?orﬂ’rgat ment with an additional 4 L of

myjpemesvre@ydnemam Overatdrination EPawephioithem Vi of Compagngdim
y%o%ngﬁtﬁ% NJHR'&IPBH éongpﬁﬁm 1 Y g(ﬁf\maggﬁgagﬁ%g |rfl1é HL gt%ﬁiol 49 of para-

tolpre@aw@nmcidsm@mhwmayvas@%@r angl the mbgyrp @ﬁata%itft %?r feff 14 b, Attr
coBl‘i?'Igym)F&m QerE&Fdiﬂré V29fmwmwlﬂed1 NaHOby rgarupdsn afaidaed \and the

suapW@Fngqdj?rl?gE a%?‘hdﬁ algléﬂ cgpqcpﬁgtbyyl‘ira ng\cﬁsge%glth %O mL water and dried
undef lhtevaentrh at 455C avernipiy (dRIlGOpuriyed9%). (DSC) profile of a

sanp; @{/9 Ea WsoérVWyﬁ%bvﬁelF ré@tlbry patter o |p§l§m9rfph|9 %Bﬁm?lrdP @thpound 1.

Form pl ayed an endot herm lf'
PoyTERN oFn A0 SPMBOEEAh aF, KR SRS Jerental scaming
caleXipRny.€ Izl@.lre BBe@aer alfffie @i rsdardivgr @drieteiry DEON pofie of a sample of

Po | o%%ﬁ;pp ht ¢ q V(\;;n érl}pou aJ 1 Oqagp,g WA qjlséla)(e%l é J&gweﬁ'x %tl’? %ﬁé% at about

al "adi um vvas use
19f7?.¢ fodj@wewgaymnetb@dmd@hwt ebaut 2QA3C ela SO@D ra*%ﬁfcﬁbeutﬂ At &/m'n

ExafSlet! BrefRfdtlod ShdOhRat e iz Sich oY Bdlghdrp HEF eI C8mdound 1

ol ynor phi ¢ For - k
Bt L abThERe EEnV| 6 CPefndy (o8 i gier 3BRT Y 5 M. isopropy
alé&hﬁpﬂiﬂﬂ(bd]fo@ﬁ)dnlﬂ, dhdlcoaibd ©BoratehperaBire. 86lidF Miere caflected by filtration,
W s‘ﬁ%& Mﬂpg Orfr&gyl %&hﬁi’hﬁ Rd uhd vABuh U PEIyRESRE®Rorm Vil of Compound 1 is

ear solution was charged 800.9
argSQWOPEO%S@W%’[Pel ne- si I ica and the resulting mxture was

al | omggleten shows ah X- @gnpdv@ﬁpamadcutrre paree vf glolymoiphie Form VI of
Ccﬂ];ﬁuﬁég f uﬁ%l\/h ogr Goq?;%?mé) l‘Ilgw mﬁﬁérumﬁrag eﬁ%e%rﬁﬂdlgér@rﬁﬁal scanning

cakwimetry.orFigifre HB0is na dlff@fenmmscamrmgsgmrmetry dDS¢}.|prof1Iq,rm; a sample of
pay pm@ﬁoww ReEovpaiad. V‘”rw’bazprgﬂlbs afe Jéﬁ%l@ﬂéﬂ)eﬁd@ﬂt One sample
i

trate was collected into

cqPa (PP aeihaie 4P ATDYE FLOTBIe fLDE e IR Baanp & 115°C
andaRaitendotlertidet 1 amndueswmaat a:s{mbratm abwutt H0CsinmaI N

an) s A o ‘ -
cyst B¢lweorslmc Ferm Virieb Cpma@wdwawa%@jiﬁ%vaw intimgl amount of refiuxing

diRED APhEAL 16d°C ah& EheAllowdd e8! t@\ﬂtfbfn tbh@erﬁﬁﬁkﬁmmwt Large yellow

room t enp The m xtur
crystals ey cogefcltﬁdéyggraﬁcrrbggsqep IV\PLE SH"?“ﬁn%’Eﬁ cfﬁgﬁ Hnéeh vacldgrp Polymorphlc
FormisVMas [Gathpairidh! & aidicxameesabfates oFigwra t7sshofvs SHOX-Y [ powﬂer dlffractlon

Evo at???léQrghlgkormVlT@FC?r&?Uuh@Y\Ed by 3.0 L of THF. The

In the
yah

trate were reaned in vacuo
ANDle § Sce:to Vdm Toblat Formulalieons red to a 22 L
3- nepkyvidona 4o, and id dissatved inwididr Q.Qmés (wfw)\/h@to@rh a(sadttkedor granulation.

