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CRYSTALLI NE CHEMOTHERAPEUTI C FI ELD OF THE | NVENTI ON
This invention pertains to N[ 4-(3-Am no-
wo kpobosa®ol - 4-yl ) phenyl ] - N - (2-fl uoro- 5- PCT/US2008/080067
nmet hyl phenyl )urea Crystallihe Form 1, ways to nmeke it,
fornmul ati ons | Si ' i 1t and
nmet hods of tréggﬁhgﬁﬂggﬁgﬁﬁgﬁﬂgﬁﬁﬁEAE&iggge using it.
BACKGROUND OF THE | NVENTI ON
N-[ 4- (3- Ami no-| Hi ndazol - 4-yl hen¥l -N -(2-fluoro-5-m
et hyl phenyl ) ur ea @%BﬁDgﬂﬁTH%é$8H§§ a famly of
p ' - ' igases A PTKShrwhi.chy £ he. e
oSl 3Pl I RS A 0L £ A2 Muoro-s
methydghdnyl)yarea Eirgdtalins Forib &y waystto arake xc &ssiulegioRS éoradsing it ynd made
... .has be%n observed in na@¥.di ease states including
with i RGO IR ARECTEH Vit 585 88 Yor der s and
di seases resulting frominappropriate activation of

the i Mmune system Crystallinity of ABT-869 may
ef fect, anong BARKGRAYSNDREQF IN¥ERHADSG
OFOREFA | ‘thel ahil <ol uRiLity. .
S EF st Db R AR )- O LRy ety i3S
(ABTER®Oauslengaee fafilyafipfacih tyresiacinhossBTHE) whichicatABEe 89
IS dependent .on sone, if nat all, of the roperties,
phostyRglalone APCCHS STOSS TReldErs TR of ércmgm%a?\%aﬁﬂﬁ or excessive PTK
activity 1Rk BREHSBserval tiS Ry diseRRtstatdsGALIL AR @Enigﬁ ¥8d Aalibfei
_forms of ABT-869 and mg%f to reproduci bl'y make them
prolifganrgRyordrrs BREE diskpAeNTIsaitingriwne rgppliontate aofivationof the immune
jnvention, therefore, pertains to N[4-(3-Am no-
H i ndazol -
4-yl ) phenyl]-N -(2-fluoro-5-nethyl phenyl)urea

Crystal.line. F whi ch, when neasured at about 250C
W%tﬁhaﬁ%ﬁ %ﬁtf?%éf%a LAmqng olE PAYYIEH iP5 FphACa
propcRRWOGEr gﬂaﬁfll’g\%%Blu%ﬂit?,aéﬁs%ﬁﬁioﬁ@Mb,%r&r?é@%6&%&si8@f§‘hﬂ{?§lelting
~ of about 7.8, 9.1, 11.0, 11.8, and 12.1. Another '
point.digsaeiicreast ofppanudiatere and farmmldtieniod ABTc80 Isi depergicanon some, if not

i pie .andN-T[.4- - . . . .
it of S RRARFARACK 30 Siisinmnsyrn e cpamysel spd erapgyt
identifiydtjourcf arysStafisicafolhmnel ABMRIED ankdivedys 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 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 7.8°, 9.1°, 11.0°, 11.8°, and 12.1°.

Another embodiment pertains to formulations comprising an excipient and N-[4-(3-
Amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea 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 7.8°, 9.1°, 11.0°, 11.8°, and 12.1°.

Still another embodiment pertains to methods of treating cancer in a mammal

comprising administering thereto, with or without one or more than one additional anticancer
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when neasured at about 250C with radiation at 1.54178

A, is characterized by a powder diffraction pattern
whawpnsp2sespect i ve 2Qual ues of about 7.8, 9.1, PATUS2008/080067

11.8, and 12.1. Still another enbodi ment pertains to

drugs TP S G TEHE RGO (31 A PRGUC - GRATr By 1N
ﬂuorotf‘-@f[btml%e@‘}lghﬂeh @??dtalﬁﬂé F&RN ¢ QNI dhen thchRERREILLCEICWvith

fective anount of
radlatmn[aa_l (31 By 5-ahpeacisaiagbby a;pngig]-@ﬁwc]lon\pat(ezn having respective

20 Va%ygfé%oﬁt et ?yll oPIYERY % gﬁqﬁ:ﬂst al line Form 1 which,

en neasureée abou Wi th radiation at 1.54178
A, is characterized by a powder diffraction pattern

2Qval f about 7.8, 1..0,
Sy o 5ot Sar i a5 p BrocE b tmAERE NEFi R AinG-5Hy

indaz&l[@?}?ﬁl%engrﬂfNT@kﬂJb@o thé‘th{rl%héﬁ?lﬁ?e‘a ¢r§lgtaﬁﬁé ®orm 1 comprising:
4-yl)phenyl]-N -(2-fl uoro-5-net hyl phenyl ) urea

Crystal line Form 1 conprising: making N-[4-(3-am no-

| H i A- vl -N, - | )

R MR N B Rt AT SRS e

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

a@&v&ﬂ%{g gprsg ur%cg{grgl?e}}?é% I&Jle[g e(? ta(f:‘nn(ljor ¥ls—lt-1?1ldellzlorl1ﬁ yIT)CI))rhrerrllyJI] %0?2 fluoro-
5- meth?%ﬂa{ yPrufH TWodndaic o4 allind Fyin Rhaa¥tdioMNuile:2- f | uor o- 5-m

yl phenyl )urea Crystalline Form1 to exist in the
mxture whi ch N-[4 (3- Am no-| Hi ndazol - 4-yl ) phenyl ] -

W TR B B L RS T P R DY b g Do
Crystdlin¢ Borehat@etisrin Zlfb(inb;}fura, ookl &-[4d{3F A mauad-il Hringhadot-ésyh)phenyl]-
N0 Eaisdiacny i Ot o ﬁ%m? ﬁ%@{lﬁ%@g&m At 5°C with

radiatlod a!t m@am A4leJh)1ﬁBFeﬁ¥éd b*\ﬁ pbwddd diFLridn attern havm%respectlve
)urea ine Form 1. anot

20 Va]@qb@%/ﬁhwh? 808n1pr113@ 11 8° and 12.1%
and N-[ 4-(3- Ami no- | Hindazol - 4-yl) phenyl ] -N - (2-
fl uor o- 5- met hyl phenyl )urea Crystalline Form 1 prepared
by the process of the preced| ng enbodi nent. Still

ano her e I ent . co es A Tol ueneate for
use qtlﬁgéliwg%a[ (;IgArﬂf-nPZl 1n azol- 4-yl-gphenyl] IQI % f? oro- %-
methylphenyl)urea Crystalline Form 1.

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

embodiment.

