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I NVENTI ON Thi s invention relates to pol ynorphic and
anmor phous forns of 2, 5-Di net hyl 3 2Hpyrazol e-
3-carboxylic acid

i din-2-yl-vinyl)-1
AL AN pRQUS FORMS OF 5METW|I-MPYRAZOLE-3-

t hewﬂm&(@%—_ﬂ;mﬁ%ﬂvﬁ-
phar maceut i cal corrpos“ e € ;

cancer and other dis R HENYLIAMIDE: o wi t h
unwant ed angi ogenesi s and/or cellular proliferation.

BACKGROUND OF THE INVE _P.S. Pat ent No. 6, 531, 491,
which is incqrporated—EgbgﬁgJﬂ§mQ@$gﬂﬁﬁce inits
ent i r eTlys inventign relatasdelpelymarpriaaral aenceshopO1sRASorto ADimethyl-2H-
npyladost BoABEY IR acki P kird-5 1D@ERL s ki . 0f SR L al N -
p&%?,hgm kin ag Est %u ch c%ﬁ%@%ﬁ%@"ﬁ'ﬁ?‘ﬂ g’@’f'bﬁ"'iﬂg?m"e""am'”°]'
treat ient o %A Eerageniic o praphylcticuss eksuss sorapaundsand t h
aw@mg@n?ﬁ emppsitpek mabathe i, it géaalbér@erd am_ed,itr%]; %geagg states
PEsRbEAED KGR 0 i.scl 0s in U S Pat.
N Sed %g%ﬂ%%%%f%ﬂ#"ﬁwﬁﬂ?‘é’ﬁs-car boxyl i ¢
acid {2-fluoro-
5-[3- ((E) - 2- pyri di PAKGROUND OIF)THEHNVENSIDN! - 6- y| ani no] -
pheny| §.Sapatele No! &)§315400 URidh'iSi L& Rerbi elow . .
agre 04 W*cﬂw#l sckormila 1 Anot rqgc?rpe{]}gtbngn.?rglﬁtbzg‘?q%??%%'ﬁsoem'rety’ 'S
of Eo7 mul 5 2y'e £ ROUPR: E‘%-"{Aogi',atﬁ-am’/ﬁ'é'f“i‘i?ﬂ the pEtiyit of gestairgprotein
g;’?;i[%%b}i‘ﬁ%lﬁ?’g@ynzﬁf tﬁi‘oph?méﬁtamaheérard othgl_r diseases associated
ith-ahgioddPesis 64 datidarBhroiit = | zql e. repare
Eﬂ%kg&qut% %a! co )bos'?t I Igﬂbsﬁ %:%%th_lg W%g%%@esc%&iﬁW%f’
ormta -3 5At Narf 11 407 i3 BRimedhyhatiraxiaasle-heatomgicdidd2 fluoro-
B H(E-Reyidmiyneyttisndatol6-yamidshghdriyh @it the SRlctAEA inikh is
IsRQShdic 4O auL porities (e.g., FDA's Good
Manuf acturing Practices ("GwW")), there is a need to
produce the conpound of Formula | in a sttablef
such as a stable crygtalline fo
physi cal propertieseM Q
art to providei npr
Formul a L~Qavi ng enhandged prjoper

RS

as i nproved
s YMARY OF THE
Infone aspect, the present invention

s.fgalt een pol ynorphic forns and one anor phous
form of the conmpound of Fohgmkell. I n one enbodi nent,
the invention provides a substantially pure pol ynorph
of the conmpound shown in Fornmula I, where the

pesithyarpami far meatpmbcgmabembrmma{F@rer[Nl(aJ?(W,@-dirﬁéthﬁ-@h %I-SR
i e [ . rn,.cQnprising t eaks
yich@Y fa% Lfkf) 4%590%%{@%5%@9@&%?@@2 etb@yﬂf—gHWaége.

S;r ? : E{Jpgrgggré,gr?%@pwm%ﬂmns cbraainiag RXRbIn paint ef Formula | for
Fhoigstiasionig mManendheia kecordansd wifh tﬁ&kh&%n@ﬂglo?as(. gr@ int%tnational
@aﬁa reg'rséatiogfguthritigsn ga.g?ﬁ-‘DL}\‘s Good Manufacturing Practices ("GMP"), there is a
need to produce the compound of Formula | in a stable form, such as a stable crystalline

form, having constant physical properties. Further, there is a need in the art to provide
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Even nore particularly, polynorph Form1 has a PXRD
pattern conprising the peaks at diffraction angles

wQo 2@p/0em3enti al |y the sane as shown in Figure RET/IEWI/000616

more particularly, polynmorph Form| is characterized

by a Raman spectra essentially the sanme as shown in
Figure 1C. In another embodinment, the invention

provi des a substantially pur e%?ol y of the

EPRIPGA FRI™E RLYAR °9TPOoKES oanq'a | RRiag @nﬂaﬁgedwwﬁﬁﬁ pHch &s improved
delshilgyartoeal bmavaiabilty.| | and has a PXRD pattern

conprising the peaks at diffraction angles (2Q of

12.1 and 16.7. More particularly, polynorph Formll

has a PXRD pattern SuvARS IOFTHENNVERAIKN at di ffracti on
angl e ven no

part i BUTE SRR, S orRasn sl ok AR PR i By and one
@mmphom foren df e cpeplushdak Fatinlfan.amtone emactirhes, th&gyention provides a

fa'ﬂ éll?éhr)é p%@ﬁoﬁzﬁ%?th@é ré&%\@? 'on 'lzﬂ ﬂ#%ﬁla%%hegthé 17%%&&1 is

aracteri zed
Rammteg@é&)frn”a' f@ééﬂéﬁﬁ queyxtf%dlfﬁa%n XRIH paftern eormriging ke
P6aks landumaabh QhgledReytf BBhd 28. heMbna\paﬂrcmm pélgvdretesord | has a

RN sy BT B o P BRey 85 R M ple
Evén merd phasulalymmqom ftaem h hasonpX RIS pattprrt cm;wpp@askt@e aeaks at
@lfff'Jcﬁ@FéanQ (@?gés@ﬁ;tla(lyzl@ s&he & shoRAth FzéJrédA Maii€nore partlcularly

t h F
COMBPPLIAG b BRIAREsly T e B Ao N 20y S phown i
Gigdre 123. 4, 25. 0, and 27.3. Even nore particularly,
pol ywmﬁ?émdd‘rﬁenh% eﬁﬁﬁ%r&/ﬂfeg &' %%P'pﬁ*e%lyﬁgﬁh of the

peaks at raction ang 2q) essent |
&gmeqvaﬁhﬁhqw i-Fermula '3’)&‘”@!‘? P‘I"V’h‘iJ'P'é's ﬁa$'ena&9|aarﬁ°§f" Il and has a
mh]z)rnan@rh coaprEing lthe pesks:étammtumang@d (4By ofat 2Raaman 6 IP Gote a

|cu rll¥b C{I)Xnotr%eFosn%ﬁa P%HB:?ﬂtté cgrh&grng h?é%ealisnat?ff}%tcpo%rangles

nven
rﬁ%ﬁi ef ol. y &6 197, efd 1 E:\@nwmrt@hlgm pplymemgh fremmyll Ipas a PXRD

\gﬁgéﬁc%rfkﬁlsﬁghﬁcégﬁééght Uﬁra@ﬁ?ﬁﬂaﬁ@l@ﬁ @a%elﬁﬁﬂﬁhé Sanadsh A3%n A
el it gy b PR hastrzedPis fignan spect

eesentialy e sﬁmlerasbhbmsF@urlézRD pattern conprising the
pegkg iRhndtHet EmBSdirh &R, tl?éqlgveﬂﬁor{;;&)idegfa s@:gst&tlal%u?é po%oﬁ)h of the

. Even nore artlcu ar
W&%‘P%F”@me}jaf PR 'c‘éﬂ'i‘ﬁﬁ? fhe Pﬂ'ém?%ﬁ 'Sﬂéa'g%at%ff asd: °f ’f‘ I"Efd‘f’uhaﬁa
mw&ﬁérﬂ@)msmnhe peaky attdifeactiomangtes (28) o/ and-23ur\dord A,
cula @oq%npﬁﬁli)#&}ﬁll éya P)a-&l) %{H&Frﬂ%s enﬁq tln%,/ Péeﬁ(s at d|ffract|on

arac man spe

28918 @Rhofi6rf B3 gLﬁ‘Sé) ad 276, ryenrBvore RagiculREYy pgyrpg;ph Form lll has
FXROHitEA cﬁmbmudg\(h@,mkb@t drhadtiachrids 128) ebgentdly Masaie @ shown

t
%%{ngur&aAqghli)rao% é)la q%rﬂeéor@n%mqal%r rrli)"rltse céaa?ci%nze Q ﬁaman spectra
sbartigly|tire faorerasiskowreis FguBSC. t her nogr am essent | aI I y t he
sanme gg a%ﬂ%mb&uﬁér@i Yh&inddRtiorl &oﬁtﬁ&tarh%Bstm%uP@wlymdrﬁ}ﬂ)f the

RSB Rohi° ErSip £ KRS i oo 8 B Ay Rl pes o

[ I@(Ft[enattgmabmdnsng thopeakyaiatiftladtiors argldeXFD oh2e. & andB4.1. More
;;%gﬁ%@o B&%(?Eh P&ANS had a PkRb batdrh W RBAL &3 pedidat Btrablict
angles (26) of 12.8, 15.8, 24.5, and 34.1. Even more particularly, polymorph Form IV has a
PXRD pattern comprising the peaks at diffraction angles (26) essentially the same as shown
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particul arly, polynorph FormV has a PXRD pattern
conprising the peaks at diffraction angles (2Q of

wW@2¢b5/030832, 22.2, and 26.0. Even nore parti cul B€T/¥82005/000616

pol ynor ph Form V has a PXRD pattern conprising the

peaks at diffraction angles (2Q essentially the sane

as shown in Figure 5A. Still nore particularly,

pol ymorph Form 1V is characterBzed by a Ranan spectra
érsiggure pAl Bill ndre paytiguarly,polylotah Form M ig alrasactiized by aa@ndregpectra

%mﬁaumtsamb E@(s)ﬂdwtﬁ&rﬂhglge 48T evéiRsre @a@mtyaﬁwn@rmfporm IV can
P et e e e ol P TR 2o el el ab ot 118 "G AL g v of

PXRDpgratitge.nStilompe particutarly,ipelymesk $oant [Vihak Bt themmogram
%E@nﬁély (h%@km@%s &o@n%ﬁ dre4g: More particularly,

ol ynor ph Form | asaPXRD pattern conpri sing
peaks In,gnogjef ‘FFP%‘%?tme(S‘h “&d@‘feé%o”(r’z‘a’)deéﬁ sgbsiantialy pgre PP!!"‘Q’ ph of the
@ordpaind 2hownVie Formilag, vird the polamdryh is rdeémmtudrﬁa Fotmi ¥nahdihas a

t f on
*ﬂ&%@aﬁﬁ%r@%@g m& p%?f% dﬁ!ra!&ﬁog rfJéSgg ?2??;51 &4 an%' J,g a. %tré
@N'Cq'@f lyeRebiMeERh FORmD Umaﬁ@WRDtméem ROBRIISING rthemee'ﬁ fﬁé‘@iffa&t'on angles

s28yof @t 2| 2372, pHA 26. OOEW@@meutahﬁ p@@ﬁm@u lrrgmsh @¥dla PXRD
ed as

Pt i AB RRassoR oMo o8) Sl i oM i
dFiglfer e tStih moeerrgtisslay2 g9lyradreti Borth I iscbha@ctgrizelityy @ Raman spectra

ra@gernt.@wh@rshme aeahcwm PBukgem I b has a PXRD pattern
con‘prlsmg] eaks at diffract]

2
0. 5. raofher GEpAHFRerE, i Ighien S A1 SR PUR PRI P o he
porhycmnd pliowRom Rormiolahaghese tRXBRRympaplt is dasigrangaras Somg latand has a
aftérn gbrﬁuﬁr[sﬁlﬁttﬂ og% ?s'%ld@fﬁcﬂ%qgngfe? gfé?&f'ﬁ érXi Ztstbe VRALTE

as shown in ure ar |
yBB'I’“?‘H%Wp‘PP'W% oM jlashas it @ﬁ?@é@mesvsm tF&aPﬁi‘hs %tﬁ’éfficr“%"
esgw(lze)edf B, 106 18.81@nd2®5.25 EQEIMbrie paitigulre, pdlymdrph Ilafﬂmtlahlﬁﬁs a

n .
pur 19 pg%n EOm[Brlg%g fﬂ'Qe %e&scaglalffgaﬁﬁ a‘%ﬁ%\sﬂﬁzeiggg%traﬁ%qhgs%r?{e as shown
Whidgwse fhe poI ynorph is deS| gnated as Form Ha and has a

PXRD edofle PerRSylRdnS tHedneRfonPedides atsu@tefnflé@(bhie%lymorph of the

|

b5 e ot RReimant B ARSI Bl iy apg hes
mamaum dormprising thieqealera) HECI@@NgieS (28701810.2E6003.82 Mot
%Qﬁ*cﬁé‘r} %R % Foth % lpa%ratp)@-ﬂ @Jttleﬁﬁ comg}léi'rﬁqﬁ@ﬁbaEQﬁmlfh@ctlon

rn_conpri t he ks diffr
éﬂ@f‘%@e)(%@ BIGsRlr g 702 Ve & ”'%qumomhgm Ihas a
$XRDI pattern obrh@fsing mHaequbia ke Wiffractian dnglee (B6) esseftiatywihe eameaas shown

%Pﬁﬁmﬁﬁ' §J|II Vl\'%orp gérﬁ%&(?% Wﬁw@tbhq-'fonﬁ |?> se grfééﬁn&%;r‘ig% b}@%aﬁ%pectm

pBseaily HesamPRRENQWALA QWeé’Gn’prl sing the peaks at

diffr &?Czlidoﬂi&r &ﬁl&id&ﬁen( ﬂ@)m@ﬁtldhdpr&lcﬁﬁd slstdhtiallypuR polymorph of the
artic al

@8%?un srﬁowny rh Fgrméléﬂ,gvg e{e tg P(?P}( %rPh '8 dem%na]%( % as%é@t ﬁ% ?nd has a
PXGD patiers cormglstmg therpealgsyat Qiffragtienangies é?ebafr1t2|8cﬁmld &R {9y More
F&th&ﬂa{ypﬁb er{r;’m AP Mafada E%fﬁ@ Brdhd &frﬁbrﬁl?ME 'pﬁél@git tif@ction
essen

2e8ies et Thbrietpe S ier Eiashe PR, oo For 18 has
PXRPaiterh céroprising Vhe peakdat difcicton anglds k36) essBatiatinths pao¢ asshown
in Figure 8A.