BBt 1§ gl Sl By e B PERRR .5 fooros

lactboet (26%, wag, dornl stazeted 6%na/w) r@d@amelomfscrmg osgispEuR (2%, Wiw) in
L of water and sucked dry.
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The cake was charged to a 5 L 3-neck flask, followed

by 1.6 L of THF and 160 nL of DMF. The fl ask was
weqguisppediwi t h a nechanical stirrer, a refl ux PONMBINSF003312

and the m xture was heated at reflux for 8 hours.

After cooling overnight, the m xture was filtered

t hrough sharkskin filter pap%7r and sucked dry. The

cake was charged to a 5 L 3-neck flask and 1.6 L of

MeOH was added. The flask was equi pped with a

\Wéﬁ @ﬂﬁ gf?é Eﬁdrr r'ﬁie’ mﬁtu¥% Iy Elgﬂﬂﬂné% th@ﬁ‘%ra”ﬂ?ke& Arhand $ovidone

our s ter “coo

saljian. nTrgwanthi@n I fixat weied fars? Minptes prsidried b Y t%ﬁéﬂsﬁ@mdﬁ"”g value
off5%4 bﬁésaoame rma@é‘ﬂil @Lmkmmecﬂww sc?aéﬁ saloesmashdinsicdmdeeal is blended
h’bth QI @ I)S’t §ncgr Ofs e cel?ulo 12%, w/w).

d ?Ir%amupg ‘frﬂsécaW&? ar® %Oéifuﬂ] 7o W) 9P 8%[5or S8 Uosg {12%,

Treobletided mivaie i1 blereied chgtih vdth ghaghsidn | stesrate fi3e rw/aihd Tiheemixture is
oq'rgjtré?sgeé’ o H lé}fcoHB?esglblll te&tﬁﬁn?en\"@)sprﬁ@t%ctﬁ%tg Qith QQrQalmag 11B0 mg of

l'une” on rotary evaporator at
Corppagind a@réab'?the bul k of the mixture rerml ned a yeI I ow
Eﬁﬂ{p&dQ Cm‘eneﬁﬂ@rfmlﬁlcudasanuatcan:pomdebl pitate formed. To the
ask_was _cha s 1 (B &Gl tiat -

for rré%ls SqRd" r{gha'g?o%e%mgigl @rred% g%?jedutgeﬁ’%t ¢ tg %qumcius solubility.

Ceropayne 1 ovestadded b1 agven alifflesor 2Q00omMagcids goldtjop® aﬁﬁ"rﬂg'fedﬁﬁém days to

&%%@@%ﬁs:%vé@@&@%ﬁﬂfc?%f @é’ﬁh'p&dn@ nal THel J88SH ack UE&d were as follows:
Yool i sg% the . m x

e Spvaged ST PRSI E GeR LRroamTe S RO i malei
adid; ans berzeadsilionia agidader dicklvf tesk fitieretterciddr20euig at C@Bpound 1 was

stgeﬁrn AQ&P dv\ﬁ'éi %ﬁmg%%gg\ﬂlgghé lec#‘g 1%62@%%%09 ?F%’lycfdeof'lrﬁerest To

sequen

ewwethahtweraawraurn Soluplity '%fﬁlylgqsaqeach% t*ﬁo%amp@ﬁ WPE?r%F?"\?d periodically to
er@&%bteex@ess%oﬁ@Waatpkééﬁntal’)ﬂteﬂb aiayu:nw {1z af ihe Mixdfire was removed and

nfnégnﬁ,&g h%@oo':r%r n}]Q\/%.’ m\A%lgeSSUS éln gfe i e%%{o rg'@t%;ﬁn\}ag tlf%r Frﬂng\zfd diluted
witf 9QPalaaf el 1lemixsug ofmefomu@/rdeﬂmnbwtnham anajyged iad*d%lep afy éecond set
oft & Wbé“gé’tﬁ@re@qmcﬁgs ?éﬁoﬁlg&tﬁeoﬁanléf 1 exﬁfrfn%ﬁt @Qibbélﬂ@ ahP long-term

room t enperat ure, sat ur at ed {
CHRRE B0 ST S TR SRS PSP B TS g efipgprocedure
devefitzdciol theatuelgl d0\8 fayist riki HRLC avedykie dvasi pdnfoﬁ&dmsmgaét €rimesphere
c&qur\ %r gg %5{4}5% é\&ﬁﬁlﬂmf%‘i 5%9}41 55 #e{c{fr,-\glume of 10 pL.

