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CRYSTALLI NE CHEMOTHERAPEUTI C FI ELD OF THE | NVENTI ON
This invention pertains to

WOR(4/0822AM no- | H i ndazol - 4-yl ) phenyl ) - N - ( 2- f PCDDS2088/080066
nmet hyl phenyl ) urea Tol ueneate Crystalline Form 1, ways

to make it an t i P@WGTHE
| NVENTI ON SR INEEriEMO c

N- (4-(3- Ami no- | Hi ndazol - 4-yl ) phenyl )-N - (2-fl uoro-5-m
et hyl phenyl )urea (ABT-869) bel Onﬁ?{;ﬁ to a famly of
protein tyrosine KilReREF THEHNVERTEN cat al yze the

PHARAPAMALLAROlo SRESS A finbY i LA LLIHHIBININ- - uoro-s-

rotelns. errant or excessiv

methytgienpbera dohenyed CrystathmyFalins Eageys3d ataks itiand mugs rguse it.
beni gn and malignant proliferative disorders and
di seases resulting frominappropriate activation of

the imune sysgROKERGENY OFMIHY 1OV ENATYAL es of
ABT- 869 may effect, am)n% ot heréﬁhysn cal and

mBt e S Blingy i dpadazob4;yliphen)-Bt-oflheroys-mstiylmicnylyrca
o SOTALYLED {8k AL055 SOTRLERL L] b A
phosphoryhatioatof epeodfic #xiDEiG8sidsesde pelhdamniroimss Aberrarit br eatessive PTK

..all, of these properties, there . is an existing.need in
activigyias DRIHPRSSTVed A MRRYR ﬁaﬁaéﬁﬁa&esaml@% Bel’in% ﬁlﬂ(ﬁ m%E%mna n

prolif@htied ¥isérabisian@ dfsesdes rhitn E&@ﬁw@@gﬂ@ﬂé @cfi®htion of the immune
reproduci bly nmake them SUMVARY HE | NVENTI ON One

systerairbodi ment of this invention, therefore, pertains to
N-(4-(3 -Am no- | Hindazol -
4-yl) phenyl )-N - (2-fl uoro-5-nethyl phenyl)urea
Talryeai Baityeo Goysital dfiARRT869 may effectc Among ethenpasicnkbghdat

about -1000C in the nmonoclinig¢ crystal st em and
mechgsyeal SRR P afﬁgﬁxtx,ﬁotﬂ_ﬁamqeﬁﬂ_f%en6@?3%7511&,58, cgmpressibility
and nRAL3RART BERHsD3%hsE §5RERIhMEI a%tfbﬁﬁn%mwg\sahy@%endem on
a c of 13.80A O 8 . 87A

., b and . 8 a A 8.910A 0.007A and 19 _
some,0f optallapbthesesiyepartice there is aarvgisgng apeseis thy chemical and therapeutic

arts for identification 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 Tolueneate Crystalline Form 1 which, when
measured at about -100°C in the monoclinic crystal system and P2,/C space group with
radiation at 0.7107 A, is characterized by respective lattice parameter values a, b and ¢ of
13.80A £ 0.01A, 8.910A +0.007A and 19.87A + 0.02A and respective o, p and y values of
about 90°, 103.75° £ 0.01° and 90°.

Another embodiment pertains to formulations made with an excipient and N-(4-(3-
Amino-1H-indazol-4-yl)phenyl)-N'-(2-fluoro-5-methylphenyl)urea Tolueneate Crystalline
Form 1 which, when measured at about -100°C in the monoclinic crystal system and P2,/C

space group with radiation at 0.7107 A, is characterized by respective lattice parameter
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about 90, 103.75 0.01 and 90. Another enbodi nment
pertains to fornul ati ons nmade with an exci pi ent and
WOR{04/0§2329 PCT/US2008/080066