In another embodiment, the invention provides a substantially pure polymorph of the

compound shown in Formula I, where the polymorph is designated as Form lib and has a
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essentially the sane as shown in Figure 9C. |In another
enbodi nent, the invention provides a substantially

w@aeos/opsBynor ph of the conpound shown i n For muP@r/iB2005/000616

where the pol ynorph is designated as Form H a and has
a PXRD pattern conprising the peaks at diffraction
angles (2Q of 24.9 and 36. 2. l\/bre particularly,

pol ﬁm)r ph Form | Ma has a PXRD pattern conpri si ng t he
pEBRPats™ gerpRising thedisan ) dilfeacion@nalgs (2Pho7 4.3.20d 3902 Mot
partlcEoly Zpoolymoenh Aoom db pae 4 P)CFB[D patteyn cop@riyingthp bedks mmififaction

E?sa(zg %53 oPAd G618, é‘r{&%r %b&gméé%aﬂﬁﬁ%% ;?oﬁyn?@r@ rfo"i‘rﬁ'ilb #8 a

essenti he sane as
D pﬁﬁeraﬁ@ﬂmmg él?bl?a'lisr?é diffractiqneanplag 28 PSANtiBIGUS é%%e s shown
FLGIr@oA | sﬁulnyor@wr@cumy mﬁmp}ph bt IVas EraRREARGH 1B EORddn spectra

For Ia |, _wher rph i s designated as Form
ﬁ/ﬁ? thﬁsamea %ﬁﬁn i ?er%/gecorrprl sing the peaks at

di ffr amnomﬁr qwqu@@n( H@)m\/@ﬁtw@ peoVigiasla substintially pere polymorph of the
BéHhpdufdswnYin FaRUMTRFHRR: thOpdlmdYeh B ass.gma{%XBQFsm fiI8 &R has a

BB o SR R ol iRy GBS A B oy or
pmtlgmmlymlyﬁmrpm Aolvb liladigs a PRIRRPatteat tanprising thproesks ey difftagtion
Qﬁ&f&s‘@@tof % *; f2r1 %CEA 8 %n@@@b eﬁve(n%@re Séﬁt,%ﬂtrlﬂ/ EHoly)ﬁonh FomitiE has a

hown in 'Fi gure Partlcu ar |
55591?6‘?%?1 cmrﬁﬁ”ﬂ/f*}? Heéksc”ﬁ 8'#5?6@%@1”2'@?1 zﬁi/esée’ﬁﬁ%ﬂe %ﬁﬂ@c‘isrsgm"’“
eBgnd i@.ly the sane as shown in Figure 11C In

anot h fif %ﬁpfgﬁ t%‘ame’nt ﬁ'&%\)eﬁ‘t}éﬁ rE) dv%g?]g Eﬁb\é{aqﬁaﬁly] gu re Iﬁaolymorph of the

subst an € co
P@F?ﬁyl’%smﬂﬂﬁé’r’@mv'ﬁé V@@th%)ﬁ“qf@‘ ig] é@ﬁ'gjﬁk@f’@l Faran Ity ppd has a
PXRD®BgL asmptisin e peakst e HlﬂraGWthSé, (29) &f m ameaks &ore

n an

e BT ke BerPrin Réuo A nal gt ator
egigsr(RS)ioh 6 8t Heb, peBkand 2#.8d EFdrymere ipanticulaily] retymomd)Fogt llib has a

ﬂ’ﬁR@ paﬂén gom;%lzrn theMatks3H ditraction@n IB@(2@) &@éﬂtl'aﬁﬁh@éa{rﬁ/e as shown
Form I'Va has a PXRD rn co

G5 LN R Pt o gPiRo o Bl B sbararizet e Bamer

a;sectrhesmnuany e gamead $hdwn BtFigdre MG.e particul arly,
ol ) .
o0 MR 5 AR5l KA 08 o o
RRTRIUAGShOMAR FRIMHR AtWhaISS Polympreids desigpated 25 Fpip 'élaaf'd has a
PXRPPattdrh Bam;msm@thel dealisualn ltj.h&buonmblwmepdsf 1BBrany _BM&F!ma@ a
r . .
R T e
sudiest (@Ritaf 43-5.y1 58,2 &0, 508 G2Br EYP"@I*OF@ ﬁ@i@dﬂﬁ*p&d@ o Gwen |Vig has a
Eﬁﬁm&aﬁerh corﬁ‘ﬁ}fggrz lt)ﬁe"lﬁtalfé(ﬂt)dﬂ%m dngled &@% %iééﬁtﬁ@ tAS sdrfd 4B shown
atte e

B RPa oo g ety PO 9 R 55 91 SR podhyaratr
padattieo batioyt, 6350 apdren pmﬁeFQircrvstdhrnHBtm ) gabqupi2B °Cata

SOk B Wdﬁé‘?nﬂ%ﬁe“émﬁbnr@k % 6ioh @Bm?REIneS a H3Bnehogram
11.5, 19. 2, ven nore particularly,

geRepialy e SP’BFﬁ? %P‘”ﬁé&':'%“'?k% pattern conprising the
peaks Irednothief érmtzudiin edt) tranglestion(pZiyjdes a Sabstanadlly purelpelysams of the

%S'T%J?JRXVQ%JJ«EFA E&bﬁual%e ethé é(% gﬁﬁ?érﬂa B€£ &Ha&&g@%% Vaand has a

ormva |Is C ara
258 rp@n%rnpgmmrﬁ@gé@rp@alsssatgﬁmwnmglﬁﬁ )@l 193@nd 33.5. More.

particularly, polymorph Form Va has a PXRD pattern comprising the peaks at diffraction
angles (26) of 11.5, 19.2, 24.4, and 33.9. Even more particularly, polymorph Form Va has a
PXRD pattern comprising the peaks at diffraction angles (26) essentially the same as shown
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VI and has a PXRD pattern conprising the peaks at
diffraction angles (2Q of 7.7 and 26.8. Mire
particul arly, polynorph Form Vlihas a PXRD pattern

lemgLJréS’lm Stlhﬁloféegﬁhﬁulﬁgy gblflrﬁérﬂf? 6r91rVaqggILatra ||z§t¥ tryya Raman

RO N g
o‘f n%?spsﬁ =l e S asshawpiediousmi3er n conpri sing t he
peaks btandihef enztotiment, ta diverstiof 3@)/!d6§§@lmsiaﬂﬁdlly pl‘jrg%o@rﬁ&ﬁh of the

arti
S o i B v
e P?rgﬂ"i SPAREInG theweals atdithiaption angley@P)eof TX@nd R&IS. More
aprviiduiarly, olgmdiphEnim VltﬂaealPIXW@rHah&H c&ﬁ;%éing% &Q‘(s at diffraction

RS 1.7 1o 1a & U SO R s ket G SR B Vitgs 2
P)Eﬁ% aﬁtewpagngﬁhp peaks 1at diffractiog kegles( (2@) essentigly gk dafmeds éhown
tio FigQrevianh St ma@)paﬁiﬁulérl?epw gh %ﬁﬁmls%nﬂ &8&85 b%%] haman

S rticularl e anor
as(?%&}’a ésgérlwh@qh? eﬁmezaéwg‘i’)"fl” ﬁ% {BH15g! 45 PXRD patter n
essent!nangtherembodimen, the ingéntiomproviddsi agarrphdds fofay &ﬁhé@nﬁ)ound

Pehbivh oA bIY ), whére t@'@ﬁo%hggi En? hiB d Bx ? r}:‘ae(r:rﬂexrh’b%mg a B%ag peak

Raman cfdo ectra risjn peak's

&5 SERFT A ang'es ﬁé) @Hgipo fé‘g" 4 FotR WF”FPUFFQ;}' 6161558;) peakspharacteristic of
aneystatine éarino Monepretrticulaing theW@FﬁhbMo@rﬁ @%h%&er@ze«? 9§/ heg/mg a PXRD
f,ﬁ&é\‘h @Issehhaﬂy %@HH Qgsﬁo%VW%u re ’1:&& rT|]:'Iv§{1 nPOéedgatrtlclUQ%y (gfeha(nr%phous

§ d formis m xture co

e m Blarstasasd %Y F Rarpan SPB@la)PﬁﬁPmmg%lﬂmeaks (cthT), esbdntiallythé same
\ds shawn ih Biguldbl5BVb, | Ma, M b, |IVa, Va, VI, and an
anor p pat her enbodi nent, t he i nvention

pr ovi g'ggb? a&% SUaR bl i rﬁ 8 18&%”8°%E{P‘§)I§%ﬁosﬁ"%ﬁorm Righe compound
éB‘P\"ﬁU[] ﬁamy*?dmhqrﬂn F‘Grsnim farm is awtbaure corhprisinglay et plo df She

s &d
A ha s By BT Byl MG il ev

l
Pa %Pcr)uascf ?Mon angles (2Q of 12.9 and 13.8. Mre
par t i danatheyemipginemb thefinveotiomprdvite? a BatsstantiMf eI%IyInSFpH of the

@&Hﬁlfuh& hrﬂﬂvntlmﬁorﬁ’ﬁ@lﬁ%ﬁk tgé églyn%%ﬂ i8'3e4 nr%‘eg 281 8{?7? Igl;nr%, which is a
ﬁﬁ'rl'%ﬂﬁmfcl?ﬁﬁ‘f’ Vb ﬁﬂ%héﬁa?sp@%mwmpesm the pewRks si difadtine
msEZQitof 2.9 amdaty 8. (Morélﬁ@{n&ﬁarl(/ Zﬂynﬁﬁ)‘ﬁ%ﬁh fnl-¥ hii&?PWFattern
iRaf S
Ao o el eBals iR anb s BOE 1P B PP B o an Evenvmen
BYHRY1ar%iPRlymarel Foem o ? has ad?XFiﬂmﬁpthmpflmg’thmbedkhet diffraction
artgtqsc@m)dssbhudﬁ?mmhﬁe las sHOWR i BYGPLY5ON al so relates to a

phar on conprising a mxture of at

| eas {Tﬂ % \ﬁ/f”)tHa asge°? ?rb '"‘(eﬂE°"68'Fg?ﬁffr&9ﬁf"&acﬁﬁﬁaléﬁﬁp%@0% each
$OHHAREING @ ﬁrygalflrmqrhmorpag@dcm oftﬁee:ompm&fdtolf Bdsrn'mraOVTrﬁ’éﬂlﬁventlon also
r@%te@@&ié plﬁé‘rmﬁée@ﬁéa\ %&Q%ecromﬁﬁsﬁgf anlxﬁ‘ﬁe Q&0 ast WO /%a)feof the

shates associa unwa gl ogenes S an
el R e EFB’I"I' 8‘|‘Saff’f"1§n conpri sing administering a
t her dpedurtheaddpyctahé aeémlumpramﬁﬁetlﬂfds af treating cancer as well as other

d?é%layéTQEtQ@é&%&tQ@QWunwanted angiogenesis and/or cellular proliferation,
comprising administering a therapeutically effective amount of a polymorph/amorphous
compound of the invention to a patient in need of such treatment. The invention also relates
to a method of modulating and/or inhibiting the kinase activity of VEGF-R (vascular
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conpound of the invention to a patient in need of such
treatment. The invention also relates to a nmethod of

woasloadssng and/ or inhibiting the kinase acti vPCYIE2005/000616

VEGF- R (vascul arendot helial cell growth factor
receptor), FG--R (fibroblast gromh factor receptor),
a CDK (cyclin- dependent ki nase) conpl ex, CHK1, LCK

so known as hocyt e-s rosi ne ki nase
R PG o SRR oo o
k(cyeirs @9pendemtikioase plvomEr OCHK 116 6K Kalsveleewings gtiphatyie ispedifiedyrosine
. f I n
USSR kel MUED AR AL B Bt s
derese by gaminigeringiarappsiab g invpefient Pickafted sempapngsyof the present
a@RhishthaOd SoldfivaMiase SERIBY-§.6.Cthsy PRSES sighifitMt ANSIBRBSINSDne or

| i |

krﬁ(‘?]rg gé%:mg}(ﬂag@ whﬁlecéc#sgestsxa i“e%%%ﬂﬁrhm%f‘{cn? é/ a?%ﬁs% o% gr rﬁc{rg gl‘ferent
penaseso rippreariefe odisrepir ﬁwgn\@ﬂthnh@lm@@é&morpm@ pRrRAYNds of
AhEproSMS AvdMASS 58 #0868 pSedbsting @hbsadnlnyuymigaaqo'otda@;t @g&ﬁw VEGF

VEGE. t t t
»f%r-ePPei IR sPBTe G et i RLBes R Ssa ef e Regjiangs aiso
diiregied oanetiwdsret horditating VG weertorigosie@inase egjytowithout significantly
EHERBkREr A Féa@@__&rr%%lﬁ@ I&r)és%étlblﬂ}*'t significantly

rmdulatlng ecept or tyrosine k|nase act|V|té.,The _
conpoul§ £OBPoUnAROf ”r‘ﬂ/'éYﬁ”F%H"%RF Ysed ghvaptagepvslninagBsinatap with
| athet Rimdvinrtbdrapmotiaradehts Oftdn exankiteg vire polysoappaaiorpbodsfemtsof the

Fc%Fn 8&%%;8? I:?rmlgrah %a{?%s}é@% Rpé R Q gHﬁlt)I A 53"@9 &f aolnnﬁste red with

sess antl - angl og
a“dto o¥icichemneiterareuicoageai %VF% F%ﬁaéfd iRfotere, d’W"@%‘ﬁq Cds P'at'”
CAOREFOBIEIE, raa@a%wctncaragﬁ@m@ toprtiliceddh etnambd aﬁtwrerfa;t Additive or

;/ﬁlj{rqg%ggti ennaﬁcercr:Ilcrar(T:i Péhgra eUtlc gf?ec?mg bAIgA n ame "ngc? adrpl |sgat|on of a

uce enhance unDr
Aedipeindef the Iryymien @ﬂaspqsgesenh@m'@egemmc(ﬁcwmewtbpﬂaeft gngi-angiogenic

eefgfu.ﬁgtsu&ays @h@fbtmnﬁ W@bﬁﬂ%@taﬁw pFnREIEY, BoI84IXB! foRBod, 2
DR Bipohi o aryeai B Sk anpaifne antbodies

agents such as corrbret ast at| n A-4, endostatin,

prinonastat, cel m | MB62,

anti - VEG-F nonocl%
nmonoc | Havial tmlatdemmoeee inBRitiBTin mlt@mbmfefdﬁcér It now be made to

QW Idrgg,, ?%egge,gcrl bed the invention in
gener aI erence wi|l now be nmade to the

accorrpféﬁﬂpn' a’d?(éﬁ\)f pRygler diffactien fiagramef Palymarah Egmyk of the invention;
powderFidi 18 is a CliffepdntialiSagrininy Calorip@try (IHQ) thefrsgranh oigfolytriogph Form

FIG 1B is a Differential Scanning
dg)rﬁg Avgmi’on (DSC) ther nogram of ynmor ph Form | of

the i rﬁ}@n‘t 8@, Ramaaspep@al|d§g@n}q§ma§m§@569m| of mea@eatrﬁnof
po{,\é mor@heAe éﬁTXIra)DﬁowIdbledlﬂfraM@ﬁﬂula@ram dFpdymatph Fé?rlnla.rbf %ﬁeruﬁbéntion;
powder ram o orm of the
P ventGri AEscprmod gt B ARATH e Bt on
For m IRIGAAC is hdiaiman epectralrdiagRinGf pQI@mpwh &oRalirafitheipesntion |
di agr &ty oA @Qh X[TW Mdgpélmétllc)n Qaggrﬁm%f b&%%}f)ﬁ p&m Iﬁ'bicﬁ'le ¢ention;
is an X-qﬁ/ di ffract ram o r%m)rp
Form I1'@ 'S?I'Pé:'q tHVB‘ﬁG'F‘G’rPf p?ﬂ’@"’%@ dll of tw‘%“‘? ®F nogr am
of polR@mgik afarmn spdctralfdidghaen ofpaigmbipb fprm 11l of the invention;
FIG. 4A is an X-ray powder diffraction diagram of polymorph Form IV of the invention;

FIG. 4B is a DSC thermogram of polymorph Form IV of the invention;
FIG. 4C is a Raman spectral diagram of polymorph Form IV of the invention;
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FIG 3Cis a Raman spectral diagram of polynorph Form
Il of the invention; FIG 4A is an X-ray powder

waldosnaesBi on di agram of pol ynmor ph Form 1V of tPeT/1B2005/000616

invention; FIG 4B is a DSC thernogram of pol ynorph

Form 1V of the invention; FIG 4C is a Raman spectral

di agram of pol ynorph Form |V of the invention;FIG 5A

is an X-ray powder diffraction7di agram of pol ynorph

For m F!Gf54 inan Krdyeromiderfifragtian diggramdof polyyarph Frsmnogf thernvention;
of pol BIGDERIE a BSCrthé/mograinve polyivepr Farm;V &f ke m\feandrs a

