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CRYSTALLI NE | NDAZCOLE- DERI VED CHEMOTHEREPEUTI C FI ELD OF
THE I NVENTI ON This invention pertains to

WORGMAER2AM no- | H i ndazol - 4-yl) phenyl ] -N - ( 2- PCT/OSH0OE080061
met hyl phenyl )urea Hydrate Crystalline Form 1, ways to

k f I ' h
and et hSL o P alovG parranes GaPRiERaa Ui ng
it. BACKGROUND OF THE | NVENTI ON
N-[ 4-(3- Ami | Hind I h -N - (2-fl - 5-
et [hyl |(ohenyl ?Sr ea I(FRB%ZDg@ Hﬁ’eﬁ‘&ég% a fgrri I yUSIEO "
pﬁ‘ﬂEs hgernttﬁ;faéhﬁﬁs I‘o Ngﬁ%?] fAIE EIK M58 ngf)@I gﬁ-N'- ~fluoro-5-

Ion O ecl rosine re
meth}dplidnyl)aﬂ‘ea Hy@lta&d: E$ysta‘kbﬁ3&’ Fand 1,0vay8xe amie weforhiflagiohd sorhprising it

s been opse n many di sease st.ates |ncIud|ng
and nﬁaﬁwg g W%IIPM&{@&B% FHBEAAVIE UL Yedh&itand
di seases resulting frominappropriate activation of
the i mmune system O stalllnlt of hydrates of

ABT-869 may ef BAGKGRY E)NYE ONand o
ar LA Rl BREELAE afnfé)@gﬁylkﬁ‘- PRbbt Ry ey bk

(ABTR8H9 belgngotort fambe od pseciaapesiaé kinansf(RTKyy whizh datalyze the
forrrulatlono ABT-869 is dependent on s not
phosphpyylation of g cp%b%t}etre@guestlﬁé?ﬁléu HgPrgifiTisy ADES lifﬁﬁ Ohg¥RFstiKe PTK
actlvﬁyl'l?as GRETD R B M nlaRP a@e@s@tsta@es%émdlhg rbeﬂugﬁ aﬁa fafighdn@n
crystalline forns of and ways t

prohf@f@pmdhs@ndbltswndw@@a&eh mltwwawopmelawpmﬂmmune

nbodi ment of this invention, therefore, pertains to
[4-(3-Ami no- | Hindazol -
4-yl ) phenyl]-N -(2-fluoro-5-nethyl phenyl )urea Hydrate

Crystalline_Fo when asured at apout  250C
Ctyrwtﬁgm tapf wﬂ%ﬁs (ﬁ'@ﬁ% 79 nay; offech amoag of 628 yspgpl g0

mechzﬁﬁm ggo&ftéhfefs I @€ 'sﬁﬂlli?ﬁtsbﬁﬂ)ﬂltg %és@&tﬂ’oﬁsr% Cﬁa!r&'r%s@ Qéﬁllpi°€%§1blhty

and nmﬁm poits, Becanst age pf nlAmftaIctere aélndrtfoumri*etmn qfe‘kB&&@Q ig dependent on
r nul at .Si;ng_an_excl.pi ent

some A?mnot al ﬂ}f <8 apzrgggﬁ I}eg%lesnag/ll e]x1 ng Fﬁedf ﬂnﬂger %1[ c(sgl aﬂd theﬁaé)eutlc

arts fo’rydiexmnfeandxycsﬂ cﬁtyﬁalﬁh@/ firak bf ABTE®6Mand ways to reproducibly make them.

Syste

SUMMARY OF THE INVENTION
One embodiment of this invention, therefore, pertains to N-[4-(3-Amino-1H-indazol-
4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea Hydrate Crystalline Form 1 which, when
measured at about 25°C with radiation at 1.54178 A, is characterized by a powder diffraction
pattern having respective 260 values of about 6.2°, 12.0°, 12.4°, 12.8°, 13.4°, 14.2°, 15.2°,
15.6° 16.2° and 19.7°.

Another embodiment pertains to formulations comprising an excipient and N-[4-(3-
Amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea Hydrate Crystalline Form
1 which, when measured at about 25°C with radiation at 1.54178 A, is characterized by a
powder diffraction pattern having respective 20 values of about 6.2°, 12.0°, 12.4°, 12.8°,
13.4° 14.2°,15.2°, 15.6°, 16.2° and 19.7°.
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1 which, when neasured at about 250C with radiation at
1.54178 A, is characterized by a powder diffraction

w@aiesa22havi ng respective 2Qual ues of about 6PCT/UIRNLY80061
12.4, 12.8, 13.4, 14.2, 15.2, 156 16.2 and

1%§ Still a@g{lher enbodl ment fal ns to nmethods of

Bl epRGerRRUHmER RErERMAMCESHPT EratgeaRsThitLE Bpiay!

cornpﬁglﬁﬁ 84:Rini Ay @ErcW, tv&hﬂhlﬂr VAR uPENd B rRork HiA (Qfé%ddltlonal anticancer
addi ti onal anticancer ng [4a t her apeuti ca

drugsed ﬂ]@@ppwtg:aamﬁfmtn@famount 0 (3 Armno 1H- 1ndazol-4?iyl)phenyl]-N' (2-

o T e o DL oo 5
with radiiatidn aét\mﬁi 789333311 cledacadrizzabl byita poSRIE dnffrkntgoaq;uaatﬂndravﬁtg

78 A ' '
respecSiRer AR of Set ool vEE Dol ahdd dor ot 26 150" 13 25 and
197012. 4, 12.8, 13.4, N2, 2, 15.2, 15.6, 16.2 and 19.7.

Still another enbodi ment pertains to a process for
maki ng N-[ 4-(3- Am no- | Hi ndazol -

4S}ﬁil)aﬂ{9 %nly Lh l,'z_&!lm&it Jeh‘dl%r ?o R%%Qyﬂgp&ﬁﬁ%g[ il f@-x‘%ﬁﬁ@ﬁﬁ
indazd)lHl- yl’)ﬁl&'ZlQl]-N (Ql-ﬂlﬂiﬂ@ﬁylhéthwphét&l)‘ulr@dﬂﬁdﬁte Gy styllipb &oych Y ur

ea; providing a mxture conpri sing
Complﬂﬁl[l& (3-am no-| Hi ndazol - 4-yl ) phenyl ] -N - (2-fl uoro-
5- met hyl phenyl )urea and sol vent, wherein the
N-[ 4- (3-am no-| Hi ndazol - 4y|)phen ]-N-(2-
P 5 Hréd ATTmebing b s Ish bR eflyors S ethvizbenyurcs

t he sol vent; causing
N[ 4-(3- Ani no- | Hi ndazol - 4-yl) phenyl]-N -(2-fluoro-5-m

eproptigihe B yhixtureeonyribigt W-[Er(§Sihdhe-l HemEFMollm;lyl)pheﬁayd] |-8¢-(2-fluoro-

S-metphBAVIE- R SPLE BAF T H pRBPT Ry Dpeny TN~

fluoros Yﬁ@lf)ﬁéﬂ?l)ﬁ%ﬁ’i@ dom EI die3pub e iRtsoRRAUt 250C with
radi ation at 1.54178 A “is characterized by a powder

diffraction pattern having respective 2Qval ues of

igglgﬁna%%?[ié%%%rgmo %I_éno aZ(ﬁl éﬁ gl)ﬁenyﬂl_l\ﬂ‘XZ@ %\mS %hetg[?lpﬁenyl)urea
Hydrdté-Ei'ysdaa]Zﬁd Fatny1 Jopdxedrynh theMhix(uze,fhiock N-[8-(3-Amino-1H-indazol-4-
yl)pheny hI% l— Ij o%lo )SU&St%ymenyq)tu?eaCIr{%fr%‘?el érlygtglhjr:lg rFronm]i 1, when measured at
about 25°C with radiation at 1.54178 A, is characterized by a powder diffraction pattern
having respective 20 values of about 6.2°, 12.0°, 12.4°, 12.8°, 13.4°, 14.2°, 15.2°, 15.6°, 16.2°
and 19.7%

and

isolating the N-[4-(3-Amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-
methylphenyl)urea Hydrate Crystalline Form 1.

Still another embodiment comprises N-[4-(3-Amino-1H-indazol-4-yl)phenyl]-N'-(2-
fluoro-5-methylphenyl)urea Hydrate Crystalline Form 1 prepared by the process of the

preceeding embodiment.
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Still another enbodi ment conprises
N-[4-(3- Ami no-I H i ndazol -4-yl) phenyl]-N - (2-

wo basotse226 met hyl phenyl ) urea Hydrate Crystalli neCFOS2009/080061
prepared by the process of the preceeding

di t f
X gp'fos”g%rﬁ%@a@ﬂg At ﬁﬁ@%ﬁ%ﬂlf‘ NrheaylNrbr-fugro->-
methﬁlﬁ{elﬂyi)ﬂtré@ PiId}HE ey SN AE ST M&hﬁtﬁﬂlhg‘%aa‘ﬁ{gﬁtﬂamd or diacid salt of

rising reacting an acid or diacid sal

N-[4- (\1 {lmmes]l&mdﬂéolH-B'DmﬁalZHfN'f(2ﬂlyomréﬁwt]lleheI(YDufqaw@ﬂ@—@SWnd
crysta?ﬁM%/s L aP%grgt)aH{z tﬁ@fh 91 g&l@%ﬁﬁ&&&%ﬁhlﬂf}h&%lﬁﬁ -(2-fluoro-5-

methjlbﬁeﬁy()ﬁr—eé\lﬁﬁdﬁ&té BrysndiaizoF ordr 1 Isjifilaeogk] elboediReiitl afoliie itbention

compfis et e b e 2o N Myt R 4B ekd S pheny 112

ﬂuorocf YI%@I}BH&I!YDQI‘GQ Hyldefié Eﬁts@filhﬂlezlpcﬁgl t A8ma sohdésermsohd wax or oil

- (3- Ami H'i ndazo
form fpﬁ dﬂ@@nm hblrlpﬁ%ﬁyﬂjym}péanyﬂ&r&gé?c ﬂu@py%m&ydmnﬁwml that is
| I
mixed 0B SRR SIS TS SpBblop B wor - 5. m
et hyl phenyl )urea that is m xed W|th one or nore than
o R SR L 035 ond FASH SRSy 1o
ﬂuoro’\B IdbtdAp 1y Dereh HyldRAQ T sttivd PRBRENYichalid 'b?rghe process of the

| uor 0- 5- net hyl phenyl ) urea Hydrate Crystalline Form
preceqqanggab@hmbytthe process of the preceedi ng enbodi nent.
Still another enbodi nent conprises ABT-869 for use in
prepari ng N-[4-(3-Am nol H
I Sddzabthdr sthhqatioiy doni}drrsésZABITMCfoﬁuMh pydpatieg W-)Aui3eamino-

lH-inE%%d% @@?éiﬁ@ PO&%#@@/I%Y{)% ﬁﬁaﬁ%ﬁg‘ﬁ qﬁ:@n Form 1.