Ami no- | Hi ndazol - 4-yl ) phenyl )-N - (2-fl uoro-5-net hyl phe

nyl )urea Tal ueneate Crystalline Form1 i ch en ,
valuey b ARG 0 oD 0 doBoeonr & RETABHOLT Sk L3 Big respective o
p and PARETLARLLEY/, Go8hAcE orioupy i h radiation at 0.7107

, I'S Characterized by iespective |attice

paranetervalues a, b and ¢ of 13.80A O A A, 8.910A

0.007A and 19.87A 0.02A and respective a, b and g

vaiilegoler embasktimor, perigms 158 Pocess tahmabing Nef4-(3-Amite-#Br
; j tRi t f ' ;
1ndazﬁr?gg%%@%% rﬁg_&l fﬁi}oﬂ% g Zr%ct_ﬁyl@ﬁ&ﬁ@ﬁﬁea RudRKleGystalline Form 1
compdsigg:) phenyl ) - N' - (2-f | uor o- 5- et hyl phenyl ) ur ea

Tol ueneate Crystalline Form 1 conprising: making

N-(4-(3 -am no-

| halk AN @4 FapthindP NE AN zo N4~y PhEdyIP NSl Berb e e ke hturea;

ea; providing a mxture conprising N-(4-(3 -am no-

| Hindazol - 4-yl ) phenyl )-N -(2-fl uoro-

5- d . t | . i '

e A N e AR B3 Dphenyb N(2-fluoro
5-methylpbergd Braasnd yolp biem yhereie the iN-(4-0ivphatoe] j-intagglod-yBdhényl)-N'-(2-

t he t.ol uene, causin 4-.( 3:  Am no-
uorq el AT GRS s AT BB olenssc ny1 phenyl ) ur

ea Tol ueneate Crystalline Form1l to exist in the

m xture, which N-(4-(3 -Am no- |Hindazol -4-

y Pyt =(ReAmiof iHsrdgza-4rebpRanph iy ) fioser S rertligpbepydurca
Tolue%a)f@t?}tsltdlﬁ& F@HM o e%%tﬂ@ﬂﬁﬂfr@,%lﬁ&h abaus_ A hAROHiiRdazol-4-

the nonoclinic crystal system and P2i/C space group
yDphagiyt)aN ¢ @efilatro-Ormethy phaydirdy, TolserchtrGrysteling ddribyl, when measured

o aboy G heriRnon s B DG BHEL 16 S0 SO iption
' : ol 0.01
07100 RGP By AR TR e B i oo 67

13.80AH- 0.004z8b16W y 0.@07enyd 1IN 7A 2-0f02/05:at Rspective a, B and y values of

nmet hyl phenyl ) urea Tol ueneate Crystalline Form 1.
about 90°, 103.75° £0.01° and 90°; and

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

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

preceeding embodiment.

In a process for making N-(4-(3-Amino-1H-indazol-4-yl)phenyl)-N'-(2-fluoro-5-
methylphenyl)urea Tolueneate Crystalline Form 1 comprising reacting an acid or diacid salt
of N-(4-(3-amino-1H-indazol-4-yl)phenyl)-N'-(2-fluoro-5-methylphenyl)urea and a base and
crystallization or recrystallization of N-(4-(3-Amino-1H-indazol-4-yl)phenyl)-N'-(2-fluoro-5-

methylphenyl)urea Tolueneate Crystalline Form 1 from toluene, still another embodiment of
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Still another enbodi nent conprises N-(4-(3 -Am no-
1H i ndazol - 4-yl ) phenyl )-N - (2-
WO bawonse22e et hyl phenyl ) urea Tol ueneat e Cryst al PCTIESTO08/0R0066
1 prepared by the process of the preceeding _
this iq%ggt?wriﬁsl_ &y?‘cﬁ@]ﬁ%ﬁ?gé@%{%@?ﬁg Elger ]gt(%fr(g -(Asmi_n'gtq P?—?ﬁdazol-4-
y))phéiBHY L b@ibeb suhedyhabienest FoltEnsatcat tybaRinE PO/ Y from a solid,

