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CRYSTALLI NE CHEMOTHERAPEUTI C FI ELD OF THE | NVENTI ON
This invention pertains to N[ 4-(3-Am no-

wo pbovnsazdl - 4-yl ) phenyl ] -N - (2-fl uor o- 5- PCT/US2008/080060
met hyl phenyl ) urea- V4 Et hanol ate Crystalline Form 1,
ways to make it, fornmulations conprising it and nade
wth it and nethods of treating patients having
di sease usi ngCRySTRAGHSRRANBMATHHER APRVENG ON
N-[ 4- (3- Ami no-| Hi ndazol -4-yl ) phenyl ] -N - (2-fl uoro-5-m
et hyl phenyl )urea (ABT- 869) belongs to a famly of
protein tyrosine Eﬁ ﬁﬁ*ﬁﬁqcatalyze t he
phosphoryl ation o speC|f|c tyr05|ne residues in
c @histihesntipn ptrainsto M+ B-arhinor | Bkeiasdidrgl) phbky §aX'H(iftupro-5-
has been 3pserved in many di sease states including

methypphenghuigp E&}ap@h&r@rygﬁagmﬁfF@rlatlb veydiosailedt, éomatlons
compﬁ%ﬁg | %1116%“ rr1nea é%{hl iPhd b hto 2 mat?gg 8]é%tlent & a% Itlﬁégscth%?ase using it.
ABT- 869 may effect, anDng ot her phyS|caI and
nmechani cal pro ertles the|r stabllliﬁqpsolublllty

dissolution r ]@QRQH%QE 6%%%?%¥§ Nty and
ARRIJ - 1@@2&%1@3“ B le\I- ANHERBH- H{eﬁn}gﬂﬁ@nyl)urea

fornu ation of ABT-869 epen ent on so
(ABT&l69) bdbngsrtestéamlwéptqtgs tyrphm élnnasesa(BTﬁx) whichgatalyed thien
phospéipryéa%ygtoglspefch@c tfy{)?sr% ? SUt I glglhgr rp&o{\% )§S E%rlra{nt o texc%sswe PTK
activifyelas Odetcotkivedik Mmahi eﬁbassmlﬁ‘{cl%ng bleni NN Obhdon e

enbodi ment of thls invention, therefare, pertains to
prohfwa'[lyp_ (éngI‘AﬁliS {84 dispases sgylbing from mappropriate activation of the immune
symmﬂ yl) phenyl ]-N -(2-fluoro-5-nethyl phenyl ) urea-V4

Et hanol ate Crystalline Form 1 which, when measured at

about -1000C in the triclinic crystal systen1and Pl

RS AR Srisles A RRE88 ol e hotl ol sival s

mechdahicd)d pﬁjp@rtf‘es otheiB sQFilify, sOLuBORA, dlsﬂsblu@éﬁ ra&e K @28s Aoﬁh@fbsmblhty
19,26 A 0.01A and respectlve a, and g valu
and mgliggipogt. Bocaugs epse gomgnuiagiure anérfam?éat@l ofgh g1 &ﬁ%tlfh%fipendent on

some qu&%ﬂ”@%e&?&ﬂé_ Ss, Hi%r 1s an ex1st1n d]ln I{rhe chemical and therapeutic

i hdazol
arts for 1dent1ﬁcat10n of crystalline forms of ABT-869 and ways to reproducibly make them.

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- /4 Ethanolate Crystalline Form 1 which,
when measured at about -100°C 1in the triclinic crystal system and P1 space group with
radiation at 0.7107 A, is characterized by respective lattice parameter values a, b and ¢ of
8.971A £0.006A, 11.646 A +0.008 A and 19.26 A £ 0.01A and respective o, B and y values
of about 87.67° £ 0.1°,90.21° £ 0.1°, and 76.82° £ 0.1°.
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fl uor o- 5- et hyl phenyl ) urea-V4 Et hanol ate Crystalline
Form 1 whi ch, when neasured at about 250C with

WO awvmsi2en at 1.54178 A, is characterized by aP@DUSIN8/080060
diffraction pattern having respective 2Qval ues of

Stpinea pabadincbnsiivA R B Aot Pl P Pt
fluoroZ f}é%?ygﬂreﬁxﬁ Eﬁiaﬁ %te?%@_st%‘%{né?oﬁﬁ AThiRR when measured at about

1H i n pheny | uoro-5
25°C witerindihtipimedn lS)41]l @A, 1s%hEtdO&lﬂ1Qb(abﬁ a poydtadiffraedofrpatmord having

resm%‘ﬁ;?%é(lay\“g%f% 2T %t lé@oﬁgloqm 1a g 188, Lrd &4 ©

0.7107 A, is characterlzed by respective Iattlce
parameter values a, b and ¢ of 8. 971A 0.006A, 11.646
AStig. m@@emeramdlmgntmrtmns 0 rmulatidng eaprreting/an excitpentrpdd N-[4-

-angind Tyt bun b Lo et b Hosea Efvon o
Crystélllu':} ditdigh ﬁ‘whcféham%ﬁ flchafech B @ufqm ?Qh{){ﬂcﬁﬁff ktal s;;stern and

pattern having respective 2 ues o
Pl spas:’b grouplwitR radiatno@ at !DG 197 A1 s Ghamttrlzed By r@pedtive émomwameter

valucn K CrhsT 4 0 O -GG o bl B9 £ Gp1A and
respeéyrvtﬁg&gﬁtaggﬁ)%afﬁ s OPSoul ??87“043 la% 31oQngh o %ﬂgb‘é%ﬁeﬁro 1° or, when

herapeutically effective anourt
measude] dt-ab3utAIRi°6 ovithHadiatiaz at .44 WS)@J‘U&iaydc}eﬂMed bRa powder diffraction

pattrSENG FoRPO SR NBLLDN oA ot Kool 11600 4 [He. 117 and

184°triclinic crystal systemand Pl space group with
radi ation at 0.7107 A, is characterized by respective
| attice paraneter values a, b and ¢ of 8.971A 0. 006A,

o S4B Kt R hS a8 fefloao QA RRTHAERE bkt
cornpﬁiﬁn@ 2dmihisteroirg thgﬂjﬁi; 8wﬂ1!§aﬁ W1ﬂrd)ua(bneech0n!%re 2O a&gitional anticancer
drugsefy e Rpgital ﬁé’?ﬁtaﬁﬁwr ﬁ{ﬁ i §f§ Amiod @éﬁngﬂgﬁsylﬁéhenyll-N' (2-
ﬂuoroaé%’-glfgthy‘} Klétrn% g nA-b %Jlaﬁl% %t?e %rgrsttjag}n%goglg lgwhlgslg Cvglé 1 qﬁea%ﬁreﬂ at about

-1 OO"(mﬂtktHégrlBhI{lél C@BtaP@SIsinh ald® Nglazebroup with radiation at 0.7107 A, is
4-yl)phenyl]-N -(2-fluoro-5- nethylphenylgurea-VA
characE@lh@dquarﬁ@e@weslﬂﬁm ipAGNEEET yRiues a, b and ¢ of 8.971A £ 0.006A,

11.646 A +0.008 A and 19.26 A + 0.01A and respective a, B and y values of about
87.67°+0.1°,90.21° £ 0.1°, and 76.82° £ 0.1° or, when measured at about 25°C with

radiation at 1.54178 A, characterized by a powder diffraction pattern having respective

20 values of about 4.5°, 7.7°, 11.7°, 12.2°, 14.6°, 16.9°, 17.7° and 18.4°.

Still another embodiment pertains to a process for making N-[4-(3-Amino-1H-
indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea- /2 Ethanolate Crystalline Form 1

comprising:

making N-[4-(3-amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea;

2
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conprising: making N-[4-(3-am no-

| Hi ndazol - 4-yl) phenyl | - N - (2-fl uor o- 5- met hyl phenyl ) ur
we20piosa2eli ng a mxture corrprl si ng PCT/US2008/080060

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

5- met hyl phenyl )urea and a sol vent conprising ethanol,

wherein the N-[4-(3-am no-I| Hi ndazol -

Apydvidihe avliktubé cdrdprfsinboN g4 53 mtify 1 Abiaayol YL@ hbsyl]-N'-(2-fluoro-

| etely dissolved in the solvent; causin

5 methvlgﬁer(mum ané -2 selvicAteprenTisng Athasiebylicreinthq 18- %ﬁ(&@fl@n@vl H-

ndo 5L ARSI S SRS BRIURG v
solveIiItH-l ndazol - 4-yl ) phenyl] -N -(2-fluoro-5

- met hyl phenyl )urea- % Et hanol ate Crystalline Form1,
when i sol ated and neasured at about -1000C in the

t ehGlind W G448 %atiad-1 Byl S -aR8 phbnyd PRCE-HGEHPs-W t h
r adi atglqgﬁ gt 0.7107 A, is gﬁ)ar ac}tﬂgrl gzed by respective

methylljglteny Dercpat Ettsneltate\@niyat@ﬁma Fobmdrtd egispin tB¢ @ifdtare, &hhad:[4-(3-
11.646 A 0.008 A and 19.26 A 0.01A and respective a,
amm%lléﬂ@da@w%m@herbﬂ] -HbGuflugp- Sﬁmethalpbenﬂmlrm% Bthanolain @rystalline