N-[4-(3-
Am no-| Hindazol - 4-yl ) phenyl]-N - (2-fl uoro-5-net hyl phe
nykjlaned@cHyabetimegropytaisty healFafi/ B T-86&on use anprehaning N-[4-(3-

Armn& q?f)gldazori% Cl?}%%%'}lﬁ K- (E I%ﬁlop&/ 9 rn?e%ﬁyl%ényﬁurseglﬁycﬁlte %tzﬁ?ge Form

1. N-[4(3 AmnoIH-lndazoI 4-yl)phenyl]-N -(2-fluoro-5-m
et hyl phenyl )urea Hydrate Crystalline Form 1. Still
anot her enbodi nent conpri ses ABT-869- % Et hanol ate

oSﬁﬁtaﬁbﬂhbf‘@mlEéﬁiﬁbﬂ-t doRprid&eint B @tﬁ@]ﬁl@ﬁﬂ@ %lt of ABT-869 for use in
4- (3-am no-| Hindazol - 4-yl enyl]-N -(2-fluoro-5-

prepaweg Pyl4pBemminos tiddndazdi-4ty&pTnyd HI (% ﬂ@orﬁérmﬁtilylphenyl)urea
Hydrate Crystalline Form 1.

Still another embodiment comprises ABT-869-"4 Ethanolate Crystalline Form 1 for
use in preparing N-[4-(3-amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-
methylphenyl)urea-Hydrate Crystalline Form 1.

BRIEF DESCRIPTION OF THE FIGURES
Figure 1 is a powder x-ray diffraction pattern of N-[4-(3-amino-1H-indazol-4-
yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea Hydrate Crystalline Form 1.

DETAILED DESCRIPTION OF THE INVENTION
3-
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BRI EF DESCRI PTION OF THE FI GURES Figure 1 is a powder
x-ray diffraction pattern of

wWOR(G04H0$22@m no- | H i ndazol - 4- PCT/US2008/080061
yl) phenyl ]-N -(2-fluoro-5-nethyl phenyl )urea Hydrate

stal | i F 1. DETAIL CRI PTI ON.OF TH ,
OB PR Pt Ay i lﬁ@ﬁe‘a&%?ﬁé R ﬁ'@'—a%zg}l-‘ffybphenyll-N -(2-
ﬂuorJ\Hn{Je-t ﬂ%@%n@mh Hyamﬂ@z:@}su&hﬂé PNl dys hb mﬁge it, ways to

| uor o- | phenyl ) ur ea Fydrate Crystal i ne Form 1,
chara%ary@ it, éomm@thns confaying i aphaede vethiik end methods afitreatingrvencer
wing TR AUBI e MLy MR PR 0L,
methyliphanpDazeT and VAR PIeeAY hl]e-rhéa-n( R)-hﬁd wpod datérchangeably. The term

e en urea" and " 69" are neant to be used
hym?ﬁt@%@%%ﬁﬁé&% ?ﬁr*ﬁ@“WE?H¥“ -at e" means havi ng wat er

associ ated therewith. The ternms "ABT-869" and "an

ABT-869" wi thout any indicia of crystallinity or
nJheéqrgJ@ ‘ABT-H6% yands e o ABa-860 Wivithout eny gslicis ebicrigtpbinty or

non-cﬁﬁ@drrl]lgg S %?#? ﬁgé%@gwa h%\%%x? g‘%lg’lhlaﬁleog@gﬁts ?\ﬁf 869, a crystalline

ABT-Sé@nrmofdcﬁystaI\Ia)e A)BT€86|9 ABIMHR6 inABIi8H.% semixdlids @ax or oil form of
reof an The ternms "crystalline" and
‘ABT%ﬁ§6W6E??% QﬁP ﬁ@' Qgeused herein, nmean having a
regularly repeating arrangenent of nolecules which is
mai nt ai ned over a |ong range or external face planes.
Urdlhe samst alwetallamh endv mierogspsteline. ageuscddicedim ragag having a

regula}?ﬁr’ %Eéoa/t or : rg%emn}{\%f ﬁgfe%ﬁgg @/g?c% 18 mﬁltélﬁéd%verﬁ lon%range or

C erelrn, means
exmna$ﬁmepameﬂ therewith one or nore than one

hydrochl ori de equi val ent. The term "sol vent," as used

herein, means a liquid in which a conpound is soluble

OIUnPAS "sﬂaﬁz'd' ofh SR}l e‘%cé%l%gél Rerdin @e WYV wWeHe @x%x?)%!ré%ﬁtages
to dissolve or par di ssol ve the conpound.

tern1"ant|-solvent " as used herein, nmeans a I|qU|d in

C onc en - glp’%%H{&gldB gallt n?i llé%élﬁl;l%r ?1{] %[Ie%gs Rlvifl 8 %sxaatefi hetrew1th one

ron e ef preci pl
or moethpo vne h§drochlaridod quiliviabdmt.

The term “solvent,” as used herein, means a liquid in which a compound is soluble or
partially soluble enough at a given concentration to dissolve or partially dissolve the

compound.

The term “anti-solvent,” as used herein, means a liquid in which a compound is
insoluble enough at a given concentration to be effective for precipitating that compound
from a solution.

Solvents and anti-solvents may be mixed with or without separation of phases.

The term “monohydrate” means having associated therewith one water molecule and

can be represented by ““H»O.”
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Sol vents and anti-solvents may be m xed with or
W t hout separation of phases. The term "nonohydrate"
wore@n®s2a6/i ng associ ated therewith one wat er npCEBUS1008/080061
and can be represented by "-HQ"It is neant to be
under st ood .t hat be solve ts ang . .
A5 MSBRR R AALORH o rHS GRS Sy SPRENt dQgpntipolvents contain

impuritfRUht 'lév%ﬁoflﬂlp%ﬁltlgﬁﬁlts%l@ﬁ% A0 lahtiS8IVER S thebrache& of this
practice of this invention, if present, are at a |ow

invengero w@me@e@n@e@wtraalpwmougiatoncweyat@@ thed thdyrdoerat enterfoye tiith the
1ntencfea%se 8{ t%ggﬁlgelltﬁﬁﬁ vﬁuchttjﬂgy Er% ¥§S%£t I n which they are
present. e term acl q,

S uséd herein, neans a
conpound having at |east one acidic proton. Exanples

of Lacids, for, the actice of this i ention. includ
bfﬁhe e Retds |%SMS€<§EGTFBI nﬁ%sr%%‘ﬂ’llllﬂ”ing wing at t?@%troas .aelmccproton

Exarnﬁfék df adid for wRrpaarkios 1a¢ idenddd ﬁbtuat Qﬁ@ §1te|1ﬁt ARlitdd to,
furic acid, phosphoric acid and the Iike. The term

hydroclblase acid sy diiehsemireacid. ririflnerarestia agidnprishintoasatiaegia soffuric acid,

y ton. Exanpl es of bases for the practice
phoqﬁﬁﬁ?%%ggg%ggﬁ&%on i nclude, but are not limted to,

sodiuntcarbonate sodi um bi car bonat e, potassium

bonat g’attp ot%s&f%'% g@&%}%ﬁ@%ﬁﬁ@bﬁé@? Rgﬁcceptmg a proton.

Exam rels et Byslemrrﬂee 6%1%&0%%?&19@&«1{‘%% ARlae, R drd AR likdite8 to, sodium
usi ng ABT- Hydrate Crystalline Form1 to exist in

carbopatey sndmmeble@hpnatsumgaswameqarquetﬁ p@gssag bisarbpasfe, dibasic sodium

prosnleS i P KO B BT FiTodRSh sty | Gy EARIE ana

the liducl eation may be nade to occur by neans such as
sol vent renoval, tenperature change, solvent-m scible
anti -sol vent addition, solvent-inniscible anti-solvent

addi t.i o SGLa the interior, of th

AR e BLERaE] OSSR TP LY prlibisng warer,
ABT-B&€ highdd1ant,ivehoiEia fiic ABTC%@LHas Bbinpletdly HRF01eRE I kiduehasas

a. gl ass rod or a gl ass bead or beads, or a conbination
nuclegf{oy he foregoi ng. For the practice of this i nventi on,

nucl eati on may be followed by crystal grow h,

acconpani ed by crystal growh, or foll owed and

atoothopniatide bi/they mse¢miongnuphtatiod mrayrbg made to occur by means such as

solvent removal, temperature change, solvent-miscible anti-solvent addition,
solvent-immiscible anti-solvent addition, chafing or scratching the interior of the container,
preferably a glass container, in which nucleation is meant to occur with an implement such as

a glass rod or a glass bead or beads, or a combination of the foregoing.

For the practice of this invention, nucleation may be followed by crystal growth,
accompanied by crystal growth, or followed and accompanied by crystal growth during
which, and as a result of which, the percentage of ABT-869 Hydrate Crystalline Form 1
increases.

The term “isolating” as used herein, means separating ABT-869 Hydrate Crystalline
Form 1 from solvent, anti-solvent, or a mixture of solvent anti-solvent. This is typically
accomplished by means such as centrifugation, filtration with or without vacuum, filtration
with positive pressure, distillation, evaporation or a combination thereof.