_conprising reacting an acid or diacid salt of N(4-(3
semisolagyivag-or oil form of N-(4-(3-amino-1H-indazol-4-yl)phenyl)-N'-(2-fluoro-5-
rneth§J1 ehDHE22 ki 19 RE S drieNr ot HaH R0 s Bt &R ¥ akdHation

and a base an crystalflza 1on or recrystallization
reactiod. N- (4-(3 - Am no-
| Hi ndazol - 4-yl ) phenyl)-N -(2-fl uoro-5-
met hyl phenyl )urea Tol ueneate Crystalline Form1 from
t 8tiHQAStheS&hbddiRABRETHri8EPQAY TBAMmiRS-I ALifdARY- ARl jphBnyl)-N'-(2-
conprises crystallizing or recr staII|2|n8 t he
fluorond-methydphmaiy Herca Malycperpdy brysgalline Form 1 prepared by the process of the

. J-N -(2-fluoro-5-nethyl phenyl )urea Tol ueneate
prece%rl%g%“gﬂ?dlﬁle

I'ne Form1l froma solid, senm solid, wax or oil
formof N-(4-(3-am no-

S h BB R ABTARMRY fecdhereppring Nele Famino-
1H-in@8R1-30)1 Bhy1)-Nam -Fl6rod e Blctt y@htahi Dirch §8Gich&te CHfstdlline Form 1.

anot her enbodi nent conpri ses

N- (4- (3-am no- 1Hi ndazol - 4-yl ) phenyl ) -N - ( 2-

f ro-5- - I I { y I.ne.: [

1 SR aBahe RRNARIRRS R % S fIEP R0 RREH blepRil PN
Aminestbbaidarii-ylgihchyl)-aNigR Hewre fdnodh yipidnyHorglobescABCrgdd line
for use in preparing N-(4-(3-Am nol H
Formilpqaz0l - 4-yl') phenyl ) - N - (2-f I uor o- 5- met hyl phenyl ) ur ea

Tol ueneate Crystalline Form 1. Still another

enbodi nent conprises a salt of ABT-869 for use in '
pPEPanpthgr emlparlipgnt capiptises the hydrochloride salt of ABT-869 for use in

H ol -4- - flugr 9- 5- h
prepafl NGRS e RSB ER
Toluceeho diyseditincclorpr 1.ses t he hydrochl ori de salt of ABT-869
for use in preparing N (4-(3-Amno-
| H i ndazol - 4-yl ) phenyl)-N -(2-fl uoro-5-net hyl phenyl ) ur
ea

DETAILED DESCRIPTION OF THE INVENTION
This invention pertains to discovery of N-(4-(3-amino-1H-indazol-4-yl)phenyl)-N'-(2-
fluoro-5-methylphenyl)urea Tolueneate Crystalline Form 1, ways to make it and ways to use
it.
The terms “N-(4-(3-amino-1H-indazol-4-yl)phenyl)-N'-(2-fluoro-5-methylphenyl)urea” and
“ABT-869” are meant to be used interchangeably.

The terms “ABT-869” and “an ABT-869” without any indicia of crystallinity or
non-crystallinity associated with it, as used herein, mean amorphous ABT-869, a crystalline
ABT-869, microcrystalline ABT-869, ABT-869 in solution, a semisolid, wax or oil form of
ABT-869, mixtures thercof and the like.
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Tol ueneate Crystalline Form 1. DETAI LED DESCRI PTI ON OF
THE I NVENTI ON This invention pertains to discovery of
WOR(4/0822@m no- 1H i ndazol - 4-yl ) phenyl ) -N - (2 PCT/US2008/080066

fl uor o- 5- et hyl phenyl )urea Tol ueneate Crystalline Form

1 s to make it and.ways ta use it. The ter .