ForrnI mﬁ%gglgﬂed meg F]}eﬁﬁgﬁ@ Fﬁ r@O% {jlgtlh% 'T)’%c 1mnic crystal system and P1

space FRSUpW et eaydtibH e a7 EAD ﬁ;mhhﬁtb%rl@d/ﬁ}t alspdoiiec ktidd phrameter
Still another enbodi ment conpri ses

values [bnd3: ofif 304 H00GAZ bl.646 1.5 BABHH 4ndNI9A62A = 0.01A and

ot 58 A PEASETA 2 Y3l e MRl 05, g

enbodi ment. Still another enbodi nent pertains to a
process for making [chﬂm 3- Ami no- | Hi ndazol -
4isplafipl él/N[4(3 amsz 1 al-vhetl e EMNAS-lnere- /4

methyEQ}Feng %{%‘g@ ﬁr stal 14 E08h 7orm 1 gonprising: making
| Hi ndazol - 4-yl ) phenyl ] - N - (2- f | uor o- 5- met hyl phenyl ) ur

ea; providing a mxture conprising
NS[lkla@@thammbﬂdlmemtrmamseMN ﬂﬂa(ﬁrhenm -JHNnd¢zp1- ﬂ’ry{h)pth@nyl]-N' (2-

ﬂuorog% ge{e%l{]ip@ﬁaﬂyl %%E%aﬁ&ﬁ@%&% lavl]%gtﬁq_np prrIeSa{ch? b;re %hré process of the
prece&ﬁ %‘%?@dlﬁl'_hﬂ ndazol - 4-yl ) phenyl ] - N - (2-f| uoro- 5- met hyl

urea I's conpletely dissol ved

Still another embodiment pertains to a process for making N-[4-(3-Amino-1H-
indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea- /2 Ethanolate Crystalline Form 1

comprising:
making N-[4-(3-amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea;

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

in the solvent;
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in the sol vent; causi ng
N-[4-(3-am no-I Hindazol -4-yl)phenyl]-N -(2-fl uoro-5-
woreaobpsnkenyl ) ur ea- V4 Et hanol ate Crystal | i ne FRETUS2008/080060

exist in the mxture by concentrating the m xture,

with or w thout adding ethanol, which

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

Neadséref N2 9-afrinet Hyihehenyly phedy V&' -E-haselat e

Cry sta%flt{ne Form 1, when |s%wgt ed}[ﬁn? nmeasured at
meth}é}hiauyl)utb@(‘)/@ Ethanolla’reeCnysuatiinle hocmdrty skt mstils trextusney ®incentrating

space

h di
the miue. A% igf @ggO%ﬁda@g 'ﬁ@f@r F%Nﬁ-@ alal.%i‘flépd% |-frgdphenyl]-

' 7
-y S B, BT 8y, B R
rneaSL&@thHabSﬁt B60°Oinkhe BRIk cr@stél sy Sk ahfl Pa%pa&a gkbu@eth radiation at
olating the N-[4-(3-am
0.7107 & FW‘@%FQM@@/ by bfﬁa?ﬁme meﬂce( DArFEHSE valses a, b and ¢ of

8.97 lg%r {pr O opﬁée%&gé eﬁ&({ﬁ%ﬁ@?&?b %%% QOVOﬁtAaMd Iggpe%85é]& ]B and y values

of abdiit RA.6¢8+@ni°ongy b H-4 ndazeld-7: mb)ipbqnydnh N - (2- _
f1 uor o- 5- met hyl phenyl ) urea- V4 Et hanol ate Crystalline

Form 1 prepared by the process of the preceeding

: i I . i '
N e AR oA RS N2 5o For o1 5.
methyEidAyl)plReny Edlaneat e Fhtnme/ e 10 ystal | ine Form 1

conprising reacting an acid or diacid salt of
N[ 4- (3 am no- | H i ndazol - 4- yI)phenyI] N -(2-fluoro-5-m

ggy ?@F]Iy ?r?llgqr(f %ﬁr?tgcgm%nks)eas [fll Qg afiti 0 |-1|n|da%z%i 4- l)p%enyl]-N -(2-

fl ol-\binfet Greh b ERfagRle AryylaliRRedYh] - Nepdred by th £ th
T Uor o);}%mne? 3? pﬁeny )ureed;ryvg Et hanol aéyceepCrys}t, alline o ¢

prece&bmgrermbochmlehﬂ anot her enbodi nent of this invention
conprises crystallizing or recrystallizing the
N-[ 4- (3- Am no-| Hi ndazol -

yiin p PRyl foNmakidg N- Bﬂ(ﬁAﬁni‘mqmlhﬂwﬁlﬁl}ﬂh@ﬁyl}ZN' (2-fluoro-5-
Et hanolate Crystalline Form1l froma solid, semsolid,
methyghenghursi/s Ethanvlefe Crystalline Form 1 cornprlslng reactlng an acid or diacid

[4-(3-am na-I| H-i 4- -fl uor o- 5-

salt o el SHARYT i€l RO SRl RO S 58 Buighat a base
and ci9B@1SHNES rebly AN IZREHSPK gL B H RB- IR Al Ay IFpRny1]-N'-(2-

anot her enbodi nent conpri ses
fluorohs Jnbil{y3pleemiy Dorch 4 Ettciaaglate Geyyla)l e dioyin] 1 Mili ¢@bther embodiment of
this invention comprises crystallizing or recrystallizing the N-[4-(3-Amino-1H-indazol-4-
yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea- Y4 Ethanolate Crystalline Form 1 from a solid,
semisolid, wax or oil form of N-[4-(3-amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-
methylphenyl)urea that is mixed with one or more than one solvent from the deprotonation

reaction.

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

preceeding embodiment.
4-
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fl uor o- 5- et hyl phenyl ) urea-V4 Et hanol ate Crystalline

Form 1 prepared by the process of the preceeding
wepiomszent . I n a process for making PCT/US2008/080060

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

nmet hyl phenyl ) urea- V4 Et hanol ate Crystalline Form1

conprising reacting a hydrochl oride or dihydrochloride

Sqh b Rfcess for making N-[4-(3-Amino-1H- 1ndazol 4- yl\?phen lil-N' -(2-fluoro-5-
N-[4(3 amno-IH-lndazoI 4-yl ) phenyl ] | uor o- 5-

methyildtdnyl)mhe iy Ejunelatea@iy st linadi ocmﬁanhmpmspigasqmmg @ hydbchloride or
iy o R T bR B et YL 21,09 e, M 5 i AL
methyy ?Butfeh YRd @1‘05519@6(111)(1&1%@Ma)éﬁn%%r;@teﬁhﬂﬁg ot ﬁtci%lstalhzmg the N-

line Form 1, still "another ‘enbodi nent of
[4-(3 Amamﬂfbmdm#ﬂlcylgﬁsnyiﬂ N{mﬂlubm Honethrylplenystcal’/k iEzhamglate

h
Cryste;llli{?qﬂe@l hriitifigupther prabodiment ofjthis iryeplipn Rempmses cystadizeg or
recrysgﬁgi(}?{% g@%ﬁh)@‘ q‘?ﬁlgc@lﬁ-ﬁﬁlg%l@f-fl)ﬁe%ﬁ%]ﬁ'l(ﬁ%oﬁggm 1 from

m So wax or ol

methyipHehyl)Breartrh RehahbtatenCigatallind-Fokhahfesti la]so N -se2xidolid 0% ax & il form
et hy Iphenib)urea that is mxed with ethyl acetate from
of N-fHg- acm@p@d et -ylaetyldiN -(Btfluoro- amesntind phasiyby g e s mixed

w1the}%g£ét 'N%%h‘é d(eﬁ %gﬂa)ﬂgnlrgg-m lazol - 4-yl ) phenyl ] - N - ( 2-

ur ea- Et hanol ate Crystalline
Form 1 prepared by the process of the preceedi ng

f ?ﬁ%égi?%érw? SR e Na gL nbazof 11 pheny -2
fluoro'—/:’Sﬁ'-Et hkgjrll ﬂgﬁ Q%Ekﬂap&af&%\g%ﬂ%ﬂ% ‘%’g?lnl | rg% & (ngwe)ﬂ%&@s' of the

yst allrne
prece@fifoethb®timentonpri ses a salt of ABT-869 for use in
preparing N-[4-(3- am no-1Hindazol -4-yl)phenyl ]
-N - (2-fluoro-5-net hyl phenyl ) urea- % Et hanol at e

ORyifl tabth BRI k- corlphisés ABPLIXOfoLIRAA inFRALinE RIPLI3SHSino-

t he hydrochl oride salt of ABT-869 for use’'in preparing
1H-inlkAod-4 (3 yphien y1 pN'KB-iflnd@z Hinedhwphephbaygh T4 Rthagdlafd Grystat e Form 1.

nmet hyl phenyl ) urea- % Et hanol ate Crystalline Form 1.

Still another enbodi msnt conpri ses ABT-869H 20

flaAbthbr AP 4-(3-
OS%'l ?g gm&nno i | n lgec’seaé 'PS phenylg]ggﬁr u(ss 11} PregarmgsN [4-(3
amino-1H-indazol-4-yl)phenyl]-N'- (2 ﬂuoro 5-methylphenyl)urea-4 Ethanolate Crystalline

Form 1.