-5-
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whi ch, and as a result of which, the percentage of

ABT- 869 Hydrate Crystalline Form 1l increases. The term
w0 p@olosi2eég” as used herein, neans separati ng BETUSHDS/080061

Hydrate Crystalline Form1 from sol vent, anti-sol vent,

or a mxture of solvent anti-solvent. This is

typically acconplished by nmeans such as

C gMblabbu@atly akbepfabletanfun@b VA B L8809 Hgﬂdhﬁ@ ity YAGEMURdrm 1 depend
filtration wth positive pressure, distillation,

on recipign Arcrorensrdisordshsingdraatsd anflsevssity theeohmentosisipn gontaining

it, tlm%%ggg%ﬁ@t%ﬁlgﬁgﬂ{esof %pmﬁﬁ-& g)ﬁt dn%gtﬁcﬁ‘} Itggr &Rl %sl eﬂb?etf 9“@3 rate

of cletaeadt @d \almﬂhaev aot dnyptheh dn%aﬁ co-admposeéited dﬂlexmmLmt nf A@T 869
nlstra ute of adm.nistr

Hydra(ﬁ% pgfsfagﬁl%l% eﬁ,éﬂlma Fla OM@WO beadmingstered ally to a patient

ina sﬁge%roeél&emmdw@&slaﬁs fBSm BBSut AN B Abo e 209 rh§/kg body weight.
co-adm ni stered. The anobunt of ABT-869

Singligss tiannmulateons spntain thessdmaynisgk @ cantbaratioh af sldqmltlbplbethereof
adm nistered daily to a patient in a single dose or in
di vi ded doses is fromabout 0.03 to about 200 ng/kg
badBT-869 blptiratSCngtatlirtd®emf lomay bahdminssteod tvathror twitheeat an
anpunts _or conbi nation.of subnu| tiples thereof.
eXClplﬁetrtwﬂmﬁﬂa@ee@%& ai?%qlwsnt%t}qlﬁclfm a0k iR Rf 40 dpegample,

encap¥hlhfin OhattihRAHY additi®CuBh 804bsofptidh @atdidtathd, Bn@dkidants, binders,
exci pi ent. Excipients include but are not imted to,

buffers orardsearmohng agrosspselbeing agenietvera, Jisinterraiiny agontssemulsifiers,
exten elf‘s: 11%?‘5 %Eé(?ﬁ%ig%ﬂ a@?ﬁhﬁr ﬁ]ﬁrﬁé& nt?nﬁﬂrf)c)éhggggrﬁmfesrIi)reservatlves

rrers, coa I ig" agen
propeﬂgﬁmtrsl,eaﬁmg a@lﬁtss steﬂhﬁngl hegtakivogcgys mbmbllemsl weftinglagents,
. extend h%f flavoring agents, glidants,
nnxmﬁﬁﬁgﬁ? i cant s, perfunes, preservatives,
propellants, rel easi ng agents, sterilizing agents,
sweet eners, solubilizers, wetting agents, m xtures
t Faeipthtsiod pt@heratlplk ef fom@lappmosnﬁrmngmremdeayuﬂoﬁwf869

o 2P, B MR TRy
examplosage aig)mmabfdc hlugenurh aydrexalspbenzyladehol, @Ie@zyt benzated,

al um num hydr oxi de, benzy coho benz benzoat e,
1,3-butylgng,ghygple %£3m9eo¢ast06 Qﬁb%ﬁlllé‘!% ngk%er aGs; %te ceetq RHtisk e,

copove@ncUb R §taRTEEGFhQil, G&f‘dﬂ@eé@l‘ﬁli foss-pORAYAL ANy ccFiBES) ethanol, ethyl
starch, corn'oil, cottonseed oil, cross-pOV|done

cellul@ﬁeg1:ti11751e1|awt¢et§a ctbylhderse, fatet agjdl cters] ghlaie gemm by glucose, glycerol,
groundgllf{ro?lah}rdro &X}&yl&e&aﬁ gellulc?slt t%o&%b%o?slgo%l%c sgl%{e ac{e’se
magnesium hydroxide, magnesium stearate, rnalt mannitol, monoglycerides, olive oil,
povidone, peanut oil, potassium phosphate salts, potato starch, povidone, propylene glycol,
Ringer's solution, safflower oil, sesame oil, silicon dioxide, sodium carboxymethyl cellulose,
sodium phosphate salts, sodium lauryl sulfate, sodium sorbitol, sodium stearylfumarate,
soybean oil, stearic acids, stearyl fumarate, sucrose, surfactants, talc, tragacanth,
tetrahydrofurfuryl alcohol, triglycerides, vitamin E and derivatives thereof, water, mixtures

thereof and the like.

Excipients for preparation of formulations comprising or made with ABT-869

Hydrate Crystalline Form 1 to be administered ophthalmically or orally in liquid dosage

-6-
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groundnut oil, hydroxypropyl methyl cell ul ose,

i sopropanol, isotonic saline, |actose, nmagnesi um
whyawosi2de, nagnesi um stearate, malt, nmannit ol PCT/US2008/080061
nonogl yceri des, oIive oi |, povidone, peanut oi

pot assi.um phosphate salts, potato starch, povido
formsglidh: é?feexmﬁe “yiges Siyedorisarail, Sl Etiops ?ﬂgwﬂ cthanol,
fatty a%%‘@d?@s 8f Yorbidd, g@r@rﬂoi‘ﬂ | DXfiBut §iP cglwacq alrs@@zs?fam%n htive oil,
cel l'ul ose, sodi tm phosphate salts, sodi um a{
polyethylohg glycolsoptionyesoglyrelobesame diluvatet. aaikires thereaf and the like.
soybean oil, stearic acids, stearyl funmarate, sucrose,
surfactants, talc, tragacanth t et rahydr of ur f uryl
a[Exxoﬂpcdnts for pg:k)ynaebm deformuiatiand afonﬁ)rfmtg alenideatithy ABT-869

r eof ter xtur.es thereof.
Hydra@?rsﬁraém Gry 1 &n?éep%dnamsrfﬁe iRy i [reloE g YIRS ng
chlormuo@%rwa%né\%ﬁa%@ﬁ walvr @teuiel MRtRr hhdgicfikem 1 to be
admi ni'stered ophthalmcally or oraIIy in |I'iquid
dosageforns include, for exanple, 1,3-butylene glycol,

C%&g% o for pi gﬁrﬁtl%h{ fo%%hfa‘t’l&? hopqi 'inrgooertﬁfd%ﬁlf%h fx%‘ﬁ-é/@

eso

Hydragd: veprabline Feapr Qﬂaa’uﬂmlnmtdra(bpaﬂeﬂterahp inchtdey foeeample,

q col.s, propyl ene. gl ycol, me oil, water, Xt ures
1,3-by féasfonofivgory pidel Otte;e%qes. e tiogs. g5FB B ZPP g pil
liposon®s bRtk RIN81i 6OHP, Pe%tﬂgnlolhﬂﬁﬁpseso%ﬁdﬁ B0 B8 i eHadlctil,

Crystalline Form be’ adm ni stered osnotically
soybepm eiludé, P.fo isogoranrsideum ehllooide polubes weaderomaitiiem shercof and the like.

et hanol, water, m xtures thereof and the I|ike.

Excipients for preparation of fornulations conprising

0 Exn@c@twﬁot bl‘@ﬁa-ﬁtl&ﬁ of fdytinatiensongiraing sramdderwit i ABT -6

adm er renteral] i cl ude, for ampl e,
Hydrafe grys léﬁlf‘elgqraf i to:RFs3ERINiS qre e6RY 8 Vag%ﬁfytlﬁﬁgg%&ubﬁﬁe not
limitcH 8 tdo8SLhutRE PO R yler rwatx ﬁi&turés'tﬁ’é?@%%,thé)ﬂﬂ?é C

acid, olive oil°, peanut” oi Ringer's solution,

safflower oil, sesanme oil, soybean oil, US P. or
x&%{‘ 5%99%'1‘3&5‘111&1&%3 rﬁ&l ““ RTBT‘“%dfﬁ drglte)% stifline Form 1
ereot ~and th aratl or

(10.0 frp) roibaddminstaredipral g argdT e Km@ EopbﬁhoﬁB(EoBﬁ&nkWN Btaed Ph. Eur.

Crystal l. L ne For t e adm nj ectally
monogEB ARACE A AT 63%% rhih Plopaiehpyoon b I’ ey (conforms to
Ph. EQUM&leraJBm &qﬁeﬁk@ﬂ@ 29'03/&@) VitdRdn EPrefdaticesy, éstb@ffﬁgg dapha-
the |iKe. ipients for a tablet fornulation nadé
tocomwhacmssucs@gtewmh pelgetlylene alylcolnlé)oﬁbfonnfpn(n&@a BFmenogerph
specﬁ?c%tlgg%n rlpris %) eﬁlﬁﬁ_ﬂ il gﬁlolgﬁ r%é%o BS@ nﬁ P%S q)%? nlogl%lﬂﬁ specifications,
194.0 mg),
sodium stearylfumarate (conforms to USP and Ph. Eur. monograph specifications, 2.0 mg)
and

silicon dioxide (conforms to NF and Ph. Eur. monograph specifications, 5.0 mg).

ABT-869 Hydrate Crystalline Form 1 is also useful when administered with
anticancer drugs such as alkylating agents, angiogenesis inhibitors, antibodies,
antimetabolites, antimitotics, antiproliferatives, aurora kinase inhibitors, Ber-Abl kinase
inhibitors, biologic response modifiers, cyclin-dependent kinase inhibitors, cell cycle

inhibitors, cyclooxygenase-2 inhibitors, leukemia viral oncogene homolog (ErbB2) receptor
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nonogr aph specifications, 159.0 ng), Propylene Gyco

Monol aurate (type 1) (confornms to Ph. Eur. Monograph
wa@p@eiosizeat i ons, 20.0 ng), Vitami n E prepared BYT/US2008/080061

esterifying d-al phatocopheryl acid succinate with

. . ...pol yet hyl col 1000 onf or Fonogr a
inhibiE s e el G LSy SRR TE B ( SUAT DY UeoRh

deacet%maseEHDA@mﬁagfta@hh&%ﬁaIfth&aﬁe@ nﬁlmlﬁl%gﬁba@)meréadﬂmgn
Stearyl fumarate (conforns USP and .

antibigiese gihapkinassdahibiterst méqudmg@tl@%r WSamn@nalna@ é’cﬁg@n o xapgenycin

1nh1b1éo"}8%19(§égﬁ )&E{F %Ig(bgﬁgna “{latj':sgn osr%ﬁnﬁ%b{t&g Q{[dnoﬂémldal

anti-infiefiradtomhdrngais AlDs) qﬂa[hu\m tﬁbnamherq&mﬁar pdlodlgiss lsnigse idsbitors,
' sis inhibitors

al kyl.at.j | nt s,
pmteaﬁﬂ’?“% Exfg{i‘”g% T en%ﬁﬁ?lﬁgﬁg:’?% QI M ’E?P?Pé%r tyrosine kinase

mhlblﬁm B Ridd @Rt s\t aBdIR2 tdpoNBERrdsE mm%lto% gnd fBeNikADb!
ki nase inhibitors, biologic response nodifiers,

cycl i n-dependent klnase inhibitors, cell cycle

LA i RARLORHBIBER, 00200 el T
bendagnusiihd) bi@etlloein usulfart, oarboqileat cﬁimustkle[iB@f[\HU)’l chibiB)bue0,

nh| one deace i nhi bitors
Cloreﬁaanﬁoné‘?N? 48 ?@W&yclmﬁﬁﬁﬁ%@a&%@ a%l b &P Eanuttinfgfotemustine,
glufoﬁahidfal ff&df@rﬁrdeoltﬁﬁm’m MAfREstind bcbmrﬁafdsﬁﬁha@ InRpiRlher

TKs, manmal i an target of rapamycin inhibitors,
rmtobmntlt@g emidetoly ainating mitseash npysgard N- gméqs,-ra@guulsfanee gemozolomide,