Raman ﬁ@eé‘dl E?Eaméﬁ\gﬁ!;&%l%ﬁ%qpa% gfrﬁ%fg rgﬁ% gm yoptfw? mventlon

|nvent|on rac
di agr AT FA ipan Yre RswdEitiragtian érﬁgqaw@ pelyreereh berm lef@he ig@ention;

is a 0S€ émeamtaérmaéramlf wpﬁcnbh F&ﬁwﬂé bﬁh@i“nvénﬁléh
i nvent ction

di agr a 'irjrgn%A' T'G?frf@fr%%dﬁrocrfﬁ?‘fhﬁn é‘tag'f"ﬁ’ec’?f’?{\’/’é?{?h %Hm Ig-pighe ipypntion;
is a DG l‘Ehle riAS§rthermograpall petymarph Famrip bizheinventien;
i nventggnic |E|a(ﬁam%ﬁ:s¢w&trﬁl &Wofﬁ:@@ﬁprﬁlFogﬁ FEQ)? ﬁﬁ@lrmantlon

pol ynmor ph Form | I'nventi on;

X-ray 'ﬂgv\%'ﬁ ap XY RAVIRY Wf'a‘f“aaf"éﬁﬁa@fd B?JY’S}?fB’P B‘Hm#lﬁr%hﬁla

dfiventimn; i nvention; FIG 8B is a DSC thernogram of

ol K

p_ rg‘%ﬁé V\Ud:%?s;@p%@to AR dr PM;ZFB h}r?ﬁ m'1 !a%f th%vh or v

of th IGnAeinen griay FPQ‘”G@" @fBa‘F@“ a'awsmqfﬁ@ngh dib of the

pNeytisn: ph Form Nb of the invention; FIG 9C is a Ranan

spectr r

oPeCt I 84 QUEE BB NTP LA B AN D,

di agr AMBOIC | is@/Ramen smcpelrohﬁgmnaof@plymh@h iFaveti ofdhe m\fen@n

11A i siaMok-i§ &Y X PVPdKberditfrddige dibgam @t Horm llla of the

pogﬁ%r ph Form | Hb of the mvent?}on %:‘%%F%L 1B is a DSC
gram of pol ynorph Form H b of the invention;

FI G 1AG 113 inaRédmayrpogpeciifiradtiorddiagyara of pdlympophyfroom ;ﬂﬂo dFthem

HhRndn; t he invention; FIG 12A is an X-ray powder

di ffractl on di agram of pol rmrph Form IVa of t he

i nventfi'Gn! 1Bps &PS¢ernaoram pireiyTomnFogr A BiheyeRissr ph

For m |AfA. DIC it AGamaw epekira diaglam(@f pdigriorpls Férm % bfawe ipasntierT:

diffr [ r

O 358 PAPRERRlo AHBE AR S ot
Foveftiofa of the invention; FIG 13Cis a Rarmn spectr al
di agr amGofoEROk EsortrmnngﬁbN@woraﬁmm INEES tHeORientidnG.

ég{_\ylrm ; gh 3é 2 an )\(/Iraydqfo r djlfIrfcrtlgnCé ?%ﬁm o} po%lmorphol;orm Va of the
invention;

FIG. 13B is a DSC thermogram of polymorph Form Va of the invention;

FIG. 13C is a Raman spectral diagram of polymorph Form Va of the invention;

FIG. 14A is an X-ray powder diffraction diagram of polymorph Form VI of the
invention;

FIG. 14B is a DSC thermogram of polymorph Form VI of the invention;

FIG. 14C is a Raman spectral diagram of polymorph Form VI of the invention;

FIG. 15A is an X-ray powder diffraction diagram of an amorphous form of the
invention;

FIG. 15B is a Raman spectral diagram of an amorphous form of the invention; and
FIG 16 is an X-ray powder diffraction diagram of polymorph Form Ibm-2 of the
invention.
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FIG 14B is a DSC t her nogram of pol ynorph Form VI of
the invention; FIG 14C is a Raman spectral di agram of

w@odogmoesph Form VI of the invention; FIG 15A PET/aBR005/000616

X-ray powder diffraction di agram of an anorphous form
of the invention; FIG 15B is a Raman spectral diagram
of an anor phous form of the invention; and FIG 16 is
an X-ray powder diffraction di &gram of pol ynmor ph Form
| bm 2 of the invention. DETAI LED DESCRI PTI ON OF THE

I NVENTI ON The pEggEED DEBERMPTIGNIORGWEWENBENTesCT i bed
nmore ful Il)é her €l

ernafter. ThIS T nventlon may, however,
be entBYPEELT NVERUAR Y Vil 8f dercriRedimae E\’H)ﬂh%f%&ﬂea st inysation
oap,Stowe e, tesenbodied Bdndng diffaeniofocdindeindut] iebe Eapstrded as limited to

“ﬁereﬁ bgdlmeﬁtg Iggtrfortﬁ ﬁ?r? rﬁﬁg? qqés%ﬂﬁgdlﬁgﬁs Q{T&\‘év%%g G 918{ tnét

I'scl osure w thor
diselpsurgyifl pe %W@@aﬁqﬁ?m@@@pé”dﬂ' tulecankeyrdhe scoRe pighq iRvandon to
Hobé bieRdinthé e art. 1. Definitions The followi ng terns
?SDéf%‘?gn herei n have the neanings indicated. As used in
fication, and in the appended clains, the
si nthelfellowing terms -agused haiein have the'meanings indieatesl ur al
refer %@h§ed'lmr'@%§edif|&§noﬁoéﬁd@r¥ﬂweGb&%ﬂéd’cléjhgtﬁé ﬁ?ular forms “a”, “an”,

L}g"ed'”\?l\nh‘?ea‘ﬁ“%'ﬁg'ﬁremﬁ BRess Rt Bt ey BeCesshenrss 'O " C
" pol yiTbe feims fcemprisingt @da'mclnysg"alrd ised lrfaqupeman&llmmng)wa@l
W' th gngiesh kidfmomhfeted to a%rrytslaﬁlﬁe drh %f‘Q@Jﬁ?d&ncﬁﬁlth a distinct spatial

onpared to other crystalline forns
@6‘!?5 SURemepascarpgre m'ﬁhma""}eé?rg\sy lhé s%[“e °°mp°”"d
NnonN- CMyis teérh FanepHo0s mefeks t@a san@wtithe forA of a compound.
phar ma " ok S
Do al PSP CE BT 8Blinged B bOILR RSl BEO
bislogpledeivengss afile fressisls gnd bages affeasreritief coBwpHdread Higkis not
blorgichisy of Bihelise|upgdsiradié. YA B5mpRUREs WheSiRvdatishatay lasdds aAufficiently

7] _of the i ffici |
SRR g e, AP BB B8 B Rapl fohor
grobgySf inangdnieercmgamcrbgsgs ansbieargagia andgrganigfacids, tafetyrep  of

'pﬂ%ﬁ@éﬂtl@&\ll? heddbidbie ls&lt 8@ R BlarydRarrabaRSAR 'a&e?ﬁgle QLIBARIe those
acj ds, orm.a (g ar naceut.ical | %/rgacc

Eﬁ'&?ﬁ?p&f By HeRCHIL HiE CRPPYN IS EIdRD m"ém@%“?%wmww‘a@' or
torgasie asidlot an iporgaas eese Bych aseszlts iDDludifig 4ufetes @yToswfates, tidulfates,
tsnlﬁteg rb?s%ﬁifég dh%gpﬁ'{%{ek Orﬂon\%ytlﬁog%nmog S, &?ﬁyd%ggm'ogphgféh d

or an 1 nor anl assa ts incl
Lﬁtqupgglatef,ﬁy@gnf{»spgﬁt@%chlmdgmbfo‘ﬂl@ss iodidess pqeéaées propionates,

kuesaﬂoﬁtbs ,@aprylplas spRyates SfornBidtDBylnGg ed) phsqdésa h&Ranoates,
di hpYo ate 0)@? hos’%hlartw%s sucam%tgg %Slpel?g% e%eba%XteQ %h?asf&hg tm%?e’ates

rom % SUAceT U el propironat’e
dnsb/amdtdwtesmpvr}ﬁrh@ élgateaéeryzloatpwhloméemﬁfes methylbenzoates

'oﬁﬂ%&ﬂio%@&uydr@%é%ﬁt% méﬂﬁﬁ?tﬁzﬂ%ﬁe@sphtrﬁw% .Qh@ﬁé%&;
oxal at cci nat.es

f)%lﬁﬁ?sgﬁ@gtes rROE @gchtgiesbqj%@wf]%oqongteai ‘g‘ﬁ{“@g"tyrﬁt@(y‘ﬁ'@%i Efac?a%és y-
hydrdikybatyedss, fpoliaes tgrateshinetharizesulfowtesspropanesulfonates,

TRAHAIGRIZQMAbRRes, naphthalene-2-sulfonates, and mandelates.

- II._Polymorphic and Amorphous Forms of the Compound of Formula |

The present invention provides several polymorph crystalline forms and an
amorphous form of the compound of Formula I. Each crystalline or amorphous form of the

compound can be characterized by one or more of the following: X-ray powder diffraction
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di ni trobenzoat es, hydroxybenzoat es, nethoxybenzoat es,
pht hal at es, sul fonates, xyl enesul fonates,

w@b@aphaset at es, phenyl propi onat es, phenyl but ypPet/ER)05/000616

citrates, lactates, yhydroxybutyrates, glycoll ates,
tartrates, nethane-sulfonates, propanesulfonates,
napht haI ene-1 -sul fonates, naphthal ene-2-sul fonates,

P | d A F f
?Etge 1?5@ % %’ dpﬁt?r]actllg!a 2 anq{%ed|fE?c$§réﬁqgﬁrqgrA€§g?qsegiﬁg {chirr?t o?mset
[ﬁ?’@\ﬂnﬁﬁég debydsation foy @V@" ﬁ@ﬂ feme)rag dlustiatédiy endothermaloth Bifferential
@G”Q{nm@@é&mfn@frmm) W@ﬁndb@dm%ﬂﬁn Qﬁec{: QY batt gﬁagcﬂ.legus

rm of the cdonmpoun

8?1'}5/ '5%1’ %*}‘ *"988“’89"66 :i{@e%?“°ﬂ%%8"fs'fe“‘f%%‘ 'f%mpmt'ﬁ@(lcw igfyintensity
fighwdenditidnd, Bndipttysical pad thermica( storege stabilthay  di f fr act ion

peaks TRE x &y doWdér d#frécan@E tfegﬂﬁﬁé&? a?&yr&c%% gr:r’ah d)hOtlS %rm of the

0|nt onset ( onset 1on

f”d?’i’r'ﬁﬁ‘ wag mP?ﬁUC%‘ﬂ"étSéqu ERBSOPR Xrigy %ffra%tormterfe@p@mq with a Cu
Sera\nsuumg oferhtet ianatt K\WandBBGA. tS’aﬂfpl'@Q\feEH'ﬁladgaWs&rﬁﬁCﬂdi&P and

ht sta
e Bk Bl et A E 8. S Bl et P safp B werpdiprea a
ﬁ@ BN andrasnlyzedyrom; agales eichie 407 (8r29) at@iahinphithsd ©@4° stepcr at 2°/min
eheadoad sted. of Iﬁ\ﬂt@d ﬁkféhél'\da%)ﬁvallgﬁlé sémpRY wBRWIREd on a silicon plate

i
TN A S A
NR[Demmer(a%) wdll showscme interappazajus yepiebilityitydicatly &8mothaayp.1°.
ﬁ@dd)l‘ Iyoﬁﬁéré‘tr%@o%tfoﬁ'r% &Me%%erﬁ%v@ﬁlon§?{@a%e&\@£ ﬁavm a epgwder

er and and snno
R izecyPa Satell TesntaRy jhe Fagrecsndia) Shan 1o AGven e dhadems
fesseantialy theet sa6@” is prerdditoznednymesisdch oerappdratss afriadility & d¥faction
éégk%@m@,g 57mn with a 0.04 step or at 27mn W|th a
If limted material was avail abl e, rrples
wer e B’Pealg%%lthéﬁn%@m peigebigingd és"ﬂgz%Méﬂ|ﬁa'E9|'@gP@§ﬁ§?1 anstiument at
asainyate df 10 “Choid bvdrattéerhpediture Aige of 35360PE. SdingIdiByeds ivei hed into

A8 e ARSI el lerd BB BR p PO ret i 6ol e o
@(tffpola&e%@rrsei qigmepmg {ampeaturdrands whérel apriicatie, ¢fe anbe opdebgdration

feperiurd) WeRlIcdigREr i bed as having a powder X-ray
diffractiaon atter esseEt egg‘)é t he §arre as that shovvn
§ fRA°

n a BrRsadng Pyl edas RPBI9Spyhrcomppuis okine
invanderdmaly Yavy (dn elbovb 8.8 %-5S$Q édn ciystalguolyappmrmaditing avdby ativiut 6.0120°C
foppdil,‘rﬁcfrﬁr?&‘ethw}gnoﬂ?@dﬁv@@ﬁde‘o\/ﬂﬁ‘éend—g @rn%%%g%gg m&&&%ﬂéed fllgures

t
L o BB 51 e e S o o o g
80 D3E(GalysSainpbremctas; tite Wi tiIBSC bRdetedPeriiturail dBfinal Bhd
ﬁé&#ﬁkn@#(ﬁe ct,ﬁgrtatl a%dac' g%g&d in 99199 9%!'%{} ed WI rr%)% |vg thurlng%l a%d the

he extra at e
esanicalpratyeot tp ﬁP'F‘E'abFQe' any méermqg\@te e Ob,l@lmsﬁd ieaddthemms may also

(ﬁlﬁdfﬁ}em&ist}rbment\fﬁgﬁnﬁi%ﬂ Hovadved it w?fy@ﬁegdllytﬂ% V\Fi’tﬁln%%vrﬁﬁg(;éls def%ned
e. enaot her ns |1 te Yy € conmpounas o
Iteﬁgﬁ ?{?@g%o{tﬂe |nstn;gnenvsa:1r§/ca(l ES?D*&B %b 01 -5 0C for

cr yst Bamanoicgitaning bpastsd wenagbtaindd by usitigauf ouBeQansfa@ORama

E%ﬁﬁét@rhet@ﬂkﬁfé&'i @ch‘aﬂ}xst?ﬁ%ﬁﬁ RAm ALY Fd3e TROLQKLRH n?ht source

gures. Factors responsib

%spl Ict ed @& EP
$E% Byt Y o oBoRiTA 2 i werelirgtrorng gsieFiigiagiandndor CCD,
Thegesohion wat 3 et whi ch

The polymorph or amorphous forms of the invention are preferably substantially pure,

meaning each polymorph or amorphous form of the compound of Formula | includes less than
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the DSC anal ysis is conducted, the way the DSC onset

tenperature is defined and determ ned, the calibration
wat@saansdl used, i nstrunent calibration, the rebPel/iB205/000616

hum dity and the chemi cal purity of the sanple. For

any given sanple, the observed endotherns may al so

differ frominstrunment to |nst{unent however, it MA||

g,%t;)oef,g} Lﬁgsr?&atngw pFetﬂ? at{)flg%etgaqué% (N qr rla@ eel Wﬁﬁh 9 \{)y welght of
dPeirities rrﬁ@dﬂgspete?rrpalvwerpé opamerphas fasips gbthegorepolndir i er

t r ansfroe gbIidasrae oftpe plebsH? moerq.amnay alk&bd& o Q%.l .ﬁ a'm.xture
The C|tat|on

e Rl iR GelenR R ki ™ SFE Py o i e X-ray
wilastiemrpaks chifrastedsticot eash ofths palymepitkoand©Camorphs forms present in
rttﬁﬁﬁukt‘d?e' (P:Br é’i@ﬁm@dfa Aurelof t;vraﬁolmrﬁ/ﬁg%llpﬁbvg % gt@gﬁgrg(r}??affractlon

entlon ar e pre era
aa?eé" ‘“ﬁﬂaﬁ ol p P! 51615758 Airetan p&ﬁﬂﬁ@fﬂﬁ@gp%wwe Bupstantially

ooepolymdrpbs. For mula | incl udes | ess thanl0%
preferably less than 5% preferably |ess than 3%
preferably | ess than 1% by wei ght of inpurities,

i ncl uek 0 ynor ph or anorphous forns of the

conpo@agimorph €omol, larfh9dress Bfm Q:Ekebd);ﬁ@ﬁd@éﬂ byl Jl)h?ﬁ\b kHREoBYuNd of