Still another embodiment comprises ABT-869 Tolueneate for use in preparing N-[4-

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

Still another embodiment comprises a salt of ABT-869 for use in preparing N-[4-(3-
Amino-1H-indazol-4-yl)phenyl]-N'-(2-fluoro-5-methylphenyl)urea Crystalline Form 1.
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(3- Am no-| Hi ndazol - 4-yl ) phenyl ] -N - (2-fl uoro-5- et hyl

phenyl )urea Crystalline Form 1. Still another
we@pdvomisazent conpri ses a salt of ABT-869 for usECT/IS2008/080067
preparing N-[4-(3- 3

i.no-1 Hindazpl -4-yl)phenyl]1-N -(2-fluorao- 5-met hyl phe .
ﬁ?ﬂﬂ&fl@ e@tﬁ@%ﬁmﬁ?&%ﬂ%@ i c by fiophizigs sl ot B guse in
prepaGRETRL[4S@SA iR - ' A RS BI- 251 BRerS AN - QLIRS -5868thly Phemf furk)
preparin
(kyHNMP%FQ@n%mino-lFLindazoI-4-yI)phenyI]-N -(2-fluoro-5-m
et hyl phenyl )urea Crystalline Form 1. BRI EF DESCRI PTI ON
OF THE FIGURES Figure 1 is a powder x-ray diffraction
pattern of N BRIKBD&SCRIPTION OdaPIAEFAGURES

y henyl 1-N - (2-fl uor.o-5- net hyl yl ) ur ea :
i@f%ﬁ% deowd ey s FréngnepofHgindazol-4-
I5Smi ' ' t iiscovery of

3 e R 2

fl uoro-5-net hyl phenyl )urea Crystalline Form1, ways to

make it, t | A i QRS

cont ai ni ngbrn ALREBRGec ktOR OF TP EVERLO5;

t Thatihvgitioapeedinysi digeovtry ofiNe[4-€3-amino-1H-indazol-4-yl)phenyl]-N'-(2-

) - (3-am.no-1 Hindazal -4-yl)phenyl]-N -(2-fl uoro-5-.
luorogsy Yé»aflafﬁ?i])‘)“iﬁﬁ vl Pory1 bR ey apa S i
formull{HoBS eHAMARRAN ¥nd AR& VB IBandYBIth880f Al ng 8thABIsi8OR. The

wi t hout any indicia of crystallinity or

terms idnl4cByasniabt ithindyzed s ponheneld-Wi(2 Hluoto-5axctig plenyBpeset and
“ABTIRER AUBLRANNBe (RIEBRRN R ghKS a1 e ABT- 809,

m crocrystalTine -869 in solution, a
sem solid, wax or oil form of ABT-869, m xtures

t hereof an Jike., T Jrs. "crystal li.ne’ and . .

e FWyéM‘gg% é,nﬁ 18 A EF it e ot fiystallinity or
non-chRAMkA Asd SREAKIAG, & HRAFCABN I AR HfHs @B MRS N drstalline

mai nt ai'ned over a |ong range or external face planes.

ABT-8p7, enisrostystadlincot BEr869s & BTprcanphiges, dsmasalidapex or oil form of
e aht i.aht centages. The term
fuyrgﬁ%ggéc Egggggé%é%%?ﬁgés used herein, neans having
associ ated therewith one or nore than one
hydrochl ori de i val ent .
)i"ﬂe terms Q‘crystalh(:i‘l%l‘I an(? !‘mlncrocrystalline,” as used herein, mean having a
regularly repeating arrangement of molecules which is maintained over a long range or

external face planes.
Unless stated otherwise, percentages herein are weight/weight (w/w) percentages.

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.
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The term "solvent," as used herein, neans a liquid in

whi ch a conmpound is soluble or partially soluble
wep@agh2at a gi ven concentration to dissol ve oPCT/US2008/080067

partially dissolve t he conpbund. The term

ti-sol vent used, herein, ns. .a I i d
o P é‘BHﬁSlYﬁHt "o PR B SRt e & g ripound is
insolBRNGRNEN atd GRed orRenteftfoRad by %ffE&fve%ﬁ}@ﬂe&bhﬂlﬂgﬁﬁaﬁd&ﬁ{pomd
conpound from a solution. Solvents and anti-sol vents
from regjutien. mi xed with or without separation of phases. It
is nmeant to be understood that, because nmany sol vents
and anti-solvents contain inpurities, the | evel of
I Splyehisiaed anti-sslobme ntag bamalixadtvith ©0 withbtisschamtidief phases.
practice of this invention, if present, are at a | ow
enough concentration that they do not interfere with

teis kit ANG 8L uH3&sBbd tke tReAE 'Man'y @owem@ And BRY.s@&nts contain

' present. The term"acid," as used herein, neans a
impuriténspibaneychefimpyrisies ing@bentriad astigplyepis derohe pRetisgmofbis
. t1 0 .
1nvenﬁ£1%, "ilf:a]#rg&rr]%%{r? gitrr]fl]el{)g; &%E#&ﬁ&n&%&)‘%ﬁ oglrtfile]g\{ aégr (g) t 1rgg&lf%rg thhcthe
intended iude of the kblwortdaedti¢hcthay ad,présehichl or oacet i c aC|d
sulfuric aci d, phosphoric acid and the like. The term
"base," as used herein, neans a conpound capabl e of

aqhe g e, PAsQlsed het@ﬁaﬁﬁhﬁssa Ampasahatak at féﬁst%@ﬁ&'dfceproton.
of this invention include, but are not ITnited t

Examglgd iofi agidsaiob divanractios od ﬂummp@tanbl@ﬁlads,bup 8% 13 llumed to,

SR i PO, )y BB i BB ERIT st i
phosphotietdiy laadritedikedi | sopr opyl et hyl ami ne and the |ike. The

term"isolating"” as used herein, neans separating
ABT-869 Crystalline Form 1 fromsolvent, anti-solvent,

OTha tdfAn*thd§e” & uss@h¥ent, ndahd a §6’fhﬂ&ﬁfd caﬂeﬁil@ of &cepting a proton.
pically acconpllshed by nmeans such as

Exampéﬁ of bﬁssg &ruthraf:mqetqfélms orveniierhingfudg b @ et noy émutsrdqto sodium
carbotfla{té ts Ol!;}lcg}db&t]atg %%k sbitidn BSo %?1% E %lu%ﬁ,h ca?b R dib ﬁlc sodium
P e

vap ora Ion Oor a atl on erapeu ica

phospﬂ@t%?pé @MQHPGJ:{DMEHISOQQnd%BEH&@)@ trididhdlrel &%oﬁﬁfpmelhylamme and
depend
the like.

The term “isolating” as used herein, means separating ABT-869 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.

Therapeutically acceptable amounts of ABT-869 Crystalline Form 1 depend on
recipient of treatment, disorder being treated and severity thereof, composition containing it,
time of administration, route of administration, duration of treatment, its potency, its rate of
clearance and whether or not another drug is co-administered. The amount of ABT-869
Crystalline Form 1 used to make a formulation to be administered daily to a patient in a
single dose or in divided doses is from about 0.03 to about 200 mg/kg body weight. Single

dose formulations contain these amounts or a combination of submultiples thereof.
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reci pient of treatnent, disorder being treated and
severity thereof, conposition containing it, tine of
w@ewpasRs0 at i on, route of admi nistration, durae@DOSDE/080067

treatnment, its potency, itsSrate of clearance and

whet her or not another drug is co-adm ni stered. The

anount of ABT-869 Crystalline Form 1 used to nmake a

f ArBMREY ot tn R AN AL Bt aiRchiddicH YvithorayiRRiut 80Exdiple,

singl e dose or in divided doses is fromabout 0.03 to
typicaglyovith mcngEb@mynmcgme bugpiggios liguise tq, éewaaml%ns