uri't Fsoan X fraction
Tlg%a’tablérhﬁﬂomsuﬁmaylmﬁtbﬁ iselulgify pf the sqypn @tﬁfﬁf?ﬁb??a grms of Compound 1 that
wEilfiHRE RMdr© weekdn Ml gehdral@RngunIBMG vAlud@shdwet bRigsmall changes from 8 to
i‘c:har acterized by differential scanning calorinetry.
‘@'ﬁre 5B is a differential scanning calorinetry (DSC)
profil ¢ Sat a sanpl Solobilily8dgysitiraihli)c (FROlubig  of4 Codgysund
1. Form.\ dl splayed an endotherm Will¥mMbhset at abedt

197C f gMe by an®fher endot her m|a®33bout 209C at |a
scan r —ﬁﬂoniﬁagmm 1 ’\f‘l wi r—FExa i Py A r ot i oo nnd
§Elf | I uull 50._1 u\ull’.}l |\ T C T Aat1T Ull
Char act.SHUISeE, o 7 ol yrprphi-e—ForogH—of—Corpotnd 1
Pol yrmré“( r8éﬁ]—‘?ﬂ°m P7% Conpound 1 ( 3 | my) was
suspeng O opt-opyt—atcoh reftuxed—for—30
mn, a %moégH?r‘fcd to ?%om t enper at ure gol ids were

col | ectrgf By okid tTatF O wasiied W tjtpshSopr opy!
al coholggli@ndro i ed under vacuum P ymor phi ¢ For m VI

of Comm@pHEL aEid S @Bgl Sopr opanol sol|vgf €. Figure GA
shows g4Befeandy powWdgr diffraction pafitern of

pol ynor| ghifogickeidm VI 1 of Conmpound 1. Form VI | of
Conpound 1 was further characterized by differenti al
scanni ng
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calorinmetry. Figure 6B is a differential scanning

calorinmetry (DSC) profile of a sanple of pol ynorphic
weoeanwwowg1s1 of Conpound 1. Typical profiles are PCT/IB2005/003312

sanpl e- dependent. One sanple isolated fromrefl uxing

THF showed an endot herm at 1050C fol |l owed by an

exotherm at 115C, and then e¥dot herns at 137 and 175C,

at a scan rate of about 10C/ m n. Exanple 7:

Preparati on and Characterizati on of Pol ynorphic Form

VITI of Conpound 1 Polynorphic Form Vil of Conpound 1

was dissolved in a mninmal anmount of refl uxing dioxan

at abwuwe! frguoel GaverauAdh that shewedithedighesisoltibflity gagipane Sulfonic acid,
sutf@m&maénu ﬂwgd@éfrﬂﬁrl&l 2@l werb AiHBEr cyigbbionvedr \pirediratéipBe mg of each slat

PSSl e R A A, A o
thd pesert vaigbixefneaterodbsatbed, thd ¥uayeporvdshdifitaction pxtt¢ra,yaq§btml @lifferential
sc%O uﬁd' %%lhgf?y e&gtvﬁ;r@ o&taln&Pl Wﬁc@h’h&pﬂ: &R MbhdehveBffor the hydrochioric

: h| c Form
a%ﬁﬁ"e@’or%r' rﬁﬁ’rialth %‘F?@ M&VIOEPGM’G(%@)BW\%’ féhed'i‘@’é‘an%/é‘&‘!of"ﬁ acid salt
(FORASEN 11 (a'adtn)rmﬁi thrwéwblymorpﬁ@wmabmbeatfmhe §utfaric acid salt (1, 11, and 11I).

I%Fanu at r'gch Iforms vyen}e3 flﬂ'%xrc anFaB/%Q !NYh péga@ngps?a%gﬂl tl) lfwéﬂ |4}en3|ty light.

Apbpa@@rw@y Q. 25% of\gAagh) saltgmmgtgaepq:mto@gg%LqMa‘}v) Thlsawgs gpeated five times

to%Pfotr ok @ tE£5i0S FARF @E%bl@ssw&%lswm&a"/w hlé//sé%pléeﬂ@erlé ed in a high
sheer 'gr anul at or,

nd
inigpaiiy iR cBaMRG" AT {1rgl! %Pfa%ﬁéze 208 SR Hfﬂlegfdécgﬁﬂl it A o
metbaridl weie adedd ediidsolve Baah stentiard aach darolrie pdbr &t Hlﬂﬂﬁ)éhstly;lsa Except for
L A8 18 B35y TPLCErS] o o
hlg%lntﬂn@fﬁdi@‘é with the remaining croscar rrel | ose sodi um