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

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

BRIEF DESCRIPTION OF THE FIGURES
-5-
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nmet hyl phenyl ) urea- % Et hanol ate Crystalline Form 1.
BRI EF DESCRI PTION OF THE FI GURESFi gure 1 is a powder
woeapsaies fracti on pattern of PCT/US2008/080060
N-[ 4- (3-am no- | H i ndazol -
yl') phenyl]-N -(2-fluoro-5-nethyl phenyl ) urea-V4
Et hanol ate Crystalline Form 1. DETAI LED DESCRI PTI ON OF
THE W NVENTpEMNFRLGY |dﬁﬁﬁéﬁdrpﬁht@ﬁf6ﬁﬂlﬁ$-(3-@nﬁlos@Hl'iﬁd{akopfl
N-[4- (3-am no- IH-|ndazoI ) phenyl']-N - ( 2-
yl)phefdyb]dﬁ ‘o2 w0 Byrhpthgiphen ydueee: %MEtEamJéurte Caystalling/Eorad 1i ne
Form 1, ways._to nake ﬁﬁbo character| e it,
For mul at 1 onETaIhER TSGR ERO Ratle B BRI 68
mh%bqg?en@tgtr}lﬁaﬁtgﬁhé RO SRREE oIS NGB -hninol 1V-ik BZ8BA4-yl)phenyl]-N'-(2-
fluoro-FHmetiddptedny Buneh )/ Edmytbl]atd‘@w@ﬁﬂfnle Form-15ways to make it, ways to
nmet hyl phenyl ) urea” and "ABT-869" are neant to be use

charagteyies i Haumgtainmg contamingit aad mécrwstégt' anghgethgds sa\%freaéeg cancer
usmgW' tl"ﬂ@fé‘i‘mgg%q hqg'a?ﬁlﬁ‘o Sh-mayRial l}ﬂf'l'ettt%’l] R §2 ﬂuo

crystallinity associ ated used er ei n,
methyimmykiuma phroliSABBRO86 8re racant foshcalskd mecraBing8ady.
m crocrystalline ABT-869, ABT-869 in solution, a
sem solid, wax or oil form of ABT-869, m xtures

L e e@ns AABTLREY Tdndean NBT-B69 TWithdift u6¥ aldididef cragdllinity or
"mcraocrystalline as used herein, nean havin

non-crysifin dpsecasedvithdt ar vigd derhmasn amorRhaup ABTR6L N restalline
ABT- §@9 %1@1[0'3 t Y, %Tl $ERIA B A1, soRiibi reﬂ&hll&ﬁﬁl?wgk P& form of

Unl’ess state erwi se, percentages herein are
ABT-469, ghit funesi tghtot(a/xldvt/)le pbtt.cent ages. The term
"hydrochl oride salt,” as used herein, neans having
associ ated therewith one or nore than one

hyrde eshils otiydal U bNal @itkocryigliher B3 Lisealheasit, meadshalHed
herein, means a liquid in which a conmpound is solub

regulasly Tepgating RIYnEsHIcEhP EmalssuighWAIChdS BIRUEHNLNSE AHonE ﬁaB?éP or

ex&nﬁ?ﬁgbiﬁﬁkye or partially dissolve the conmpound. The
term "anti-solvent," as used herein, neans a liquid in

whi ch a conpound is insoluble enough at a given
C DTS AN AR oHork e or ol 28 hiil S WRIEEARIT LIRS Pefihrages

The term “hydrochloride salt,” as used herein, means having associated therewith one

or more than one hydrochloride equivalent.

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.

-6-
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froma solution. Solvents and anti-sol vents may be
m xed with or without separation of phases.It is neant
W@ 00besuexler st ood that, because many sol vent s BETUS2008/080060
anti-solvents contain inpurities, the |evel of
impurities in solvents and anti-solvents for the
practice of this invention, if present, are at a | ow
enay ettasad e hidtiood tHah atiec&ﬁ@ma% s8REnts Bh@LAEESvMtS Bontain
the intended use of the solvent in which they are
impurgies stpdevelplaimparites moolyentsagd ggigobyents ifer, therpepggcepof this

[
1nvenﬁm§¢+g&n? %Yé gi l%réggﬁgt ¢ ognt?ahflog tflfar‘%\rgﬁe&[ cr}}?t Iﬁﬁ%{mja &th the
intendedtus@o£thn @d)lvhmtml t\xénicltthc:y gchreseht. ori ¢ aci d, hydrobr om c
acid, trifluoroacetic acid, trichloroacetic aci d,
sul furic acid, phosphoric acid and the like. The term

" as eorm ‘%élduse%%sb&h&bﬁp BB ctnSRNR DU aBRARIAe Qtidic proton.
acceEtlng a proton. Exanples of bases fof the practice

Examples phpgidy fwémpr@ﬁl%@é fhigisverian iaeladadut piciof Benited fo,
hydlroa(ﬂg{b&J g&l?aﬁytﬂg&?&%lc ??C(i)cg L HALAL AL ?%&ﬂt &‘tghf&%a%gﬁé éﬂéﬁl sulfuric acid,

assi um’bi carbona asi c sodi

phosphbios plidbed (hc.ldke. Na HPO4, K2HPO4 and the |ike),
triethylam ne, diisopropylethylamne and the |ike.
Causi ng ABT-869 % Ethanol ate Crystalline Form1 to

eXih8 terMbasdI ¥ b8 heRMP hilcahs cdw\ﬂgo&l@%aﬁme §P4¢8Mng a proton.
wherei n the ABT-869 has conpl ete Kldlsso ved, i's Known

Examples pfibaseafardire PIF‘@FCGth ship invsniioeingfude Hius aternas fintitsd fo, sodium
carboHﬂ? 88@&%&5&%&( p%?agﬁuﬁltca%‘ﬁg{]a g‘ca&ﬁﬁﬂﬁlcﬁfﬁ%ﬂa@sdlb%ﬁlc sodium

rem)va tenperature c vent-ms

phospBftei(i.& Na\éﬁpm,aldgm@pﬁhd e llike tridthyTariie P igsoprply BBl MBIAE and
addi tion, chafing or scratching the interior of the

the liksont ai ner , preferably a gl ass container, in which
nucl eation is meant to occur with an inplenent such as
a glass rod or a glass bead or beads, or a conbination

Ota{lﬁﬁ% hP1EgE) 1Y Etia@blatde la@f ﬁfe'%@mqf toleRis® il MRl mprising
nucl eation may be foll owed by crystal grow h,

ABT-862 anpaivaatl vihyeran yist ABTeitOvitab complefody tiowdeedamoknown as

nucledégompani ed by crystal growth during

For the practice of this invention, nucleation may be 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 -7/ Ethanolate Crystalline Form

1 increases.
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whi ch, and as a result of which, the percentage of
ABT- 869 % Et hanol ate Crystalline Form 1l increases. The

W@ 200070532280 ati ng” as used herein, nmeans separ ae¢TS2008/080060
ABT- 869 % Et hanol ate Crystalline Form1l from soI vent
anti-solvent, or a mxture of solvent antl -sol v

THhS tgre ‘fisakting |a§/ u%?@cf@ﬁ%n,u T8PARE SERATHIRASB S IésEthanolate
Crystﬁflfﬁ% s a{ﬂ?g%}ov\n Vent a%¥ ast ev%gtr\g{r 5 uﬂlrléture\énif;s{a?\i%kg %n?%%gf\r)gnt. This is
typicaelyapamplishad by n&almmbh aatémiifughesre cﬁﬂtratfﬂnezvi&p@u\tximmit vcuum,

tabl e amounts of ABT-869 % Et hanol a Cryal@al l.i ne
fltratiag o PRrEpErICSHer it iR CBPOrigRLRB AT biyader thereor

being treated and severity thereof, conposition

containing it, tinme of adm ni strati on, route of

aficmpaittically ectepablcamcuntsafl ABB&HEntEthartodat Otwstdline Form 1

its rate of clearance and whet her or not_ another drug

depend Ondgeipigs ¢ t@ﬁﬁ@ﬁ@a disqyderhemigrrcaid andpegnyy %eﬁqfamw@on

contaﬁ&%ﬁ Qinllé ﬁ rétldﬁS?CQIté Qf mlﬁﬁlsﬁ'at];(ﬁlr Hﬂllaﬁ hgﬁtrgagmgﬁt 1ts
mstere al tdo a patient In a’sing dose or

potengii, vis ded ofl olsesno;esatfdr\mlmﬂmwmnomtmﬂlet druzbe ucb a&mﬁnﬂglielalgThe amount

Si ngl e. . dose fornu] ati gns conta| n t
of ABéan%%?eEtgﬁn%ate SrpitHERS bormpf us e faemylrionsiord ¢ administered
0 t |
daily f%gl nﬁ)ﬁ%ﬁ il E&%@?ﬁs@ o ngiﬁ oegtdog%qse E@%@b&)ﬁ?&b% l?c?aboult FOO mg/kg
body weight zSnnge(qualfemmatE)mmpnmnt &eseMQm:ies dmtcoafmznanmh of
dt for exanple, encapsulating materials and

Subm%laﬁieﬁ Y such as absorption accel erators,

anti oxi dants, binders, buffers, carriers, coating

agent s, oIorlng agent s, dlluents d|S|ntegrat|ng
addt-809 enlitizindlagy @rysaidtrerfdﬂmsl, rnfly bt edmsinigft¢rad Mzﬂﬂhm\y without an
agents, glidants, hunmectants, . | cant S, ﬁerf

exmplﬁp‘re W%VIW} an ?ﬁc%@rt{ %}Fﬁlglentls é‘(} a@d@ﬁ wited to, for example,
encap%l%ﬂé HnZicAdls %ﬁ@ BYRiv&Waeh §§@Js§rpti%ﬁlak'é¥1érht%?§ §mtld/3§&a{n't§‘ Yinders,
agents, mxtures thereof and the |ike. Excipients for

buffensy @plaerra,tqoehng)ageﬁlm palbrng agrsitse dth% dmglt@graﬁmjagewm gmulsifiers,
extenésé Wi f§166r %ﬁlgofﬁ]ng]%ep 1%}{%} %n%cgzgnésg ?ul%rbcralrlﬁs1 F rnaeé pr]@servatlves
propegmmbleasll@ﬁgentsalggmhm?g gg‘dn@, sﬁbettafadﬁ% mglluyﬂilrzeps; d'etl,tlng aigents