SIS B RSSETRATE R 5 2 SRBTLBlr S e

buffens) dalrias, cohtil®agenan cﬁﬁnng)a@mts, dihyemts; dishryegjmmﬂ‘g agents, emulsifiers,

XCi Exci ent ncl ude re. not ted to, .
extenggiy f@iﬁ’&%@?‘éon‘@r%%’éﬁ e g s R TR R e eServatives,
propeﬁé‘& r@l%aﬁbgs Bt QBriRERE SR, Qv Soterii, isOMbARBSwetting agents,

ders, ers, carriers, coating agents, colorrng
HHXmﬁﬁéhﬂgﬁ%@@ﬁMEhk% di sintegrating agents, emulsif ers,
extenders, fillers, flavoring agents, glidants,
hunectants Iubricants perfunes, preservatives,
pExp@[dna;rtbs prepaiaﬁans oﬁ@)nagbnblss Ccﬁlﬁpi’fslﬂg aimgleagenABT-869
ene biliz wettin es
CrystqIRT B hiibg Funieacd o ielly g el e % b%ﬁT%tfq it copmple, agar,
alglmé Q&AM RIS h Hﬂﬁé Sdeﬁgymcoﬁapl Bei¥yl Der2Bdte869-butylene glycol,
ystalllne orm be adm nistéred orall l'y in solid
carbo@g@ag@tcfr@ﬁlmqlw&;(psgd@llufogq& agokatersioeoa bujtor, coppyidena ca sgarch, corn
I
oil, co%!, gé%) g;&;ﬂr é}ﬁgg ;g 3}%00 H?L};Cé%criregsr gtﬂgrgéésﬁtgfr&%ﬁ{ﬂo? %ﬁ]&?fa%reate cthyl
oleateg 8ty ik iss teag gbatlﬁ geﬁ:mcr@la ghigbdgee glycaop(gwmdxdnet, oiborn
starch, cottonseed oil, cro povi done
hydromqérpy g]ﬁﬁaré ge %?qqaﬁg]prop@} ’)}POte%IPIS@IH}?S ct0é? qugnesmrn hydroxide,
magnésdith 8RhRite, Blalty mafhigAl Iﬁon(fgl‘%ctey id&& 'oﬁv@&tl Hovidods! Rhhitoil,
ermoil, glucose, glycer groundnut’ oi |
potassnwrpbﬁsmﬂt@psyltmpmo st@r@hJ pevédoae, preppleapalied!; Ringor osnlution,
safﬂoxév?% 61'11 a mif)%ﬁfcoﬁrﬁ%nfc? %Hll%%r 1]%)6I dr%etggg&'ﬁgfosg rgodlufn phosphate

eAra e, manni nono ve 0l
salts, patird ¢neyl qo&farisodiirh sor}bﬁblaS@dllHﬂmSﬁdaDﬂﬁimm“rae,Smlyb&,n oil, stearic

N S AR T L YA (R

mgly@e@fétby G REPP w&rae@\vdtweﬁhlel%p SeaterS R tHs RROSITRAY e like.
ts, sodiumlauryl sulfate, sodium sorbitol, sodium

stearylfunarate soybean oil, stearic acids, stearyl
f
%n@lgﬂeth?r ﬁf:ep%’?l?}?n §f‘l féoo %{a,a S COrﬁpqls‘fﬂg RS aiﬂ{ RBT-869

Crystalline Form 1 to be administered ophthalmically or orally in liquid dosage forms
include, for example, 1,3-butylene glycol, castor oil, corn oil, cottonseed oil, ethanol, fatty
acid esters of sorbitan, germ oil, groundnut oil, glycerol, isopropanol, olive oil, polyethylene

glycols, propylene glycol, sesame oil, water, mixtures thereof and the like.

Excipients for preparation of formulations comprising or made with ABT-869
Crystalline Form 1 to be administered osmotically include, for example,
chlorofluorohydrocarbons, ethanol, water, mixtures thereof and the like.

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

Crystalline Form 1 to be administered parenterally include, for example, 1,3-butanediol,
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triglycerides, vitamn E and derivatives thereof,

wat er, m xtures thereof and the |ike. Excipients for
w@e@pasast on of formul ati ons conprising or madeCTIS1908/080067

ABT-869 Crystalline Form1l &o be admi nistered

thal call raII |n I| i d dgsage orns
castoral Eon fatorssel il dexadss. ghstnAlb e pap A lifarss. Qe acid.
olive s@ rﬂéaﬁltIo,ﬂ RefdePN SRR Isalfﬂo%h@n %san{eadlt )éoﬁ%laﬂl oBSUSIE or

sor bi t an, gern10|l, gr ound nut oi ycer ol
1sot0mesm§1mapah1@rlde odlpen, ayater, moityies Hgresd en@tgky:d@qes
propyl ene glycol, sesane oil, water, m xtures thereof

and the like. Excipients for preparation of
f Gxoipicatd fbﬂﬁrepﬁlﬂ’nﬁﬂl sf ﬁ;gmoratinmj@n\rprtshlgABTnzBﬁgmth ABT-869
1 to, be adm ni st

S aII m ed o ti
CrystgTiis bofin | fgbe  SleBipred BRDY OF Pt it QR e o timited to,
cocoa®fubtaf) BblycMRHBE oly¥oK bikik it aRteordd tRaikel ke.

Exci pi ents for preparation of fornulations conprising
or made with ABT-869 Crystalline Form1 to be

adm i erall I
1?&?_18—5@ IfIal Ii)r?g cI’I'%no{ ?soall%é IISC%II ﬁ%gn FIh%Im %ﬂ%ns plii C?ntlc?ncer drugs
such acieﬂdtmalﬁg aggﬁitlsmﬂgldg,eneg;llsamhxb[’tuts aitlbodles posiarsemolitek gintimitotics,

I t I | ut
antiprgfifeitiRervrt nsuD oy Be éﬁ%ﬁ%@dﬁh Brgfsebploisresponse

modifi @99l dSRAHMNLERL O helftosQ ol bR1e iR ks, cyalzs&wg%ﬁase-z
thereof and the |ike. Excipients for preparation of

inhibifags, henkemivnisal o apgans hagolog (ks wpedptosBThiBieys, growth factor
I
1nh1b1%%?1tre]gt{ %hy | %IF ? NIéPI‘S u%(Pl%hﬁﬁItm%I IlﬁIo%re%g GJ ?}955% (IIbA)é) inhibitors,

are no
hormdiat therapigspinyaiiitdgces, ghtymlanngvambmmost umlesklhImnﬂIleta@ﬁ

) he |i ABT-869.Crystal li ne Form is also useful
mcluﬂIm&ﬁtI*srglﬁT 1K Spaepnagliaf tf‘frgeh TRPARYER lraﬂﬂlb} dnjiqgenzactivated

extrac@| ¥t ﬁghme@gﬁe&l §1na§é‘&hﬂ)@t%fbeﬁbl§-sﬂef81di£ Iahﬁﬁﬁammatory drugs
anti b | es anti netab OIIteS antlnltOtICS