PR SRl e e B i PP B N S R v s
regul 4R BYdping Adrhn t ofndlcciBY wBRY is AlamtATR&NGvdr @ | ﬂdﬁ%@or

i nt erchangeably. The terns "ABT-869" and "an ABT- 869"
externgf fageptangny i ndicia of crystallinity or

non-crystallinity associated with it, as used herein,

mean anor phous ABT-869, a crystalline ABT-869,

nmUniess stpsedalthdrnese AiRRFed@bdes ABTIMEGO wiciphy/oleighit Om/w)apercentages.

sem solid, wax or oil form of ABT-869, m xtures

thereof and the like. The terns "crystalline" and

" Th6 f @R S tRIchiohge saleS adeRd hBRAE InbanFBA IS &b ABted therewith one

regul arly repeating arrangenent of nolecules which is
Ofﬂmﬁhﬁﬁman%éﬂh@@é®ﬂ4?@qwﬁ@kménge or external face planes.

Unl ess stated ot herwi se, percentages herein are

wei ght / wei ght (w'w) percentages. The term

" Mhd tamiisolvients” salstd heram, nwenk hikqed im whizhnscohgound)is soluble or

. assocj ated therewith one or. nore than one. .

partiafi, ol 1B P! dch PaAOBRTTAHAR 14 GsaIgsi RAcHALYdissglvg dhy
comphi@idei n, neans a liquid in which a conpound is soluble

or partially soluble enough at a given concentration

to dissolve or partially dissolve the conmpound. The

t rantj - £, d ' . . | ' |

wiSierl SHESBEER oo v BT HERY oGRS DpuiFE AR i dofibind
insolubtenemengli atd ginen coneentedtioaad by efft@ivegoemicgipitaingngattdoatpound

conpound from a sol uti on.
from a solltion.

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

It is meant to be understood that, because many solvents and anti-solvents contain
impurities, the level of impurities in solvents and anti-solvents for the practice of this
invention, if present, are at a low enough concentration that they do not interfere with the

intended use of the solvent in which they are present.

The term “acid,” as used herein, means a compound having at least one acidic proton.
Examples of acids for the practice of this invention include, but are not limited to,
hydrochloric acid, hydrobromic acid, trifluoroacetic acid, trichloroacetic acid, sulfuric acid,

phosphoric acid and the like.

The term “base,” as used herein, means a compound capable of accepting a proton.
Examples of bases for the practice of this invention include, but are not limited to, sodium
carbonate, sodium bicarbonate, potassium carbonate, potassium bicarbonate, dibasic sodium
phosphate (i.c. Na,HPO4, KoHPO4 and the like), triethylamine, diisopropylethylamine and
the like.
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Sol vents and anti-solvents may be m xed with or

W t hout separation of phases. It is neant to be
wa@ewensreod that, because many sol vents and  PCT/US2008/080066

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

eaudhs ABCEHY TalubRiatd OdbtaliRYFodR INBlexishied MltereWohprising
the intended use of the solvent in which they are

ABT-8pQanchtolucmpavhaseimthad Bd;869dws ge@lckaby dispolverk anlgrogn as
nude&?ﬂpound havi ng at | east one acidic proton. Exanples
of acids for the practice of this invention include,
but are not limted to, hydrochloric acid, hydrobromc
acid, trifluofoacetic.acid, trichloroacetic acid,
SEPF theinicties ol PN Ruckeatign g1y HerBadei R @ecUrhy mpegpfpuch as
solventR@@6val, @mptatilc BRINGE ol vERARTscRb1E AROMPehtGalRBhe Of
accepting a proton. Exanpl es of bases for the practice

solvensfimmniipeblcnbnipivent additiondehafivgtor seratchg the miteriay of gie container,
prefergglgllk?%s% g?gtgg]t% T \xﬁl?fgllbtﬂfglae?g&?{st}ﬁ&% ochﬁIt vl '&# Eﬁlndplement such as