. ben al coho enzyl benzoate, 1, 3-butylene glycol,
mlxmﬁeéﬁé%ﬁ%fraél ]éeajlélfeor oii, cellulose, cellulose acetate,

cocoa butter,

Excipients for preparation of formulations comprising or made with
ABT-869-"4 Ethanolate Crystalline Form 1 to be administered orally in solid dosage form
include, for example, agar, alginic acid, aluminum hydroxide, benzyl alcohol, benzyl
benzoate, 1,3-butylene glycol, carbomers, castor oil, cellulose, cellulose acetate, cocoa butter,
corn starch, corn oil, cottonseed oil, cross-povidone, diglycerides, ethanol, ethyl cellulose,
cthyl laureate, ethyl oleate, fatty acid esters, gelatin, germ oil, glucose, glycerol, groundnut
oil, hydroxypropylmethyl cellulose, isopropanol, isotonic saline, lactose, magnesium
hydroxide, magnesium stearate, malt, mannitol, monoglycerides, olive oil, peanut oil,

potassium phosphate salts, potato starch, povidone, propylene glycol, Ringer's solution,
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corn starch, corn oil, cottonseed oil, cross-povidone,
di gl yceri des, ethanol, ethyl cellul ose, ethyl

wo ampes2e5 et hyl oleate, fatty acid esters, gePGEI/U§2008/080060
germoil, glucose, glycerol groundnut oi

safﬂog%/d é%gqnhep (%/ L (thuﬁ]acdg@lg(y qP@%ll}‘i‘?sg;S% anol g%sipﬁgt]te%glts sodium

1aury1%hﬁat%a§o@1udir§$rbnom§dwea@bb sEE&ﬁ@%M@ es'féa@'ﬁsfum@ﬂa'té/ Su@bde
peanut oil, potassium phosphate sal ts, potato starc

surfac,gem‘ps @ﬁjﬁéraggcpa@ﬁy ltesraby gfiofieréuryl qﬂgpq{@értnglycerldes water, mixtures thereof
sqhdtion, safflower oil, sesame oil, sodium

and th ,
car oxynethyl ceIIquse, sodlun1phosphate salts,
sodlun1lauryl sul f at e, sodiun1sorbito| soybean oi

arlc i ds, stear¥$) rate, sucrose, arf%urfﬁactants
811’“‘111? %58%?%“0’% 8 8%%“&? e g wit
ABT-8§0-9 Eﬁl@ﬁdlgt%% WaliGE Fofth 14y B?ﬁg{iﬁlﬁl%t?@& ﬁ‘tﬂalhﬁ@alily' dﬁ‘%rally n
C|p|ents preparatlon 0 ormmul ations conpri sing
liquida@losamderiM inbludl FoB&nIpIE ITRbOlyEhe gGicyk cadtdr ik cbardil, tottonseed
oil, eté%g)igfé%? %nq,la,lﬁss‘[}arre%r d%rg)ﬁgl; &%Lg)@gﬁ%{o)én(? : tglr gé}ly%;qrélg gloi)lgo%lal(ljol olive
oil, pcgiléfﬁﬁkme 984191, r@b;‘lenecg?{ld'bl Qelam Al LORSE Rk RIS the%d? AR@khe like.
aci d esters of sorbitan, germoil, groundnut
0|I glycerol |sopropanol ollve 0|I pol yet hyl ene

gkycol s rQ col . ..sesane oi wat jm xtures
?B‘éﬁlgoﬁm ’ﬁdp%m 1““&%” Bl B gp epa“r%a‘¥| on of
ABT E@g MIERLAARR (G9SRIS FBEN Ot BRAEMMidtErcABIMSER11Yinclude, for
Et hanol ate Crystalline Form 1 to be adm ni stered
examplsaharoflhdrghydrotarbes, ftbancdxwmatpt, @jixtures thereof and the like.
chl or of | uor ohydr ocar bons, ethanol, water, m xtures
t hereof and the |ike. Excipients for preparation of

f @xowplcatd fORBrepAROH 6f RFMOTatiFRAG Wirtsh AR In £9vith

Et hanol ate Crystalline Form 1l to be adm nistered
ABT-B6%-EnEdredlhtg Graghilide Fofmod tekeapmmistdred pagnigrediintlude, for
oi | orn oi.], cottonseed iL dextrose, .germ

ast
exampjpy | L3 &’P@Bﬁ%‘ 13910 oi, > PPdub rRonserdalL dgxirepe. grmal grqundnut oil,

hposom@wtnc%id, oV GE pednu O IUR In@Br's sltfdnOWMETIoNEd 0il, S&RAHBIL
oi | soybean oil, U S P. or isotonic sodi um chl ori de

soybegw Pll:ﬂﬂ@ri’ ofiésognic sdyurn cklorid aglaben, ayadert mextisck ghereof and the like.
Exci pients for preparation of fornulations conprising
or nmade with ABT-869 % Ethanolate Crystalline Form1
t @xbi@iead;nﬁon p=banatdn oforalilayiony conggisigl drymadectitide, but
are/n limted to, cocoa butter polgethylene gl ycol ,
ABT-@@Q(-’ Eﬁhﬁ{lq}ﬁ‘r@SCryﬁ@]ﬂ@@f oHRd te he aqim]péstere rectally or vaginally 1nclude

but are not limited to, cocoa butter, polyethylene glycol, wax, mixtures therecof and the like.

In a specific example of a formulation made with ABT-869-Y4 Ethanolate Crystalline
Form 1, carrier polymer (copovidone Type K 28), glidant (colloidal silicon dioxide) and
ABT-869-Y4 Ethanolate Crystalline Form 1 were per-blended in a tumble blender. The

resulting per-blend was sieved to destroy agglomerates. The sieved pre-blend was blended
into a final blending step (with propylene glycol Type 1 and Vitamin E TPGS) and fed into

an extruder. During extrusion, the powder blend was molten, and the surfactants (mannitol,

9.
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In a specific exanple of a formulation nade with

ABT- 869 % Et hanol ate Crystalline Form 1, carrier
WQEoiogea225 copovi done Type K 28), glidant (col | RCTHEE2008/080060

silicon dioxide) and ABT-869 % Et hanol ate Crystalline

sodiulglgsgq?m]lifﬁg egf ft@[cghg%\%ggliéqq]ecﬁ%%ggg\!v%g glm%ggg {n'to jclilhe(:"extlruder by a
liquidQﬁ)@ﬂn? rxggt@fhe_she hi&uS e et Qo &Rd al@? allvangeshy icRir@de to
fina | endi ng step (wi.th propylene glycol Type 1 and

disperyp therA BT 869 hopgenegusizdn thetnelyarereurfpeedaatrix plig eigruder barrel and
i .

extrudP bt vt oIRGB BB b oplicd for
degassiog bbihdahels iAftet oooldigamid delidifiest@npdyngéahderitg ckiredate granules

qﬁtru er by a liquid dosing system The m xture was
WeIC @RI '"%r conveyed al ong a tw n-screw extruder to

di sperse the ABT-869 honbgeneously in the polymer

surface matrix. The extruder barrel and extruder speed

WeBT-86hts Bihbeaate mstaliine Fermd 19§ alsdesedxit whaberdmiviaeadrmith

. was applied for degassing of the nelt. After, cooling

anticagfiey dEts; YFlf Pk BT jecat entesRYS Ty Areboglignul es
antimW@h&it&P taﬁ‘ﬂirﬁﬁgtics%-lff&@l%e%i%é? kAR LriNBibAbls] B&- KON Thdse
~_Is also useful when adm nistered wth anticancer drugs
inhibitus biclegialrksppastei medifigentys|inglepérvigeinasiss inltribitdssastisycle
inhibitR 3G usp B, BBHHEE, B i A o Rospalos by pocepror
inhibikdrfiasewihrhétot inditstord) hedt e ak prespoEsP)Podhhiba6:s, histone

cyclin-dependent kinase inhibitars, cell cycle )
deacew?%w SHDA, Nkt oherenal @rzplieﬁﬁmm%wg}éafsemwaﬂng
antibi¥fiésabtheNGRYRN SN BAGR! R6IuARLRIER: PTRGERhAnAIRA 'ta{%%ét%ﬁapamycin
~_growmh factor inhibitors, "heat shock protein (HSP)-90
inhibifarhinbitagensictiveted ovecebaoet ylabseulaHAdhascnlibiters mon-steroidal

.. hormonal_ t her apd [ nol qai cal s, intercalatin e

anci-lf BB S O &Py LR, AR Gonch OB R Byes dghivicors.
proted3dife inHibifoTE| pudine bAdlgey, pofimidRematig, fcoéptdi thsie kinase

. ...mtogen-activated extracellular signal-reqgulated .
inhibifgry, ég@ql%@%wfﬁrpiﬁm ﬁ@ﬁﬁé@e BPRAMOERE (U bl nfe fifre.
drugs (NSAI Ds), platinum chenotherapeutics, polo-Ilike

ki nase inhibitors, proteasone inhibitors, purine
andkydgeng quenismdideealagtainots AMIRePt HP- 1290 omianiguiianas e

i nhj.bitors...r.etinoi-ds/ del t oi ds_pl ant id .
bencep 7% SRBFALGT, BRRGHE s B4Rl AR} Byt
ClorcRg@pts(VINE KO U@l M), ey €lbptivs pRamifld/[dcdaiBaziAy)<528Bustine, fotemustine,

apazi quone, . . .
glufosferl)mide,q ifostamide, KW-2170, lomustine (CCNU), mafosfamide, melphalan,
mitobronitol, mitolactol, nimustine, nitrogen mustard N-oxide, ranimustine, temozolomide,

thiotepa, treosulfan, trofosfamide and the like.

