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CRYSTALLI NE CHEMOTHERAPEUTI C FI ELD OF THE | NVENTI ON
wabaos/05228ENt i on pertains to N-[4-(3-Anm no- PCT/US2008/080068

| Hindazol - 4-yl ) phenyl]-N -(2-fl uoro- 5- 9120W001

nmet hyl phenyl )urea Crystalline Form 2, wdig eltcgonjrdlk @ctibgr 16,2008

formulations conprising it and nmade with it and

net hods of tre@RVAGAPRINEGHEMGRHERAPESERSe using it.

BACKGROUND OF THE | NVENTI ON

N-[ 4- (3- Am no-| Hindazol -4-yl ) phenyl ]-N - (2-fluoro-5-m

ethylphenyl)urea (WBTDBER I HEaNVEYSITON a fam |y of

Pl Br et P SGRED A Eb e S DB i Tuoro-s-

metﬁﬁbheﬂ;zﬁ)nrep r@yehllifc FABET, WaRt toafakeXc &sti Mo Udmpeitihy ittayd
as. _been ob n man seasge states. |nclud|ng
I e RGN A S AT )

di seases resulting fron1|nappropr|ate activation of

t he i mmune syst L 1ini ABT 69 may
ef fect, anong 6%ﬁ%$8%ﬁ§§$ gﬁ? al
pr opes- (3-ﬁﬁmnof- H@ﬂda@dlalbylbphwyl]-m@uﬂmdm ts;fneﬂ@nﬁfeaywrb@n

rate, hardness, %§¥e55| él nmel ting
(ARIsRoH) Selongrda adgmiby %emfr@maﬁ npsss Eﬁiﬁl%se WBWh&FtaWBerthSGQ
pho‘s}%logﬁﬁﬁﬂ%? BccAT? t9O6Re rdsfdustah c@lular pRfteihd) %@Hﬂ{t%p B{deds®RPTK
ere is an existing need in the chem ca

actiyitphaghetit phscrypd %w disgasstsarss dzalyding @mlg@rayé frallgriaﬁé

profﬂ@fa%e @ﬂ‘soreél- 2P A0 M@V hotRynt ﬁ%ﬁgﬁﬁa‘t@alcﬁvm%f e Mnune
OF THE | NVENTI ON One enbodi nent of this

%*@ﬁWentlon, therefore, pertains to
N-[ 4- ( 3- Ami no- IH-indazo
4-yl ) phenyl ] - %2 fl uor o- 5- et hyl phenyl ) ur ea
Cr mwlllnwfpw& 09 iy efectimong pigspiyegaland asshanicab0C

profé\@r{}\% fhadl '51?%1'11 séHibi éig'SZ)ﬁltf%H rété hﬁméécéo?r{ﬂr%%@ﬂg arﬁluneleltmg

er di Cthﬂ attern havi'ng respective
poigf Begdgwigtea®, of mangfagturejand gornmuirtign OEABZ 86955 deperidgnigon some, if not

all, gspthgse rp:l’ mﬁeﬁles ZtRerg 1sad?1ci>x%§n%neeﬁnr9 {hlg %flen%%%gh ﬂ%ﬁh lﬁﬁ{ %tgl_f&s

1'ons conpri si an excl pl ent
idepificatonn] diciyntding Iformsyﬂf ﬁ@Te%@ﬂ dnd Nray{ Q»r&pmd;rcwlﬁmbet thyinphe
nyl )urea Crystalline Form 2

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)urca Crystalline Form 2 which, when measured at
about 25°C with radiation at 1.54178 A, is characterized by a powder diffraction pattern
having respective 20 values of about 6.7°, 10.1°, 11.8°, 13.4°, 14.4°, 15.4°, 16.6°, 16.8°, 17.8°,
20.5° and 23.4°.