ﬂnomﬁéQﬁ%S?ﬁ%A %g%g&ﬁ? thgig oi dal anti-inflammatory

I'num chenot her apeutics, pol o-1ike
ki nase inhibitors, proteasone |nh|b|tors purine
or tyrosine Ki

anal o ni di ne anal o ce
" Aot B?%y 1n|1@ftPﬁdPﬁ§¢f‘d@}d?’§}e jal- megﬁkc rEfRIAr dyrgsine kinase (Tie-2)
mhlbﬁ&p%?ﬁfaﬁﬁmagsswthnﬂabtef tRESoAG A}@‘_ﬂnhﬂbﬁ&g {ﬁ'stﬂYd gxbwmlgfactor 2

s incl eatretamne
recepf@p d&itdRadhimhibiersed snatrst naelloproteinast i (MMP- Z)ur@ubnt(m matrix

metalfé@%o?ée) ﬁ%s%:’%g\gﬁ/% %@H‘gqgﬁlﬁg{g%t de@g% r%%lg {K;) cj%l% re eptor (PDGFR)

inhibictes, ahrbaﬂdoﬁl@ndﬁsiﬂaajgls shsduear chddtbetiad proveh fgitatf I@Gﬁfpm’ﬂ' tdh@sine
onustine (CCNU), mafosfam de,
kmas‘i"ié\?%qtﬂﬁ ﬁlqﬁof%%\%iég? Jé m tol actol, ninustine,

nitrogen nustard N-OXIde, raninustine, t enozol om de,

thiotepa, treosulfan, trofosfam de and the |ike.
Aurora kinase inhibitors 1nclude AZD-1152, MLN-8054, VX-680 and the like.

Ber-Abl kinase inhibitors include DASATINIB® (BMS-354825), GLEEVEC®
(imatinib) and the like.

CDK inhibitors include AZD-5438, BMI-1040, BMS-032, BMS-387, CVT-2584,
flavopyridol, GPC-286199, MCS-5A, PD0332991, PHA-690509, seliciclib (CYC-202,
R-roscovitine), ZK-304709 and the like.

COX-2 inhibitors include ABT-963, ARCOXIA® (etoricoxib), BEXTRA®
(valdecoxib), BMS347070, CELEBREX™ (celecoxib), COX-189 (lumiracoxib), CT-3,

DERAMAXX" (deracoxib), JTE-522, 4-methyl-2-(3,4-dimethylphenyl)-1-(4-
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Angi ogenesi s inhibitors include endothelial-specific

receptor tyrosine kinase (Tie-2) inhibitors, epidernal
w@e@gbe2b@ct or receptor (EGFR) inhibitors, i nseCT/nS2008/080061

gromh factor-2 receptor (IGFR-2) inhibitors, matrix

sulfarfypigiang ) %@H‘}Zéelv@( b icor i b oGk SparlBokn, &s-57067.

sc-ssfl'zﬁt %be&tssﬁjeiv YSOQMM raGl0K 1HKEEP 6’Fec§;PE%q:n%)the like.

tors ospondln anal ogs vasc
endot helial gr ovvth factor receptor tyrosine kinase
(VEGER) inhi bitors and the |ike.  Aurora kinase
i KT brutorsarlyde ARPDEDT: 8ai1-EQFR. meysunolipesesty. BHE-akene,

eMDLHE: e BT cARlolhnpRe, IO0LAAIS, fKISlyde PARATIN ©

TARGWA@gEI(P(Ktﬁﬁﬂ) BEOYHe7HZPp 343B GFRMusibA %telﬁl\@Yﬁ%"I’{B % atinib) and
BVE- 387, CVT-2584, 1avopyridol, GPC y:d
the 1iRD0332991, PHA- 690509, seliciclib (CYC- 202

R-roscovitine), ZK-304709 and the like. COX-2

i nhi bitors include ABT-963, ARCOXI A (r) (etoricoxib),

lﬁ%re(:é%toﬂ M%S%FS‘%QQ?? CBMB3471070y. 15%&?%%?HERCEPTIN®

ecoxli um r acoxi b

(trastl(z'iﬁna() QWEKB@ZLa a]t-Eﬁb)'f’WNITARG (2C4, petuzumab), TAK-163,
4- met hyl - 2- (3, 4-di methyl phenyl)-l-(4 sulfarmyl phenyI-I

W-F12p16 fiohaRmitykG 8638188 0FKBa3Xi% PI-1 MG-BIER 2 GHERZ vadchic),

JON - LR T TN TN T L

trifunt tishla Iiep ABK o di @i AB-GRR2 097/AB RBPD SRS like.
EGF- vacci ne, EMD- 7200, ERBITUX (r) (cetuximb), HR3,

| gA antibodies, IRESSA (r) (gefitinib), TARCEVA (r)

( 5 : frusd teisn
S b BT el B TR 150004 PULE oo,
subergylimibdg hxyctroxarmllc adid (SRHZ4T3A4yal@loid@3Bafctndikei ni b) ,
HERCEPTIN (r) (trastuzumab), TYKERB (r) (Il apatinib),
OWI TARGr) (2C4, petuzumab), TAK- 165, GWM 572016

(HyPRSRINRiAbrs V138 22 AA G KB BERARICNIE601,dHEERA 0 ( 0JEERRF-2024,
vacci ne), APC-8024 (HER-2 vaccine), anti-HER/ 2neu
17-DMiAspeeldbnampmn.iIBbAQ4, KE751968 2MYCI)GREBHERR'S-683664, PU24FCl, PU-

3, radlsidel WG L9RA BI SREF i BBbS BOF) Ty ™B AR 209, ma

MEK inhibitors include ARRY-142886, ARRY-438162 PD-325901, PD-98059 and
the like.

mTOR inhibitors include AP-23573, CCI-779, everolimus, RAD-001, rapamycin,
temsirolimus and the like.

Non-steroidal anti-inflammatory drugs include AMIGESIC® (salsalate), DOLOBID®
(diflunisal), MOTRIN® (ibuprofen), ORUDIS® (ketoprofen), RELAFEN® (nabumetone),
FELDENE® (piroxicam) ibuprofen cream, ALEVE® and NAPROSYN® (naproxen),
VOLTAREN® (diclofenac), INDOCIN® (indomethacin), CLINORIL® (sulindac),
TOLECTIN® (tolmetin), LODINE® (etodolac), TORADOL® (ketorolac), DAYPRO®

(oxaprozin) and the like.
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H st one deacetyl ase inhibitors include depsipeptide,

LAQ 824, Ms-275, trapoxin, suberoylanilide hydroxamc
w@eiod/o§32¢A) , TSA, val proic acid and the |ike.PEIBBSH08/080061

i nhibitors include 17- AAG nab, 17-AAG OCNF-101

CNF- 1010, CNF-2024, 17-DVAG gel dananycin, |PI-504,

KOS- 953, MYCOGRAB (r), NCS-683664, PU24FCl, PU 3,

I PICPHTE Blhibitobmeihdd 2-453T&p9AOR0 CPERAS00 A ind 11kBe | ke.
MEK i nhibitors include ARRY-142886, ARRY-438162

PD- 323901 PD- 98059 and the Ii keI MIrOR i nhi bitors
B q%ﬁ’m%ﬁmprewrmeuim‘fﬁﬁ%fﬁl@éﬂﬁﬁ%ﬁ"ﬁg 2fja) eptaplatin
lobap%%{l&ld%gl(lm%ngﬁ"mm% eﬂiﬂ)%%ﬁl ar((fﬁ % }g)( 3

(ketoprofen), RELAFEN(r) (nabumetone), FELDENE
(pi roxi can) i_bupr of en crea ALEVE and NAPROSYN
% Isedrase\y melyde(Bi-2330ramd dleg lika. NDOCT N( 1)
(| ndorret hacin), CLINORIL(r) (sulindac), TOLECTIN(r)
(tolmetin), LODINE(r) (etodolac), TORADOL(r)
( Hatanlmispe)din DAYSIRGOcIndE A3 p5 iz ABT-a6id ABIE-8D8 KESHPD@RdRthe like.
i nhi bitors include C 451, CP-673, CP-868596 and the
i ke. Platinum chenotherapeutics include cisplatin,

Eh@EHR Muindd inklh@ EwA@fpﬁ%{b%wzunmm&B@tg@ AEE-788,
nedapl ati n, PARAPLATI N (carboplatin), satraplatin and

ANGIORY MIERY, axRahib-(AGKES DD 2011l G R-64% 631 EMIBE, Macagaﬁ

and the |ike. Fhronbospondin anal ogs include ABT-51
(pegamemi@eTﬂEwA&gésorafsmbb B e S oD R DBk GFE-7S7.

228 TR T (O ATh L) R g vt i VA

47n Macugen (pegaptam b), NEXAVAR (r)
(vand %@*J )Lé%%g%%oe), pazopani b ( GW 786034),

(PTK- 787 ZK- 222584), SUTENT(r) (suni ti nib, SU-1
VEGF tr vat al api b, ZACT vandet ani b

zéﬂ@anmbom 14@@161 AwéWTAnt(P%%t%sﬂ fitseéluma Y@ééSKLﬂ\ﬂm)
5-azaé1€81ne,t 5’(]?]58% ggelclijtn%)mle')Yggrmlo ur, LEME'%)AT (cladribine), clofarabine,

cytarabine, cytarabine ocfosfate, cytosine arabinoside, decitabine, deferoxamine,
doxifluridine, eflornithine, EICAR, enocitabine, ethnylcytidine, fludarabine, hydroxyurea, 5-
fluorouracil (5-FU) alone or in combination with leucovorin, GEMZAR® (gemcitabine),
hydroxyurea, ALKERAN®(rnelphalan), mercaptopurine, 6-mercaptopurine riboside,
methotrexate, mycophenolic acid, nelarabine, nolatrexed, ocfosfate, pelitrexol, pentostatin,
raltitrexed, Ribavirin, triapine, trimetrexate, S-1, tiazofurin, tegafur, TS-1, vidarabine, UFT
and the like.