(NSAHAD; plronurh ehemotherspeuios.modo-kiknkisasd inhibbprsoprotcagune imbibitors,
purinéé%l/ﬂ(}?ols ]%jyIIIImIaglteﬁatrn Ikorgg) II‘&I %rIiﬁIII’BI 1?-@ I%Hl%ge ﬁIltoIrs &inoids/deltoids

epen Hase’in or's,

plant alR&lokist Wpsisomy@komkibienase-tRe likdi bl t or s, | eukem a
viral oncogene honol og (ErbB2) receptor inhibitors,
growth factor inhibitors, heat shock protein (HSP)-90

I @ﬂlk)hhﬂir%' enﬁ'lﬁ'élé?dbealfiI%fh%IeYAm 47*31DAI3)52I80 mpIakffqe&%

hor nonal er apl es, i mrunol 0g icals, intercal ating
bendagnwsiiig, cbtqs@éhm@,tm@rﬂfm, n@rbeqmqmm irmostine (BAAY W chlgramtivetl,

T™

CloretaZIﬁ Wtﬂ (?1[ e% %ygglgho%fahgr@ag,r%%In%amﬂ& thrérﬁus%’ne, fotemustine,
glufosfarmde ifosfamide, 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)
inhibitors, thrombospondin analogs vascular endothelial growth factor receptor tyrosine

kinase (VEGFR) inhibitors and the like.
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extracel | ul ar signal-regul ated kinase inhibitors,

non-steroidal anti-inflanmtory drugs (NSAIDs),
w@bk@viosn2eo chenot her apeuti cs, pol o-1i ke ki nase PCT/US2008/080067

i nhibitors, proteasone inhibitors, purine anal ogs,

pyrim di ne anal ogs, receptor tyrosine kinase

inhibitors, retinoids/deltoids plant alkal oids,

t Vb RIREASMilioR Rbha % 7and $han ks kayctg@tdnaghe like.

agents include altretamn ne, AMVD- 473, AP-5280,

apazi quone, bendanustine, brostallicin, busulfan,

LA SRR BN PN Ve
@nwugﬁggﬁ@ﬁ%qﬁ% estranusti ne, fotenustine, gl ufosfam de,

fosfam de, KW2170, |onustine (CCNU), nafosfam de,
nelphalan mtobronitol, mtolactol, ninustine,

[‘E,flj’@%%”bl{“%ﬁnafu%ﬁ')gn 3% | G5 e 103 SBREOIOTC VP 2584,

T 8 am de an
flavopAiidbR @HNESS@I%DMGS 545 BD03B290tePIeAdo0bed, isalicid fie@ Y ¢-202,
ecep r05|ne ki nase (Tie-2) inhibitors, epidernal
R-TOS@%%@B 6? %%Itdéb?&i? ¢(EGFR) inhibitors, insulin

growt h factor 2 receptor (IGFR-2) inhibitors, matrix
net al | oprotei nase-2 (MW-2) inhibitors, matrix
rrﬂ(EK-IZQ@hnbtt@is MiecedeOA BEVB3 O\ ROt (@mcomb) BEXTRA

atel et-derived growh factor receptor
(Valquﬁﬁhbbul?iMS§47Q7ﬂrGEEBBBWWC%WX@scs&Biﬂ @.macomb) cT3,

AE0r r-tyro se
DER AR (iRl od-2i e b T RR R GH R 4
sulfarh Rint DT E-yReI Y IKAEE detdkRéxibYINE 808 4ardl8x B8R S8 6l he
@ﬂb % &gﬂ%klnase |n% bltorzhﬁi%!u e DASATINIB (r)
SC- 53{18&/58135348253va85\an4), Te6 IdaMIQXE) . @ofdcadil) dridkbe HIGDK
i nhibitors include AZD 5438, BM -1040, BMs-032,
BVMS- 387, CVT-2584, fl avopyri dol, GPC-286199, MCS-5A,
PROFRZA/MitoRd Hﬁcﬁg@z@%@i ESR bt EUF@{ 1@1%1910@%030mes EGF-vaccine,
R—rOSCOV|t|qﬁ 304709 and the I1ike
EMDi7200 mRBHsUX Qdeltld&mél@TH%?:lgAAEi@ﬂi‘ékii&s(]lR)ES(S@t “Obgicfitinibh) ,
BEXTRA(r) (val decoxib), BMS347070, CELEBREX(tm) .
TAR((F@‘éAe denathiyl oK1 71‘99TE’+318nEG£Boﬁ451b91 pra@iin 3TY BERAVAK
(r) (deracoxib), JTE-522,
the like. et hyl - 2- (3, 4- di met hyl phenyl ) -1 - (4-

gpatinib) and

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.

HSP-90 inhibitors include 17-AAG-nab, 17-AAG, CNF-101, CNF-1010, CNF-2024,
17-DMAG, geldanamycin, IPI-504, KOS-953, MYCOGRAB®, NCS-683664, PU24FCl, PU-
3, radicicol, SNX-2112, STA-9090 VER49009 and the like.
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sul f amoyl phenyl -1 H pyrrole), MK-663 (etoricoxib),
NS- 398, parecoxib, RS-57067, SC-58125, SD- 8381,
WEXWDIARE) S-2474, T-614, VIOXX(r) (rofecoxib)P@ntS10ng080067
i ke. EGFR inhibitors incl e ABX-EG-, anti-EGR
i mmunol i posones, EG--vacci ne, EVD- 7200, ERBI TUX(r)
(cetuxi mab), HR3, I1gA antibodies, |RESSA(r)
(9Bt GhHIbiRrs inbARCEMER ) 140884, QLR R38N 65BD-359D1, P‘n'i’9§@59 and
EGFR fusion protein, TYKERB(r) (lapatinib) and t
the likei ke. ErbB2 receptor inhibitors include CP-724- 714,
Cl -1033 (canertinib), HERCEPTIN (r) (trastuzumab),
TYKERB(r) (lapatinib), OVW TARGr) (2C4, petuzunab),
TARFOR Ghibited mERAEAR-23578E a7y, cvaM RERIRAD-EKB+&Gdycin,
: Ll 166, thERZ (HER2 vacci ne), APC-8024 (HER-2
temsixp. EE‘lSﬁBSl i - HER/ 2neu bi speci fic anti body,
B7. her21 gG3, AS HER2 trifunctional bispecfic
anti bodi es, mAB AR-209, mAB 2B- 1 and the l'ike.
HNohetgoidebai: mlﬂammaltom idoigsonaudaa MIGESHE P P ssaisabuta)dBOLOBID
. LAQ-824, M5;275, trapoxin, guberoylanilide %gr oxam c
(diflupigs MQKR&)J (ibgproferal @REIYSadkatopiabend. FELAREN sugptone),

i nhigitors include 17- AAG nab ®1 ,
FELDERH: 1(pii9xicenippsoren grramyAGE e %B%YN pinagesxen),

ou s TR SR S SRl
oSBT D DS,

(oxapto2il) ude tiRARiR3573, CCl - 779, everolinus, RAD-OO,
rapanmycin, tensirolinus and the |ike. Non-steroidal
anti-inflammatory drugs include AM GESI C (sal sal ate),

CRRRBIPH DS TP AR e shepE

(p| roxi cam i buprofen cream ALEVE and NAPROSYN
(naproxen), VOLTAREN(r) (di.cl of enac [ N N(r) | i
(f H@t%ﬁlelpﬂyerap@tﬂw Eéff §lsr( latif), ,Tﬂ‘%l%e%*pzatm) eptaplatin,

lobap%bg,ttbe 13%1} H%%‘ Né> ?ca%b 12%1 sag%?ét%lgc{ ‘Phe 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,
ZK-222584), SUTENT® (sunitinib, SU-11248), VEGF trap, vatalanib, ZACTIMA™
(vandetanib, ZD-6474) and the like.