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 2
which, when measured at about 25°C with radiation at 1.54178 A, is characterized by a
powder diffraction pattern having respective 20 values of about 6.7°, 10.1°, 11.8°, 13.4°,
14.4°, 15.4°, 16.6°, 16.8°, 17.8°, 20.5° and 23 .4°.
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whi ch, when neasured at about 250C with radiation at

1.54178 A, is characterized by a powder diffraction
w@aavesn23havi ng respecti ve 2Qual ues of about 6PTT/UINL080068

11.8, 13.4, 14.4, 15.4, 16.6, 16.8, 17.8, 20.5 and 9120wo01

23.4.9120W00L Fil ed el ectronically QOct ol eldc@onic@YO@ber 16,2008

Still another enbodi nent pertains to nethods of

t r ali amgtheraamd@dinhamt pertmanna methodpefi tshtig @dodr m $ tneminmal
comgalgmglt n|15ter1n ?%eé n% w191Utrr LY%S up or%emlg m?gﬁge tﬁan 2 a]%dltlonal anticancer
drugf fadretapmmcahywﬁfdctmé amount of N-[4-(3-Amino-1H- 1ndazol 4- yl)phenyl]-N‘ (2-

M g B Ry T bR O S B AP B e g 25C witn
radl’\g‘m}g nsﬁgw éghs ahar&b@ghd BH 6 Gowtldr héfrr??ioatp{a@éin atvidg &épe]:ﬁ&
26 5t RGTPRLGEei-Vo T bl A Red it 1afioUb b 7 105 05 ogd 23.4°

13 4, 14.4, 15.4, 16.6, 16.8, 17.8, 20.5 and 23. 4
Lﬁjtwgmm_ %r?@%gbgﬁgﬁ%gé%gs ﬁ(ggrg%ﬂ%ésg %ortrgak?ng% ([)Z? ?35 men?or 1H-
indfhodd- )ngl;m YN I -G 8ot 3-tethPtpherdiBlkey | GReAihg BE@B2 comprising:
|

Crysta ne Form 2 conprising: providing
N-[ 4- (3-am no-| Hindazol -4-yl ) phenyl ]-N -(2-fluoro-5-m

et hybphsnxl MRB%@llIWﬁH%(ﬁZ@#ﬁﬁﬁlleh}Hpﬂ' @ﬂlmrcl-s BBy Iphenyl)urea

removi ng water fromthe N-[4
Hydrife | lineEorg 1y gieny | ] - N(2me05-
nmet hyl phenyl )urea Hydrate Crystalline Form1 to form
N-[ 4- (3- Ami no- | H ndazol - 4-
y| YpHeYipe yare frpmthg Ndﬂd@%?ﬂﬂ indeayHyhpkegyl]-N'-(2-fluoro-5-
metg/l}ﬂﬁén@ ){IIIGQ ﬁy&ﬁfe@‘&stalh% F(l)ljm }"‘{(‘)%HI?N [qr(@ Qghlﬁg riH-mdzli\zrol 4(1-2

mprises N-[4-(3-Am no-| Hindazol -4-vyl ) phenyl ]
yl)plhplué}-]?i -G-thsryinpHeighicnyues CryptdlaiciFosa 2Form 2 prepar ed

by the process of the precedi ng enbodi nent. Still
anot her enbodi nent conprises ABT-869 Tol ueneate for
us SStillipnpthersartodgnagt famprises N-[4-(3-Amino-1H-indazol-4-yl)phenyl]-N'-(2-

ﬂuo@ﬁ 2 t%ﬂeh‘;’z%ﬂ%ﬁg t(’ﬂ(sl’caﬁl;l]%l ﬁﬁ?ﬂ%ﬂ%&ﬂarégt by(tﬁe %n ot Qf Rs Bi%%é@l’tlg

em‘tmtfbwntnent conprises a salt of ABT-869 for use in
preparing N-[4-(3-
Am no-| Hi ndazol - 4-yl ) phenyl]-N -(2-fl uoro-5-net hyl phe
ny IStillragath@rangtodinhinheoniiwisey ABT-88P iTolucasast foeuscambedinmeny- [4-

3 &nqﬂl.gr IHS %%azotf ﬁ—yh%gerngrﬁ% Ctﬁ IfﬁilgroS? rnethyfphe BT)u?e@ﬁCI’y%alhn% %o
N-[4 (3 Am no- | H i ndazol - 4- yI)phenyI] N -(2-fluoro-5-m
et r@(ﬂl anotm{rl gm%oglme% Xosntlpar{ses a salt 0 I§'|2869 for use in preparing N-[4-(3-

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

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)urca
Crystalline Form 2.