Angiogenesis inhibitors include endothelial-specific receptor tyrosine kinase (Tie-2)
inhibitors, epidermal growth factor receptor (EGFR) inhibitors, insulin growth factor-2
receptor (IGFR-2) inhibitors, matrix metalloproteinase-2 (MMP-2) inhibitors, matrix
metalloproteinase-9 (MMP-9) inhibitors, platelet-derived growth factor receptor (PDGFR)
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bendanusti ne, brostallicin, busulfan, carboquone,

carnmustine (BCNU), chloranbucil, Coretazine(tn) (VNP
wawo/0525 cycl ophospham de, decarbazi ne, est rBeIES1008080060

fotenustine, gl uf osfam de, ifosfam de, KW2170,

inhibijg R BRI g eI Brov fickesdreshing gogine

kinasd\F\OEGER) inhoPsidithelikd. enozol om de, thi ot epa, _
treosulfan trof osfam de and the |ike. Angi ogenesis

i nhibitors include endothelial-specific receptor

LW ?&Ja Unald nlt%ﬁﬁtoi ‘&g%a% Azﬂﬁ‘ DL QEEN. %@h%ﬁ(”@éo a%‘?ﬁ\é fce.

f ac rece drs i nsSul |
factor-2 receptor (IGR-2) |nh|b|tors natrlx

met al | opr ot ej nase-2 (MVWP-2) inhibpto
TBeELOBRetarBResan{ MPDSSATIIB, (§he-3525). GLEEVEC®

rived growh factor receptor
““wnﬁgﬁéﬁéﬁl ﬁ%bltors t hr onbospondi n anal ogs vascul ar
endothellal gromﬁh factor receptor tyrosine ki nase
GFR) .i.nhibitors and the |ik Aur in
Foitanion el Zreeid fag- TR NEh s gy TR
ﬂavoﬂ(ﬂas} e 28DlookirassAl P 2001 SPPL@QJ%@'@ @éﬁ%iﬂ\l{(@é@m
MS-'354825), GLEEVEC (r) (imatinib) and the like. CDK

R-TOS‘FQthIHtﬂ),tZK§OI4W udethalike.5438, BM - 1040, BMS- 032,
BMS- 387, CVT-2584, flavopyridol, GPC 286199, MCS-5A,
PD0332991, PHA-690509, seliciclib (CYC 202,

ROMEOGNhibithS knclddé 88483, ARG (ckRico GO BPEXTRA®
inhi bitors include ABT-963, ARCOXIA (r) (etoricoxib),

(valddBEBPRABNIB347078) @EI:EBR&EWMam@wwocommmrawlb) CT-3,
DERf’gl}%el ecg %%W% 4 Tﬁr@%%zngth{!ﬁi%fm mzef{g lp%enyl?El (4-

I )
sulfarg 1 51 DRIV iSRS AR SRRl BXLIR67)

SC-58305 583358 1,35/ B38 16, SYFRG1614, 10478 (rJtcbddb) MADXike.)
(rofeCOX|b) and the |ike. EGFR inhibitors include

ABX- EGF, anti-EG-R i nmunol i posones, EGF-vacci ne,

R R P AL PRy o Bl For v,
EMD{20b otRBi TR 0F (&Blxirhd¥) HRBP138 antEaR s 1031 S Proetighib),
TYKERB (r) (Iapat|n|b) and

TARCEVA® (erlotinib or OSI-774), TP-38, EGFR fusion protein, TYKERB® (lapatinib) and
the like.

ErbB2 receptor inhibitors include CP-724-714, CI-1033 (canertinib), HERCEPTIN®

(trastuzumab), TYKERB® (lapatinib), OMNITARG® (2C4, petuzumab), TAK-165,
GW-572016 (ionafarnib), GW-282974, EKB-569, PI-166, dHER2 (HER2 vaccine),
APC-8024 (HER-2 vaccine), anti-HER/2neu bispecific antibody, B7.her2IgG3, AS HER2
trifunctional bispecfic antibodies, mAB AR-209, mAB 2B-1 and the like.

Histone deacetylase inhibitors include depsipeptide, LAQ-824, MS-275, trapoxin,
suberoylanilide hydroxamic acid (SAHA), TSA, valproic acid and the like.

-11-
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the like. ErbB2 receptor inhibitors include
CP-724-714, Cl-1033 (canertinib), HERCEPTIN (r)

W@ eooassu2zumab), TYKERB (r) (lapatinib), OVN T PERBEI$I0P8/080060
(2C4, petuzumab), TAK- 165, GM572016 (ionafarnib),
GW 282974, EKB-569, PI-166, dHER2 (HER2 vacci ne),
APC- 8024 (HER-2 vaccine), anti-HER/ 2neu bispecific
aIPoREinhi R rd1aE 1 HE BR-A AS nEERY - ANJ, @Nat-l onatN i1 8 Pe & fNE-2024,
anti bodi es, mAB AR-209, mAB 2B- 1 and < he i ke

17-DMiASE, gridlatignys, VPES@4, KBS 4958 VY GOGRABE , N@;Ss@:ﬁépﬂ; RIg24FCl, PU-

LAQ- 8 OXI n, suberoyl anilide hydroxam c
3, radigiqol %@Aﬂ%&z 257@5959‘2 SRIPROLAGhSHECt he | ke. HSP- 90

i nhi bitors include 17- AAG nab, 17- AAG CNF-101,

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

K@EEIQSIIillblws:@@MB(ABRYN@%&@m&Y 4@@2&;@ 3P901,3D- 98059 and
the li radi ci col, SNX-21 12, STA-9090 VER49009 and the I|ike.

K i nhi b| tors include ARRY-142886, ARRY-438162
PD- 325901, PD-98059 and the |ike. mlOR | nh| b| tors
i ncl ude AP- 2357 Ilnu

r BpHEy &hit TGt RS AT LS A 6 L) 4R mmnRéPeP%% daamycin,

temsuq,mﬂuslaﬁglt@mt ory drugs include AM CGESIC (sal sal ate),
OBID (diflunisal), MOTRIN(r) (ibuprofen), ORUDI S(r)

( ket oprofen), RELAFEN(r) (nabumetone), FELDENE

850 ) UL, SLEVE R AR, ovomo
(diﬂuéi‘tsaﬂﬁj %@FTIR?N® Q@%&nﬁl{gjﬁ}g o f(lgéé?pro%m% %1@' ébu)metone),
R L SRR IS IS el s A

VOLTAKEN"RliRld e, tRe T animitdiesid)nCt nooR AL S ghBhdde
ELOXAT:iN (oxa:a? pl ati n) eptapl ;tl ;1) I obapl ati ﬁ) h

TOLH@HAP| @linetin PARSANAT (dtodo i RAIDRADOY,” (katorad) aDiATY PRGI
the like. Polo-like kinase inhibitors include Bl-2536
(oxapepi)ape tha like:

PDGFR inhibitors include C-451, CP-673, CP-868596 and the like.

Platinum chemotherapeutics include cisplatin, ELOXATIN® (oxaliplatin) eptaplatin,

lobaplatin, nedaplatin, PARAPLATIN® (carboplatin), satraplatin and the like.
Polo-like kinase inhibitors include BI-2536 and the like.

Thrombospondin analogs include ABT-510, ABT-567, ABT-898, TSP-1 and the like.

VEGER inhibitors include AVASTIN® (bevacizumab), ABT-869, AEE-788,
ANGIOZYME™_ axitinib (AG-13736), AZD-2171, CP-547,632, IM-862, Macugen
(pegaptamib), NEXAVAR® (sorafenib, BAY43-9006), pazopanib (GW-786034), (PTK-787,
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Thr ombospondi n anal ogs i ncl ude ABT-510, ABT-567,

ABT-898, TSP-1 and the like. VEGFR inhibitors include
WOASDsI{ r) (bevaci zumab), ABT-869, AEE-788, PCT/US2008/080060

ANG OZYME(tm), axitinib (AG 13736), AzZD 2171,

CP-547, 632 M 862, M tam b), NEXAVAR
7K 2550 H ST Bava 8000y | LI OBE Bop GNAFEDIAAC VAT
PTK- 487 S SUTENT itinib, SU1 1248),
(vandiall: £BL0e SREREHG. STACT MLty (vandetanib,
ZD-6474) and the like. Antinetabolites include ALI MTA

(penetrexed di sodium LY231514, NWA),‘(R)&gR)
5 Agigetabioiten éncludel AJDM T A a geemetetyica disodivgy 23l 514, MTA),

5-aza<%§51§;§}g}iﬁéll)§:@* éggllaeggt)é‘t}méljg%g{ gri, g}%g@ﬁy@ @gai’d?i%ine), clofarabine,

ol EA%L 00 L MO S AL LG, S oCpIRL! o

doxiflnyidinexgflareithing E1€ARQ coai@bink, dthsyttididep fledambing hydroxyurea, 5-
conmbination wth |eucovorin, CGEMZAR (gentitahkine), .