%Er‘?‘tﬂ:laq)fr‘ %ﬁanop%]?lttnerqglatrﬂng FQfIXt X for s:?q‘ rBHnHI]e%?oIle%é) tzyrsé%?&ohng to
??\\% rﬁorr@; hhamamaqmeswml@wof QDCM Bapgy/imbat pealksd about 0.4 pg/mL at pH

OhaFaﬁr{ Bs light-5tabl® lindRAIM Kigh |ﬁt’3ﬁsn9%r¥ BRHaRBSs AHaGhShicaly stable at

AR DRAOT DT GBrTRE 1948%% || heve o powder X roy |

di f f r Benri ldshchasacteszed bylaatX-rag pawdeodiffrattiohipatterofvith peakXatrtieey
ﬂill(ﬁ\l@lﬁ@&‘dp’fd?(ﬁna@@&ﬁr@&ﬁﬁ aﬁ@ésr §§)PQ'%‘3' @99pt7‘?36t 7§ 9521067, 12.33,

|
B 1B PbH80Y 12, ol AR P OB-2 W A1 9% ARODES B chgees 52,
bqﬂslzm op yasmg zm PDBH) GOLBE mfgeFarewbcasg 34 B2,84/rarusl20a88k4, and
ro esr%é ”éﬁg&%ﬁr%%ra@ C;}IUt erh fOI‘ grﬂ%y\Ed b

OM/C gueou olubility
of ab 'a&D%@ qgramyfor ieamd, shawn ﬁ'ki:dl!{felﬁmdwgyeﬁan ansepéd crystal
thelfing ér@ibiieim atabbit gB3ecshtalcan Mfmﬁodcq;ﬁnmbgh intensity
|4|0%?t7£'§ dlatnI s%relsiraf ‘2%%’%’"?0?':5%@ Xhosl\éltga Sur?tgc |n<9udes Iﬁaman Shift
BeRKS 0T éaﬁ ape@xwteéyre%wa@ 18801877, dBI4L 1482t 1468, P8R 6B 1589,
wid 1s4pecaks at the foll ow ng approxi mate diffraction
angles (2Q: 4.80, 5.49, 7.06, 7.90, 9.52, 10.67,
12.33, 14.10, 15.08, 15.80, 18.12, 18.80, 19.72,

20. 40B._Pdly6®@ph Pdrm3Ab, 23. 00, 23.48, 24.52, 25.52,

R ot A s g
mlytioneef hg comBeund©f Farmulr! indstrabydiaerandt 69° Péwﬂ*?mefgaaﬁqrréﬂlmas
femfaqE@UﬁBélubllTWG ab&ft 19 PeMIRYpR Nah@®@abdudd. Muy/mLS0EMD.41 Form Il is

h% aﬁ)le]lﬁder IEH h%ﬁﬁn?%®g|gﬂpct% é,t, of crystal nelting

erm at ¥an rate of 10C mi nute.
The Reaf@n! 'sﬁ@@ct@ke@y@grkm p@wdeFdnﬂmction ratieramith peaks glihe
fbllawingpbieslitatc Ao dids éﬁﬁakgs (6:@05,)7 (ﬂit 7 a@ RS 8L §b s,
%131836% 7331%?&4 1143772716&6 16.66, 11%%% 18134é 18.80, ﬂ'g %8 2(1)532 21.05,
21.89, 22.64, 23.00, 23.60, 25.45, 26.30, 27.18, 28.34, 29.04, 30.21, 31.14, 32.24, 34.14,
34.91, 36.97, 39.21, and 39.92. Figure 2A provides an X-ray powder diffraction pattern for

Form Il
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and 1640. B. Pol ynorph Form Il Polynmorph FormlIl, an
anhydrous form can be prepared by direct

waergsiadBi zati on of a solution of the conmpoundpoOf/1B2005/000616

Formula | in tetrahydrofuran at 600C by hexanes. Form

Il has an aqueous solubility of about 19 ng/nL at pH 2
and about 0.7 ng/nmL at pH 7.4. Formll is light-stable
under 1 CH high intensity |lightllconditions. Formll is
char adt'® P??é’&ffﬁg%gf%m fogFpeay !l sBRkTER Figirer3Ba pcaps putnserdh orvstal
melting peduiteratt ddoet 1961d, avd svgn agpofodrCrainatedi f f racti on

12 06,4 850y gl ol ¥y ol pgin i Einclbes'daman shi

peakgdcm ) At g;proxg[@teg)gg%lgzegm 32301338,1399. 13@2 1485, @)«332 1563, 1589,
2Ad 8&40. 22. 64, 23.00, 23.60, 25.45, 26.30, 27.18,

28.34, 29.04, 30.21 , 31.14, 32.24, 34.14, 34.91 ,

36.97, 39.21 , and 39.92. Figure 2A provides an X-ray

powdeC. dlofyfnomhtFormllibatt ern for Form | |. The DSC
t her npgpA fpfm%mmeem Arﬂh?/dréﬁ?;qm bdh B &éﬁa@edzt@,sldn?ﬁl e&tBiSolids in
i

an. o ng. en erm at abo

ai"'"ﬁ”’i %ﬂ%q?%?’égf(?;”%dé/ ﬁufg@wegﬁén?—ﬁﬁﬁwa F’Sl'°" %"“ lll has

daragruaoasfsolubilty ofiakolt, 10glyowinatiphl 2Fing abeut 26, pgmﬂcdxtlptle@ Form lll is

Fﬁ%ﬁ?&a@@hrﬁ&er Rﬁ—ﬁh& &t%ﬁ@n}. rﬁ‘% RARBLOXI matel y 993, 1265,
3BT 13940 14527 9465 1482 1563, 1589, and

1640, Ferm By W}SHZGF’(W R0 PGTRY F?ﬂ‘&?h@if"ﬁﬁ“°%?‘i‘ﬁ”l‘ Y"lth pegfs at the

aanbwidg apBoximateiffeationagips @pRrestd, 687,51.36; 9.8,19.4801310] 13.72,

S19'0hd|‘°4 bs”éoﬂ‘?é@é 1%61 g?%r%cﬁe 996‘%1,]59521 :1%2?%2353.40,

ol 'owe exane vvas | on orm
éﬁ Oﬁcﬁf}é?@uilﬁ &P UBR. BT 75 28135249015 29195, A9/ #3048, 132337 35.01,
abeut37(3453760, Bid F0L51P RighreBA fTéNidBs lah IX-rap pdvid@diffBétRR IpBttern for
%ndegll ICH high intensity light conditions. FormIll is

tterized by an X-ray powder diffraction pattern
wi t h geaksCahermbgrarh fdr Form Hgshappindiguna8t intiidafes at bisshof crystal

Tgﬂ@gﬁmfoa@m at £botiD1 0@i§t7a schn #fe ofgl()?épimlnljg 43 13 20,

19. 56'T %BaTBn spfetrgglagrgfp fgrrgforrﬁ?llsrg)gm uz@ggg 302@0%{93 Raman Shift
Péak3gcm D4t AProxdiatdyl99127263 2137971432, 1588 485 16329. 08,
29.56, 30.1 2, 30.58, 3 1.53, 33.58, 35.01 , 36.84,
37.24, 37.60, and 39.51 . Figure 3A provides an X-ray
powde R-diomompiForm\hat t ern for Form 111. The DSC
t her I’ﬂFgl’rrﬂlVI,f Aroéinhly@ro e fbﬂr’r}, cgrsﬂsw;wapairéuhﬂ dRyskafiz@Bn of thelcerdoRAd of
onse | ; U :
B bR 1 SIS B R PR ol
oldg!rtmﬁabgwt 7Rgfmh atpH 2. Sy i$ lighEptghle anddCICH high inigesity light
ReHmignsohi ft peaks (cni 1) at approxi mately 991 , 1261,
1379, _143 Form |V For [T

|V, aﬁorghll}(y%j%}g@gte(% yae rabgo éﬁ' rlag\@%h ttern with peaks a
tllyeibgbppraxnbatediffattion laegle@flo Wd, 0S5, 9.85, 11.51, 12.80, 13.53, 14.56,

14.92, 15.80, 16.32, 17.43, 18.08, 18.44, 19.31, 20.08, 21.08, 21.61, 22.64, 23.24, 23.84,
24.48, 25.08, 26.24, 27.02, 27.92, 28.76, 30.12, 30.72, 31.40, 32.52, 34.07, 37.48, and 38.20.
Figure 4A provides an X-ray powder diffraction pattern for Form IV.

The DSC thermogram for Form |V, shown in Figure 4B, indicates an onset of crystal
melting endotherm at about 118°C, at a scan rate of 10°C/minute.

The Raman spectral diagram for Form IV, shown in Figure 4C, includes Raman Shift
peaks (cm'1) at approximately 998, 1269, 1314, 1340, 1371, 1436, 1463, 1483, 1562, 1592,
and 1644,
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Formula | in ethyl acetate and ethanol by 1:1 NaHCO
3:water. Form |V has an aqueous solubility of about 7

wogdosioomsl1 pH 2. Form 1V is |ight-stable under PCHIBRogi000616

intensity light conditions. FormIV is characterized
by an X-ray powder diffraction pattern with peaks at
the follow ng approxi mate diffraction angles (2Q :
4.85, 7.95, 9.85, 11.51, 12.801213.53, 14.56, 14.92,
15. 80, 16.32, 17.43, 18.08, 18.44, 19.31, 20.08,

21. 08,E. FPohgibrphXdrb ¥, 23. 24, 23.84, 24.48, 25.08,

26. 24, 0 8

26 24rof{ Vol sl rodBd e Aoy itig i 085 npoay
Xoipeggl o gWiBOFC, @nd fhneaéﬁq 6rﬁ°’p§i§@lttér5ﬁ‘°f1@rf°\11m€ﬁwbv Yyexame waghsmd
tf.’n@rcsm Foanvihas arF&iLﬁbﬁs\éoluﬁﬂ]@\&ﬂaboﬂt nﬁugmt at pHB2 ahd¥boGiat. £8g/mL at

S ryst endot.h at.about 1180C,
B LR Y V08 wier o TR B e o BRg L o
d| agr dormh Yris eheragierixgd bylaoWrray powdegydiffrectiv@ pattenc ivititessiks at the

R@Bﬁmg rt»t.maealff%cﬁ&ran ks a@@é eésnﬁtﬁl Yo 8985, 4712685 13.58,
1562

159
11641 13 15qu M? B‘fﬁ 1lzt§FTﬂ7\?QFbsr?ﬁ B 7%”191% f%?d?tﬁo%%mﬁ 8t Fﬁ %, 84,
©ar 61ee. 3 2has, e8loh)\R4S Y La4BA| 2612705.58, 25/98 Sl6iads2n.02, beasipe.54,
r & a0 e -
oL b aEon 4 oo b Wolee, 0G0 o8 o R prefabs ARy buterdractr
ger&f?’ﬁafﬂb\‘)us sol ubility of about 8 mg/nL at pH 2 and
about Tbe DStghetinogram pdr FérmdlV, dhowmn\Figuse $B, (Hallcatet ab beset of crystal

gﬁ%ﬁéc b%e%%p%ﬂon{ﬁla% Wa éag\?é}e Sﬁgd?@m%%s FormVis

action pattern
wi t h geakemae smeﬁ@am@maav\fp A Ypshern irpltigurel 5E£ ipcludes Baman Shift
PRGUsqEM ()2 dpproxdmadsly 98b, 3880, foob, 1374, 1432.1466, 1484, 4962, 1586, and
%%4%5’ 13.58, 14.17, 15.15, 16.76, 16.96, 17.44,
2, 18.28, 18.70, 19.37, 20.26, 2 1.16, 21.62,
21.84, 22.16, 22.54, 23.28, 23.64, 24.17, 24.84,:
25. 12,,: BIRBroh 43 B 26 48 27.02, 28.16, 28.54,
29. 32.66, and 39.68. Figure
5A pr 5\9["6 laswhigh &W@/a'ﬁéme?ancne‘fpmpatep.%s ﬁ'“b’)ﬂ{‘q B 'f’b‘i"a‘e’ at
rRobienMempératuia3a selar dagsg) r fomm flapis ligrostabe ungdrd® high inkengjtyriight
%Endnioﬂ i cates an onset of crystal nelting endotherm at
100C at a scan rate of 10C/ m nute. The Raman
spect FamM '%@Ta&lﬂer igrd Gy ey pmﬂ'ffiaﬁtm.pgmr@ witlpeaks at the
ifeIewing appriamaa difihiclidn dpglek ®ef: ca184] .48t 7.67) P00)0. 5501 ®60/ 10.96,

0, 122010 22 3Bye 1298, b2 1oL 60, 14881 252e 19802111

12 @B cA2cA8f 2306, 2%&21 26@0 [AAei8a25eD, BY:56 12612 yﬂﬁﬂé Wo‘r&rﬂ 73 R8.75,

\@@feersoaée 118, 8Nb4, 132108 &J4als Us£o7 96, 1§@8@6 :46832837 J208776d, @8.12,
nder

38 53 B0 Bl SR i S oAb S g Form f

powdeThe DECrtizezmogram patFoen la, stiotvh |rp%gzkssatmctndat£s an onset of

dehydration endotherm at about 60°C and an onset of crystal melting endotherm at about

185°C, at a scan rate of 10°C/minute.

G. Polymorph Form Ib

Form Ib, which is a mono-hydrate, can be prepared by slurrying Form | in water at
90°C for three days, or by crystallization from ethanol:water at greater than 65°C. Form Ib is
physically and chemically stable for at least three months at 60°C and 40°C/75%RH and is
also light-stable under ICH high intensity light conditions



foll owi ng approximate diffraction angles (2Q: 4. 84,
5.49, 7.07, 7.90, 9.55, 10.60, 10.96, 11.48, 12.20,
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18.52, 18.88, 19.44, 21.1 1, 21.93, 22.48, 23.086,

23.72, 24.20, 24.48, 25.20, 25.56, 26.12, 26.72,

27.12, 27.78, 28 75 30 36, 30.68, 31. 20 31 64

32.04, 34.64 436. 16, 36 % f3

37. 68,58 1nis Ch%'%‘:t‘ifge %%P XERYEGW ?fldﬁ °8°%W“5deﬁhd’€%ksz%‘1‘he
Nollawngrppobeimatd diffracticn angtes§28)t €08, 10@8, A4 3.82, 138 1886, 15.24,
tTBeé1”?@éfig‘rzf49r17’§§rf§d4atg éd‘g ¥R 18, 95'29%92?% gggﬁ“zﬁ% 65 16,

an onset dration en ern1a C an
ofrset 2680, 8ﬁ§ét23|76n%8| 36 ARyBeR é% &% %Q?Ba%%ﬁ 318582 89t33a?4
smmv BaB& 36f74, 18G4 MANIBr ®6. BgureTlAypravide! afr &y pdwdEadiffradtibn pattern
I, a nono- hydrate, can be prepared by slurrying
orn1W I'mn_ water at 900C for three days, or by
cr yst alhe B themogragnirel dimn Ishennap F@predﬁeaﬂ@teq aeanseC,

F@thrhﬂabnl eRddhetmi € abduye R0 And Bedisetdt iystaf Ay dn@&théHn at about

hr ee OOC and 40C/ 75%H and is al so
I r—%h{; %?Sﬁnéaﬁﬁb@%fﬁm %igh intensity Iight
condi t Thegrumanmepediral diagrdra fon Eerar b zzbdwibip Figure@, éngludesiBieman Shift
dbdaks aet'h Srappakinglely 964 HidoR a2k 1966 150, {phl Pé%%d 1641.
approxi mate diffraction angles (2Q: 7.93 .
11.04, 13.12, 13.79, 14.88, 15.24, 15. 81, 16 81
17. 40, H1Pol¥8orpi Borbla 19. 00, 20.1 1, 20.96, 21.53,