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

2-
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BRI EF DESCRI PTI ON of THE DRAWNGS Figure 1 is a powder
x-ray diffraction pattern for N-[4-(3 -am no-

wo bbopnsazol - 4- PCT/US2008/080068
yl ) phenyl ]-N - (2-fl uoro-5-net hyl phenyl ) urea 9120WO001
Crystalline Form2 .9120W00L Fil ed el ectFildrsce@ledlly October 16,2008
Oct ober 16, 2008 DETAI LED DESCRI PTI ON OF THE | NVENTI ON
This i nvent DBRAHHD BERSRIRTIONSGDH TEHIEYNMENFIDA- ( 3- ani no-

ndazo ylL1-N -(2:

A R R e R S AR R T e TR e

fluon®& endtliyphvaylgurto Otism‘llél&tlﬁ)ﬁ*ﬂnZZewhis, to frrmkml] \aztysam Sharacterlze it,

t t th it t ho
fon{uﬁn é({%is E(Ién 3111}& ét?ana g}néﬁa tpﬂ it, | %tg?cp}é)f Iggatmg cancer using it. The
termsNEN - (SEafxaﬁb-mH=1hdﬂtzbnd§Dpﬂen§1H-W I phasrylmbihylpRedyl it Oarkl-

AT R b ot SRR SET. ago" fnd " an ABT- B00"

wi t hout any indicia of crystallinity or

roaean oIS Rk Ege A-EE SitPol s 1R 3Gyt o

nonmrﬁmﬁmw&tsaicialtddemﬂﬁhs 0d hé&‘lir &R8n hidoPROISIABNE6R a crystalline
oi ]l form of ABT-869, m xtures

ABT@Q?@BW’&W&%W@ 4%%69 R - %@rlﬁéolumgtﬂ%{mﬁ?lrﬁewaéﬂaoﬂ form of

ABTIB6O A&y &ttRdrbdRBd theakeUsed herein, nean having a
regul arly repeating arrangenent of nolecules which is

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

Unl8g Serit a&ﬁaamh@earnwﬁﬁom A8 agas e Rr&h Mm@ aving a

wei ght / wei ght percent ages. The term
regulplAicHRANg ﬁﬁra@e@smtof mojegulgs wHICH & BRIALRINGS A1 2HRRE tiaRge or
emé@g@&%%hgthheremnth one or nore than one

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

herein, means a liquid in which a conpound is soluble

Or (RS kel ¥R Alivd §rc %ég RerBin o QLi ﬁtr\xz& ounc?rp%l:ceﬁ)tgges

to dissolve or par 'y di ssolve t e Cco
term"anti-solvent," as used herein, nmeans a liquid in
V‘h'ﬁl'% élmc‘ﬁpl% %Ssa H?Qhﬁalh@re %Qﬂ Iﬁ(lm a% Yi&ifdd thherevvlth one
concentratrion e effective preci pftating

Ornwcrﬁ@undelﬂyda)@nh@ﬂsi@qumimt Sol vents and ant i -soI vents
may be m xed with or w thout separation of phases.

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.

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

3-
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It is nmeant to be understood that, because many
sol vents and anti-solvents contain inpurities, the
wo eaelosnB1 i npurities in solvents and anti - sol vRCIL/ES1008/080068
the practice of this9120WDOL Filed electronically 92owool
Cct ober 16, 2008 invention, if present, Faadeecgdnicgly Papher 16,2008
enough concentration that they do not interfere with
invdniien,iifipresed e dreus e lof eridngh s@icoenition thanthey o hdteytedicre with the
. present. . The term'acjd,” as used herein, neans a
inteB ARG R A9 vl VP LEY ahiER di ¢ prot o, Exanpl es
of acids for the practice of this invention include,
but.,are not. Limt to, hydrochloric¢ acid,,hydrobr.omc
o e B Sl et e it el et g on Rtk foron.
Exasipllds i heidsafot the ppleasgpdtahis thvatiosh isdtade, b akd hog limltbétd, er m

"base, " . sed herein,. .neans .a c nd capabhle of . .
hydspeRzEE P iy FRBITI <ol ATERC e i dReergpcelh iy Ryricasic
pho®hotibb&d any@Bliken i ncl ude, but are not linmted to,

sodi um car bonat e, sodi um bi carbonate, potassium

carbonat e, potassium bi carbonate, dibasic sodi um

PhosRRatne bhde, s uUNRIAHIRGH  m dSRHPEM RNEd Edpablk bk &dcepting a proton.
triethylam ne, diisopropylethylamne and the Iike. The
Exapiplhof Pt iy fegrachiee ofs B HEPEIMNCIHEe Rut el figtifer i, sodium

cartdBdte 80 Qiuf BisdrBdnateNFoti@fuM Arfon@@) soRds¥igmtbica®dhhtc SAbsRNodium
or a nmxture of solvent anti-solvent. This is

phoghgieda¢- Ne-HBQorkpHPShatd By likeanisthylpating diisopropylethylamine and
theflf?nt ri f_ugati on, fil t r_ati on with or WI t h_out vacuum
'Ttration with positive pressure, distillation,
evaporation or a conbination thereof. Therapeutically

accept abl.e ampunts of, ABT-869 Cryst.al li orm 2 ..