fluoronfagi dRH)edoneAr KEFPRPINARITHIER A¥Povariy %ﬁ&(‘%ﬁ!}r i (gincitabine),

hydroRedT. A0k SRADI e PhERak FEkeoriEh ooy A Gar BEITey BRI

methogl%%tg,sﬁl%dé)ﬂencﬂﬁl atcicf, h%ﬁ%ine%&%é{eidp?cf%fh@géélmpexol, pentostatin,

rimetrexate, S-1, tiazofurin, tegafur, T
raltitrgiedaR gleivmm, trigpiheanandtiesate] k€, tidgufur, aedads, THdL wderabine, UFT
dti tercal ating antibiotics aclarubicin, actinomycin D,
an hg bi ci n, annanycin, adrianycin, BLENOXANE
(bl eonryci n), daunorubicin, CAELYX or MYOCET
(doxorubi cin), el sam trucin, .epirbucin, glarbujcin, o
zAvtbogcs nghidgptercaltingpptiigiigspclrrubig pygin D, amrubicin,
neocarzi Nost at I LN Ly arubi ci.-n ®
annarf L A IR BN QRPENET ik, Bl igy GaRRY X" or
bl i) 2] ; h . oD o
O e g i, DB S AR icin),
mitonaRONES hctidorubinmastdcagindsadial gpdorhytin, pedaaivédarebeccamycin,
. BN-80915, CAMPTOSAR (jrinotecan hydrochloride),
stimalggyep sieptececin. \CNRDT SRANRIUGEsiazioestad) anddfhe lispot ecan,
edotecarin, ELLENCE or PHARMORUBI CI N (epirubicin),
et oposi de, exat ecan, 10-hydroxycanpt ot heci n,

gMapdiesatrasd mhibdbacasluddrhdl@xbitin, Ongninefadipietitdin, amonafide,
pi rarubicin, pixantrone, rubitecan, sobuzoxane, SN 38,
amsacrine, becatecarin, belotecan, BN-80915, CAMPTOSAR ™ (irinotecan hydrochloride),

camptothecin, CARDIOXANE® (dexrazoxine), diflomotecan, edotecarin, ELLENCE® or

PHARMORUBICIN® (epirubicin), etoposide, exatecan, 10-hydroxycamptothecin, gimatecan,
lurtotecan, mitoxantrone, orathecin, pirarubicin, pixantrone, rubitecan, sobuzoxane, SN-38,

tafluposide, topotecan and the like.

Antibodies include AVASTIN® (bevacizumab), CD40-specific antibodies, chTNT-
1/B, denosumab, ERBITUX" (cetuximab), HUMAX-CD4" (zanolimumab), IGF1R-specific
antibodies, lintuzumab, PANOREX" (edrecolomab), RENCAREX" (WX G250),

RITUXAN® (rituximab), ticilimumab, trastuzimab and the like.
-13-
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tafl uposi de, topotecan and the |ike. Antibodies
i ncl ude AVASTI N (bevaci zunmab), CD40-specif ¢

waeiopostees, chTNT- 1/ B, denosumab, ERBI TUX(r)PCT/US2008/080060
(cetuxi mab), HUMAX-CD4(r) (zanolinmumab), |GFl R-specif
c anti bodies, |intuzumab, PANOREX(r) (edrecol omab),
RENCAREX(r) (WK @&250), RI TUXAN (rituxi mab),

S . N
¢ ERb | i L BShiE WERRIBRRC (factlof ol 0T gﬁ‘ ARowsi N
(exen{eﬁt)nl}ggz?_%@ﬂﬂ&tn@n@)\SO@]@G@((Hl&iﬁ&am%@ﬁﬁ(@@l[ﬁﬁ

| DE (cetrorellx) degarellx desl orelin,
degarélix, idbdstcHn ) ESARAANEthlasons, dBROSHENne, DRfOCGJENH] deﬁlutamlde)
EVI,STA(r) (raloxifene), fadrgzole FARESTON (r) o
EVBIAomahﬁﬁme»ﬁdw&ﬂﬁﬁaﬁﬁﬁnON mmnmmmammmsugmax
(letrozol e),sformestane, glucocorticoids, HECTORC%a
(ful Vesé@wiﬂl\%%& er(isiiogples femestangsdueoepitisais, HEGHORGIdeor

REN%@E#%@X&C& fml)\lll%%ﬁ%%tﬁgwpg 'ﬂ%«w@ﬂ«%ﬁ%ﬁ &%%GA%L\QRBE%MOD
miFERREN @ Bhebpel ANER OR PR HERNO T B gamoxifen
citrat R STERARTS ™ cbRUARY, Blddtisond BRATHTAD (ot fa0) dloRnc
SUPREFQI@I@ usé{aTmRELBTAR(@l (i thipSA R Eorflon S BdEARTAhone (LHRH)),

DEX(r) (fosrelin, goserelln) and the like.

VANDeBt(mmﬂauﬁmqﬂm} IV OBY L Acirtideraseocabeiatiahe)( EBLATANK "

CB1093), lexacalcitrol (KHL060), fenretinide, PANRETIN
(fosrefin) gopeiiefinandribe Hke. ATRAGEN (r) (1i posomal tretinoin),

TARGRETI N (r) (bexarotene), LG 1550 and the Iike.

Pl ant al kal oids include, but are not limted to,

v iDettbids ihdh estineids ihdsdd svecalsital EB1 089, CB1093 e ldabcuciaad

the |ike. Proteasonegi nhibitors includg VELCADE (r)
(KH1P6fyr fescsinids) PANBEFIN ® Npiitetingn). AFRAGEN: fépaspmal frgtinoin),

i ncl ude interferons and
é%iﬁﬁﬁ Eﬁﬁﬁ@eggﬁgﬁt)ﬁ%ﬁéﬁéﬁ@%hkqnterferons i ncl ude
interferon al pha, interferon al pha-2a, interferon

al pha-2b, interferon beta,
Plant alkaloids include, but are not limited to, vincristine, vinblastine, vindesine,

vinorelbine and the like.

Proteasome inhibitors include VELCADE" (bortezomib), MG132, NPI-0052, PR-171
and the like.

Examples of immunologicals include interferons and other immune-enhancing agents.

Interferons include interferon alpha, interferon alpha-2a, interferon alpha-2b, interferon beta,
interferon gamma-1a, ACTIMMUNE® (interferon gamma-1b), or interferon gamma-nl,
combinations thereof and the like. Other agents include ALFAFERONE®, BAM-002,
BEROMUN® (tasonermin), BEXXAR® (tositumomab), CamPath® (alemtuzumab), CTLA4

(cytotoxic lymphocyte antigen 4), decarbazine, denileukin, epratuzumab, GRANOCYTE®
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interferon gamma- 1la, ACTI MVUNE (interferon gamma-

1b), or interferon ganma-n 1, conbinations thereof and
wo b@losRes Ot her agents include ALFAFERONE , BAOF/08208/080060

BEROMUN(r) (tasonerm n), BEXXAR(r) (tositunomab),

(enoggatige froiiar FeGris APRE srdsipr-dis g bt 2 ot
vaccifdRANIO D] #0RGEASHINIM YILOMARG™ (%eﬁiﬂﬁﬁﬁﬂ%%z@!gﬁﬁi@in),

interferon, imqui nod, MDX-A Q «Tel anoma vacci ne,
NEURAGEND rtéikgrastiot gOacwéA Crg L MY BEARG) togy v (gt peminmbmab

ozogam cin), NEUROGEN (filgrastim, OncoVAC-CL, OvgRex .
(Y-m‘{I@VJ%@\)&FEFI)BYEN@m SerRsAEosYInti ERHE tecoR@VENGEraCys -, ubenimex,

N ST A TN I
senAASE T ZESRE o AT RS

and the like. Biological response nodifiers are agents
that nodify defense nechanisns of |iving organisnms or
biBatlogicelarsnoaspondidists ase agengsthatumedifadeierpegoachanigms of living

i ff nt i.ati t] cel | o . dire > o.ch
e A AR G PN etk 5 LTI R con
to dir&it Zhehi todiaye phtt-hlracy detiPity 3id ihekid6 kfeSptz 180, sixddean, peoibanil

n ke Pyrimdine anal ogs include cytarabine
PFSS?%?%& &epé'ggé@b‘il%@%a@t,he gg?-osi ne ar abi nosi de,
doxi fluridine, FLUDARA(r) (fiudarabine), 5-FU

(5-fiuorouracil), fioxuridine, GEMZAR (r) ' o
( Germoiidindanedggs ITOMUDEXargbine (grat( errAbapsidd ROXATOsict arybinoside,

o S PEE S PP Ehgan inc LE R

LI - . o AL . '
R TUOERhEY RIRES AR SRUTAOEN OB P R0 i snd
the likdydr oxyphenyl ) am no) pyri di n- 3

-yl) - 4-met hoxybenzenesul f onam de, i xabepil one (BM5
247550), paclitaxel, TAXOTERE (r) (docetaxel),

TN B SR i o (T
(mercirqg{g?%}g%eggi ?irgefl so intended to be used as a

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.