22 14 38 s g g 8 ol Btr e

3tfmgqratuyzfowverg@yggfor@z!la@ﬂhghgﬂa%undglslcwplghs@ewy lighhepnditions.
37. 96. Fd?ingrarsachmc@ﬁﬁdib@aa X8y powday difrawide pattbird Wittisdakat the
pta ﬁ r{gﬁnaﬁfp xlma% %cl%on ?es%satﬁ rf‘é%.%?&? Q;éy 1ﬁ9 4/ a%? '13.48,

gure an onser i'on
e‘rf’d%’t hePen1 §164 adF S8t 18762 1 2885 2R S581 27016, 2§- %%ﬂ 2,198 2B, 32¢ 6,

eﬂd@t B&BEN3802 HaWI! 381380 6nd 252 FifuRBA b idefan KOGy Pdwdiet &ffraction
Rjrrg.p siﬂect ral diagramfor Form1b, shown iIn

Fﬁ’%ﬁ\“ €™M {%cl udes Ranan Shift peaks (cm 1) at

appr oxTheeRS he@@gramifoOZrm 112 3howrd mdtgurel S, Mdicaed @n ordsebd,

a&B#Ier% entbthdrlaY %rupé‘l EQH%:N%SEP& 'E}yﬂ@b mélting endother?w at about

rmno % rate, can prepared by slurrying Form Il 1n
?S%%?téﬁﬂot%/r’f’ﬁéﬂ‘eature for seven days. Form Na

i's Ilght stabl e under I CH high intensity |ight

condi tj I is characterized by an X-ray

powder L§3 oFRFBMV%attern wth peaks at the foll ow ng

appr oxfFaratle. aifithydralet anibe Rragried by slayyinafopm Il ipwetar at §0gryor three

%42 an&tﬁeﬁémbléﬁteﬁeral@e 5817 ddys 2Bormlify. i9fght-dtab1® dndel IEHOgh

22.85, 25.38, 27.16, 28.24, 30.12,

1i8t'e7 6ty Ii@ cgnditio
37essd! ‘i’%’ %4.02, 34.80, 35.92, 36.92, 38.32, and
39. 25. Fqnmglgn%chamctpnmm @8 Xaay powdaydlfp'eQwe pateirf Withasaksoat the

p@ﬁd\mgrhpm&lm%férdnrmon @@Cw b 86708808 28N 1f Ql F2000M My, 14.33,

ST ol g B DA B,

neH.56, Ag)2@ 26.64,12Z10M) 27t80a2méM, 30.63, 31.36, 31.80, 32.28, 33.88, 35.95, 37.03,
37.80, 38.16, and 39.88. Figure 9A provides an X-ray powder diffraction pattern for Form lib.
The DSC thermogram for Form lib, shown in Figure 9B, indicates an onset of
dehydration endotherm at about 64°C and an onset of crystal melting endotherm at about
197°C, at a scan rate of 10°C/minute.
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194C, at a scan rate of 10C/ mi nute. |. Polynorph Form
No Formlib, a di-hydrate, can be prepared by

wekasnyizag Form Il in water at 900C for three PaymsB2a08000616

t hen anmbient tenperature for 17 days. Form M is

light-stable under 1CH high intensity |ight

conditions. Formlib is characteri zed by an X-ray

o TP BRI, B B 88 e o

goepRs (cmi) atapprosimaigly 993 1265, 13624 183, 1468, b, 1689,60d 1639,

17.43, 18.32, 19.03, 20.08, 2 1.56, 21.88, 22.56,

2310J 76h44l2504 25.56, 26.20, 26.64,

.2702—g"i@é?—Lgfé’—’B«?(—r 4 30.63, 3 1.36, 31.80, 32.28,

33. 88, F35 .l185a dBWAGEs, c81/bedfepad. bl/Glurrgingl F&th 18 wd'?érfgwérﬁblent
I {

%é‘;‘?nérgl\}ghqgﬁsem %Y% %?méﬁ% ﬂ'lwm gfﬁ%rﬁﬁggﬂ rh% V%at laPbient

FPHBgrauEHer tthdaveat es an onset of dehydration endot her m

at  abofdrm GirbGs etraehctafized tsain Xofay powdEer aifrabIntpafiéin @K PddRE bithe

af[)llo%?;%pfég Z\gtre a‘ﬁnﬁ cﬂcgr? %%E'rsnr(ﬁ)%gﬂ gﬁ%%g;@gﬁ?g& g& ,%%1,
E%&Publ‘eé2 F&ﬁ%ﬁlfsﬂu 16:20p 085 198212085, 241035387 70%2 60 LB BY; 24.36,
B, 252@(526 1§@3 66 1251333, 2812’b6é9 41136.29 31!5@932 #1183 4638 35,%6:22, and

rate, can be

Pp| di
A TRLRIL ToR oyt B & e Raip oS00, saherm 12t FegmiRand

tenperature for seven days, or by placing FormlIll in
93% r ef abd) iliilyy at anbi ent tenperature for ten
days. IS characterized by an X-ray powd

di f fr a;'[a’ 'Fm? %’h%’t“ééﬁ"ﬂ“ww*h Cﬂb%e%ﬁfeq byedrying *f%w"f?gat 50°C under
appuunxi mat e di ffraction angl es . 6.81, 7.36,

?77é0 I%irgﬁ%) dgci%gacbeéged%’aa %@rag éovg%?d%l%iﬂoégat?eéa w%h7pea§$ at the

églloggng agerogmatezﬂfr@gon @gleggze) 28,2%,6.842638, 8,66 2%6663.13, 13.80,

21A.4338, 18R022,21298.90] 19.36) 2898, 2’33564@ 70324812583 . 2809, 27.60, 28.80,
OVi es an

Bttt 809 el 10 B L 0N HEON, o Sl Ry

anﬁerrqllftsaqnew patierrgor Fanm dibhydr ous form can be pr epar ed

by dr WHamsaqﬁmnbbﬂaﬁh fatpoﬁﬂﬂs wad,ﬁﬁn MG B, ifafRkaddl M BrdeBof

fraction pattern

di
vﬁ“fsg?? ER thF%'éatf%B?Ll'tgﬁl ﬁgatépsﬁ?'b?ferfﬁﬂ% Gnirtteact i on
angl esTf(ezF@nanﬁp@Bal diagBun fo7 F@, I skibyn i® Figare 118, iddlydes Raman

7 7
éﬁm E&ks%&nﬂﬂ-ﬁﬂolgnf 295955122%9‘ 1631@ Q%gazfé%o%azes%%(? $ag1, 1563,
25\? 4@‘1 632, 3 1.22, 33.47, 34.69, 37.16, 37.88, and
39. 45. F| gure 11A provides an X-ray powder diffraction
pattenn g Rk . The DSC t hernogram for Form | Mo,
shown .. i ndicates an onset of crystal
mel ti fPme\rof Hehaiats carthparer2ig! tyGlurring Borguldrin waterdorgieven days.

IFeeh Waﬂtlﬁght stable under ICH high intensity light conditions.

Form IVa is characterized by an X-ray powder diffraction pattern with peaks at the
following approximate diffraction angles (26): 4.85, 7.95, 9.85, 11.51, 12.80, 13.53, 14.56,
14.92, 15.80, 16.32, 17.43, 18.08, 18.44, 19.31, 20.08, 21.08, 21.61, 22.64, 23.24, 23.84,
24.48, 25.08, 26.24, 27.02, 27.92, 28.76, 30.12, 30.72, 31.40, 32.52, 34.07, 37.48, and 38.20.
Figure 12A provides an X-ray powder diffraction pattern for Form lib.



10

15

20

25

30

35

The Raman spectral diagramfor Form I M, shown in
Figure 11C, includes Raman Shift peaks (cm' 1) at

wap@sosigat el y 993, 1267, 1311, 1326, 1378, 14BET/1H24616000616

1481, 1563, 1592, and 1636. L. Pol ynorph Form I Va Form
IVa, a di-hydrate, can be prepared by slurrying Form
IVin water for seven days. FormlIVa is light-stable
under I CH high intensity |ight'Sconditions. FormlIVa is

char afhelPPe %’"Eﬁgfaé‘hmxf rENyVH SR in fioprer 128t indipatesaant aapet of
WéHy braﬁtﬁ*\adﬁﬁz otBérmtd ebdwb$°o\ungg% gmrl dlmg;?ﬁt ?Zlms% érﬂalagérgrgm about

e . A y . , . , . y . y
?%gébasf a%i%it,eléig‘?%’,z“”?% 32, 17.43, 18.08, 18.44,

19. 31, 20.08, 21.08, 21.61 , 22.64, 23.24, 23.84,

4. 481 PonR8mhE6m¢a 27.02, 27.92, 28.76, 30.12,

30.72 . 32, . 34.07, 37.4 nd. 38. 20. . Fi qure

127 pFSm joaeg O T S B SR T PSR FR ¥ i sover
fays nFivim Vizhie ligd&&ablia @nden ¢PH NI iotensiydight ichfaditiosdiown i n

Fi gur ?on]nz\Bcv is b%c@&&ﬁb&a&ﬂ )@l%? %Bw&gr diﬁ?alaﬁ(&rp@itérﬂ Qnth pe ks at the

endot herm at about 63 an onset _of crystal ting
i grariRxinategigastion sngtes (8?) 4-26cH8¢: 7 8P4 8B rﬂ5nl?c7é)
M.4®ok.gnuish, 500m 664, Fe.0eN1YE0, 18.28] 1d1n6]eab4 2i 0nmM1.60522.56,

g§2@5§ Eé‘rzﬁ%béﬁ o8 ?% é%?%? ab]reg‘ 28, ég é’@cﬁp ﬁé Qlf 33 €3 3 8,

ormVa is’ h™i'ntensi

B84-88118i%i B, adeo}7rﬁ4V§'9PE? 1@ﬁé’f°é(t9?%?” ¥&qy wdarrﬂ'fkaqﬂary
@Mﬁbrwrmf\/@actl on pattern with peaks at the follow ng
appro diffrac n gles (2 : 26, 4.82
2PEL B gt AR b 195, FRapgit L pnen o
Q@ytﬂ@tlonl%ld@ﬂermlaﬁ ap@it 74°¢ . apd an 9BeP@ crys@al metingamdotierm at about
flrthediifedithng 0 200 4 2%
32. 27Th9§'§a%a4i Spg%“aggég%m f%gm’ﬁ@a §ownJp Figyre 13fineieg faman
Bhify peaks 1®N)|arapp'rodmatea,r98x- 1229, 12080872, di8d, n &S, i1 581, 1584, and

-p%qtern for Form Va. The DSC t hernogram for Form Va,
sho

wn in Figure 13B, indicates an onset of dehydration
endot herm at about 74C and an onset of crystal nelting
endot RepanvmbrpaBodivi2 11C, at a scan rate of

10C nig H.t Jﬁﬁy@%@& %Pncot @%pﬁa"’%ﬂ d%t[?d a{%n Ef%m\ }éésw as by

shown i n

heatiagFermylb n*aMéTq/fogggﬂmqtzgsFormz@g vew@mroscpms@nd c_Lasz rea Iiy
acﬁﬁénedl)g&’-lto Famtlibl@ddr amant Hiotgor ph Form V| Form M, :

an an r re | ONn, O

o P e Btzs R af %l sehish dhi oo’ B R e
followingeappraxorate diffra¢tion ‘6&9‘@5 (E@)g Wdéc‘kﬂ;_ﬂOc‘l wrfi] 12.85 1666, 16.04, 17.80,

ﬁ@@ﬁhb!o %Q‘éeﬂ@dz@?&bab@ @b Bslda, w*ﬁb?bs 241 88130.36, 31.36, and
m W i's characterized &e an X-ra povvd

0 e i mgAs o b APt

The DSC thermogram for Form VI, shown in Figure 14B, indicates an onset of crystal

rn for Form

melting endotherm at about 179°C, at a scan rate of 10°C/minute.

The Raman spectral diagram for Form VI, shown in Figure 14C, includes Raman Shift
peaks (cm'1) at approximately: 965, 993, 1201, 1230, 1267, 1320, 1368, 1412, 1426, 1469,
1557, 1587, and 1647.

O. Amorphous Form

The amorphous form can be prepared by drop-wise dilution in water (approximately
1:10 ratio) of the compound of Formula | in polyethylene glycol 400 solution, or roto-



foll owi ng approximate diffraction angles (2Q : 7.74,
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26.79, 28.23, 29.88, 30.36, 31.36, and 39.69. Figure

14A provides an X-ray powder diffraction pattern for

Form VlI. The DSC t her nogram for FormWMW , shown in

F g{aﬁ%r} rgstcog\glgc toi%%ﬂlaﬁ?nsrgétgq{%h&rﬁ bﬁnon or Iyopglllzatuon of the

1¢)mtib’onm¢mitFermUwalén Rautano! sopio.r al  di agram for Form Vi

shown f

) o 11 o ki1 RO RO Bitad sy o
ggal ar_pgrjpgousfm hunggak flq;rsdyto @ggqtho%ﬁ@/ efezppea@ characteristic of

Amm@lhﬁ UsrmEO Figuréh 8A Rt SNANLIG rdly oWt aiffrdeBor iyt Terdhdymorphous

-WI se dilution in water (approximately 1:10 ratio)

ofO t'he conpound of Formula | in polyethylene glycol

400 solhstRaman spectialstizaram tor thejagyerriypus e, sbavon higurgf! 5B, includes

FRamaH Shift pdaRs Rt Da Ebroﬂhat-5ﬂ§9§q|265 11965, 1845, 1468, 1562, 1589, and

I¥4§h| lization of the conpound of Formula | in

t18tt anol sol ution. The X- ray powder diffraction

pattern of the anorphous formis characterized by a

typi cap_g@pRifdshous broad hunp-peak from4 to 40,

W t hou't——har eaks characteristic of crystalline

f or ns. 'ﬁ‘@éﬁﬁ'”is %FQW?%%?”B?] IseusSRr BONRIBRY AforeSHE MPByTes:

patieran thefsolid formeexistenasphoivtsref comprising e leRstrmam ofthesdid &rms discussed

déb%% Zfﬂs fe%larﬁrél? F@ﬂPPHhﬂHﬁ rleBd; éﬁloleS F?Wma{ 92 Rl 6 ﬁf:ﬁs Ib and VI.

inclu eaks é g}roxum
9B metastable faymecan !BQB@Pa@%B ehx@’eﬂ‘g FPS% U"ﬂﬁfd/aiwoat
Membetaﬁses“shaaoorwbai breaer afrwlnaaﬁmaib@ UISFdir VTl QlisE €d4S15 mdhe

arggt\é %ta%*o?m -5 Xléo%rh Ibm 2W|lecoHve%§¢ FormeIEn ui)onn ctolfn% erc’e%yd?atlon under

formexists as a mxtu
tm@blgtbhwdldrfyo Fegn @hs%lagaafelct@rbed/ by a%fay@mﬂﬁldéfram pattern with

Mk@ad gho®n mﬂilg'irreﬂ@bﬂh% ditRhdbh Paderr Batéhedknel pattern @at Bﬁulfgﬁrom

R0 s PR PRI AR P B TR U A G HapBterg or Form

albwt indiéatéd@nmnse pbdehgdratiorzndatizdrmizy shcait 735@ aod ar~grrset offcrystal

Wibtlin n%&hérﬁféf'aBodt W%B%tﬁ%&é’h ék%?ﬁ@cﬁﬂﬁﬂé' bm 2. Form
| bm 'l convert to Form Ib upon conplete hydration

under arrbl ent humdity. Formlbm2 is characterized by

am. Xharamc@mlebmm' sftf)nmtriedm@ﬁﬁrt ern with peaks as
shown «}ﬁ |ﬁ\i r?& 5 ‘?J#ngr VG4 \Risreof, of th
t he patl{éer m esu tp%y r r?ﬁbug ) GE r eol, otthe
deoreuns f & ﬁmb‘iﬁ 'tdéﬁ%'ée%ﬁe'@@mhfa U‘Va'i‘ftﬂ’” sy ke (Wrmulgied inlysC
t SHRFmRaHRED Joﬁhboéﬁ%ﬁfhdltbﬁlb for bot ivEraiirRsy @ﬂ homanetneeiéal use.
dI§hh dr %tu{jfgr = gltto er{‘r‘hat an |orl1'It 7??'Ce 2 e cag if cgn e amount of
cr;%’{‘%ﬁ PrREERa st He IMEAP" SERIE i 8" 4 gaN
rthe ectigé agdadCAnd amgtoemoielinernt, phaamaneotinaty asaépt@dimgroriars, potheptionally
O:Inytohﬁr {h@r‘*éﬁéﬂtlb %reﬁl&ﬁts agAdiiv6rs a9 tttiRe. (Thearriet(§)n ust be
¥ or a hous forms, or m xtu esthe é)
ace tlcally acceptab e in the sense of being compatlble with the other mgre ents of the
formulatnon and not unduly deleterious to the recipient thereof. The compositions may further
include diluents, buffers, binders, disintegrants, thickeners, lubricants, preservatives
(including antioxidants), flavoring agents, taste-masking agents, inorganic salts (e.g., sodium
chloride), antimicrobial agents (e.g., benzalkonium chloride), sweeteners, antistatic agents,
surfactants (e.g., polysorbates such as “TWEEN 20" and “TWEEN 80", and pluronics such as