E:(a%%new‘ %mﬁﬂ@leﬁﬁb@l‘t@&éfmbdrﬂﬂe cellulose (12% ww).
St ea lg{f\eigo(tjl?cga/un r%jes ef(ﬁensnr(ﬁm abohgrg% vg\plew]of%%ﬁbym humans, as

'S CO
shiomblireFigwe Ap Tbe shermical guiopmesraf ﬂtr@te @W@%f@teé medgboltes; Mii2t(fe sulfoxide

ofC@(ﬂﬁ;%uﬁH g Nﬁ@o(tr{@sﬁgn@m%gndhpﬂd k184 eixed AR RAN-oxidized

Ceneration of Acid Sa Sal t ,screeni
PRREET B TBPHE ) BP1eORBBEREFo2 BB P ABMBOE0T P REpHe retenion
tiraed sl hask \spediangd dbe th-ivowasiatetitde tb their sethentic déféreegeesiendards. The

ct%%%a@(ku@tﬁlle%f%% #ﬂ]éu‘? ea(ﬂlg ot 8ﬁfé>§ﬁ1dfp&/a§-c?onﬂﬁ§é§ b&%e isolation of the

seven aC| forms of Conpound
mgtabqlmgfog;@@@ oy DN ge@g@ﬂa’[%r Eheymetapplitg) s - derﬁg@qt{gwg an [M+H] ion at

mBAd 400 Miérpratatish ofStHé Mgl laﬁd mef ﬂodd’c}/ d)heﬂda;b @pecaa atie suggested that M5

ngosgerﬁ’ dﬁ'\(}:ﬂ ?%h?’é’"%%?'& 5 Oﬁpglé@ﬁ b fTr{ehB sa&lc#rgcturgg%r elemental
Cmogﬁ;ons)gaf Mg aod itCorgiw dragmdnt jeas (wizi 34Led1 1|, AGE age @B@gwere all highly

enf Wl(ﬁ !ﬂ? é?é?’ﬁé?ﬂé’i“ Joﬁp&sﬂ@n%et@ﬁmu%d%adﬁ%@%&ﬂs‘ @Qaéﬁf’ement (with

Interest. To ensure that the maxi
mgeﬂ rngaqurenyenl aapaacysd-2rpar el tTﬁ‘é definfiecuciure °I: H@@P@'&% Msa,
MASS b @akd YurfeRtheltibwn. t hat excess solid was present.
After 8 days 400 ml _ of the m xture was renoved and
centrifuged at 14,000 rpmfor 5 minutes. 100 m _ of
t he supernatant was then renoved, diluted with 900 nL
of a 1:1 mxture of acetonitril e/mathanol, and then
anal yzed by HPLC. A second set of data was gathered 14
days followng the start of the experinent to observe
any long-termchanges in the solubility. Sanples at 14
days were prepared foll ow ng the sanme procedure
descri bed for the study at 8 days. The HPLC anal ysis
was performed using a Prinmesphere




10

15

20

25

30

colum, C18 , 5 mm 150x 4.6 mm with a flow rate of

1.5 nb/mn and an injection volunme of 10 nL. The table
woebww4issmmari zes the solubility of the seven #CTiB10851003312

salt fornms of Conmpound 1 that were formed over 2

weeks. I n general the solubility values showed only

smal | changes from8 to 14 d%yé.The salt forns of

Conmpound 1 that showed the highest solubility (nethane

sul fonic acid, sulfuric acid, and hydrochloric acid,

cueike further characterized. Approximately 30 ng of

“@“h slat was placed in a vial in a chanter at room
tenperature and 93%relative humdity. After 6 days
wtbrinper cent wei ght of water absorbed, the X-ray powder
diffraction pattern, and the differential scanni ng
calorinmetry data were obtained. Two ip?:rmrphs wer e

1.0bs &k v eatydtalinet hdotivy dr @c hBdr-{restiamdatbagryiihgrmisuianyil-3dmlg-(pyridin-2-
ykinbny i8R, RBIXEMEPHSFoMRIIEobserved for the nethane

sulfonlc acid salt (Forms T, II, ang I11), and three
pol ynor phs were observed fro the Nfric acid salt
(I, 11, and I11). These polypor ghi forns were further
anal yzed with regard tq <f ty hi gh intensity