Compounds of the present invention are also intended to be used as a radiosensitizer
that enhances the efficacy of radiotherapy. Examples of radiotherapy include, but are not
limited to, external beam radiotherapy, teletherapy, brachytherapy and sealed and unsealed

source radiotherapy.
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t hat enhances the efficacy of radiotherapy. Exanples

of radiotherapy include, but are not limted to,
W@z2ai0e0se2ks beam r adi ot her apy, tel et herapy, brachgI/bi82088¢80060

and seal ed and unseal ed source

r adi ot her agg/. Addi V onal | lé ABT- 869 % Et hanol ate )
cAfditiompliln AREERAY V4 BHiang tec(éliyéang)@ EprmH 1@@}1@ combined with other

Chem%ﬁ%%%’(ﬁ)a%gﬁg%k 1% eE?I%L]g?(n%esylwfa@r anster ase | nfgfaﬁneisglgamferase

inhibityAY R WEKIN® AL TEOORRY oWEW((Io)vaithtﬁMaﬁl\/ﬁiLlGEN (poly
AMPLI GEN(r) (poI y Lpoly Cl2U, a synthetic RNA),

1:polyAPIDOS ¥Ny hithktié BXiAUAPTORY NREBXiA(lind) (@REMA% rqparmammb acid),
argl abi n, L-asparagi nase, atanestane (1-nethyl-3
arglabin, 7-apergimand rostcatant (Mrn@tlefﬂré) 17- dwm@lctrom-d rlodiens) AVAGE"

(tazar?tl\c!g%g% %&&%@@ﬁl%@ﬂ?@% M%ﬁl’éﬁ%t@l{/g ¢ %u%o)irlngcroms factor)
o SRS AL S ok, K GRBLR tpr e

(h1sta%&@?%&ﬁg@é%ﬂé%ERvaM%@Dg(%% lﬁﬁgﬂ%)nﬁ&mw;@mmmop (C:

CYTcomm@o@yaomspmmw)z H: ADMAMNICING {Ry drONGNbADIN); P

predni sone), Pat (tm, conbrestatin A4P, DAB(389) EGF

O: Vimrisﬁna(@NCD R: r@redmiéomb) Ry PaE™M; mnhh’rsstatiIdAéB,rleBKM)EGF or
dact i nor%c:l n 6- di. et hyl xant henone- 4-acetic aci

Trans éﬁaphmeaa .thmswiazme%lm deseRpAn - e fhareﬁﬂ@tlé%)nthenone-

- i ) j C Ge®
wace P AETAIE L LATAIR L PRROR L AL 1 BAEETREIEY crns
liposoHDASH )L dis el iRenbd NEY, BNX-SYBITREK ApRh Irﬂe@ﬂabé? rddSastaliREBPO906,

11, 18) reconbi nant vacci ne), GASTRI MMUNE ('t n)

GARJP@&Ht r (qmadimmlm himag papillgate)ys (EENASENSE! & t1§) recombinant

Vaccny:‘g éﬁg@;(h&}i&g( pr(ggsltrg\/glp Gl g:khﬁ%ladper@@%ggﬁts% ™ (obhrnersen
sodiu G A i B o e O e Bl e PRSI,

haloﬁkgeﬁm@pﬁl@t?@e,hnl hyo&axmﬂud@&@ﬁhaﬁdﬁmmm NGN- mlerlltasqrm@ IL 13-
inte eroga]é?) NOVAN(t m or NMEPACT(tm)

PE38(@@Rf Hlsed esqda‘wé? aI}Jhl13bpseudomonas exotoxin, interferon-a, interferon-y,

JUNGY ARniast Mdpaet et habydl-io! Rhsrdmh. 4 8-t netetrahydrofolate
(hexadecyl phosphochol i ne),” NEOVASTAT (r)( 4°1)"

milteELT REXhddof fphodthotineine B N @V BISTALT ¢ABE BN ), N\]EIE’ERI]EXIN
(pentostatin), SE (a ribonucl ease gnzyne),

(trlme@mgm@&(qn)lteb nelPENIa( peatosteine), ONEDNBSE) ,(a Ghomgiodse enzyme),

(S 2 Maccine), ORATHECI N(tm
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,
phenoxodiol, procarbazine, rebimastat, REMOVAB® (catumaxomab), REVLIMID®
(lenalidomide), RSR 13 (efaproxiral), SOMATULINE® LA (lanreotide), SORIATANE®

(acitretin), staurosporine (Streptomyces staurospores), talabostat (PT100), TARGRETIN®
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(rubi tecan), OSIDEM (anti body-based cell drug), OvaRex
MAb ( nurine nonocl onal anti body), paclitaxel,
WE2NDOSEX{ t M) (agl ycone saponi ns from gi nseng PCT/US2008/080060
conpri sing 20(S) protopanaxadi ol (aPPD) and
20( S) pr ot opangxatri ol (aPPT)Cr?E &ani t umumab, PANVAC - VF
(bexapatsigashaxgaicrond P Hannadtaxehls dER)Y T Adydd feSgademilibes,

TEM QBB AB TR ey RO TIORE (S ST AR ey FebHs

thyrni{Sa f IQ%%_IQ&-? aﬂ-aihymghlh/)u’ﬂcfxb-§=§16§%Tg(}3)iitﬁlgg). $8dzoline

ANE(T) (acitret] stau Streptonyces
dihydstchlorids ) dNds)yadeta| albostcator:(IPVAQ@)rier containing the gene for tumor

necro%éﬁagé%;;()l\l '&!?X?%rl_i%%gggee Z@‘gﬁé&&@gﬁi@s’n&%@&%&%&e{iﬁ-%,e‘le%r’andrine,
st APZRROM IRy SRR LI oMLl o HERATORS ke

-di - Q- - /- - . ®
sreater E A RO O e QAR Freah py oY TR motenafin
gadolihiNfrey, XA (A ™((agleRamay; DOY O T BINAMG padlit&E], eNEIadk Ny GNBELIS™
gene for tumor necrosjs factor-a?% TRACLEER or ZAVESCA
(trabe¢todins M) 26, AINECAR A (Rerdzaxmie), zoeteta@dichdionicTRiBENOXDicin
dl%qrsenic trioxide), VIRULI ZIN, ukrain (derivative of
and thyik8) 6i ds from the greater cel andine plant), vitaxin
(anti - al phavbet a3 anti body), XCYTRIN (notexafm
gadol i ni un), XI NLAY(tm }at rasentan), XYOTAX(tm
( s hiso axjedctedpbati B TH6R)/+ E¥E@NDIEL] S(ytstajlinetHoamelcwedidinhibit

D-.6126, ZI NECARD (dexrazoxane), zonet zol endronj c
gm“’tg@if 8;1% degiy E‘EIEEFW REAtELR GANCP ke, fzePPlza_?%‘ %ﬁgé‘néﬁ EStOé‘af
rhabdbllﬁzbsaﬁ%-ﬁiag B8didaiElab AR W Bp o bH YIS I &ikb e pERLM bR W logenous

inhibit growh of cells derived froma pediatric

leukemem pediatpic ahvsopir shabdpmypsasiones, pediptyigrakplastic ependymoma, pediatric
' ' e LG, . .
o SEBRLOPR5 R, REHLAE L AR BN ONSBE S foric i
teratofiétibibdaid eunadrud ahedentriidxdasnggsacmppaliatiie diphtnatgpic acute leukemia,
ma, pedi e cell

pcio g I0Hoh S B b b P ko 58 rimi
neuroBQ8UA a1 Ginfry, Redidtrict &Rl Cindhl iabding s tARY p&fiattiR€avorable
central nervous system pediatric bi phenof ypi ¢ acute

histolpgsuRiak’a furperdpediatric gBoblkitoms, poglinthio madulimdistama, pediatric

neuroﬁl%gtgﬁlrasft)e%fi tll‘%WnPlgoglagtgHi'al&éri%d &&%E ) oﬁﬁ%gisﬁéeﬁgt%i%{é-ﬁ-ecell
neuroect oder nal runors, pedla I C dl use anapl asti C

canceld (budhsastleukemia)ppetii@tit psted@avanad bediatric 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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hi stology Wlms tunor, pediatric glioblastonms,

pedi atric nedul | obl ast oma, pedi atric neurobl ast ong,
w@edvasreex neur obl ast oma- deri ved nyel ocyt onat oBECES2008/080060

pedi atric pre-B-cell cancers (such as | eukem a),

pedi atric psteosarcoma, pediatric rhabdoid kidney

tunor, pediatric rhabdonmyosarcoma, and pediatric

T-cell cancers such as gExpphpne 1and skin cancer and

the like. Preparation of ABT-869 and its utility as a

PTK i nhi Bidperatios ofl ABJ-8 @ th Ethandambinystalbnn Edrntuhi t ed

St at es Pat ent 7297709, The follow n xanp] es. ar
pﬁe@@%wr@&fﬁ@%gg%h ogHads i@ oyl pessalg ap e@énqﬁlél \ﬁlﬁglﬁﬁle

ABT-86€hitro@Nerid RN dompladsr ShdRd Wi 6k édPHitRiAbic sodium phosphate.
procedures and conceptual aspects of this

The organisriayanyaBXapPutEd, treptedpreittaddeotorigingaBTbae end/filtered. A small

t h late Crystalli [ . M oxt ur T+.86
auantly, (FEN o U AUE U DU Phathle i G scorme
was réri@vcABT-a368rdpycldiotid tionivieh shsnot.ongdigsdell ythandlubdyehe aalsd and

e s et T ST Gl R RSP IR &, 2 B0 YR
i BSUA, oA FIPAT O Bl CRRGRI5,A § M o

produdCRiLibEatdaswiheD el Witerd aedit@Piricticsitibdd @Edsare, Whilb
et hanol . Addi tional ethanol may be added and the

monitggng tasigalebylagetats aaf sthanolbyigys ypmatogrphy (G msandrger (by
Karl FEQIHeE ggfb’&v)@%e?@&}@lﬂt/{)%sgtxéﬁg and diluted with water,

causi BT-869 % ate Crystalline Form1 to
crystallize. The product was isol ated, washed with

t d i ) d d d. il .
B e Rty P g R s P L PR SR SS9 rS digrragsgeter
equipFET QIR L QK RBYMAI EJuls danel, 1B efid 4 PyltiKasdoldd efiufidolifl-state

A él eld of 92% i s t%cal . Powder X-ray diffraction
detectgnEScherg Biemsynugiaky (dn- Xissdatpporoerpesssest ¥ Moyt software

: [ | r n
3RPEGh W FockV¥sRaL 195U &Ly of HBSI A ted at
(Verm@g ti Be)r goo?%ﬁ&erenaﬁl ur%ggorl [ g{ﬁst a(t e etaect or (%)c?prﬁ%% ¢
45 kW anel. 40 BAnhhe ali gnmoBAp{ thT lgenidateter wes ehgukod dsideusing # Rgrundum
standa?m ssagfpiiev\%arlseplaced in a thin layer (with no prior grinding) onto a zero
background plate and continuously scanned at a rate of 2° 20 per minute over a range of

2°-40° 20.