Antibiotics include intercalating antibiotics aclarubicin, actinomycin D, amrubicin,
annamycin, adriamycin, BLENOXANE® (bleomycin), daunorubicin, CAELYX" or
MYOCET® (doxorubicin), elsamitrucin, epirbucin, glarbuicin, ZAVEDOS® (idarubicin),
mitomycin C, nemorubicin, neocarzinostatin, peplomycin, pirarubicin, rebeccamycin,

stimalamer, streptozocin, VALSTAR® (valrubicin), zinostatin and the like.
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5-azacitidine, XELODA (capecitabine), carnofur,
LEUSTAT (cl adri bine), cl ofarabine, cytarabine,
wa@ydoatszehie ocf osfate, cytosine arabi noside, PCT/US2008/080061
deci t abi ne, deferoxam ne, doxifl uri di ne, eflornithine,
ECAR, enoci.tglne thnlcgldl fl udar abi ne,
hy QPRIRSAIFESE INBLOIERY Inflile, QHGieH, SmipegemiRtoes byamqpatide,
arnsa J&%beﬁrﬂl W%to%% \8@ 1 Ci O- A h&t@pa!nr}@)drochlonde)
a anE

oxyur ea, ner ca opur

campt@tHE@fnC BRI AREP @@&az%ﬁmewﬁmhmaﬁ 6dot86é@1‘ﬁPEEDEN'OE® or

aci d, nel arabi ne, noI atrexed, ocfosfate, pelitrexol,

PHAW@MEIIN@,(ep’lﬂibﬁdlﬁ)’ e@o@dmdeRlebﬂWafnl, MO-h¥ dioaptaneptothecin, gimatecan,
trinetrexate, S-1, tiazofurin, tegafur, TS-I
lurtotqqagein B e OnePTatAprdn @YY ¢B, DiRgTioBE gubiteran robughsane, SN-38,

tiai otics acl arubicin, actinonycin D,
taﬂupggr}?ugl&gtitgctahg%%g%ylg%n adri amyci n, BLENOXANE

(bl eonyci ,n) daunor ubi ci n, CAELYX or MYCCET
(doxorubicin), elsamtgucin, epirbucin, glarbujcin,

zAvtbesics inghidg ki AT IN n{he&w%%ab@ CRéPrspassiicamibodics, chTNT-

1. Q5RREE, BRPHELT B0 PUaB A 1P R spei
antlbo(d\lleﬁsl{) Iz&rheﬁ) ’P (zlgﬁkat(e(ﬂ’e oqgmggbeBJEN@AﬂEﬁ@

OI‘S § nc aclaru am noca eCI

%lg}glé r t ecan,
RITU gﬂitgﬁméa% %%ﬂAR ?‘? ?ﬁ‘ﬁ@%@%@f y%l%)%%: | ori de)

canpt ot heci n, CARDI OXANE (dexrazoxine), difl onotecan,
edot ecari n, E‘LL‘ENCE or {VH HARMORUBI CI N (eﬁ/} rub|®C| n)
etiopmena dherandes melyde ARJ b@%x@é%ﬁﬁ@?@kh SR @l

<exenﬁ'pr§|§$ E%%&lﬁén%%&éﬁhaﬁesefﬂlzﬁ h%%%iﬁﬁg%@ii@ﬁi' giroglixg
o L AL P ROEAR A s AR i
EVISTR@(F&Q&I%%)B) %ﬂ% gﬁiE za ol I rrllggrr1|§ )FAL#@EXS peci f

® r ®o
(ﬁnvegtr%ﬁégmfeﬁ Wéu%eztzg%;l iy e%W%%%bﬁﬁemm

RENAGELF I(dﬂxléfﬂalcﬂ%foﬂ)é tasafoxetond nelipkdlalel ackiate, MHG[ZQGE@ (megesterol),
t herapi es include ARIM DEX(r) (anast rozol e),
MIFER nNfapyis(oax e MEE AN ON&Y fokitdnaide), NOISORBEX * (tamoxifen
' bi cal ut am de), CETROTIDE(cetrorellqg(é_ degarel i x,
citratq)eRI N AKIH™ s@nANp(qdmsp@@sthEc Snesthaddnlostane,
DROGEM L , ([ e) ,
SUPREFACT (buserehn), TRELSTAR (luteinizing hormone releasing hormone (LHRH)),

VANTAS (histrelin implant), VETORYL®, (trilostane or modrastane), ZOLADEX®

(fosrelin, goserelin) and the like.

Deltoids and retinoids include seocalcitol (EB1089, CB1093), lexacalcitrol
(KH1060), fenretinide, PANRETIN® (aliretinoin), ATRAGEN®(liposornal tretinoin),
TARGRETIN®(bexarotene), LGD-1550 and the like.

Plant alkaloids include, but are not limited to, vincristine, vinblastine, vindesine,

vinorelbine and the like.
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EVI STA(r) (ral oxifene), fadrozole, FARESTON(r)
(torem fene), FASLODEX(r) (fulvestrant), FEMARA ,
W@ b@broszeé e), fornmestane, glucocorticoids, HEGICOROE2008/080061

RENACEL (doxercal ciferol), |asofoxi fene I euprol i de

acet ate, NEGACE (nmegester oI ,_aM FEPREX

(nl?rcrt@%pn@tnaiﬂ@)tors Rl DRDNE (@PﬁWﬁthGlmNm@@ﬂ PR-171
andth(e@k (tanoxifen citrat e) PLENAXI S(tm) (abarelix),

predni sone, PROPECIA (r) (finasteride), rilostane,

SUPREF ACT (r) (buserelin), TRELSTAR (r) (Il uteinizing

hor rmne r l easi hor mone, ((LH VANTAS h| strelin
[alg‘lﬁ ggleqx § NG Utdfel(lmﬁ lg_l)@%q% aré)q, ( gﬁwncmg agents.

Interfégﬂrﬂa@ﬁd@ rnltet(f&%ﬁ laBlhk] Wntegf%ﬁﬁf abhdNa, ‘fi‘tﬁgrf&%ﬁ alﬁhléf'Zb 1nterfer0n beta,
[toids and retinoi ds i ncl ude seocal cit ol

1nterf@811 @93dma-1 aeAﬁH&M‘MUNEI ({1 far06 @pmntfaelty) pdr 1n1lecferon garnma-n 1
PANRETIN (r) (aliretinoin), ATRAGEN (r)(liposonal
combinagensitbémadt anf ARGREST IOQhQIra)g@mmmeeﬂeliAFE@NElsmMrﬂﬂn

t he |4 ke. Plant al kal opds include, but age not

im
BERQMUNH (rﬁ?bSPP@mllh)eBEW%Raéﬁoﬁlﬁ@nomﬁb?dgémﬁéth \(alﬁ@mu%mhb CTLA4
oS AT B S e L S
(lenoété ), f‘eﬁtlﬁén, 'lég%ﬁ@ﬁ& Q%'hg ﬁ{térféreﬁllﬁﬁfuel ?HW-@@Q rﬁé;}gnoma

I mmuné- anci ng agents rferons incl
Vaccirilmtrénm@mab slofdramostmy, VI &0 RGP GeeBeiy zunmtbenzb garoiein),

N L UL, SINR L S
o, S S i

b
VIRULRONOL Ny DAL b ORI ERORE b,
ZENAECRP D@zl Bemale VAU, (0@ PIIBL HEGIRID, (i BANYNTRe like.

(I'enograstim, lentinan, |eukocyte alpha interferon,
i m qui nrod, MDX-A O nel anoma vacci ne, m tunomab,

%ﬁﬂ%s%#gr&n&%w F\;Ga@%ﬁn%%\'ﬁg@gﬂtéﬁgél ggﬁg@%%mhams § of living

organ{safs@E BYAGEB! rePBAIUNRIOR RS {ofvMEIMRS th, orm%ﬁ{%lon of tissue cells

sargaranosti m si zofilan, tecel eukin, Ther aCy

to diregh Eeihiexhavy/pRULYIOINCEy ity amd ingnde WE‘S'IU(D lesReEn EUP@lle(m ypicibanil
pF-3 503 ISR RKD 8, RARRK) N ik ymal T asi n)

Pyrimidine analogs include cytarabine (ara C or Arabinoside C), cytosine arabinoside,
doxifluridine, FLUDARA® (fludarabine), 5-FU (5-fluorouracil), floxuridine, GEMZAR"
(gemcitabine), TOMUDEX" (ratitrexed), TROXATYL™ (triacetyluridine troxacitabine) and
the like.

Purine analogs include LANVIS® (thioguanine) and PURI-NETHOL®

(mercaptopurine).

Antimitotic agents include batabulin, epothilone D (KOS-862), N-(2-((4-
hydroxyphenyl)amino)pyridin-3-yl)-4-methoxybenzenesulfonamide, ixabepilone (BMS

247550), paclitaxel, TAXOTERE® (docetaxel), PNU100940 (109881), patupilone,
XRP-9881, vinflunine, ZK-EPO and the like.
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ZENAPAX(r) (daclizumab), ZEVALIN (r) (90Y-1britunomab
tiuxetan) and the |ike. Biological response nodifiers
wae@dageed s that nodi fy defense mechani sns of PCTWURZ08/080061
organi sns or biol ogical responses, such as survival,
gromh, or differentiation of tissue cells to direct
themto have anti-tunor activity and include krestin,

| enbipdaids SO ﬂe&@m inRhGoDABIalso e B& 14362 6sé G 83248nsitizer

ubeni nex and t i ke. Pyrimdine anal ogs include
that celiangeseth¢ ﬂ&icegsr Qf I@d@theMpabEﬁ@Qpla%Ob)adw@Ww ipelude, but are not

hrmte _t(%%'x%:g:ﬁl l%g%r}l g%fég%ﬁd%& d[%: %gl)% Ip#/ '&ﬂg&ﬁﬁ%;ﬂgg LR®hnsealed

sourc{ geliathdrafpi. ne) , TOMUDEX (r) (ratltrexed) TROXATYL(tm
(triacetyluridine troxacitabine) and the |ike. Purine
anal ogs include LANVIS (r) (thioguanine) and

PURlHNEIIILA B T860 Wd%@t?ﬁg&%gﬁheﬁorkn Oiéﬁisa 'Fetc@ﬁl'bﬁlea%ﬂlt Sther

i ncl ude bat abul i n 0 % $
chemotheriepsufisragenth peaki %@EB&AMNET(%’I (ABI 007), ABT-100 ( arnesyl transferase

sl RS TPREIE LRI (R R”
pon A HESACATREAN rektR At R SREBL " AL i

arglatif, qJ Apagifitendgttstaace bR n{éﬁﬁ@-Sa@ ﬁoﬁ@gﬂld}§ﬁy$4 Hl%l%)f hRatge®

enhances the ‘ef ficacy of radiotherapy. Exanples o
(tazarot@dé )0 ANVE-8G2, Bl 2udeatuninmitabdy eclingetin loir mdhexhnt(mmc&xieelromlfactor),

b di ot h teleth b
canvagV aks B TEE Y @c@née@Eaecﬁﬁcsgé%ﬁb%r@é%yln?qﬁ\%ﬁqh GHRLEYE”

(hlsta]"}\;‘n}q,&5 &zq{gghq %ﬁ,{)&%g/ékkf#ﬂ Zh o ai')ll arykl)lglg (\:Igccmesl gHOP (C:
eSSV R A b >
o: Vlé%/r%‘(l é @Nbgw\fﬂ%jp@’\g& né I%‘(}EXET{;U e@ti?rgzé%?Al%A?GS%EGF or