l'ight. ApprOX|nateIi\f.‘ eachfi salt was wei ghed
into an HPLC vial. Yh¥s was repeated five tines total
for each salt to give four sanples and one standard.
The sanples were placed in a—hlgh intensity |ight
orGiphaiREeAibdlyatscpthbRisalthb@ef. 0, 1, 2, and 6 hours. 1 m.
of acetonitrile and 1 m _ of nethanol were added to
di ssol ve each standard and sanple prior to HPLC
2.anal Theiosystaitine dpm dfodlairFrdr whergindife eryietaliingl foray is selgefed from the group
cop@bting ol lynRASAESS | 6 RO Hii, §Binf IVCREHIVY, FORA Y1 and Fm VilL.
upon exposure to high |ntenS|ty Ilght Exanple 10:
Human Met abolites of Conmpound 1 Conmpound 1 under goes
3.ext eMwicwestaliteé toalof daimtipwizersia theetygtatine foet slaaidlyiresph of Form IV.
humans, as shown in Figure 8. The chenical structures
of three oxygenat ed netabolites, &ﬂae sul f oxi de of
4. ConpOseystayine farm of elaj 1swharein é\ems@i% fes13 Poyyigr Npay dffraction
peffemREmBhsirgQehkl & affractidrHYyles (2op6t g ooyakd 157 Lorrpound
1), were confirmed based on the conparison in
chromat ographic retention tines and nmass spectra of
5.t he The-cystatinerfsimalobtlaimels whesein tei orystalling irm has & eawdes Kday diffraction
a?gﬁgl:gﬂpr%ﬁwg pEaks é’trbﬁﬁ‘&c‘ﬁ@rl anglel () ¥f ©9 Qfo.1t s SoUcus PRigHEe and 19.2 =
Conpound was conflrned by t he i sol ati on of
‘he netabolite follomed by NMR determ nation. The
netabolite Mb denonstrated an [ MtH + ion at mz 342.

Ig, Bte ?ﬁ‘%é{%}g% "k‘g Porfngf (télg\ﬁle %&E %a‘ﬂrng %ﬁ‘ghaé & BOVFH%$ X-ray diffraction

pattarnisonpising mmat fracienrodiasl (2 espﬁ@nqﬁaf%m%ﬁhowamﬁ@ge 4A.
(or elenental conp05|t|ons) of Mb and its nmjor

TR E T e p i e T

yl\deHeayntlamets, by aqﬂmrrmceutnmsrsamaable esaliniheréefi twhnereins ghe solid form
" I Mi & Yevil, and
dﬁfp%géétaﬁgggtt\g?gﬁ% é{wuiilcrist#\?/lsmg‘f&%zgdlngﬁa Crhm?méj @2 an
ViBurrently unknown.Clainms W claim 1. A crystalline
form of

o.2- | yh PEVRBSRYTT ROSEBYE A BEh ok Bn e ey o grarh Pt Fo 7



1 or a pharmaceutically acceptable salt thereof. 2.

The crystalline formof claim1, wherein the
wonywtragisine formis selected fromthe group cedasilBi0DFIEP3312

of polynmorph Forml, Formll, FormlIll, FormIV, Form

VI, FormVIil, and FormWVII1I. 3. The crystalline form

of claim1, wherein the cryépélline formis a

pol ynmor ph of FormIV. 4. The crystalline formof claim

1, wherein the crystalline formhas a powder X-ray

di f fyr ' r 0k LS i ractil o i
9. ang| e@&%%o%? trg?ﬁngggrﬂangﬁ%ﬁ-ag E%ée{%%cgﬁtﬁtgﬁ f%‘é‘fgd#ﬁ ep?&%h Rifase activity,
coppripig gaminiriering o rammahineed Hgrrof aitherappiticaliyeftegtive;gmount of the
phirRBsBub&s cempmemeest 8X-ray diffraction pattern conpri sing

peaks at diffraction angles (2Q of 8.9 0.1, 14.6

0.1, 15.7 0.1, and 19.2 0.1. 6. The crystalline form
100f Thaimethod \whearding te Ieline r9 swidrein nibe froammaliay  disgrsadeendition is

-] i j ern: LisdeR&kigpeaks at

asg?ic'%%y g@? F%ﬁl@ghdﬁgal?&ﬁ%)%%ggggtgp% eg&tlsﬁe same as shown

in Figure 4A. 7. A solid form of

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

2- yl)ethenyl]indazole, or a pharmaceutically

acceptable salt thereof, wherein the solid form

conprises at |least two of the followi ng crystalline

forms: polynorph Fornms I, I, III, IV, VI, VII, and

VII1. 8. A pharnmaceutical conposition conprising the

crystalline formof any of clains 1 to 7.9. A nethod

of treating a manmal i an di sease condition nedi ated by

protein kinase activity, conprising admnistering to a

mammal in need thereof a therapeutically effective

anmount of the pharmaceutical conposition of 8. 10. The

nmet hod according to claim9, wherein the mamml i an

di sease condition is associated with tunmor grow h,

ceil proliferation, or angi ogenesis.