Figure 1 is a powder x-ray diffraction pattern of ABT-869-74 Ethanolate Crystalline

Form 1.

EXAMPLE 2
Preparation of ABT-869 Monohydrate Crystalline Form 1
Following the neutralization with dibasic sodium phosphate, decolorizing carbon
treatment and the removal of ethyl acetate as described in EXAMPLE 1, the mixture of
ABT-869 in ethanol was gradually mixed with water at 25°C, with vigorous agitation.

ABT-869-H,0 Crystalline Form 1 was isolated, washed with water, and dried under reduced
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(version 1.37). The X-ray source was a copper filanment

(Cu-Ka at 1.54178 A) operated at 45 kV and 40 mA. The
wapldogsees of the goni oneter was checked dai | yPOEUSZH0&080060

Corundum st andard. The sanple was placed in a thin

| ayer, (Wi th .no prjo rindi ng) .onto z backgr oun
pressusf S S OERg r ALy P LEEH it SheRo fing Ty angd Sy k).
The dAbDHariY Bhy Bc HANEHcPimiBedHd BRrofPBHEIE sikel & yRl OB, is
x-ray diffraction pattern of ABT-869-% Et hanol ate

typicafr ystal | i ne Form 1. EXAMPLE 2 Preparation of ABT-869
Monohydrate Crystalline Form 1l Follow ng the
neutralization with di basic sodi um phosphat e,
d@owedar X zandifractioarwdsrpeeformeetd usimgplart KBSF20000alrayodiffeddaytheter

. acetate described in MPL ,..the m xture .of }
cquin RV B 2k SO el A a1 § PR e g sefid-state
detect@P(Scitthd theV iSaRhRMEe, @)t @hd @a WARTpBERERQAEYBMVENT Bfiware

Form 1 was isolated, washed with water, and dried

(versipmdr)- rldg ucEdpIovEsIYaS ageppe femertdCurlge ek PHSI Aeereyated at
15 AL AAR0f: SHOAION o Y O R0S WRHREP 0t P oruncm

standqrdyr Thiecdaenpéd wes plécedi ieladhiaflayes %vits nbd ppbc glindiBgvahes a Xeroay
diffraction was perforned usin - XPS- 2000/ X-r ay

backgggund nliie BRLEUTITUBIAH AN 17 TACHTRIHBF RRIMF GRS Pxenespf

2040t odpe and a Peltier cool ed germani um solid-state
detector (Scintag Inc., Sunnyvale, CA). The data were
processed using DVSNT software (version 1.37). The

X+ il : i -
AR bEe 1R Bel AR gt TR e ShbeBE ke 37 FARD patter
may vgonameineil e depsndineck edtiabddslsyichusd thg tangsoaturedsine of crystal size or
standard.. The sanple was. placed in a thin |layer (wth
morp*w@%yp SEPDIG PRI GBI At Theiegr stis i ki S
diffraéBfkicpuousl y scanned at a rate of 2 2Qper minute over
a range of 2-40 2Q It is nmeant to be understood that
relative intensities of peak heights in a PXRD pattern

It is also meant to be understood that peak positions may vary when measured with
different radiation sources. For example, Cu-Ka, Mo-Ka, Co-Ka and Fe-Ka radiation,
having wavelengths of 1.54060 A, 0.7107 A, 1.7902 A and 1.9373 A, respectively, may

provide peak positions which differ from those measured with Cu-Ka radiation, which has a
wavelength of 1.5478 A.

The term “about” preceding a series of peak positions means that all of the peaks of
the group which it precedes are reported in terms of angular positions (two theta) with an
allowable variability of £ 0.1° as specified by the U.S. Pharmacopeia, pages 1843-1884
(1995). The variability of £ 0.1° is intended to be used when comparing two powder X-ray
diffraction patterns. In practice, if a diffraction pattern peak from one pattern is assigned a
range of angular positions (two theta) which is the measured peak position £ 0.1° and if those
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°,
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may vary and w ||l be dependent on variables such as
the tenperature, size of crystal size or norphol ogy,

W@ 200pl0s22pF epar ati on, or sanple height in the apel/ys1088/080060
well of the X-ray diffractonmeter. It is also neant to

be under st ood that k posi.tiqps vary . when o
for coffpABHHRHTF i HIOSRBRY 2 PGl Lt 158 sdBT PO bR gseiened a position in
the rafgBdPlo o fy1Ka 1, M-Ka, Co-Ka and Fe-Ka radiation,

havi ng wavel engt hs of 1.54060 A, 0.7107 A, 1.7902 A

and 1.9373 A, respectively, may provide peak positions

S SR RS 4 5 St ) S 17

and 1PAECRMLJREY harehHe Mcafis MouP @3k, 4pest 1.7Qa5ouTRAITS, dbbad 12607 atfut
the peaks of the group which it precedes are reported
14.6°,jahowtelorf, dioubhGul 2nd gbesi t§.drshichivio tarhemadnsvii. 3°nE @h°, 7.7° £ 0.1°,

call riapjJity,of 0.1 a i fjed hy .t U. S
17 B et e Bobestdaasgeh {18585 0 0B afi ity

of 0.1 is intended to be used when conparing two

powder X-ray diffraction patterns. In practice, if a

diThe teat ‘faboutp atdceding peakpdratom mpespbt gieemtangpeagsicgnz’d. For

range of angul ar po§itioQ§a%tmo theta) which is the

eanﬂﬁaﬁwpk%iEé%%m§8§#%¢843002ﬁ<?‘HCif t hose ranges of

peak positions overlap, then the two peaks are

consi dered to have the sane angul ar position. For

eXambdregoing isangrmako e iblstoaiee pdthcanventonded epninteaded  limit it to

.have ,a position . of. 11.0,for co r.ison purposes fthe
the digkiysr apPE T Pan Aripgdisan hateeh B pedr o B sRTRE D By ue
intende@%6 bé QMthintht B peand@a@te dGhOlnvidtidn asAREREH @b ¥laih@r

exanpl e, the phrase "about 4.5, 7.7, 11.7, 12.2, 14.6,
16.9, 17.7 and 18.4," as used herein, neans about 4.5,
about 7.7, about 11.7, about 12.2, about 14.6, about
16.9, about 17.7 and about 18.4 which, in turn, nmeans
4.5 0.1, 7.7 0.1, 11.7 0.1, 12.2 0.1, 14.6 0.1,
16.9 0.1, 17.7 0.1 and 18.4 0.1. The term "about"
precedi ng a tenperature neans the given tenperature
20C. For exanpl e, about 250C neans 250C 20C or
23C-27C. The foregoing is neant to be illustrative of
the invention and not intended to limt it to
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the di scl osed enbodi nents. Variations and changes
obvious to one skilled in the art are intended to be
wowrabiose2ehe scope and nature of the invention BGI/US2008/080060
defined in the claims. WE CLAIM 1. N-[4-(3-Am no-
WE %I' \dazol - 4-yl ) phenyl ]-N -(2-fl uoro-5-
M}I phenyl ) urea-V4 Ethanolate Crystalline Form1
whi ch, when neasured at about -1000C in the triclinic
cryst aI system and Pl space group with radiation at
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20 values ofabout45° 7.7°, 11.7°, 12 2° 14 6°,16.9° 17.7° and 18.4°.

4. A method of treating cancer in a mammal comprising administering thereto,
with or without one or more than one additional anticancer drugs, a therapeutically effective
amount of N-[4-(3-Amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-
methylphenyl)urea-4 Ethanolate Crystalline Form 1 which, when measured at about -100°C
in the triclinic crystal system and P1 space group with radiation at 0.7107 A, is characterized
by respective lattice parameter values a, b and ¢ of 8.971A +0.006A, 11.646 A +0.008 A
and 19.26 A + 0.01A and respective o, p and y values of about 87.67° +0.1°, 90.21° £ 0.1°,

and 76.82° + 0.1° or, when measured at about 25°C with radiation at 1.54178 A,
21-



in the triclinic crystal systemand Pl space group
wWth radiation at 0.7107 A is characterized by
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- net hyl [.) ur ear- % Et han te y [ ] ] Form 1,
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methyl SHcRl/ T)ics V6 Eﬂﬁlhé‘ﬂates(yrigﬁmn@ ril1 18 RABEINARS Hdx itk Khich N-[4-(3-
radi ation at 0.7107 A is characterized by respective

amind- Bl tih 2o PaydFRE B -Na 24 sora, S-Metthhen@diur8a- ZrHiandlatd @apstalline
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respective o, B and y values of about 87.67° £ 0.1°,90.21° £ 0.1° and 76.82° + 0.1°.

6. The process of claim 5 further comprising isolating the N-[4-(3-amino-1H-

indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea- /4 Ethanolate Crystalline Form 1.
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