dassium onate, dibasic so
a glasp hoabsqtuagless(bicacdor IMadsfl04,cokbhRadn afithetforegbinke) ,
triethylam ne, diisopropylethylamne and the
i ke. Causi ng ABT-869 Tol ueneate Crystalline Form1l to

eXbstheipachic8bRhH iBv&RIFR! Ml dgoAREy3RToBOed B 8858 growth,

wherein the ABT-869 has conpletely dissolved, is khown
accompgnied by sy stad grovrdr ot feloyediand easompanipgd 8y crysahgiopyih during

. 1N . .

wici{454 80 S0 TR, TBAE RS tARRA SRR B P Form 1 i
toluer@nih¢resob.vent addi ti on, sol vent-inmm scible anti-solvent

addi tion, chafing or scratching the interior of the

container, preferably a glass container, in which

NYHE @8k ‘9814t gMag Dicd Rraf GHEanWséfhrf el ARTRED Mo RHUERe as
glass rod or a glass bead or beads, or a conbination

Crystgﬁnq Rernt b fiegbiodernt.Rofi-sohienp pae niigtareod! sohicst antizsadydngnlhis is
typicaﬂv%lcgo%ﬁﬁl%ﬂew nggnsf 591'011 %X‘@&t@%gﬁﬁéﬁ; tfﬁl!rat%ﬁl%ﬁ]m without vacuum,

filtration with positive pressure, distillation, evaporation or a combination thereof.

Preparation of ABT-869 and its utility as a PTK inhibitor is described in
commonly-owned United States Patent 7297709.

Excipients for preparation of formulations made with ABT-869 Toluenecate
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, copovidone, corn starch, corn
oil, cottonseed oil, cross-povidone, diglycerides, ethanol, ethyl cellulose, ethyl 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, povidone, peanut oil,

potassium phosphate salts, potato starch, povidone, propylene glycol, Ringer's solution,
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acconpani ed by crystal growh, or foll owed and
acconpani ed by crystal growth during which, and as a

wo e®abs22ed which, the percentage of ABT-869 ToPUEOBNE080066
Crystalline Form 1 in toluene increases. The term

"I so [ s..used. herei n,, nmeans se ABT- 86
Saffoy5] LD O yUiCan HIoHcroRiE PG DBy Girilufose sodiam phosphate
salts, §J&ﬁ1hm$@ir§’l%lfateo§od%rﬁ‘séﬁ‘bﬁbp s@fiuStoaBNfunditht - bRl stearic
This is typlcafly acconpllshed by nmeans such”as

acids,staaryl ifemgrate, suerosei surfagtantsntald, tragasenthi torehydrofiefunyhalcohol,
trlglyéér dbd S a%&ﬂl Wb d@r@%t LY BeROE %& mn?[{lf%%_)'tﬂelr@(};f' 8 the like.

'on or b nat | on repara on o
ABT 869 and its ut|I|ty as a PTK inhibitor is

bed | d Uni t t
S tat ek BB aRDROY Gy ALY BTN b AT SRR SReRiLs
CrystATBAEFHYnt D toA&TacﬁﬁfﬁlsI&&dlsmﬁaﬁu@Ily%& @Hnlyriﬁ hﬁﬁmrao@age%hﬁs

adm nistered orally in solid doSage forminclude, for
mclud@xﬁ)rmwnplagbﬁ -buggileicralycocdastor gill.LAerTh i dejienssRdl g8, cthanol, fatty

acid th%&bZéfl soﬁ)lt%f? %Inin oti)le g@ﬁhd@tﬁ il gggerotl ’IS%IPF ﬁa&legl?veg#ly ?8 yethylene

omners, cel 0Sé ac
glycobppopylbngd gletel, sempay bidoweter, otk turstthcredt, andahalikd. |
cottonseed oil, cross-povidone, diglycerides, ethanol,