o aRotBn R bt e liP AP PR tine Form 2
frorh s@adrechnéindlvesty@rd hixtirfief wodfent @arpbsnt Thiv isagpitaiyni ng
ol S kSR SR St BT L b Brrion
witiCp@ahanesia disleidhe tvaporafion o @intbetatioht thgrdos

co-adm ni stered. The anount of ABT-869 Crystalline

Form 2 used to nake a forrmulation to be adm ni stered

gaiﬁh)érab@;t%i%alhaidc%ﬂ&btlé %n%lrfdt dfgshf)r-e?gs gé%s&allih}fbkﬂﬂrfgbgﬁgend on

doses. is from about .0. 0 about. 0
recigiepigHreatgienyy disodsleiresatsapd orverit SHtTag incoMesEon stiipiae it
tim©6f RAnFRBRIIBALbAB 0OhdrsHRIMIdN Alr@Font IT@l@Bfent, ABTot8RY, its rate of

Crystalline Form 2 may be adm nistered with or wthout

, d
cleaggiice gpq yhethar or pofaneden djugis ca-2dmingstereehiTbpemowst Of HBdnted
CrybtaGihnd #8mb Lisc@NEmaARS a forihilaBsh b®e afiRniRNBIRIi8 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 thercof.

ABT-869 Crystalline Form 2 may be administered with or without an excipient,
typically with an excipient. Excipients include but are not limited to, for example,
encapsulating materials and additives such as absorption accelerators, antioxidants, binders,
buffers, carriers, coating agents, coloring agents, diluents, disintegrating agents, emulsifiers,
extenders, fillers, flavoring agents, glidants, humectants, lubricants, perfumes, preservatives,
propellants, releasing agents, sterilizing agents, sweeteners, solubilizers, wetting agents,
mixtures thereof and the like.

4-
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encapsul ating materials and additives such as

absorption accel erators, antioxidants, binders,
whegobesz3l carriers, coating agents, col oring apenus2008/080068

di luents, disintegrating agents, emulsif ers, 9120WO001

extenders, fillers, flavoring agents, glfildastr@ically October 16,2008

hunmectants, |ubricants, perfunes, preservatives,

propel | ants, rel easing agents sterilizing agent s,

tene sol u rs tin ents '
 RISE LT &R0 R lowis? iy S3REPLE L AR 00
Cryﬁﬁlhﬁb Eorndl B to ROMAhifkxteic oy $n §cﬂ)1[i dpﬁ@p &rat ihndndo for exarnple agar,

olaip R Ry B e e e, P putviens sfvegt

tdm&:asgeasfcm rom defialobtg ecllul @k asxaarbena agat, copalgomnd, CordGtatch, corn

oit, ot S B B e, A binSs ROl S F O os O ERFT B, et

oledt€ IfAtt)l MflecsREL pehtth, g&@CER ghidbieeslycoip@sigtidnesil,COr n

hydg{:}:ng{ngpg%lp}egggce?@l%%ﬁ%}pgo%g?ﬁsgotg%;: Fadﬂns,g%cto ? %%,gql%gluelm hydroxide,
magn@siﬁmte@nateehiayl m@inﬂalt ﬁm&gﬂ dWid@Gblek sl ﬁdixﬁdon@ Shcahitdil,
gl ucose, ero gr oundnut _ oi

pot%%% MBSy e PP S@éq  pevidaas, nr%wg?naﬁaﬁsi Ringer); sohitien,

safffAVcr B, seéa@%tcﬁ’ls SilicdBOGHESd, Yonilh @ﬁr@&%ﬂgﬂf@élfh‘ﬁ%b Lé(ﬁhurn phosphate
stearate , nannitol nmono Iéceri es, olive 0

Saltbéwlﬂ@ri@‘fylﬁéliﬁﬁtso@iﬂn sophéiph sedivimsisha pRats. wxbeag oil, eari
aciROU@-A rEh AR NsucRRY IsBeNentP LaRPWhEREE, |té’t%51droR{rﬁ9ﬁ ralc%hol

solution, safflower oil, sesane oil, silicon dioxide
triglygeridgn vaamBiok iAoy RSE fretrob Seter sip b wivh therealme the like.