F68 and F88, available from BASF), sorbitan esters, lipids (e.g., phospholipids such as



conpound of Fornmula | described herein) of the
i nvention may be fornul ated i nto pharnmaceuti cal
W@ 000p0%i38i ons suitable for both veterinary andpdmmn05/000616

nmedi cal use. Pharmaceutical conpositions of the

i nvention conprise a therapeutically effective anount

of the active agent and one or nore inert,

phar maceut i cal | acce table calfiers, and tptl onal |y

e B ERe PheTRbp Sl IERblnse, pRRPRHEYSth g Tes leikaciigand frey

| askees, sithuisqay.; crelesjol)inasd chutatipfiagenmsde.yt, EDFA| 2hc and other such
ARG ARbR).| Bl BraRRRGA fBRle AEBPRIDL, M egoms in the

er 1ng r I ent
or@n@%ﬁ*qne é‘écofd('ﬁgtt?l the invention aret lister &} ‘BeMingtpRe Tb%ﬁ%@? &iPssptce o

Wrrﬁw&ft he't ed. Wllllﬂld@&d‘!lllhéfrﬁéﬂ(&%)bhﬁdc|ﬁﬂ'% ‘PRYsiRAA%E Desk Reference”,
(?}&dlczra]ltE?éPnc}mnc!:sc er S I\Pl(ﬁ@%i, SHarﬁi%%oﬁ( f}éﬁgrlm\ége%tlcal

(| n 1 oXTdant &
tExsipienyh d klroh@d dfe At Klbbmcﬂhgmceut@dlﬁ@s@@og Thesastivaagents of the

Qmeﬂﬁdnd'ﬁ‘ays be%ﬁﬁufé\e‘arlrpgﬁnﬁkmm Mciding tHdse sHENE fJr Bﬁn kdéthl, topical,
chI sweet ener tistatic ents, surfactants
(859, oMby B B B e R s PP BRGaD G s PEER G0, o
ammrrplscmznmjmoreaddnmatratléﬁs and F88, available from

BASF) Ti‘%%%hﬁt%?th@%&tﬁ/ﬁ %gerJt ‘ngﬁéjf%rn(tﬁatgn wﬂlpzﬁlgwﬁéndhe 'ug& a variety

such aslecithin
pﬂﬁ @§5¥ﬁat”FH9‘F%9??§%ﬁ°5?nt'ﬂFe%°"d'F%ltP 99 Hﬁt% 1a59RY P‘F‘t?t“t RPp“'at'O” and
aslie? Lonsidetatiors) aRl ilkgaperallChleadly eeeiniped Wivde ekiekdat thagrt. A

qg&?’%&:téﬁy ﬁgtlﬁ%ﬁﬁunt@nme r!a% %L%%Ees%g tﬂ f?lgal}lagéj rggulate or inhibit

naceu |ca excl
ARIPteiInKngses p P@btrce thig willygey widely dppe n the@ﬁglcular active agent,

aﬁ&ggvdmp of th@cdnhiﬁori 3\68 Weét@d‘ neur ;%tlérit%b;ﬁﬂhtlbﬁl thfﬁmnmg&fm

&, .Pract i
VP15 P . Bt e et ConvaF M . s 001
DysteigRetoabewt §8% by BRighlt astive, aghttapreiarabdomairoet®),01% to about 5% by

Wgh‘t'é‘étﬁ% ?él\ég)g GAPR8%: pr@é}gbly flom El?d?gb@?% t&é% by WeIE'ht active t.';1gent and

i pi
o9 won t’ﬁr’%‘ég"e 32”6’565 °W&'p'§B‘P/P9‘@“"§§ 8?{1‘%“98f'“ 'ﬂ“ﬁe
icomendiioon may be fornul ated in conpositions including
those ﬁbﬂa‘rﬁgeﬁlcfapcromﬁgﬁtlion of ?gqn@*antl B%dﬁﬁimter@@ﬁ%bnventlonal dosage
opht hal rncludi ng I ntraperit
i fory %[9%‘61}%)’ C°§‘BBE&?§?€&§’G§“°3MG”P?WP QWB%’E af %[‘raCF'Yﬂ 3@6[“@6@5‘ active
aﬂb”rédbrﬁ ivitradrieasn moﬂaﬁppﬂiﬂiﬁémbhagﬁ!aédnﬁcaaﬁrﬂlétﬁa@gﬁmb td contdidional
[ u .
fp%c{églfrgg ﬁ%%%/\f)rlaéedur%é%ag%p/a? %Q%gtﬁg&laﬂn%gi Ic%h% eg&%geor
tdisealt/@mthev@r@@ntsm@p@rﬁmnawp Lneaxesnm prepacation. her

co tnSI dﬁ@@hérﬁﬁ&eutléﬂ‘ earmrlehp@%bﬁrhé\} deyeuh@r drsmlbﬂ [Muid. Exemplary solid
et e

t°ﬁ6'reé?d’é°tﬂdeé"£¥°ts§/ s@‘frf’%ec ai'cv%e'%moiﬂ?f pﬁf‘l“r a°88'a JRRYRER Stearate,
re@es sad gnditoe kied Ekentpdgry liigl dagrtees, incdwdei spitup ineknw ojh rolivesdilwater

king %ﬁhke | Qmﬂ&r@cthé E&rierindy Snclfab lim¥: QEIX%W il r¥|e$’s%9ﬁ§ié1'|aﬁg<nown in

g‘g%’ particul ar active agent e severity of
d PP%‘r‘F‘StgHC?J’é' managpye of ﬂ@eﬁ’éﬁ'ﬁtéﬁta‘eﬁ@ﬁa Pé‘f"?'b%wa’% he
stgizieluldsy, hybirokjpeoplaretiyicalluloss) mettiyiindtiieeridtand the like.

Conpo r n e

abrorE t 5%\%&8(??% rLacggtE:?I @Jrr!s%g ?ér@@é}/ % 3{'% ﬁﬁ tsélﬁi%??ner is used,
d@%@f?pa@\f’éf‘@? Qﬁi?@etﬁg Placedhis gthas! @idip F@SEﬂB MOV‘@% qwaellet form orin
Wed 1 oféhQchH@ora&@HQe THE dmdTHt f Ml@&ﬁﬁ&b{ha‘y vhify OBt kHlly will be

0
8roB1€# %62 /otP%ggﬁ é% ﬁ Ia3 galéﬁuﬁt %elpstg%j tﬁe preparzlat!on can lg)e in the form of
eYCppinpiirian saficetativ eapsdle rstegilerivjeictabie sdhion omguesnsion im.angmpoule
phar maceuti cal conposition of the invention is
adm ni stered in conventional dosage



form prepared by conbining a therapeutically effective
anount of an active agent as an active ingredient with
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according to conventional procedures. These procedures

may involve m Xxing, granulating and conpressing or

di ssolving the ingredients as appropriate to the

desired preparation. The phar medeut i cal carrier

eRpYiRhpepomidyeRs igvid Respensioflol i d or |iquid. Exenplary

so: id Garobmmra%tauwha&%olua@tde@oms ucphm(:ednaéug acceptable salt of an

ge atln tin, acaci i um st ea

3 Beftpiefens oo oh AqueB S cuBon A MG Ry B8AF oo ucn as o aw

| iselHtirne! sueeinig acid engitic aeid.|If a Q@Iubwéa'é)form is/pet availapird thelaetive agent
'njﬁa? be §is§6l\}e@ﬁﬂ ¥suitthe cé‘e@fvéht%? cdﬁ%(na'h&f-‘s' dﬂg@sotvbﬁf? “EX8hAYs Hsuitable

eGP e Phtals Actdmied ) honil oo e alp igvat yee gyeol 200,
wipblpscebalwa8Q, gty lagethk likeis epncentrations ranging from 0-60% of the total
hwgi[ngéy'pﬁe%w Hﬁﬁomﬁha@%llslo ll‘)te @St AR LIY écm?lt)n 8Cd SR o"f‘mg active

ke. A variety arnmaceuti cal forns can
eﬁﬁ?%y‘é"d‘ apqqqaréate gquegussvgﬁlpla sgcgrqslvsglter pglsq}g@asahf\%@ dextrose solution.
pr epar &twiltse appreciaed trabiheaetdal dpéa@eed thenactivdaedtsgebdih tha

C%Qrﬁ SﬁIOIIISn(ff Hﬁé"ﬂ%nt.&%l‘?%r&m&o dﬂ{g?& ph@c&lﬂ%o&gl{em)e% lged the

troche or ozen carr
v &pRjiculas Gemegsitien lrmylatggh|the medefaf eWa*smpn 2 the p@ftscw% 6itey host and
1 dgeaslefbeag krbabu driead sKilled inithe é}rS&Hihg dohﬁenﬁdr@pafsagd dvferfmBtion tests

o Tty & Bl B2 REPPL B R Pipo il e ppen oo o
anonsitions:| ke pralddalinigfratiers An axpratAnsddily desiechenerslyempiayed is Trom
OQB@Ut B.081 ®laBBt 0t h kg Wo%&gfﬂ Q'ﬁ&e Eﬁéﬁblﬁrom about 0.001 to about

utical l ccepta an ive is
P RS RGBSR R bt Py ke rea At Spioalifie Fiards.
i Admg&tratonat prddrugis typislly@losdd = ekighti leweisaliat atecbemicallyzquidalent to
OEhec‘lfé%ﬁ @v@&ﬂ%e fhﬁy a@tnﬁéqgr\‘}pl e salt formis not

avail e act'ive agent nax be dissolved in a
sui t abiTBe E%%Q?F‘@)‘é}‘ft"f te ”B’B’I‘HQP ey Pe Manyactigd igmasrers generally known
E&ﬂlﬁi‘ﬁﬂp&&g%aﬁtﬁbétﬂ:bﬂll eorapstibie BlgS using tdndéntiomtlitecAiigies &lich as

! 'm'& rgegé%?gnngpé’?w mg z{eg%g%la%ﬂgll A eq\éﬁrr?# Emglgkyx gt %}%E&%Eting
C @ntc@nm at lyqnﬂélzmm@laﬁgaqew@m ©mMEesiioss Maybe tognidkted Hlapgpventional
Thfénﬁé?”@iﬁ@ br‘id &mmd?@yhyab@gcémﬁ atdeptabie chri6n) Mflch&néfﬂeléble@@d from

't
AT dpetlilRsB altoa Bk o5 3 b PeF S RRARING pfeparations
déhet cande used piarmoaceuticallyni | | be appreci ated that the

act ual P%%ﬁg%lé%n k%p%&ﬁt%ﬁo%@ Fbtuﬁe dﬂ%@r?’mIsfr‘atfoh@hosen For
H@JOSI t1rons his I.nventio var accor
t

S ine AP OIS IOy BPARS (GSUIRte MG Aot SRt prefrably i
C physvtigicallyrcompatibiel tatferd sudhtes Hapkks safutiard Mr*fge$st goatioroar ghysiological
t Qﬁmgﬁﬂ ércr%rgrran&lﬂc sal Q&?ﬁif‘nst?aﬁ]ign %br?(ﬁr%ﬁt@ apﬁrbﬂ'ﬁtet tﬁ%tb%ﬂ'rerto be

Those s n e art using conven

degAsated ateatsad idhg fgrnulaion Surhpafielgpiorre garerally e e art
dat a f @br @&l ad@RRtrafANthe ssieFolAds tan Bé ldﬁrﬁhlatd@ﬁe%@ﬂﬂ)yfcemmamg the
9 Ia}:/tﬁlre] FS eé/ouﬁf C %gFr'rI\a%Qﬁchﬁ%l Iyo F:‘fe%[aglﬁp Frners(r}lng\}/nr ﬁﬁtﬁ?%mag%tcarriers
0 emm_e th@cqmmtndslc@ﬂ@ "F‘PBNFOQ telpe fgmuyatmsghmlets reills edragees, capsules,
pﬁl@fld%r GeN, ¥¥rt|;'isoghﬁ|9é) léhsp@n@cgﬁ ah@hdNrd! for BRI HEés'ﬁgn B\P4l¥atient to be

ses at ment r
e e Eaeral e v S LEr s e ey g geidcackient
t yfbmx‘afd withdiossativeaihgredierg idgeht: \opliaatyhgrindiag the césaiting enixtuye, and
equi valent to the weight levels of the fully active
form
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techni ques such as m xi ng, dissolving, granulating,
dr agee- maki ng, |evigating, emulsifying, encapsulating,
entrapplng or Iyoph|I|2|ng Pharnaceutlca

nposi ti ons_nay | at ed conventlona
nﬁFPﬁ%%S'”Qé'?er{@'X‘BW@f 8'ra"54‘t’>sr %%bﬁ%]goﬁ“ ScaYigrieg dbdasiragh fogpbtain tablets
car dmgﬂe&;oreskﬁwhblﬂ'agcldmtssadhmet fdldrsfsucmasesugarp, imdhidingaattbse, sucrose,
a%nl‘n o‘P 8? &?blttoh Qﬁd ée"ﬂﬁbée %}aﬁatlgﬁsofbgéﬁn{b% %faizg gt%rcﬂc\kﬁe\éﬁstarch rice

ounS|n pr epar at'i

pﬁ@f‘%’i‘a’é‘é‘%}? F'é@f‘ 1 %ﬁ"'at"PrgHﬁ‘e‘r“e‘IhUrCﬁ'ﬂ#'%F |*Uﬁ'°¥@'%'ﬁ@ﬂub¢ﬁ'u"eﬁﬁowd'um
t IaErbb)cyuteenylaéuua:dmoﬂpawr@tpymlqusem Ifr'déﬁlrddndilﬁﬁtbgr@fhg dgbits may

h
255 okt U YRR ST R B oL 5 A o
bl§ﬂ<fheﬁts§0§'welﬁllgw§tel—|anks s solution, Ringer's solution,

or phy@tréfdet@Gb@@bre%ﬂ:‘vld@@wm&fn%le cd‘_aﬂﬁgst RPN, concentrated
rati on

adm ni etrants te to the barr

£ Goggt uiofe mpbe BRpd wHLGm s PPN SR ] RO gy Byrolidone,
p &adopel gelspalyethygaa glyed, lapd/krtianium dioxides laaquer sdhgiong aad suitable
a@raan.b §5waﬁé d?@olvénli‘ ﬁ,.x@@ggo %y@@lﬁffsccﬁa.g%m& ‘H'fana a&@eq to the tablets or

r eadi e active conp
pﬁgﬁ%g@u%qsa%n Wﬂf&eﬁ’f@mf gharactsrize c&ff%reqk ﬁ%vmnat'ﬁns[qﬁ &ctiyp pgents.
Such c®&hammaceutied aleparatidne traocgndended arhiivtildude pushfiticapsute® made
b%f %e‘i’a(@ﬂ“és% ﬂQS Qccft E@Ji)édectaé ule%'r*:idﬁ of dIAH GRS a Ea?t%%# g&ﬂ as glycerol.
ﬁ s'I’urrl es, susp enS|
|°k%°'b"l°br Glpaﬁh flt ﬁ?}%'ﬁ? B qeptaig t?ﬁa@q“%*ﬂgf?@e’%'"t%d@éﬁté%jw'th fillers