Antimetabolites include ALIMTA® (pemetrexed disodium, LY231514, MTA),
5-azacitidine, XELODA® (capecitabine), carmofur, LEUSTAT" (cladribine), clofarabine,

cytarabine, cytarabine ocfosfate, cytosine arabinoside, decitabine, deferoxamine,
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(oxaprozin) and the |ike. PDGFR inhibitors include
C45 1, CP-673, CP-868596 and the like. (R Platinum

W@ b@aosi2ar apeut i cs i nclude cisplatin, ELOXATI NPCT/US2008/080067
(oxaliplatin) eptaplatin, (R |obaplatin, nedaplatin,

doxiflBg et d s R G EIC F%?%@P@gf %@&%t’é{d%}eag é@éh%ﬁlailgﬁ@xwrea, 5-
fluorofet (s TUOQRBRERIN b AR PERN DR, ER12AR” (bEHT R

"
hydroﬁﬁg& Mﬁ%@%?%ﬁlﬁ%ﬁ%@a%ﬁ%%hﬁggf ﬁ%&@?mlne riboside,

metho@ex&id,/meadhendic8BRI, nbacbgennglpegadt mﬁ)sﬁ)tt,e INEXRVBIRp{mtYstatin,
. (s f.eni b, BAY43- 9006 opani.b

sttt S R D S UPENT: (LT B Stjdgrebine, UFT

and tht348) , VEGF trap, vatal anib, ZACTIMA(tm (vandetani b,

ZD-6474) and the like. (R) Antinmetabolites include
ALI MTA (penetrexed disodium LY231514, MIA), (R)

Léﬁ]@%ﬁc FH ﬂsir i %il ng@?‘né ?%%%%Eg@??;%g@y&g&n D, amrubicin,

annanﬁycﬁtﬁhaﬁarﬁﬁclﬁCBDBN@D@NE {slsorhgeiny, dbimosticie, CAELYX” or
decit abi ne, deferoxam ne, doxi fluridine, ef | or ni A hi ne,

MYOEF{doJam)bllcma,tnlsamltrmm,rqmbytmdglaﬁ)uloﬁﬁ Wt BDOSE (1darub101n)
hydr oxyur ea 5- fluorouracil one .or

mlton&’&%?o?ﬁ%.ftnil%'ﬂ i ACQeatr BN De AER%@E‘H%‘F”@&BL??@WY“H’

(& ne,
Stlmalg%%ég%éé%? %%3% &J’r—l@%lk Wc}h% {ﬂ P%%g‘f%%%? %%henol I C
aci d, nel arabi ne, nol atrexed, ocf osfate, pelitrexol,
pentostat| n, raltitrexed, Ri bavi r | n, triapine,

t TPRRIsPrBALGinhbitprs 1tlvla%m5%ruhlc% Suatinpcampdpthecin, amonafide,
amsac\ll*frr]lg,e eacgleg%e gFTtefcI:?rgl N %%Alﬁﬂgb?&ﬁ@ 3 qltgccalnl‘hgl?irocBlonde)

n ar u

campt?g{e%' @é@{n I@ﬁggﬁ%or(ﬂ%u %z:%%hég ot@&ﬁ%nn ELLENCE® or

PHAKMORBIRITSI M pir @k SRTHOpIGHE cx @B YUGHDdrod bigba tecan,
ZAVEDCS (i dgrpl,llbl mﬁ)?b thom%l n C, ner%orrouﬁl ﬁ i, gimatecan

lurtotmn,c:'famzxamusnatqratheqm@mn@nymm,, pigint@nabiibiteean, sobuzoxane, SN-38,
Ci nhd?{ | aner, streptozocin, VALSTAR

taﬂupt’vg? (r% aﬂ)a tatin 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.

Hormonal therapies include ARIMIDEX” (anastrozole), AROMASIN®
(exemestane), arzoxifene, CASODEX® (bicalutamide), CETROTIDE® (cetrorelix),
degarelix, deslorelin, DESOPAN® (trilostane), dexamethasone, DROGENIL®, (flutamide),
EVISTA® (raloxifene), fadrozole, FARESTON® (toremifene), FASLODEX"
(ﬁllvestrant),FEMARA®, (letrozole), formestane, glucocorticoids, HECTOROL® or

RENAGEL® (doxercalciferol), lasofoxifene, leuprolide acetate, MEGACE® (megesterol),
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Topoi sonerase inhibitors include aclarubicin,
9- am nocanpt ot heci n, anonafi de, ansacrine,
whemavsnar i n, bel ot ecan, BN-80915, CAMPTOSAR PCT/US2008/080067
(irinotecan hydrochl oride) 10canpt ot heci n, CARDI OXANE
exrzazoxi ne), diflonotecan, edotecarin, ELL

MIFE&B&@Q\/@@@P@E n@bNILGNQR(HNTM éltlblﬁ%%ld@)e %%Q&N%tamoxlfen

mtrateé1 ?ﬂiﬁﬁ%ﬁ% {Jﬁe ?fl 1sg1&¥}m N Ot eC‘?er)Ulﬁlgstane
SUPRE#I%(ﬁﬁi s?{él%u%gﬁgggl K 1‘13[§' i fl'ﬁ;%%% %%aﬁnog%%tn%ﬁ‘e (LHRH)),

and

i®f ' T ®

VAN R ey R TR 121.0%? j SR f PO AP
(fosre(lﬁagwbﬂenuﬁabl)the likkl R-specif ¢ antibodies, |intuzumab,

PANOREX(r) (edrecol omab), RENCAREX(r) (WK &50),

RI TUXAN (rituximab), ticilinmmb, trastuzimb and the

| 'l%ﬁmd’s"‘ﬁﬁﬂ'%ﬁblcfs hl%l@d% £8cdIO61 YEB1 A3, MBBKLY, Jexacalcitrol

(anastrozol e), N(r) (exenest ane) ar zoxi f ene,
(KH1 %YSCEE%‘[@MGQHAN(R&}‘EIN )(alu@Eff(Rﬁ)[ IATH{AGENr Olifglsbmhyl tretinoin),

degarel i x, deslorelin, DESOPAN (tril ostane),
TAR@%EE%t(hwtene)m@ENiS@ and(the ik de), EVI STA(r)

(ral oxi fene), fadrozole, FARESTON(r) (torem fene),

FASLODEX(r) (fulvestrant), FEMARA , (letrozole),

f rapesikaldsds 81 HEQ GOf 4t 661 %ltecﬁ%@ml&r vigb&GHeL vindesine,

, doxer cal ci ferol ) | asof oxi fene, | eupr ol i de acetate,

Vanfﬁ&/E@@Ei theddrest erol ), M FEPREX(r) (mifepristone),

NI LANDRON(t m) (ni | utam de), NOLVADEX(r) (tamoxifen

citrate), PLENAXI S(tm) (abarel | X), prednisone,

PREREGOAE i hibitdrd asteicl VIE).C ADH q8bAami S RREFACKPI10052, PR-171

(buserelin), TRELSTAR(r) (!luteinizing hornone
and thedlkeasi ng hornone (LHRH)), VANTAS (histrelin inplant),

VETORYL(r), (trilostane or nodrastane), ZOLADEX(r)

(fosrelin, goserelin) and the like. Deltoids and

I Ekhmpicdsf imlislegisslo ﬁﬁtllLQietlﬁJﬂerféIEBs 1&8&1161@8&6&&}enhanc1ng agents.