TransiViiDai GAROMi (dipathcei) to;@lﬁsg | dlohibazihe a&a@ﬁc&@ydﬂ[ﬂSS% dimethylxanthenone-
at anest ane él-nethyl 17- di one- andr ost a- | dlene}N
4-acetiomaat (1 bieatepeil, ANEZED62" (s@mbam i lactgtoRBBYIERICINE ™ (T4NS

cachect cach necr o
iposc O n eGSR CCS S VA8 AREDP A hiyin. EPO90S,
GARﬁSﬁW@Q@JlWé& Wit pafbENEs (Types 6, 11, 16, 18) recombinant
vaccine), GASTRIMMUNE ™ (gastrin-diptheria conjugate), GENASENSE ™ (oblimersen

sodium), GMK (ganglioside conjugate vaccine), Gvax® (prostate cancer vaccine),
halofuginone, histerelin, hydroxycarbamide, ibandronic acid, IGN-101, IL-13-PE38, IL-13-
PE38QQR (cintredekin besudotox), IL-13-pseudomonas exotoxin, interferon-a, interferon-y,

JUNOVAN™ or MEPACT™ (mifamurtide), lonafarnib, 5,10-methylenetetrahydrofolate,
miltefosine (hexadecylphosphocholine), NEOVASTAT®(AE-941), NEUTREXIN®
(trimetrexate glucuronate), NIPENT® (pentostatin), ONCONASE® (a ribonuclease enzyme),
ONCOPHAGE® (melanoma vaccine treatment), OncoVAX (IL-2 Vaccine), ORATHECIN™
(rubitecan), OSIDEM® (antibody-based cell drug), OvaRex” MAD ( murine monoclonal
antibody), paclitaxel, PANDIMEX™ (aglycone saponins from ginseng comprising
20(S)protopanaxadiol (aPPD) and 20(S)protopanaxatriol (aPPT)), panitumumab,

PANVAC®-VE (investigational cancer vaccine), pegaspargase, PEG Interferon A,
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(hi stam ne di hydrochl oride), CERVARI X(tm (human
papi | | omavi rus vaccine), CHOP (C. CYTOXAN(r)

w@ eyoelospbospham de); H: ADRI AMYCI N(r) PCT/US2008/080061
(hydr oxydoxorubicin); O Vincristine (ONCOVIN(r)); P :
predni sone) CyPat (tm, conbresgatin A4P, DAB(389) EGF

phenogpdipt, reqer mmbt%sta(tfﬁ%m\é‘wa(%wwaba& Y bEY e,

(enal RIS RS L qf?pm 1@@&?Wﬁ®§c@1gﬁ pE, SoREA Bane”
(amtr%g %%speé&ga egn n}éceg ? r@porgﬁzt%[]azobst?ﬁ @?@E@&%&&?ETIN
ey e G T

TEMODAR'T té&insHolhRIe ), feshffcHE ah&)donfENASENSET OPEY (STn-KLH),

(oblinmersen sodi urr) GW (gangl i osi de conjugate
thymitegid e +ameho- 3MKYQIpF63816&tyé4em<néef4 pym@ltrh@)qumazohne

. h f ugi ' b b d
ainydfiEh e NG ool s Foteior WRARHESARTR Ay e EPLERfor
necro;ksl?%%I(BXTRAULE%@(%&%&VEQ@%@ I\s%&%%? RretinBiQREER A; ﬁ)trandrlne

|nterferon g, JUNOVAN(tm) or (mfanmurtid
TRISENOX “atanichic tﬁoﬁ@emhm@m%ﬁlkﬁﬁry dfeﬁb%@t ¢f,alkaloids from the
m | t ef osi ne (hexadecyl phosphochol i ne),
greatoNECMRABRAP and) ( AEx8d (Bhti-alNEHAVEREX] M(trb)od{/), MGféTRHs‘k a(rﬁotexaﬁn
gl ucuronat e NI PENT (pent ostatin),

gadolmil%h aféNéés MMt gseatan). dech&% aﬁbalan\%b & QDELIS™

e R0 ISP RIS SRR g

andtHU‘Mke( muri ne nonocl onal anti body) pacl it axel,

PANDI MEX(t m) (agl ycone saponins from gi nseng

conpri sing 20(S) protopanaxadi ol (aPPD) and

2 t |

(1o AR RARRUAMA AP sed Al CrPANLEATRD ol Ry biven of
cells demived fremompdlighe nancodonicoppismaacibding kmbryabl rasda@tyosarcoma,

pedia%%é?y%ﬁ@##ﬁé%ﬁ%ﬁq E%llﬁ%rlj\c{:_agut% N dom dslzerma pedla%rlc

alveo RO DI sadcotiAC pddigtit rdﬂaplz%‘ﬂ@ écﬁﬁt’h@ RhNERIarge cell
st aurospores), tal abostat

1ympl(0@e%( af:@ﬁfélﬁ@}laplqr%s@dmde&lphleﬁtpn@[wi?lqéla@ Myp@ﬁleﬂeyatmd/rhabdmd tumor

of the [l HEOT SR Bluneid GGt GRE noul EIAAR Dodiatic Burkies

lympHoBtn pedikiyic chingens o falewing: sefmnlﬂgdﬁ tumors such as primitive neuroectodermal

mmorls(drliﬁ%wﬁ é@fugﬁ g‘?ﬁp%% i‘?gff‘ g RydiEBiePyRpig)histology Wilm’s

tumor,Tﬁ&ﬁﬁtfﬁd %(fnmst()ﬁud EQVRGE Aodu RIMusERRd, ipBlliagRMeBtIbl Rk Bediatric
ene 1o0r unor
neuroglastoma-derived myelocytomatosis, pediatric pre-B-cell cancers (such as leukemia),

pediatric psteosarcoma, pediatric rhabdoid kidney tumor, pediatric rhabdomyosarcoma, and

pediatric T-cell cancers such as lymphoma and skin cancer and the like.

Preparation of ABT-869 and its utility as a PTK inhibitor is described in
commonly-owned United States Patent No. 7297709.

The following examples are presented to provide what is believed to be the most
useful and readily understood description of procedures and conceptual aspects of this

invention.
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necrosis factor-a), TRACLEER or ZAVESCA (bosentan),
tretinoin (Retin-A), tetrandrine, TRI SENOX (arsenic
wo eooonsteg , VIRULI ZIN , ukrain (derivative of BCRES08680061
fromthe greater celandine plant), vitaxin
(anti - al phavbet a3 anti body), XCYTRIN (notexafm
gadol inium, XI NLAY(tm (atrasentan), XYOTAX(tm
(paclitaxel, poliglumexpExaX@PELlI S(tm (trabectedin),
ZD- 6126, ZI NECARD (dexrazoxane), zoneta (zol endronic
aci d), z®@rapbiation oA T-869 Vi KhandlateiGysihlsioc Eapedt ed
.that ABT-869 drate Crystalline Form 1 woul d jnhibit
A mixiyrg of REF-86% h%oag?m%a g sreats é83 ﬁ{‘?ﬁp@’ Ela‘ﬁ]élé]lil thg ABT-869

hydroBRIBREASIY EoRbIHALNG I @ITDIWRNRked RARIAHRSBERABhosphate. The
ediatric acute |l ynphobl astic | eukem a, pediatric

organgday® wasetprgetnduircaledukignilerolopiedigatarion, and/ale¢rad. A small quantity
r hahdo sarc , di at r.ic anapl astic epen na
of Ly R P & T RIS b Bl D BB s
removasdag! aa:S(g'}rd})ri]mgﬂﬂl!legiblﬁlvﬁﬁt aﬁ%mol.ﬁedﬂiﬁbﬁdl @‘?hah(ylph@albe added and the
terato ~hapdoi d t upor the central nervoys system .
SOlutl%E?a_é?dr 'iocfﬁﬁpﬁﬁ é‘ﬁkﬁﬁ?}ﬁ?’a@@% TheRBNOR Was @a?lﬁ{f fq ¢>°C and diluted
with v@#&k kldsth lXﬁP%gﬁ/ﬁ E?l?aql'ofatté nys&?lﬂ{:eeﬁ $m°f o ﬁﬁliﬁe.fﬁ@plryduct
of 't Gior & ‘such  as primtive feur oect oderna runors,

was io@dtB tasBeddith Watr amakiag uh&er\Wduted Presii®rwhiRedb@itdring
. favorabl e histologg WIm s tunor, pediatric )
residugl ¢tBpl asstetmand qblemobebyi aas Frigmatees iy t(G¥) akewintar ¢biyd<arl Fischer

(KF»E§§?89B?§@%Q?2P§%ﬂiatric neur obl ast ona- deri ved

ocytomat o pediatric pre-B-cell cancers (such
as | eukem a), pediatric psteosarcoma, pediatric

rhabdoi d ki dney tunor, [ i.¢ rhabdonyosarcoma, and
pediatric T-cell cancergﬁgﬂgkigg | ynphorma and skin

cancer andptpgratibk 8f ABTEPR BYdraR OfstAffhe 86fnand its
utility as a PTK inhibitor is described in

c SRewing-tewndralimtioagvids dibayc pediwnphaephater docplgizingnearbon
el LA SO BSRTD] LR SRR PRI Mo
ABT-86% or éthdnod wae gragnad fedined svitindateoat2SpE ualth agpentssigadtion.

this invention EXAMPLE 1 Preparation of ABT-869 %
ABT-£69;HaQ) @y etalting Soem liwas ixdptad. 1vashed with mertgs andgirioggmder reduced

presa[% g)’hﬂé%%%ﬁggﬁg }&1&%Pé@hylaa%gtta?et a%daeﬁgangf &)@Qj%) anidrlxzé/f'glj (%9 KF).
The dried material may be delumped/milled to control particle size. A yield of 76% is
typical.

EXAMPLE 3
Alternative method to prepare ABT-869 Hydrate Crystalline Form 1

This process was modified from the current process by adding a cosolvent to reduce

the volume of the crystallization process.