salts, sodiumlauryl sulfate, sodiumsorbitol, sodium
st earyl fumarate, soybean oil, stearic acids, st ear8y
f urkeiicats foupserasetionsf faraslagpmsscompaipiag of madakih BT-869
v
e U S i e PRl IRt B3R ok ik
inclpéie fqrickamplExici- butghn@gl[vml qﬁtstep@ii goinonil, edttongaedgilaithapak fatty
r i . .

aci %Fgg%énﬁ%{ﬂ)gt?rg elgﬁgl? tﬁi@&.ﬁﬁ%@@r 89 o iééﬁrﬁkd;lbil@ ghfelocgg}péiy&ﬂylene
glyadss aeyleor giscql,rsc$aut¢e>ll eter, exaius eherep,f gadiht Yikene

gl ycol, castor oil, corn oil, cottonseed oil, ethanol,

fatty acid esters of sorbitan, germoil, groundnut

oi IEXC'g)Iieyntse“popr@peira@prO(ﬁ ﬁanmlariomsl dowgriging or lp@dey\eittth&ﬁéi 69
Cr Sl RSB B BT PR BT R T X1 ures
chidroflvnudlgtlicomborn othancd, IWEQ;eromlmlHd‘ethWeO franAB¥%- 1869

Crystalline Form 2 to be adninistered osnotically

i ncl ude, for exanple, chlorofluorohydrocarbons,

et nplientswat @t pararioxtod fersutah ensaopapidg bhaadd wieh ABT-869

Crystalline Form 2 to be administered parenterally include, for example, 1,3-butanediol,
castor oil, corn oil, cottonseed oil, dextrose, germ oil, groundnut oil, liposomes, oleic acid,
olive oil, peanut oil, Ringer's solution, safflower oil, sesame oil, soybean oil, U.S.P. or

isotonic sodium chloride solution, water, mixtures thercof and the like.

Excipients for preparation of formulations comprising or made with ABT-869
Crystalline Form 2 to be administered rectally or vaginally include, but are not limited to,

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

-5-
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Exci pients for preparation of fornmulations conprising
or made with ABT-869 Crystalline Form2 to be
wa@ewpnszser ed parenterally include, for exanplBCT/US2008/080068
1, 3-butanedi ol , castor oil, corn oil, cottonseed oi loj20wo01
dextrose, germoil, groundnut oil, |i poddudesirongligPgobder 16,2008
acid, olive oil, peanut oil, R nger's solution,
safflower oil, sesane oil, soybean oil, U S P or
oI RO L0 T I Rl B e
such ey a‘rkbl'laattngmg&lts; @ﬁpbg@bﬁgmhtbltﬁﬁd@tl\bbdlhs ABiFn&ﬂﬁ;htes antimitotics,

.Cr.t ine Form?2.to .pe adm stered.r.ect
antiggl Tk ok il itithiS BORAD! RiRE SR EE, Biolgtisesponse
modiﬂétts,ledychrpgé]%gddﬁyklﬁili:mlngiéM&xlﬁd, celiapcle 1ﬁ1|11|1§it¢1ﬁ,€t§rclghgrg§ﬁﬁse-an d
e e | Ke |1 1.e ectr | Ca . t ober ,
inniy e, ek miag ot ome e D r & b Vg S o dator
inhiBHdeHs Heat ﬁibﬁﬁprh&teinf'(H@m (sT% ﬁihgﬁtbrsdm@t@ﬁe &éﬁ@é’tyla& (HDM)ahhllB@ors

ents an i ogenesi s |n | tors antl

horlaﬁ%%l et aRiss g ﬁ)&#ﬂ Snlfl&ezﬁalaegg argibiquiGs, &ﬂ}ef Ewa%e ighdkitors,

inclagih bmelkpmgs EhabikdliBh £ c$ of fBp4mydl 1nKﬂb[t@r§ernit6§'éthﬁ\€alteﬁi,
se .noditiers, cyclin-dependent kin

oglc res n
extrﬁwihubgﬁls?%-re%&tqd kigasp élhﬂmw%mrb%mldewtlda YHBARY fzgs
(NSAIDb P plaBiiin clh @R AU s! flo-ARECIAGRR EnHIS TR, Q&téagétﬁea%hlbltors