ethyl cellulose, ethyl laureate, ethyl oleate, fatty

agix6ipRitsEos preP@ilafbh Bf fodRhAiehd ma&! WRRABT-86Y T6luChoate

roundnut orl, hydroxypropyl neth cel | ul ose,
Crystaﬂh@pr@pah@} be ﬁ@mnwtﬁr@g/ esmgtiselly Imsiltd@s@f creaplesi um

chlor%%?&ﬁ&%%?rbgﬁg %ﬂ%gm&& ah Al Sres lretof R ' l{kg oi I |

rve oil, "povi one peanu
pot assi um phosphat e salts potato starch, pOV|done

D i P oo ek BT A SO o

Crysugﬁhé Pb@$ € to @@erﬂlmspéw@pﬁ@ﬁt@rm lid FudeS @H HBMpRUI Blbutanediol,
fate, sodium sorbitol, smﬂumstewylhnmrﬂe

castorsmgz berrpibicotionseeskoil, eie&tmsasger@t@bgwunﬂuwlaheosogmx@glé acid,
olive 81]l1j Cpf %‘i:lft%nlt ﬁin&%ﬁ ‘s:dlutg 11']01}1t Est alnfe OMP' 5§ b%r{n Hfl}éﬂg.SP. or

ceri des der
isotonihsrdéwoh chieeitlesolution twalteﬁfsmimﬁfee diferanfidnd the lkick e.
Exci pients for preparation of fornulations made wth
ABT- 869 Tol ueneat e

Excipients for preparation of formulations made with ABT-869 Toluenecate
Crystalline Form 1 to be administered rectally or vaginally include, but are not limited to,

cocoa butter, polyethylene glycol, wax, mixtures thereof and the like.

The following example is presented to provide what is believed to be the most useful

and readily understood description of procedures and conceptual aspects of this invention.

EXAMPLE 1
Preparation of ABT-869 Tolueneate Crystalline Form 1
This example was prepared by recrystallizing ABT-869 from toluene at about 110°C
and filtering.

The term “about” preceding a temperature means the given temperature + 5°C.

-6-



Crystalline Form1 to be adm nistered ophthalmcally
or orally in liquid dosage forns include, for exanple,
wa@95299 ene gl ycol, castor oil, corn oil, cor@DOSHEEI080066
oil, ethanol, fatty acid esters of sorbitan, germoil
groundnut oil, glycerol, isopropanol, olive oil
pol yet hyl ene glycols, propylene glycol, sesane oi
Wahefore ﬁig 1BSank REFEDG s @R ol end ihk@iosei RbERtH Mo limit it to
preparation of fornulations made with ABT-869
the discdesgd wedpdingnis Variptions apd chanees ebveusiamnaiskitled énthe art are
1nten(f%§|'{r§¥)% ?fﬁjh ﬁtgh rs]égé g%gfl gﬁlge (?P(tﬁgmgg?tlon as deﬁ,neclinmxt leJ claérns
t her eof and the i ke. Excipients for preparation of
formul ati ons made with ABT-869 Tol ueneate Crystalline
Form 1to be adm nistered parenterally include, for

exanpl e, 1, 3-butanediol, castor oil, corn oil
cottonseed oil, dextrose, germoil, groundnut oil

| i posones, oleic acid, olive oil, peanut oil, Ringer's
solution, safflower oil, sesane oil, soybean oil

U.S.P. or isotonic sodiumchloride solution, water,

m xtures thereof and the |ike. Excipients for
preparation of fornulations nade with ABT-869