Currently, the process uses a solution of ABT-869 dissolved in ethanol. This solution
is slowly added to water. The current process requires a final volume of ~220 ml solvent /g

ABT-869.
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hydrochl ori de was conpletely soluble, was m xed with

di basi ¢ sodi um phosphate. The organic | ayer was
waepaised, treated with decol orizing carbon, BOTUS2008/080061

filtered. A snall quantity of L-ascorbic acid was

g and th 4@%?& ? ated The et,¥ |
Yradding agetic % 6 ﬁ an 333 tlg{l,l 3 NgES; SORCSAtRRfpd solution
of ABALYGNGIn- beAdstct fe‘aﬁéih% @&eh@r[h@ kolvaM voRirdddedoaditmt ffvent/g ABT-

sol ution heated to dissolve any solid that forms. The
869. Betays¢ ofcanenmand eprstratndgs, 2Banaisd-oaedntiated salution wh e T- 869 allows

0 |
for bRk eXeP i Rl A B B Cu R A o
wat er, and dried under reduced pressure, while

B 2 AR L R L A R LR 7o
glama’P\aé’dtl‘éla@ldOfS 796 df SsdoYilt @aild- wEOMB Kol d?o%ﬁfd@ﬁb@@f @t product

9 Hydrate Crystalline Form1 Follow n

The sw@twm wa&s starddomtivial] phagiobids dissadeeli (mgsheseph ahéﬁt heating (not more
than 3%8%@0? §(5 ﬁmﬁgzaﬁ 3L t[)l Y t%ragﬁéﬁ%‘_uégﬁ ) Lfltﬂg sglﬁgg a)as &t%l&{ !?)yiSOC.

e as ‘descri ed in e n1x ure o
ABT- 869 in ethanol was gradually m xed with mater at

Famsblsest S5 sBa T s alhuliratcidar o T e curve

impel WRAEA ddiBEHAT BETIRE LS casWiid 1€e1mlh§ Efﬂ&en%? I Théaka®bMWs fitted
acetate and ethanol (by GC) and wa The

i e i esbpeaIhvionTiacs ATl ofthe addition tube
was sﬁf’a{téd § ]?qu\%/% 6121{15 g f%o%pt?lé Fs)lgr?(;éoe Rgﬁﬁey\g%t&ﬁi%cri Wﬂ‘&&n the sides

of the(ﬁéatﬁdrair lthahaFt@if mhellm'fiellSr) pTacdp of eudddidinftulckshbuldmot be

rrent procgss b%¥a8$Lng cosol vent to reduce t(f
subsu BFLAE B POYR EUERE L A9 ?Ft‘bfrtﬁ%gré‘mr@%‘? gﬁtm%}ne HSCH-
5°C. process uses a solution of ABT-869 dissolved in

ethanol. This solution is slowy added to water. The
current process requires a final volume of -220 m

otlRBlra PO o A 0% SR8 SR fud Beiypmer g5
to the reactor. The solution was added through an inline filter to prevent addition of
undissolved solids. The addition was completed at a constant addition rate over the course of
not less than two hours. (It is critical that the agitation in the reactor be high (>500 rpm in a
250ml to be safe) reactor. If the agitation is too low or the rate of addition is too high it is

possible to nucleate a different crystal form.)

White solid appeared as soon as the ABT-869 solution contacts the water. Through
the course of addition , the slurry thickens During the addition, samples can be taken to

check the crystal form by x-ray.

To ensure desupersaturation, the mixture was stirred for not less than 1hr. Samples

can be taken to ensure the concentration in the liquors is correct.

The mixture was filtered through a pot filter fitted with a <10um pore size filter cloth
(or filter paper). Some breakthrough of the solid occurred initially. After approximately one
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of ABT-869 can be made, reducing the final solvent

volunme to -60-80 nm solvent/g ABT- 869. Because of
weouwopsepd constraints, the nore concentrated BOI/US10081080061

of ABT-869 allows for better mxing as well which

.. h S t ensure. the. desired cr. formati on i of
third %ELP‘B S Ryekiinh %éh%léwrwsreﬁ?%%/wﬁaéedofp TR %%Wat passed

ﬂnouggggf@%pof) and 771g of glacial acetic acid. 575ng of
ascorbic acid was added to avoid degradation of the
product. The solution was stirred until all the solids

di SRR A };'Yt?atlgé' fhe R!\%‘Ec%ﬁé Ka¥ wa§111éé19s17 fth Qﬁf%% JCR (L PS5y han

can be ssol ution.)
The sol uti on was cooled to 250C. 443Cg of water was

ded ta l.ass, |i acketed r tor fitted with a
39@5&% Qle A eel.nt ‘(‘R&‘Eﬁeﬁﬁléﬁgﬁg‘baffl ing can be

used to help mxing efficiency.) The reactor was

fitted with an addition tube with an outlet |ocated

afby eolihwasdiiddat S00€ fedLTilghisd. The addition tube was

situated so liquid will freely fall to the surface of

the water (and not drip down the sides of the reactor

oFirtaheragih aditcfwdshes.0 wpsl [Féara) acclibecid qonaiht ivae<a@dihi wi%NnCrystal

t ube ouI not be surface at any point during the
form ‘gﬂl%l?q écrf%?nq @#ger ature was nmintained at 250C

+/- 50C. A di aphragm punp or syringe punp was used to

slowy add the solution of ABT-869 to the reactor. The

s &lﬁf@ﬁeomwmtsadd sl ver nokigreshpan b useé td akethetAB 886 eplution,

‘ i < R
includif il A, 9] FARIKEH DRMFIPimtS BB RIS, cihanorv,
ethanelfacoiod adldgﬁhatnbﬂﬂhylvmdaw,l asd cthhioIBMET astdre ed)nmlbﬂ:ﬁallyl‘miailable
tatio eactor be high (>500 rpmin 250n
throu@bélsglas% @911 é solyeptsyyed ‘i%F a§q08%§ A6 By ) dRygphase
separdth %Jlﬂh%ﬁetoind%gé hbtQRglade %@F @699 hDEfenlihoRASHS Q(Ll@eﬂt%sed the
nucl eate a different crysta form) Wite solid

amoupiyeeatercised instbo pragsssitney WBT-1869 adjobtadi Gnrrewhit the prooekrerequires
that tl{éﬁlﬁ %&Solv%ggﬁo&{?ﬁ eBg 95 >0 oatequﬁl g){r({elr g&; ensurt‘ellgatstkéJ 51¥ect crystal

ens n
form bdmaaieatdae crystal forn1by X-ray. To ensure

desupersaturatjon e re or naot
i Ftﬂ?e(l @ghﬁw@%dg'ﬁf B4 v n f@é{’éﬁ Gopng from a
soluti&@ONE&N S dn®Bwitdh fiSethhfHAES d RiFRMEES ary.

Powder X-ray diffraction (PXRD) analysis of samples was conducted in the following
manner. Samples were prepared by spreading the sample powder in a thin layer on an
aluminum sample holder and gently flattening the sample with a microscope slide.
Diffraction patterns were collected at ambient temperature and environmental conditions
using an Inel G3000 diffractometer equipped with an incident beam germanium

monochromator to provide Cu-K,, radiation. The X-ray generator was operated at a voltage

of 40 kV and a current of 30 mA. The Inel G3000 is equipped with a position sensitive
detector that monitors all diffraction data simultaneously. The detector was calibrated by
collecting the attenuated direct beam for seven seconds in 1 degree intervals across a 90
degree two theta range. The calibration was checked against a silicon line position reference
standard (NIST 640c).
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The m xture was filtered through a pot filter fitted

wWth a <10 mm pore size filter cloth (or filter
w@apeni2226one br eakt hrough of the solid occur redI/uS2008/080061

initially. After approximately onethird of the sanple

is filtered, the liquors were recirculated to recover

any solid that passed through the filter. After

fiFidurat i hstD o»tzér& xvreyeﬁiﬁecmxsﬁ)a\e@ﬁh@@ NYAE3- éliﬁﬁl@flffhﬁiraﬁtﬁ 4-

yi e

tinmes w cal d at the |ab scale in th
yDphgnyblchs@- ﬁhsar mwthsr eryaluren MeadrawrGrastabine 5oucC 1 dro“mg2 theta
§2hrs Final water content was <5.0 wt% Final acetic
acid content was < 0.05 wt% Crystal form was
confrrned by x-ray and DSC. Different solvents (or

lvent m S), C be used to .make. the ABT-
<diiaea o; ﬁerlﬁd)rﬁeag S SBYC INSREERVAT 59K hEEny GRgor peak
posm&rNNE)a P)@Uﬂ%taﬁé’ﬂnfrﬂaw% d8d (viMyd deRh8@n 8h ABMEDIes such as the
et hanol / aceti c acid, ethanol/ethyl acetate, and o
tempaesatheen sik¢ inrystals&@r@ meihelpey.armplegreparaiine o sanmlgheight in the
sol vents used in the process
andyé%a%ﬁ0€h% %deéﬁ%%&91§%e separate with water and does
not degrade ABT- 869. Dependi ng on the sol vent used,

nt of wa n the rocess ave to be
3 1yatse gnea@irr)rbgﬁrlﬁgrs Edlrﬂiaeaé%%os QoYY af%‘érpertv measured with
differéﬂtrllé'dla cﬂj\é‘ﬁﬁle %!?BQ% 1I O@u-l?@xl ’f{&vaéc‘g kor' arﬁdq{eq@& defd?atlon

ensur e at the correct cryst’a form be nucl eate

having hJaSrelﬁﬁngﬁGiSl SA@e0t . W O7hA a1 . 3a02i Al aABT9869 As %ﬁp&c&welyt may
ABT-869 is co nrn%4fron1a solut ion, then a sol ve

providgspaek Rosifiprs whish dEfor dtomt thosapieasured with Syde wdlmmehlch has a
Wmvdghéﬁ%fdgﬁﬁggptron (PXRD) anal ysis of sanples was
conducted in the follow ng manner. Sanples were
prepared by spreadlng t he sanple powder in a thin
eélﬁlniggo?tﬁ é)%gg%rgngs an?shoef e%( B?Sr tloanggré 0 hg% all of the peaks of
the gralﬁ f)vhfb(htlt PcqRs hierrogorwerie tamlslof ah@dargfosizhs @Mo theta) with an
nperature and environnental conditions using an |ne

allOW@@@@l‘léﬁlﬂﬂWroéét(bheftsépe‘éﬂﬁﬁ bpty WSt Rhasmagensiad epgesd84ml 884

omat or .t rovide Cu-K 1 radiatio
1995 R atler 0 o aedsbelieried Sphediiga Brodgerdy ey
dlffraé%ﬁﬁil @t&ﬁfsrﬁrﬁra&fce 30 a iEfradiiéh pRin FRRAD SnEptiHcRPRAssigned a
a posi tion sensitive
range of angular positions (two theta) which is the measured peak position + 0.1° and if those

value

ranges of peak positions overlap, then the two peaks are considered to have the same angular
position. For example, if a peak from one pattern is determined to have a position of 11.0°,
for comparison purposes the allowable variability allows the peak to be assigned a position in

the range of 10.9.°-11.1°.