Pba&mc@w‘sb WrldeRrs@EPdsatdrenes, dn@for Rb@Jantd $6chCRNalO6r magnesmm
Og{egrap gnaLI % galﬁtﬁ q)thQl’S ncsloﬁ) I ztaep%tulel Qheaéjc[tlr\l/exé%aﬁ mv:\anlytbe dlsscﬁved or

|ve|nre 1°0Ral |
r ésmeﬂde\d@ smltﬁltl@h@ldsmba@@éwISriglwﬁmerafﬁnxqrunted mlyethyiene glycols.

gnraauah.sﬁ seafbn..eerrs ﬁ\agibéwddaal A@fta}nﬁna%% fot &él'aﬁﬁums'trgtlon should be in
esi COres Sui t

cSasaarciadt REpah ach PRiions Py aFul o, e foraTigs may
| dake dedormeai tabieteqr laramges fanulaed isnyrEntiagla) mamér.cel | ul ose
prepar @Bn‘ mmstrfa%n Immlﬁ or mh%a t@; We%mp%ﬁ@%or §£@§c‘eg'rd|ng to

ri ce starch, potato starch tin
cée M%QE”VGHW@&SP&Y%WF'Y@Q"W pd ipdhe fe'l"b%fea” aé@a?' §RRaY presentation
c&bnlacpmsmﬁtzbq'babeé ord redalise 0 withptdk yiveé o\ safableprophliare, & &2VP) .
|CHIS%H|¥IIFO% Q}éa"‘hl r}{, gr%rgfhl %%eﬁ%ﬁ? hlmetgﬁuo%gn%% ?%gndlomde or
r0Ss V|ny pyrrol'idone, agar, or a
a@thef takle gagt (n *‘hh é@séd# a presturiaed asmsolihe a‘Png%wt'ténaYmea’gt%“med

C By BRvidihg a RaIRViodeklerd Btefadi dndbdhte Capaldsk@8 carfridfestdhgSatin for use

Duragﬁsr%eygroﬁ% %h)ré?% tﬂgi a%yr{)se E{Hm}uk?eg%ogﬁg%}ggsypgﬁﬁ%imm of the
pypmmundi amrkba sultah!® ppwier baste sughodsylentdsgloestercyl ycol , and/ or

t i tani gha ginpelifle. méy%q&ﬁ{ula%lf&tphﬂﬂﬁral Mnlwtlbﬁpyl ﬁjectlon e.g., by
glam c solvents or | vent m xt estu

H%HFE"%C%‘S”%EQ st°8 t‘ﬁ’@“'i“%ﬁ’ﬂ? 19( @Jesﬁ’ ”d‘?aé(d’éé"ese”‘ed in unit-
c da&algm tremf @g., in d@pouldsi az &t matdase chataiobray vthtadradde preservative. The
d 'cgrﬁﬁd'sﬁgrqs rﬁ%ﬂ’?&e&%ﬁ fobs &f su@ﬁetnhl}f% @&SIBESQ‘ oremu dslons II’] (flle// or aqueous

har maceut reparations that can be use
i He*r'wearﬁmw qont@mda'ﬂsllémsa%a@éu‘zifasg%émnﬂ'ng stabiligjpg andis
sakspersifP@gend. capsul es made of gelatin and a

pl asti gg,bzer ro

push £ armgbeuﬁ:aﬁc])r zI;]t%n%F ?garﬁntgrtﬁl asclo érilstrap on IHJ lé?ﬁus solutions

i Af theladtive cm@ommsm watet-galubledforrh Addlitipradly, @Q@enbon@érf@ active agents
such as starches, and/or |lubricants such as talc or
magnesi um



stearate, and, optionally, stabilizers. In soft
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liquid paraffin, or liquid polyethylene glycols. In

addition, stabilizers may be added. Al fornulations

for oral adm nistration should be in dosages suitable

for such administration. For bucal adm nistration,

t IRy be RiRaiet B ARPToRIGte thkiaiectiv shtRensiere. Saitabietligortlic solvents or

I Qaraémesﬁcuﬁdarfwloaé t@ﬁh 3 s@s@m%mtdr @ﬁﬂienaﬁﬂﬁ@wd edfag such as ethyl
n intranasa

c RaR o HeB 5o, oI eR R IE-B ke B st e ubstances
arthat moresertheyisdogityché thiewespedsiom sudhes fsodivm odrbexymatbyissbilose,

S BB@VOI FUr @é@r‘éﬁ abbtﬁ)ﬂalfyrtﬂghﬂ @:%‘fdﬁrrhazyeaq’so%ﬁtrkig sgifab% stabilizers or agents

o T ettt SR B GrBe e o A0F (o g PR L DI ne.
dicofteotrap¢dedofutibdsuor oet hane, car bon di oxi de or ot her

sui t ableg, &ﬁﬁmst’aﬁ%é 8 316 C%g Qhéjgcé@%%eﬁlsé Hélialér%g lnaaeﬁh%ﬁ'%celt)tlgglly

dosage unit ma
d éF‘FGP@P'e&Phtﬁi'@tcéfah'ﬂﬁé%ﬁhtthat @ﬁﬁemp%‘d éﬁfaa'@a'f‘?q N ggEact yith the
gfbblairlsﬂrfefdéﬁorlassafflblﬁntaﬁ!elpﬁhﬁi te allow thé Ekﬁﬁ{foﬁhtﬁb%néimé thé)érneal and

! hrh&mél‘?%g. 8I t% QS&; {%@?n C?or? ﬁéér#pleg%eaanpe?) mg%rg%ci%%éiérhcg?mber,
stvme@uﬁs botyy @qmbmsvltmys b\éanmomﬁaaﬂ%@lamlpnqo alrasgid/eoting and
adglel The Qﬁdrﬁébebﬂcallﬂcﬁﬁﬂté@é%phﬂ}aﬁn|c vé?fjélebﬁéyl& foﬂb)@lﬁ{pleoéh

F
@ EPEL AREREPY 9 e Aes R B STTR=G Aoy @Biogey aso
i fipe fnjecteid-difectiy intathe sitreais snd aduebushumad desiblenes er vat i ve.
The co WRQI%Et‘Vb@ r}ﬁe Q&Ve fnallé@ enc‘l%?/ bfe‘?r{ ﬁ%d@ﬁoWﬁP@dﬁﬁtﬁBﬁ with a

sol utijons or in oil queous vehi cl es,
aﬁH'taﬁﬁ)’eE B'ﬁt%ﬁ ns"?rﬂfr ‘?Yiﬂgﬁt‘ K] F?/W%t@@ﬁ?fgreé‘ﬁ%hﬂ}fswg‘lﬁg‘ﬁ@ﬁ 12K glso be

s tfaulaterimgctalndmpositbhs peh 2k Bgppagieriéssor rétraibnacentds| €4 containing
{ Qb ROdh e UTodsRdry LS BIRTR Lo B 81 bl RRoddas! ude

aqueous so i r% o the active conp ound:

wat er - ddpqdiioa t ‘b? fermuigtions ﬁ@ﬁ@ep}abo‘@u@a EPIBPAYAYS BRY al§pcbe

aGérimvRteade Alde pa Preperafiire rmblerdngascua@wnﬁmﬁﬂoa& ma;abé é(dmlnlstered by

RGBS B0 B O Bt
syl dariexarfiple, the QQU!PGJ"@SU@V be fosruujate@ylttewrtyble pblyregrie ophydrophobic

t rhdraRkQfot Q;?aﬁwpleoés arl FAIFBS an Q&H@@Hé oﬁ)rél' RhRlek&Mange resins, or as
suspensi on ont.ai n S@bst ance hat i ncrease the

vi®8 r6§|Vts§?'“B'F ga%(ét"@aéﬁ’eﬁ’fé’?“ A as&fé’ﬁ”’}? solhie §At
car boxynhmhaimyacegtiehl catriesfer hysiapheticdompoundddsxd caanlvent system
o ag\ﬁ{@lzg' Bénzyl Q@oh%PéHSﬁb%L?QudZ@%ntaé §/9tePHféE®b %r Huh bé‘l%@r and an

ers or a at 1 ncrease
t IRSUYAPBARRdShe %Psa'r/%wsrqm manee VeB &p- a%'v%lhsvave"huvg‘fﬁ% ig/a solution
C N BRI/ Bdneyl arohdlltsrows of the hor@dm surfattamiposorbaie 8d)@n®E% wiv

;g)glggtﬁg%@/eggl)%gﬁaﬁ a+§deq1%lt$ o% eeln gﬁscﬁn{) E\ﬁ%@ﬁg\%ygﬁ%o s%lgent system
i JVRRRBW) sentries YRD @bmiaatwm a3 dexrogsin water sqmpagghwr ersojvent

S Whdterd |d%§<§lvefslh§@olﬂﬁ>5|b Qé‘méd@m@ﬂ WaNatd el HIMRES Bwtt&(lcny upon systemic
i ons of

p%@ﬁp{ﬁ t tgont ngca@%gtﬁﬁﬁrgponﬂq%o aq,]e{onsro}vspt S ﬂ%’ﬂﬂ@y be vaned ans’lderany
p odtheytidestrogihgiitdbstubilityiaind exigity dhachgteristigsl elcuntbedmons the identity of the
VidolsBRAKR coHETAENts 3{] B& arieb: rfbrsdxgr‘nblér&(her |o§ﬂ§xucnty nonpolar surfactants

chorqid/retina and sel era. phar maceuti ca
adR e ABPEINpAT I APIVROLAAAK @p éraﬁ,gg) s of qog,ethélgréeﬁ%ycgl may pe varied;

other biocompatible polymers may replace polyethylene glycol, e.g. polyvinyl pyrrolidone; and



oi ntment, vegetable oil, or an encapsulating nmaterial .
A conpound of the invention may al so be injected

walooeodd3yl i nto the vitreous and aqueous hunor BPET/IB2005/000616

10

15

20

25

30

35

subtenon. Alternatively, the active ingredient may be

in powder formfor constitution with a suitable

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

The corrpounds may al so be formdlated in rectal

cORPISE93s BTROVERFChArEEs @aLPRMPEEtRLr daxtrpse ent i on
enerrasAlteenayvely ematawurylg:smms\f@mwromblc@umﬁsemcm yYompounds may

b d
a@%?rﬁel%}ég 8%991%? ad et % g r?gg %@é’@ rg{abrrg:l dééc ?Eéhvgr? V?H s or carriers
cloniusiarbebindiygsal Cegain OroraiE Aelvetseycas %lmé@yj@ulfox'de also may be

pérﬁ,m@reatanadsu h$§@dny hﬂﬁ@co%ﬁéf'g%tefr RxIERY. aiddﬁlBr%IIWiWe dhpounds may

d
Eiivne %Sumfy SR et Sl Py SRR e mptfceL 4P
i mjdenpholipolyreussgonfainingdixeathpriaps utic Agent oVpriousslstaimag-rdiesise materials

f R4veubét &gab“‘éhteﬁ‘ afdArk ﬂkgvﬁ Y EBBKikeR iPthe BY IEQRNMRIElease capsules
materi al s or exafl’_rrf)%ﬂl] as an enulsion in an

et desmgRa Bf It Bhe DUWEHEIRERS (R eqmROUNdSforadew weeks p to over
spardagg) | Bepsodingxdretheleremicat nanes and tbe bleboglnqd Isepilitgof e therapeutic
Sn% één?%h%ltlcﬁﬁg' éﬁg{eglesc' I brotefh StdbAAHRA A b‘é% PB%J' er for

op obic co S IS a cosol ven npri si ng
benzyl Thy @gmﬂceutm&alﬁgrﬁwltgps alsg m@tqogmnse %pltable SO|Id or gel- phase
Wedridis O exCipibhts. Exta@plels ©f §1@h YarBérs oBéXdipRhts a3lUEe tsicifh asBonate,

The.. I D_.co-sql
oG FEPRRIET o STBY T s SR T
t btvettylepeblagolssur f act ant pol ysorbate 80, and 65% w v

polyethylene gl ycol 300, made up to volune in absolute
T \{PD co- soI .- t S stem (VPD: 5W contai ns

quo l

g W00- in water sol ution.
Th| s cBaesmeawcomp@tnesrardlussollfMeseda}mb tphdhitcof potginkinases.

bie:pafiBdlaryt $8tbm uﬁM@ﬁst@% Eﬂx&r@lo‘géfne‘é@%Berﬁé’ §r¥dea'§1a§ents for
amnIStratlon tural %grtlons

cHoLLRDG A/ %’)fg‘fbéﬁ‘? FP&WCB‘@V 9%8" ?t%'a kE‘B i teph aping a%"t%%ﬁﬁ?c'ated with
deBGF, ARERQDK kempslates BTEK, CHKa WKL, BAK,Gintl phosphorylase kinase among

g%ﬁ%rgﬁ@gﬂr&idé Streal'?rﬂe {sh‘@r gpc{ga?or otﬂna‘? dfag&?g hésXcugigd f'vm?cellular

obrRieratianpadisig thyot% h'peﬂearn rg%wm%t"&hv@g ﬁarya%;e used

i nst eaﬂnéaépembwr@aab emsﬁhts dhiee afg"eatetof B8 invérdtien Ay be administered,
ptg%)iéﬁ& Pr%’th & orm g# s}/ ﬁ%gcr%aclg}létf c‘to\ﬁlm?/)frmétlr?é\ tal re% c{ sease% ?noer&B?tdlb?l €
pobguldtiagy br rpgtﬂqtlgh petein kump@t Ao ref@gtgaraglomt |s mtended to mean that

p%am&rt%%m et rmn .ﬁ.sltefeh hd & En@Rmlafih nS’&f‘Jf %%Qreatment is
er nat |

el |ver hobi ¢
oHiFEREE bl HpaDem s ariressray RSB Sy of PR G ten
akicksessud asnwoameeknmasemmﬂmxampérwutufallyjeﬂelctr\erawoummf g kagpound of
o{h %Eﬁtfcﬁfssa Lﬁgtgygéﬁﬁﬁe%ﬂgmoﬁ 1HeUd ulatg:q{rgrmlbﬂ th%ragﬁ\m/ &f one or more

vents suc OXi may
eh‘ﬁleeswasesaa%tﬁlabqqd'wa%quymm th?%%mé@éﬁﬁd BY thgtraéﬁ‘t“él’s reduced or
t alevigfetly Thehsi@ttivie @amalit \of a §ilteh cdoRPEHdiSvarpyepbaditialpon eic®es such

ugé ¥ dfeadl %{) %lt%ﬁgné ‘tesl seegesr y a%%ﬁe g%ntﬁlra%la c8¥dition Fge gi; wel$ht ) of the

memsbema 1 CeS 0 Robi C
C@ﬁlna]ahh nepd df eatmentani cari r@vgg@hags bex/@pilr@[ygjetermlne by one skilled in

S’eh%taﬂl r"ﬁgemﬁ@' |§ﬁ§sﬂdéﬁﬁ ﬁ{eb@bﬁed@ﬁﬂﬁ@ nﬁ@ﬁfbn%‘ib akbassleesbitdRth a
ose  ski

SR Bt a8 o IG5 b Bded S e asvipisbpne or more

C hetsirddrasem sunhas tyredireddnasdshandinsiggies:ioeventing te dissasewpalion from
up to over 100 days. Depending on the chem cal nature

and the biological stability of the therapeutic




reagent, additional strategies for protein
stabilization may be enpl oyed. The pharnmaceuti cal

W@ 009p0%i38i ons al so may conprise suitabl e soli dPCDIB2005/000616
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gel - phase carriers or excipients. Exanples of such
carriers or excipients include cal cium carbonate,

cal ci um phosphate, sugars, starches, cellul ose
derivatives, gelatin, and pol yaers such as
pRcyrEagiplacTRIERRaBicalarly whenithe hesamalfis fouicg be Reedisposed to having
GaepRe4d Somtitioh BEt HaB vieryed tan Eiagndsw@mavmg itCIABIMARG Sn Ry €

di_at th t
Bt iR pRE A B ARttite e el il o 8RB isnso
asvnilitiensdgichige diabétis retigepethy, serdastylangiautomasf roeunmadaidiartttritin gsoriasis,
aab@lraateu mbmrtdeg&emsn @\mn)VArrdxeaﬁLfer {;Bm;tsanarsk' ggs es,

such e ac l1 assocl at ed CDK
conpl e%?cwﬁER} t qu ntlvi@@pom as g’ﬁ)&ulﬁtﬁﬁﬁ H@Hﬂ l%{?ée activity, such
kasrtatsax:tlatmm ginaxteh,anay, betnasurpd byanyiohthe tetfatisravalilablé Ithose skilled

|r g]‘é%eﬂélu&r‘iq}ﬁ %gg ?i@@ﬁtr%%' grﬂﬁ)lé\éatssfgwga%le a%a%%mﬂr activity
| 'ﬁ%érsu@rfﬁgts mlﬂ*ﬂﬁg’osem’ﬁéﬁféi’ﬁem Fasagt Pyeté‘f fRieGhemistniy AT 17§80 801

t (1eosxgertie etadl., Kidtere] INGERM3L320 (198Y); MAP@ (hidridtidh# Pelication No. WO