Tol ueneate Crystalline Form1l to be adm nistered
rectally or vaginally include, but are not limted to,
cocoa butter, polyethylene glycol, wax, m xtures
thereof and the like. The followi ng exanple is
presented to provide what is believed to be the npst
useful and readily understood description of
procedures and conceptual aspects of this invention.
EXAMPLE 1 Preparation of ABT-869 Tol ueneate
Crystalline Form 1 This exanpl e was prepared by
recrystallizing ABT-869 fromtol uene at about H Q0C
and filtering. The term "about" preceding a
tenperature neans the given tenperature 50C. The
foregoing is neant to be illustrative of the invention
and not intended to limt it to



the di scl osed enbodi nents. Variations and changes
obvious to one skilled in the art are intended to be
wowrdabiose2ehe scope and nature of the invention BSI/US2008/080066
defined in the claims. WE CLAIM 1. N-(4-(3 -Am no-
| pdazol - 4-yl ) phenyl )-N -(2-fl uoro-5-net hyl phenyl ) ur
WE Cjégl%l ueneate Crystalline Form 1 which, when neasured
at about -1000C in the nonoclinic cr yst al syst em and

P2i / C space group with radiation at 0.7107 A, is
cHar acﬁ\g gﬂb@o t Esipéazol-¢e/liphenyl b ' b?aﬂawr%meﬂﬂanlpb@gyl)urea

Totucfesy oA Sorket B, Al Acar 800 8-OBFE, A0EL A0 AT

res ec Ive a values

crystal te?ﬁan(QP@JC@ eHou Wltﬁ\rd@iﬁ@foﬁ% 07007 Kakd dh@racterized b
v 95% 4- ( 3- Am no- P%Ll%ﬁocigol 4-yl ) phenyl) - N-(2 fl uoro- 5}-,

respetmaib Hattiphparyinytar eaiué@ai bendatod IGJSQAtfaO IOilﬁeS HMM OO7A and
gaﬁﬁ) %2I 8.|I pr0VI |ng a mxture co g % o
19.87 A SReIE 610 B-apd y prBIY ph abqut (2 fl% ot 0.01 and 90°.

5- met hyl phenyl )urea and tol uene, wherein the
N-(4-(3-am no-I Hindazol -4-yl)phenyl)-N -(2-
f Ruor oASproetsk yorphanyg Nefed Amirmelﬁﬂimdaeblﬂdl)pheﬁyﬂt)eﬁ -(2Afluoro-5-

ety K OGS AT ol POTURARE: et hyl pheny! ) ur

ea Tolueneate Crystalline Form 1l to exi st | n the
m xture, which N-(4-(3 -Am no- | Hindazol -
y PYQydiRg B IKRUIY CnppripgreoN fi%(étanympﬁEmyﬂawﬂwéayl)pbprené}ré%rﬂ%ﬂuoro-

s-me AR RLASRROMLA: AR, TESSHLES RO d OO0k -
fluorond-iethydphcayi)yoma &t cddapldOly dssolved chtrcactuend; 2edl by

respective lattice paraneter values a, b and c of
13.80A O dA, 8.910A 0.007A and 19.87A 0.02A and

I esdy Nl(@-(@AIﬁ’ln@nlq{ Gld%@(l;luﬁ?l)ﬂ{engt)W1(23ﬁ10r6-@3m&ﬁylp@e@1)urea

and 9 The process of claim?2 further conprising
Toluepeps¢ nysﬁaéhmqq]éorm | o qast ipnHieaixture) witely S (4-(3-Amino-1H-indazol-4-

yl)phe?ug}')uenge@&/dr%f ?élﬂ'p @P?ea%&ﬁé&ﬂe@%gtﬁ Y ES A 1, when measured

ate
at about -100°C in the monoclinic crystal system and P2,/C space group with radiation at

0.7107 A, is characterized by respective lattice parameter values a, b and ¢ of
13.80A £ 0.01A, 8.910A +0.007A and 19.87A + 0.02A and respective o, p and y values of
about 90°, 103.75° £ 0.01° and 90°.

3. The process of claim 2 further comprising isolating the N-(4-(3-Amino-1H-
indazol-4-yl)phenyl)-N'-(2-fluoro-5-methylphenyl)urea Tolueneate Crystalline Form 1.