Interf%rgﬁqa ﬁlglqﬁlﬁ‘é{t%ferog?é%@mge(eq% L n Ent?q?érgﬁ E-th%l b, interferon beta,

1nterf%@§%%akl\i(ar OIQ%{S? | nmlnt%&& Igéélﬁ%t or 1Ft% Cf oiﬁegamma-nl

combMb ARG Bl bSandMhO RkAT th&l ek ﬂ%?defl@LFAFERONE : BAM-002,

BEROMUN® (tasonermin), BEXXAR® (tositumomab), CamPath® (alemtuzumab), CTLA4

(cytotoxic lymphocyte antigen 4), decarbazine, denileukin, epratuzumab, GRANOCYTE®

(lenograstim), lentinan, leukocyte alpha interferon, imiquimod, MDX-010, melanoma

vaccine, mitumomab, molgramostim, MYLOTARG™ (gemtuzumab ozogamicin),
NEUPOGEN® (filgrastim), OncoVAC-CL, OvaRex" (oregovomab), pemtumomab
(Y-muHMFG1), PROVENGE®, sargaramostim, sizofilan, teceleukin, TheraCys®, ubenimex,
VIRULIZIN®, Z-100, WF-10, PROLEUKIN® (aldesleukin), ZADAXIN® (thymalfasin),
ZENAPAX" (daclizumab), ZEVALIN® (90Y-Ibritumomab tiuxetan) and the like.

Biological response modifiers are agents that modify defense mechanisms of living

organisms or biological responses, such as survival, growth, or differentiation of tissue cells
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vi norel bine and the |ike. Proteasone inhibitors

i ncl ude VELCADE(r) (bortezom b), MG132, NPI-0052,
wW@R0Yp22and t he |i ke. Exanpl es of inmunol ogi caPGI/US2008/080067

i nclude interferons and ot Hér i nmune- enhanci ng agents.

. Interferons include i.nterferon alpha, .interferg C
to diregt Hﬁgl t@ap’av? ﬁ]ilté—lhfl’g?r&qtlgﬁt% | 12181?1(1? :lﬁf)eé}l?,é?lgﬁlaaéla)’fjl}an, picibanil
PF-351D6 R {@'@89%%"&nirﬁ@q arfiGhé NMUNE (i nterferon ganma- 1b),

or interferon ganma-n 1, conbinations thereof and the
i ke. Oher agents include ALFAFERONE(r), BAM 002,

B . ' . ) i . .
CRRI S 4o IR b R SRR ER AR ine rapinoside,
doxifl@Aing L ¥D ARIEE gTddazbne), HEDi(b gkidtragh, R xzdMRPGEMZAR®
GRANCCYTE (Ien%grastin), | entinan, | eukocyte al pha
(gemditabef, IGMUDEBEX quatitocted )VIDROXATY e gniacey Madme n@xacitabine) and
.m tunonab, nolgranpstim MYLOTARG(tnm) (gentuzumab
the likgz oganmi ci n), NEUPOGEN(r) (filgrastim, OncoVAC CL,
OvaRex(r) (oregovonmab), pentunomab (Y-nuHWA),
PROVENGE , sargaranostim sizofilan, tecel eukin,
Theriayimlogsube addeXNWE Rdhicgubhi6e) and 2UTOONEVEOLS
PROLEUKTN (r) (al desl eukin), ZADAXIN (r)

(mercgptapyrificdasi n), ZENAP AX(r) (daclizumab), ZEVALIN (r)
(90Y-1britunmomab tiuxetan) and the |ike. Biol ogica
response nodifiers are agents that nodi fy defense
maaihianiosinagafts inicludadatabglanicpothilome Di(KIOSgRE] N-(2-((4-

on \ h. vi val

re es uch. a u , rowh,. or . . )
hydrogyphicay ddpinginy, Hb?@ré%&l%@b pesyiforaapide.ixsheponeRMS

24755 bR TAK YR Aol RE) SRS HIOBR Dos Pl bhfone,
XRP-9881, 1igluhinkezK Ayr® ahdlthedikanal ogs i ncl ude cytar abi ne

(ara C or Arabinoside C), cytosine arabinoside,
doxi fl uridine, FLUDARA(r) (fludarabine), 5-FU

( @o&lg!dﬁﬁ&%f"’fﬁé. bikesentt kbR brAR 8150 FKEARD boe used as a radiosensitizer
(gentitabine), TOMUDEX (ratitrexed), TROXATYL(tm

that efltancesctbe yifiereydofrediothsxapyi Eadinple ofaadiothreartyi ikdud®but #re not
limiteart&gle?%%ﬁl%%al(rﬁ)gaed(i!ﬂt@%.g\ggt%%ﬁlﬁa%g;)grla{c%]}}tﬁ]e%ztpyae{]n% sealed and unsealed

source radiotherapy.

Additionally, ABT-869 Crystalline Form 1 may be combined with other
chemotherapeutic agents such as ABRAXANE™ (ABI-007), ABT-100 (farnesyl transferase

inhibitor), ADVEXIN®, ALTOCOR® or MEVACOR® (lovastatin), AMPLIGEN® (poly
I:poly C12U, a synthetic RNA), APTOSYN™ (exisulind), AREDIA® (pamidronic acid),
arglabin, L-asparaginase, atamestane (1-methyl-3,17-dione-androsta-1,4-diene), AVAGE®
(tazarotene), AVE-8062, BEC2 (mitumomab), cachectin or cachexin (tumor necrosis factor),
canvaxin (vaccine), CeaVac™ (cancer vaccine), CELEUK” (celmoleukin), CEPLENE®
(histamine dihydrochloride), CERVARIX™ (human papillomavirus vaccine), CHOP® (C:
CYTOXAN® (cyclophosphamide); H: ADRIAMYCIN® (hydroxydoxorubicin);

O: Vincristine (ONCOVIN®); P: prednisone), CyPat™, combrestatin A4P, DAB(389)EGF or

TransMID-107R™ (diphtheria toxins), dacarbazine, dactinomycin, 5,6-dimethylxanthenone-
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Antimtotic agents include batabulin, epothilone D
(KOs-862), N-(2-((4- hydroxyphenyl)am no)pyridin-3
WO g00pg28€t hoxybenzenesul f onam de, i xabepi | oneP¢BNR008/080067

247550), paclitaxel, TAXOTERE(r) (docetaxel),

PNU100940 (109881),. patupilone, XRP-9881, vinflunine,g
4-acetgEb MReA A henilyegil, IAsqerarning lastase)le PIMERICINE™ (T4NS
iposopRRROLN B Gufo Ff PR AT bR eI 3y Rypeurin. BPOSOS
GARDASIO RRb&RYalcrfohamRh BapibmaAekAtYpEaRN 11 16 19§l RcoRBinant

are not limted to, external beam radi ot herapy,
vaccineg] @ARERAPWUNEath{gabtemahpittend cormietd), SITINARENSEEY (oblimersen