Accordingly, for example, the phrase “about 6.2°, 12.0°, 12.4°, 12.8°, 13.4°, 14.2°,
15.2°,15.6° 16.2° and 19.7°,” as used herein, means about 6.2°, about 12.0°, about 12.4°,
about 12.8°, about 13.4°, about 14.2°, about 15.2°, about 15.6°, about 16.2° and about 19.7,
which, in turn, means 6.2°+0.1°, 12.0° £ 0.1°, 12.4°+ 0.1°, 12.8°+ 0.1°, 13.4° £ 0.1°,
14.2°£0.1°,15.2°£0.1°, 15.6° £ 0.1°, 16.2° £ 0.1° and 19.7° £ 0.1°.
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detector that nonitors all diffraction data
si mul taneously. The detector was calibrated by
w@odveseshig the attenuated direct beam for sevPeT/US2008/080061
seconds in 1 degree intervals across a 90 degree tmo
theta ran% ,The calibration was checked agai nst .
silir éam ‘jabp PEPEING trrapERBRCBCYSdRe gvan [aRpnSTature % 2°C. For
exam@é %)RL {%9? %a#s gg CaJr od\ﬁrggﬂsl 5.@& diffraction pattern
yl) phenyl]-N -(2- quoro 5- nethylphenyl)urea Fwdrate
nééstallme Form 1, show ng het a. val ues.
at flow s meaeteed beipg atdrféftrelrteﬂ aqam@gwﬁkoeﬁsqtqr.(eed@f2920 with
Thernt %Vgﬁt'aé@@&s@ﬁ'q/ PA oB@ﬁEn% Qottdr@ ﬂfA'Iﬂstﬁm?e%ﬁD NR@L @e?s'ﬂ@ DE). A
may vary and w || be dependent on vari ables such as
sampltlﬁe4tmgbpeasavugbed igtozan a:iﬁmmuyfspm asd the pen wmnp?mbcbgyth and
ar at i hei ght 4.,n the anal
atumig TG RRFRRL R plBls bR TR BEAOR. T PSSRl vy v
placed®i tHB @ahsdeand helxall iPadkpdaqRihtat @ Rge BRY) Uin VREHIM standards
nmeasured with different radiation sources.  For

were wsed oyl tempesgiukg and hogh ofkfisionakbraior pada peplysisivat pesformed using
separ @Y RTar ﬁ‘ﬂv@ﬁgf R3a198s ﬁora’é&ggwém&)/%i’ogerﬁon 11 20942 A

and 1.9 A, respectively, may provide peak podsitions
hmnuwhhthdWﬂﬁsﬂeﬂDEhwthose measured with Cu-Ka radiation,

whi ch has a wavel ength of 1.5478 A. The term "about"

precedi ng a series of peak positions neans that all of

t hﬁe@ﬁﬁéﬁ@vlm&r{c%agm YpGAhidata shbwnnm@ed@ﬁldabes QeM inte@tht below
rms of angul ar positions (two theta) wt

70°C. aTh%Wﬁ’@lhelo%ﬁP%h? palyd qorresgpngs fa Broad |e¥1¢<z$b|eraymttﬁ¢ed1@fe§nﬂal

o URRRS) 5 Aol 45 ERH RSy T Wil i

an extpapadtged oGscagf I®2fKf Wact i on patterns. | n practice, if a
diffraction pattern peak fromone pattern is assigned
a range of angul ar positions (two theta) which is the

me wrdsxegloﬂag akmes kd bOMus@ativedfehd hvétidsenll abgiAEnaEd to limit it to
positions overlap, then the two peaks are

the dlé%ﬂ@ri gebedinegth Xpgations asd shangsy abwpupLneiskibied fipthe art are
1nten(%ﬁme ithtr th@ s&ﬁ)%iﬁné lhgtgﬂ'é)?fe[hp HveRidh 4s3deHRES e %f'iurhg

ave a position of or comparison purposes t
al l owabl e variability allows the peak to be assigned a

position in the range of 10.9L 11.1.
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Accordingly, for exanple, the phrase "about 6.2, 12.0,
12. 4, 12.8, 13.4, 14.2, 15.2, 15.6, 16.2 and 19.7," as
wois@d/iobeeei n, nmeans about 6.2, about 12.0, aboPCT/12204$/080061
about 12.8, about 13.4, about 14.2, about 15.2, about
about 16.2 and about 19.7, which, in turn, neans
WEC%JAZI&Ol 12.0 0.1, 12.4 0.1, 12.8 0.1, 13.4 0.1,
14.2 0.1, 15.2 0.1, 15.6 0.1, 16.2 0.1 and 19.7

0.1. The term "about" precedl)ggg1 a tenperature means t he
gilven ﬁ\b[ﬁa&éﬂm@leod?ZOFéryl armi] -N'-(ZzBoeno- 28R yiMeAgurca

Hydlra(zﬁél:3 Eﬁrstﬁ rfé %h?cﬁcwhg? teasfulr ? ?%@%&&ﬁa}l at®

scanni hg orlne
1.541Thér majhaﬁdtealnécabﬁa pewdercdiffﬂactlbﬁ\pa&en asvingrspédtivae valids of

wou LI R BRVAGR W P B e Sl over e

with and alumnumlid containing a pinhole to allow

vapor to_escape. The partially seal ed pan was placed

i B t he ¥ iormaledon gempasingan pxripiantowed iN- bﬁh’% Atrmamlhltléld@fol 4-
yl)phé'f&cﬁﬁnzgnﬂu anrg:@%l fpﬁgrﬂﬁ qu‘ Iyigﬁrgte rsrgtafh P%gtﬁg%\,@%j hen
measyred ataaboe2 1€ with mdpmbahel §4)T'I&N§,r i cﬁé.ﬂacmezeﬁiaiy Ayl des idiffraction

pattert Fayifg Fope v e GRS P LTI el YA L0 FO o . 12

15.6° Silsowahipad 7 he solid | oses 2. 9% wei ght bel ow 700C. The
wei ght [oss fromthe solid corresponds to a broad
endothermin the differential scanning calorinetry

SC) ther L 1
e?dot heArlr%h %Bgﬁ§gl?}ate%tcral g%&“g? q?il onse? R@?‘ ]T‘ fdﬁﬁﬂhéelq%glereto’
with drovid@at o dramorealndn dne aidéltiohhlmtlbatcbt/a'ugﬁ attherapewtienlly efffiective
an | nt end tqQ |i 't|t dISC osed
amougr o kAt snieat B LS o soe T hsrgburca
Hydrat& CHsﬁﬂllﬁé‘Férﬁﬁl %khasvﬁeﬂ ﬂk%ﬁi&ﬁattago&ezsvc Whr}a&aﬁo&aope
and nature of the invention as defined in the

1.541¢% él reecho@cteriagcdby a4 pov\adfrzrhff@cm paftern having respective 20 values of
aboutlg?";_gfﬁ‘;?& 24 1&'8)3 riﬁeﬁy Ny z62-/f 'édOjr']()Oz - EHhyl phenyl ) ur

ar a Crysta |he orm7? V\,h e en fmreasur ed at
about 250C W|th radi ation at 1.54178 A, is

B pocth et oa AR N At miioa M istkgbr 4 Dphery 3 §LB-fuoro-s-
methﬂp%eﬁyl)&t‘éa ?Iydila'ie @rys%&rﬂl& Forh ?c&ﬁﬁnﬁggj

providing a mixture comprising N-[4-(3-amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-
5-methylphenyl)urea and solvent, wherein the N-[4-(3-amino-1H-indazol-4-yl)phenyl]-N'-(2-

fluoro-5-methylphenyl)urea is completely dissolved in the solvent; and

causing N-[4-(3-Amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea
Hydrate Crystalline Form 1 to exist in the mixture, which N-[4-(3-Amino-1H-indazol-4-
yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea Hydrate Crystalline Form 1, when measured at
about 25°C with radiation at 1.54178 A, is characterized by a powder diffraction pattern
having respective 20 values of about 6.2°, 12.0°, 12.4°, 12.8°, 13.4°, 14.2°, 15.2°, 15.6°, 16.2°
and 19.7°.
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2. A formulation conprising an excipi ent and
N-[4-(3-Am no- | Hindazol -4-

w@bkQoplosa2gé | - N - (2-f | uor o- 5- met hyl phenyl ) ur ea Hdr/a8m08/080061
Crystalline Form 1 mhich when nmeasured at about 250C

wi_.t h radiation 54 I S. char cterlz

powder T Procaendt <9|11a”|5‘a A b SomiTisgit sdh ﬁhsi\gb‘@?%g&ggo 1H-
indaz&t4- gi; yA-- (231?1109@ 5Lﬁetﬂylpﬁ&ly&)ur@a:ﬂﬂdraﬂa‘t@staﬂiﬁe Porm 1,

15. 6, 16. and 19. . A nmethod of treating cancer in

a manmal conpr|3|ng adn1n|ster|ng thereto, with or

wi t hout one or nore than one additional anticancer

drugs, a therapeutically effective anount of

N-[ 4- (3- Ami no-| Hi ndazol -4-yl ) phenyl ] -N - (2-fl uoro-5-m

et hyl phenyl )urea Hydrate Crystalline Form 1 which,

when nmeasured at about 250C with radiation at 1.54178

A, is characterized by a powder diffraction pattern

havi ng respective 2Qval ues of about 6.2, 12.0, 12.4,

12.8, 13.4, 14.2, 15.2, 15.6, 16.2 and 19.7. 4. A

process for nmaking N-[4-(3-Am no-

| H i ndazol - 4-yl ) phenyl]-N -(2-fl uoro-5-

nmet hyl phenyl )urea Hydrate Crystalline Form1

conprising: providing a mxture conprising

N-[4-(3-am no-I Hindazol -4-yl)phenyl]-N -(2-fl uoro-

5- met hyl phenyl )urea and sol vent, wherein the

N-[ 4- (3-am no-| Hindazol - 4-yl ) phenyl ] -N - ( 2-

fl uoro-5-net hyl phenyl)urea is conpletely dissolved in

the sol vent; and causing

N-[ 4- (3- Ami no- | Hi ndazol - 4-yl ) phenyl ] -N - (2-fl uoro-5-m

et hyl phenyl )urea Hydrate Crystalline Form1l to exist

in the mxture, which N[4-(3-Am no-|Hindazol -

yl ) phenyl]-N -(2-fl uoro-5-nethyl phenyl )urea Hydrate

Crystalline Form 1, when neasured at about 250C with

radiation at 1.54178 A is characterized by a powder

diffraction pattern having respective 2Qval ues of

about 6.2, 12.0, 12.4, 12.8, 13.4, 14.2, 15.2, 15.6,

16.2 and 19.7.5. The process of claim4 further

conprising isolating the N-[4-(3-Am no- |Hindazol -

4-yl ) phenyl]-N -(2-fluoro-5-nethyl phenyl)urea Hydrate

Crystalline Form 1.
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