P i D Sl R RO oTROs L7

edt di seases al"ation or regul ation
of protein kinases. An effectlve anmount” is intended

tY BB |eghat anount of an agent that, when
adm ni

TR e @gﬁmﬂwst?&tL%'n&?fg'gg%ﬁta SoBu gt

beonsitkrechas limitations of the imeerdion.nidmlesspihervaseindicatas elstemperatures are
asyt folth %e@%aé‘b@l@iﬁ@ac’nd aT}BHﬁs arfdl JeREREBRGEYrE GAkdight eﬁﬁ@@&été{ fWas

anount  of }r?(goun invention is a quantit
septained;using aﬁ?‘” FarkEHP1EPUIRCe, or inhibit the

activity of one or nore protel n ki nases such that a

di sease condition that is g| gé ed by that activity is
reduced or alleviated. The Ive anount of a given
compound wi |l vary depenBelyner lact ors such as the

dl SeaSﬁweC‘c@ﬁlﬁblInU@ﬂFc&ﬁldlall b@démﬁrmtwm&pﬁihés“beu551|a§1)tw5s3é|umed in5

ggﬁ d tﬁer} #e@%eﬁ 9 reWex ?rrg mIRf Tﬁehs%pg? waﬁ aﬂlowedqo slowlyfcool

heverthel ess be
d@m&ﬁmﬁi’@d Thy salidewerkichllegidd byfiltrétion and dried gt &Fafﬁlunge'r high vacuum.
| PR N daslcdrrmiERdy xarhy h.ﬁ.@sﬁontah@ HPLE h&ﬁ& waLgb, a di sease
condition in a mamal, such as a hunman, that is
affected, at |east in part, by the actiwty of one or
nor e protei n ki nases, suchEasnglg2osi ne ki nases, and

i ncludes: preventing thepﬁlzm&?,eonq,qul tion

fromoccurring in a ar |

manmal F9@ 'f%’ﬂ framile E)é’%?'éiﬂ"’@ﬁﬁ‘s‘@téahb’ﬁpﬁéﬁ?la|‘16°°9f?é'd then re-

ddrﬁ;m&ed ByDgYeldi Ual auiditibhl bf H’eai?/elﬂi ob}‘aﬁt !;)d&e.en deﬁg mgs eshfiesed by X-ray
4,ng and/or inhibiting the disease

c‘g‘ﬁ' k)APLdﬁgﬁo%/ I evi ating the di sease condition.

Exen'pl ary di sease conditions include diabetic

retinopat hy, neovascul ar g8, rheumatoi d

arthritis, psoriasis, age-relat cul ar degenerati on

(AMD), and cancer (soli PM¥he activity of the

i nventforme | comEsampls 1 aes sioded atight sniteral pil et WRTC for hhas and then

aGbled bbw %ﬁ’&ﬁ#te%?rtahu?e ai%e'sgltdngeféfcohécﬁ@stﬁl E\\‘|Itra{?3"f'b/ w9§1ed with

rreasure P]/ t hods aval |
Shexanesandy e[nWéle%iattSO ¢ H’tqu\fﬂcHﬂnl Form IUUa%I?Rﬂ‘f'@"rEdlbﬁ )VF)( diffraction
aseag puritExauvpl es of suitabl e assays for activity



measurenents i nclude those described in Parast C. et
al ., Biochemstry, 37, 16788-16801 ( 1998); Jeffrey et

wa@boos/odasur e, 376, 3 13-320 ( 1995); W PO | nt er@EIB2005100616
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Publ i cati on No. WO 97/34876; and W PO I nternati onal

Publication No. WO 96/14843. V. Exanples The follow ng

exanples are given to illustrate the invention, but

shoul d not be considered as |ifftations of the

i nvention. Unless otherw se indicated, all

tenperatures are set forth Bxamdedgrees Cel sius and all

parts and percentages arsi!%%rgﬂ;gmtw HPLC data was

obt ai ned using a Hew ett _ -1 100 HPLC. _

Exanpl &heicopprynast Ay ieryde materialdiepoiyni@ess windispelvad in ethyl

ChditiRe Qf’ﬁiam::}nall Heropystafligation ok aor(eltﬁafdalman c;was r\?(l)-mrog V\@C&_?LFbrm \Y
a ux for m n e

wgé‘ ?o%hrmela% l)(argaE{'ffg?tBn Zﬁﬁ_ﬁ %urlgyo (ﬁ

“down to 23C. The
soI ids were collected by filtration and dried at 85C
under high vacuum Form | viggmgesfirmed by X-ray
diffraction and HPLC puriD s_>98% Exanple 2
Pol ynorph Form Il Form |—%3&%?Vﬁ’5§~%iﬁlgﬂe 1 was di ssol ved
i n tet Famidsofdafram Exampled Geexiispdnden indeavystisdralioit et 393C and

efIn Qlﬁ}neé‘gﬁ'ab‘*@f@r &Te a‘ﬂ@’é%ﬁ—‘ﬁo&@ THelsBida m}ém&é&ed H;Z/Quftr%hdn'
was confirne r';%ye fraction (HPLC purity >989% .

EXashsA y't@h%r'%ﬁ@dptﬂe Fhunder vsyHmh F°W\SWPE&%§%‘PE‘€ bl Xpia%
stitiractioadHPLT purgphtgged).neral oil at 192C for 1 hour and
then cooled down to roomtenperature. The solids were
collected by filtration, washed wi th hexanes, and then
dried at 500C under vacuumEXE®RES| || was confirmed by
X-ray diffraction (HPLC pwmaryh p&%%g Exanpl e 4

Pol ymopph Form LV The ca For nmul
at or | B i a8 SR vl Py G0 B ptmbien

atethpetahimiof SeVReda}'ﬁ yosehidin Forantla.omprd® st)mflwdew diray ditfraction
ofHRLclouMgHdogy Vater. Form IV was confirmed by X-ray

di ffraction (HPLC purity>99%. Exan'pl e 5 Pol ynor ph
FormV Form |V solids from Exanpl e wer e suspended in
heavy m neral oil at 1300C Exadplkfen sI urried at 1800C

for one and a half hourspyHhSosEdinds Were col | ected by

filtration,
Form | from Example 1 was slurried in water (approximately 20-40 mg/mL) at 90°C

for three days to obtain Form Ib. Alternatively, Form Ib was obtained by crystallization from
ethanol:water at 65°C. Form Ib was confirmed by X-ray diffraction (HPLC purity > 99%).

Example 8
Polymorph Form lla

Form Il from Example 2 was slurried in water (approximately 20-40 mg/mL) at
ambient temperature for seven days to obtain Form lla. Form lla was confirmed by X-ray
diffraction (HPLC purity > 99%). '

Example 9
Polymorph Form |lb

Form Il from Example 2 was slurried in water (approximately 20-40 mg/mL) at 90°C
for three days and then ambient temperature for 17 days to obtain Form llb. Form llb was
confirmed by X-ray diffraction.



washed wi th hexanes, and then dried under vacuum Form
V was confirnmed by X-ray diffraction (HPLC purity

wo-98%eo3Exanpl e 6 Pol ymorph Form la Form | fropeERERg/ @616
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1 was slurried in water (approximately 20-40 ng/nL) at
anbi ent tenperature for seven days to obtain Forml a.
Formla was confirnmed by X-ray diffraction (HPLC

purity > 99% . Exanple 7 Polynm24ph FormIb Form |l from
Exanple 1 was slurried in water (approximtely 20-40
mg/ mL) at 90C for three daggakhgle aptain Form I b.
Alternatively, Formlb ﬁ? 0 é% neﬂ| by crystallization
from et hanol : water at 65€ 2 s confirnmed by
X-ray Borfrfll from ExamglePwas placddtiy 93% gdiye hubxidityysit e@mBient temperature
PR} ¥Ry ERFEY Mwde (&Bpkdxint iy ) & aWdRenBtbMpErh @R for
in water (gg)‘{)r?m nﬁt elj__qv5 20-40 rrg(rrL at anhj ent

t SHBR PSP PR ForBii T Ymyia was OBRPH LG diaCtienr m va
was confirmed by X-ray diffraction (HPLC purity >

99% . Exanple 9 Pol ynor ph Form Il from Exanple
2 was slurried in water (aE% o tely 20-40 ng/nL) at
900C for three days and Bovawrhkermahle t enperature for

17 dayzorltn]glla)ﬁadrﬁiiﬂan'r_pﬂh’ 10 dvéshjriedfs:rE{mPchndeﬁeacomﬁﬁd SoteRsl Fén b
= [ .Qn. 10 Pol ynmor ph Form Hl a Form
rr‘%r%%/“rl%“rﬁ og%eggéﬁxﬁgyga%sgggd in 93%relative humdity
at anmbient tenperature for ten days or slurried in

wat er (approxi mately 20-40gpapigd-j2 at anbi ent
tenperature for seven d?y to ta'\p Form | Ha. Form
| Ha was confirmed by X- F29m 2on. Exanmple 11

Pol ynoF@t I¥éomExkibplEdmwas kluaiefl movatdEXapppixienatdy 2040 dg/méplat

a&méQrQ gerrgﬁgﬁfre \‘@Qé{}émdlé)% 1 Q&th RofPRA H)'llpr \vE %&dﬂki%é@% X-ray
confirmed by X-ray diffraction. Exanple 12 Pol ynor ph

F@FWfiWé“¢B¥% IV fromExanple 4 was slurried in water
(approxi mately 20-40 ng/ nL) at
Example 13

Polymorph Form Va
Form V from Example 5 was slurried in water (approximately 20-40 mg/mL) at

ambient temperature for seven days to obtain Form Va. Form Va was confirmed by X-ray

diffraction.

Example 14
Polymorph Form VI

Form Ib from Example 7 was heated at 140°C for 10 minutes to obtain Form VI.
Form VI was confirmed by X-ray diffraction.

Example 15
Amorphous Form

Amorphous form was prepared by drop-wise dilution in water (approximately 1:10
ratio) of the compound of Formula | in polyethylene glycol 400 solution, or prepared by rotary
evaporation of the compound of Formula | in methanol or THF solution, or prepared by

lyophilization of the compound of Formula | in t-butanol solution.

Example 16



anbi ent tenperature for seven days to obtain Form | Va.
FormlVa was confirnmed by X-ray diffraction and DSC.

wez@spds3il3 Pol ynorph Form Va Form V from ExanpdBIER0e%®0616
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slurried in water (approximtely 20-40 ng/nL) at

anbi ent tenperature for seven days to obtain Form Va.
Form Va was confirned by X-ray diffraction. Exanple 14
Pol ymorph Form VI Form | b _fromPExanpl e 7 was heated at
1400C for 10 nminutes to oBeYPYRREERRIM2 Form VI was
confi r rR6l IbifonKEkayplel? ivhs Raitddan 50 EXx andet @acldm Anadt4aheai® lbm-

OV B BRSSO SR e BBy e 4 8o .

Formula | in polyethylene glycol 400 solution, or
prepared by rotary evaporatg dpledf7 t he conpound of
Formula | jr hanI c)or H solutl Qn, or. algtleog] by

| yophi | i z&t
t - but a&mﬂlunswamror@w (1‘E>was QISWdim’rb? @hoilﬁonp sedibmrpiosphate

Fouat ddfutibh %HW&% ;odﬂﬁrqcml@& %2@% cﬁﬁsu@godim Sﬁothate 0.004%

vacuumto obtajn Form | r}vvas confirned
XMpag;oagicrspiyp Phesphate a9d 951%’1’ WE?F o g ?)YJ?%?H%?%‘H'%Jrhﬁws?'b“m IS
athen steniliaedby. filtEadiemVierotiZed o steriliZéd IFgmmibptomPexanmplely (D.1-1.0% w/w)

(TSP Grem BREORARo P e iR o ©

phosphat e buffer sol uti on containing 0.85% sodi um
chl oride, 0.022% di basi c spgtimpe ghosphate, 0.004%

mono- basi ¢ gﬁsgloyaglﬁiﬂgpcﬂkﬁ bp%g Qér? s%nvpgrﬁulat?og form
a viscous s y

filtrabodium caaxymethvesulased CMCR (Q.5% wéd Isdmﬁr\vect)mﬁnlatﬁwnd then
Eé‘t@r'ﬂf@écﬁoyﬁﬂtfa@orﬂ - Al dP¥ROPFiNG bar‘n&urﬁ tbﬂ*brrﬁ‘vdjf%ﬂn Eaniphd 702 -1.0% wiw) is
us suspensi on en nm xi n
P AR RS R e RROBT RS BT BT A ErEh el e, 19 inutes.
For mul ati on Sodi um car boxynet hyl cel | ul ose (CMC) (0.5%

W W i Gad) rﬁ&‘ﬂlcéﬁ%ﬂs bt SREr@mbBidedtd Sfrlhéfh?ern'tlbﬁ @ﬁgorpé/ to mind to one
filtration. ﬂ%@o riate anount of Form b

\H‘?ﬂ inthe a(tdo l’h'i \me pedaipghaving thedgnefis ofthe {??%{nngs presented
h g énegtingslasgpietiaml. Therbiprey distte ke angeastubd stean the drivientign ignot to be
tq 1, LU - [ , .
g A0 85 QR 8 50 ARt s o spppmens
are intended to be included within the scope of the appended claims. Although specific terms

are employed herein, they are used in a generic and descriptive sense only and not for

purposes of limitation.



skilled in the art to which this invention pertains
havi ng the benefit of the teachings presented in the

wo ovosgaizay descri ption. Therefore, it is to bePCT/IB2005/000616
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understood that the invention is not to be limted to
t he specific enbodi nents di sclosed and t hat
nodi fi cati ons and ot her enbodi nents are intended to be
i ncluded within the scope of tI2€ appended cl ai ns.

Al Wh@laie specific terns are enpl oyed herein, they are
used in a generic and descriptive sense only and not
for purposes of limtation.W Claim 1. A crystalline

form ofi. 2, 5Aadhysrtityforn bt )5 timetlyieHBpyeaolBartioxylB atid {2-fluoro-5-
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10. The crystalline form of claim 1, wherein the crystalline form is a substantially
pure polymorph of Form Ibm-2.
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ki nase activity, conprising adm nistering to a manmal
in need thereof a therapeutically effective anmount of

wo b@spissraceut i cal conposition of claim1l. 1BCT/FB2005/000616

nmet hod according to claim 12, wherein the nmanmal i an

di sease condition is associated with tunor growth,

cell proliferation, or angiogenesis. 14. A nethod of

nmodul ating the activity of a p#otein ki nase receptor,
conprising contacting the kinase receptor with an

ef fectihve arpneiiacedtical comsditidh borigrisdy ampdfitk drtdMne or solid forms
a?:qolrgll ng to clains 2-10. 15. The nethod according to

& &M f4, "wherein the protein kinase receptor is a

VEGF receptor.

12. A method of treating a mammalian disease condition mediated by protein
kinase activity, comprising administering to a mammal in need thereof a therapeutically

effective amount of the pharmaceutical composition of claim 11.

13. A method according to claim 12, wherein the mammalian disease condition is

associated with tumor growth, cell proliferation, or angiogenesis.

14. A method of modulating the activity of a protein kinase receptor, comprising
contacting the kinase receptor with an effective amount of a crystalline or solid form according

to claims 2-10.

15. The method according to claim 14, wherein the protein kinase receptor is a
VEGF receptor.