receptor inhibitors, growh factor inhi bitors, heat
purigp alaloqér DrEpfing P@’)gSQTGc?WltEW%? kinaggiigftikyipes, a%lale@@/;drﬂ&%%
plarft BRAfe)dsi BPSiIRIAQES indIQPARAl hd Iier api es, i mmunol ogi cal s,

|ntercaia ing anti biotics, other k|nase i nhi bitors,

i ncl udi ng ot her PTKs, manmal i an tar get of rapamycin

' nmlp%rlﬁt@[{gsageﬁ% tRARP aRCh A RA82YE a0k M &aziquone,

| at ed ki nase inhibitors, non-steroidal

bengirTSi D IR YSRGS bORAR BB e HGRE, chlorambucil
Clo%%fmgﬁ@ﬂﬁgml%' g@%ﬂoshhhﬁd@'d@é‘a?ﬁazh{éhésﬁhﬁﬁ{tﬁle fotemustine,

rine anal , pyrimdine

r ot eas
glugﬁfam&gslfwf@@lépﬂ(ow -2lye dgmnﬁmk (@%@),umﬂ@@m@? gnelphalan,
mlt(gb?{)]ﬁl 9'&&(1&%139&&&11}1@ rﬁﬁ&geﬁ\lnéﬂ‘[a% ﬁ%xufeoﬁﬁ IR, ?eﬁg)éolomide,

|tors an ating agents I n¢
thiogdpt.rtesosutfan efrofagimmulz 3nd hplike g O apazi quone,
bendanusti ne, brostallicin, busulfan, carboquone,
carnmustine (BCNU), chloranbucil, Coretazine(tn) (VNP
40mgideeSisynhibiMS@p}mder'mdbthedd@@pdjﬁtzten@toresltosiammaéer(@ie-Z)

1nh1|f08(t)r§ n?)?(fe é{ﬁﬁ# c’?or ece?t%%ﬂéﬁlﬂaf rﬁ}”ﬂ)lﬁo?? 1n|§\1/1\{1n grow‘th factor-2
recaptd:r(ﬁlﬁﬁﬂﬂﬁl 10h1,b1tcms tmzitax«: tmta,llopmmmtse n é\/IMﬂ I)rlmlgblltorsmmmax d
r i g eBlto dsep £ aet %F'HVGI% gﬁct)vtlth?ac?(g r¢ceptor (PDGFR)
inhibitors, thrornbospondln analogs vascular endothelial growth factor receptor tyrosine

kinase (VEGFR) inhibitors and the like.

metf'}hOé)rotelln,’Fl

Aurora kinase inhibitors include AZD-1152, MLN-8054, VX-680 and the like.

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

CDK inhibitors include AZD-5438, BMI-1040, BMS-032, BMS-387, CVT-2584,
-6-



10

15

20

25

30

Angi ogenesi s i nhibitors include endothelial-specif ¢

receptor tyrosine kinase (Tie-2) inhibitors, epidernal
w@e@aoke28act or receptor (EGFR) inhibitors, i nseXCT/IS2008/080068

growt h factor-2 receptor (1G-FR-2) inhibitors, matri»iowool

met al | opr ot ei nase-2 (MWP-2) inhibitors, Fiplpcrouically October 16,2008

nmet al | opr ot ei nase-9 (MVP-9) inhibitors,
flavppwidel, €iP(H28G 192 M GS-0W, RDD33206T, AHC6PA0P, cPEGRRICY C-202,

i nhi.bit , o) spendi n anal ogs vascul ar
R'r%sﬁ%%{%%eéﬁi%:soyrbg\ﬁfnﬁg?eglg(?'or receptor tyrosine kinase

(VEGFR) inhibitors and the |ike. Aurora kinase

i nhi bitors. include AZD-1 152, M_Ng8054, VX-680 and the

| i KEX B Rickids 8 BT Po REOS An d Pate BASAFERRS (1)
(valdBMR3 IAE 3 707G YRR HoE M (£d18RLHN I A X AR08 (LG adoxlEs, CFBK

i nhi bi tors i ncl'ude AZD 5438, BM -1040, BMs-032,
DEBMSEZEY | (dSvaFoRib B4 TB-D20\A00EthHH1 -6 -dinettiyl en &l 1(5-