. source radiotherapy. Additiaqnally,sABT-869 Crystalline
sodiugag, YK (gapelinside sppiugels VPO NEX ¢ HERBER éﬁ%ﬁéﬁ%chles

o BETRESHRR PRI RO i s 11

PE38QQRACHR{cddkin bedvdvREDRLF 13- fdcod@sdres icrd tox MRt dr@iidi(-r) interferon-y,
S TR R T .

o d i ® ®
il AT LR TS SRV ASTAL (B METEEXIN
(trimctricRZB LRIcBRAMAC) APERAB2(pe REGA A TONCORBRE" (6 2ibhRcddale Ofzyme),
cachexi n (tunor necrosis factor), canvaxin (vaccine),
ONCORENEH't (Mcldoancatciiaacitieht), GRISUKK (el niceiulk), ORA THECINT
CEPLENE ( hi stam ne di hydrochl ori de), ®CERVARI X(tm
(rubitﬁdau)ré)SID@MG? (amtrbody-bssed aclt dne),, OGRER  (MAD Cvil@XaNienoclonal
. (cycl oph}g%p]%gm de) H ADRI AMYCI N( r . ..
antlbocibfid)@ew KOMIBIEER" (eglyeansspptifinEomn GRRseng fePyysing
20(S)PoBPRhSAAR) (aFPIRANhI LUIS)p LRSS (BPPHR, pabRa3S3) EGF
( )g{o Transm D(107 (tm U}Jtht heri a to(xilﬁii) P dacar bazi ne,
PANVACT VIO (iycdshgation@l chincet wagtixan pbenpargdseaPEGilatesfcion A,
(DMXAA), eniluracil, EVIZON(tm  (squalanmne |lactate),
phenoRpdBRIPGYIEazine ( FEh B stat IO ABt i(extymaxdingbo.dle bl VIHe

DX- 8951f (exatecan nesyl ate engast aurin, EPX06 ®
(lena Aot RSR G e oM AL SR b FEP (4 SOBLAT ANE
.11 6, 18). mbi t [ , STRI t
iR o B ) e RS A Rorerv®
oS0 TSR PP e IS L TREE R IR ten
TEMOBWE 'rﬁ%?omﬂakﬂe%ﬁﬂ&%g% tﬂ%@{o%@& aihar feper RendkaTic

acid, TG\101, |
thymitaq (2-amino-3,4-dihydro-6-methyl-4-oxo0-5-(4-pyridylthio)quinazoline

2

dihydrochloride), TNFerade™ (adenovector: DNA carrier containing the gene for tumor
necrosis factor-a), TRACLEER® or ZAVESCA® (bosentan), tretinoin (Retin-A), tetrandrine,
TRISENOX" (arsenic trioxide), VIRULIZIN®, ukrain (derivative of alkaloids from the
greater celandine plant), vitaxin (anti-alphavbeta3 antibody), XCYTRIN® (motexafin
gadolinium), XINLAY™ (atrasentan), XYOTAX™ (paclitaxel, poliglumex), YONDELIS™
(trabectedin), ZD-6126, ZINECARD® (dexrazoxane), zometa (zolendronic acid), zorubicin
and the like.

It is also expected that ABT-869 Crystalline Form 1 would inhibit growth of cells

derived from a pediatric cancer or neoplasm including embryonal rhabdomyosarcoma,
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PE3BQQR (ci ntredeki n besudotox), |L-13-pseudononas
exotoxin, interferon-a, interferon-g, JUNOVAN(tn) or

WORPAT280M) (mi famurtide), |onafarnib, PCT/US2008/080067
5, 10- net hyl enet et r ahydr of oltadt e, mi|tefosine

pedlat%]‘g %%;YI'KK)I%%?%SB fﬁgo' I ng){e@a I}%%@t%%%% oAlqu 1941 lia, pediatric

alveol@‘ff’ﬁﬁb@&h s'rafl‘bmaCWﬁ@Ene( Aaskitc Rp %h%ﬁae?&ﬁg %}Jlastlc large cell

anone vacci ne tréat nen Onco
lymphoma, zedrat@@uanaalastwemﬂ Ingtorap, Padigsiie éfcyamﬂ teraBpfEabdoid tumor

of the (c%ﬁt%%l Pl%ﬁéup %25%1% g%l Eatrgg MgPeIiO%ﬁ&%W&%nﬁnc Burkitts

lympHoagl, pediaeic cap@n ¢fSEWing s fgnils ef gumaypidhsisrpgimitive neuroectodermal

r.0 anaxa [ oI . PPD and 20( S) pr ot opanaxatr | ,
mmoréaﬁﬂg*l%) fBiC 513 fi B ?&@0 ﬁglﬁér}%fg‘é‘fr?'@lﬁgﬂ%a%y W 1ms
tumorS pi&tic gﬁGGIhﬁgﬂna m%ﬁ@ﬁlw@%las%ﬁ beaﬁfrfc%gfbb&smma pediatric

noxodi ol rocar bazi ne, rebi nastat, REMOVAB

neuro losio et by RETer D et e comd (ogeh as leukemic),

pedlat%%ig?%?%éﬁ@% )p(: %ﬂ%ﬁdo)l'\!ﬁ(ld% gtfrﬁggsorlg% ﬁagrtl% ‘%}%)odorin%osarcoma and

pediasicatcdboceas such @l lgnpsérat afPIHiIOAnceTARGRETk
(bexar ot ene), Taxoprexin(r) (DHA-paclitaxel),
TELCYTA(tn) (TLK286), temlifene, TEMODAR(r)

(P za@lbﬁla;fsi@m@%{a kd (1B as a paki dRmideis dESEBAd APE(T)
(STn KL mtaq (2-amno-3
commoalocy syt Gaits it oy e oo 1897709
-(4-pyridyl thio)quinazoline dihydrochl oride),
TNFer ade(tn) (adenovector: DNA carrier containing the

gane féltywihg oxamplecaro prseitad tooproaide WHRAGIEER cdrto BAVESGAst

A d TRI S X
useful(aawiirgﬁ @@nﬁﬁ%sra%teéi)ggér{'vrl ef' o 3ur i rq??g%%)'él?% PHRCE %ﬁ?

inven@idikal oids fromthe greater ceI andl ne plant), vitaxin
(anti -al phavbet a3 anti body), XCYTRI N (notexafm
gadol i niunm), X NLAY(tm) (atrasentan), XYOTAX(tm

(paclitaxel, polidgl UHEXEXAX%\P%LI' S(tm (trabectedin),
ZD- 6126, ZI NECARD (dexrazoxane zonmeta (zol endronic

aci d) z orRibparationasfdA BH&S6D iMotuenkdte CsystdlBne Bogpect ed

ABT- 869 Crystalline Forml hibit gr o
T A AN Eecpstilliging &ﬁa%é)e‘ﬁgmaﬁolﬁwtm%w 1o°c
and ﬁlta%%ldl ng enbryonal rhabdonyosarcong, pediatric acute
obl astic | eukenmi a, pediatric acute nyel ogenous
I eukem a, pediatric

EXAMPLE 2
Preparation of ABT-869 Crystalline Form 1
A mixture of EXAMPLE 1 and acetonitrile was stirred at reflux until ABT-869

Crystalline Form 1 formed, and was then cooled and filtered.

Powder X-ray diffraction was performed using an XDS-2000/X-ray diffractometer
equipped with a 2 kW normal focus X-ray tube and a Peltier cooled germanium solid-state
detector (Scintag Inc., Sunnyvale, CA). The data were processed using DMSNT software
(version 1.37). The X-ray source was a copper filament (Cu-Ka at 1.54178 A) operated at
45 kV and 40 mA. The alignment of the goniometer was checked daily using a Corundum

standard. The sample was placed in a thin layer (with no prior grinding) onto a zero
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al veol ar rhabdonyosarcoma, pediatric anaplastic
ependynoma, pediatric anaplastic large cell |ynphoma,

w@edvasn2sc anapl asti c nedul | obl ast oma, pedi at rPCI/US2008/080067
at ypi cal teratoid/rhabdoidlﬂunor of the centra

ner vo ten1 |atr|c bi phen c acute | eukem a,
backgﬁ%@idﬁ%t? e beTy SeEpRcha 2 rﬁ@&?é%{ B pediils @ Bh Fngtof
2o_40EM§Ng's famly of tunors such as primtive

neur oect odermal runors, pediatric diffuse anaplastic
WIm s tunor, pediatric favorable histology WIm s

T80 BPERGLAL L B e PPl Gy i

respecizgr2abétastion®- deri ved nyel ocyt omat osi s, pedlatrlc
pre-B-cell cancers (such as |eukem a), pediatric
pst eosarcoma, pediatric rhabdoid kidney tunor,

Pedi alchhiCio bR %ﬁé&@%ee Hat AR ivcaRdnRBe Gtpehe h&gﬁt@ lih a PXRD pattern
cancers _such as | ynphoma and skin cancer an ik

may Bk W orAcoPndRBTOB BTk el ax e eretsrcas BT crystal size or

o SR A I 5 S

diffraggomseent ed to provide what is believed to be the nost
useful and readily understood description of
procedures and conceptual aspects of this invention.

EXAVBLE rdeaftr t%%rtﬁﬂé@féo@ftha@@galgﬁb%lﬁ&k WRY8aFFwhen measured with

Crystalline Form This exanpl e was prepare by
differerﬂ cra(ysttaai doumem@ oABXarBHl9, €u-ddm 1 ModemaCaK ozind bie- Iﬁx Qiation,

dfilter LE 2 Pre ara i on_of ABT-86
havmwgﬁlsmgthmf 1%64% %'\/Q H%Ig WLEH_L aFF‘éPeCUVelY’ may
prov1@e‘:§eta13 gbélﬁblllsewﬂ‘l%ﬁ dﬁfér R tRbe ﬁ1%£§u% Witk ch-18B15d388n, which has a

[ine Form1 fornmed, and was then cool ed and
Wmvdﬁn@heféd47®émder X-ray di ffracti on was per formed using
an XDS- 2000/ X-ray diffractoneter equi pped with a 2 kW
normal focus X-ray tube and a Peltier cool ed germani um

S @ht ekrit ‘@béut” 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°,
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 7.8°,9.1°, 11.0°, 11.8°, and 12.1°,” as
used herein, means about 7.8°, about 9.1°, about 11.0°, about 11.8°, and about 12.1°,which,

in turn, means 7.8° £ 0.1°,9.1° £ 0.1°, 11.0° £ 0.1°, 11.8° £ 0.1°, and 12.1° £ 0.1°.



detector (Scintag Inc., Sunnyvale, CA). The data were
processed usi ng DMSNT software (version 1.37). The
woRmapseur ce was a copper filanent (Cu-Ka at RCHUYI2088/080067
A) operated at 45 kV and 405mA. The alignnent of the
gonloneggr was checked daily using
stlan &Py abatfe PEsRPiNg ampfaﬁt&tf‘e@ew ﬂae glﬁ?%tqnagﬁéaﬁurew - For
[ t r ckground plate and
emnm@ ﬁ& nﬁ%%gl &%cg%%é%a ngfgi%ﬁgf 2 2Qper mnute over
a range of 2 40 2Q Figure 1 is a powder x- ray
diffraction pattern for the cr¥stall|ne fo

s HHGIoT§29 IR IsrrBegRE £ b/ dlustratiygtod tRednyagion |af1d rngt lﬁfsaﬁ@d fodimit it to
5 the dlﬁ,‘? E@%%Hﬁl%tst RatiafiGlsahl ¢Rarddat 66Sibhd SOansklﬁ’l%@lfn the art are
elghts In a PXRD pattern nmay vary and w
humuﬁém@hdemmnnmevanmabdesmsuﬁhhasnth@ouam@ﬁmaduﬂb@CEmze
of crystal size or norphol ogy, sanple preparation, or
sanpl e height in the analysis well of the X-ray
diffractoneter. It is also neant to be understood that
peak positions nmay vary when neasured with different
radi ati on sources. For exanple, Cu-Ka 1, M-Ka, Co-Ka
and Fe-Ka radi ation, having wavel engths of 1.54060 A,
0.7107 A, 1.7902 A and 1.9373 A, respectively, may
provi de peak positions which differ fromthose
nmeasured with Cu-Ka radiation, which has a wavel ength
of 1.5478 A. The term "about" preceding a series of
peak positions nmeans that all of the peaks of the
group which it precedes are reported in terns of
angul ar positions (two theta) with an all owabl e
variability of 0.1 as specified by the U S.
Phar macopei a, pages 1843-1884 (1995). The variability
of 0.1 is intended to be used when conparing two
powder X-ray diffraction patterns. In practice, if a
diffraction pattern peak fromone pattern is assigned
a range of angul ar positions (two theta) which is the
nmeasured peak position 0.1 and if those ranges of
peak positions overlap, then the two peaks are
consi dered to have the sane angul ar position. For
exanple, if a peak fromone pattern is determned to
have a position of 11.0,



for conparison purposes the allowable variability
allows the peak to be assigned a position in the range
wW®@200205280 11. 1. Accordi ngly, for exanple, the POr/ESE®08/080067
"about 7.8, 9.1, 11.0, 11.8¢ and 12.1," as used
n, means about 7.8, about 9.1, about 11.0, about

VVE(ifﬂgi and about 12. |,"which, in turn, neans 7.8 0.1,

9.1 0.1, 11.0 0.1, 11.8 0.1, and 12.1 O0.1.The term

"about " Ekecedlng a tenperature neans the given

t énper atf-&-Ap0E- 1 HondagphAptphemibhi- (22Q@<@Orﬁem¢ﬁiy2331@nyl)urea
{
Crysfifie Bt PRt AL IR A S CRAH miBuBiay 5178 A
charadtemiadd byta powvdeh diftiastaingsedrnardyog negrttve Mavdladsi adaboadrvok’, 9.1°,
lloogg%gges byious to one skilled in the art are intended
~ot'or i n the scope and nature of the invention as

defined in the clains. W CLAIM 1. N-[4-(3-Am no-

| Hi ndazol - 4-yl ) phenyl ] - N - (2-fl uoro-5- net hyl phenyl ) ur

ea Crystalline Form 1 which, when neasured at about

250C with radiation at 1.54178 A, is characterized by

a powder diffraction pattern having respective

2Qval ues of about 7.8, 9.1, 11.0, 11.8, and 12.1.