Cct ob 2008, fl i dol C: 286199, . -
sulf R RO OG0 LN o) By baiagsit. KS-S1067.
SCRs 13SSOMWIE 1, 5-2646; 39470 G- andvIdRXP idefeco SN ard the like.

i nhi bi tors i ncl ude’ ABT-963, ARCOXI A (etori coxib),
BEXTRA (val decoxi b), BMsS347070, CELEBREX(tm

E ?;%?ﬁgﬁlg@%%sg@ﬁ&%@g@gﬁnﬁt@ﬁ@%k@nmu%ip%%r%%cine,

EMBD-To00 WRBI (S, detkimabh ERI Y hntibbdic4IRESSA® (gefitinib),
sul f appyl phenyl -1 H-pyrrole), M-663 (etoricoxih),
TARGEY ,(ef#ﬁamétﬁﬂfﬁ;wﬁéj@?ﬁ@ GFRug@1steingBYEIRB ~ (lapatinib) and
the ?kVT 2016, S-2474, T-614, VIOXX (r) (rofecoxib) and the
%e. EGFR inhibitors include ABX-EGF, anti-EGFR
i mmunol i posones, EGF-vacci ne, EMD- 7200, ERBI TUX (r)

B T PRl T e
_ REEVATLY Lertot b 2)’
e I
GWOPH2D26 (ifideAomiG), -G WB394C BREE S0P ) 66, HERRERTERD (ackine),
Ap¢ SRR 8 kg AR s SIS Bty ST AR b o HER?
AR AEKRIVDEDs, nPAB 166200 HEARR2 1 HERZ theatkei ne) ,

APC- 8024 (HER-2 vaccine), anti-HER/ 2neu bispecific
anti body, B7.her21gG3, A S HER2 trifunctional bispecf

C HibtbRAOEHaESylad®Ahi bR D9ud D sHBptidk, BAQ-82AEMISLIB, 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.

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

mTOR inhibitors include AP-23573, CCI-779, everolimus, RAD-001, rapamycin,

temsirolimus and the like.
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H st one deacetyl ase inhibitors include depsipeptide,
LAQ 824, Ms-275, trapoxin, suberoylanilide hydroxamc
wW@ei0d/0§238HA) , TSA, val proic acid and the |ike.PEIBBSD08/080068

i nhibitors include 17- AAG nab, 17- AAG CNF-101, 9120W0O01
CNF- 1010, CNF-2024, 17-DM | AAGG, , Filed electronically October 16, 2008
ggeel | ddaannaamyycciinn,, |I1PPII--550044,,

KK%%T@T&QQEB&aﬂnﬂMﬂ(aYWMeB\MI@@C@Q%@MG) DOLOBID®
PU24FC1, PU— 3, radicicol, SNX-21 12, STA-9090
(difyERAOFGOTRIN" fibeprickle ORVENS! tvitarirefornls RERAFENe (nabumetone),

ARRY-7142886, 38162 PD-32%90 PD- 98058 and t he
FELIRNE Fﬁw\fe&%ﬁ%ﬂwp IRk PGy EA@“%%A#?O% {pgroxen),

[

e A AR ST 55%8%%?@%899%%

TONSOTB "Bk Slinda), aobmﬂsét@mm; qOR APQ0S ke&ﬁblu@eDAMPﬁB@ C
(sal salate), DOLOBID (diflunisal), RIN (

(oxgriremimrandl ghe)likeORUDI S (1) ( ket opr of en), RELAFEN (r)
(nabunet one), FELDENE (piroxican) ibuprofen cream
ALEVE and NAPROSYN (naproxen), VOLTAREN (r
( diP g Remh)tors|iNDREI (N4 T, CPEG 7RO Rdobizdianyl thedikNORI L ()
(sulindac), TOLECTIN (r) (tolnmetin), LODI NE (r)

(etodol ac), TORADOL (r) (ketorolac), DAYPRO (r)
( oPapinami dh):maﬂhekapehﬁcsi inklade EEXEHR, ED@D@THN@ioXaﬂlplatim)e eptaplatin,
C- 451, CP-673, CP-868596 and the l|ike. Platinum
lobapﬂ?élﬁoquéplatﬂe BORAPLATING dearapiasinytshtraplasin @xhthenike.
(oxaliplatin), eptaplatin, |obaplatin, nedaplatin,
PARAPLATI N (carbopl atin), satraplatin and the |ike.
Po|Poid-likeekikdsa agéiforshnddndedBls2 530 @hdithe 1iBE- 2536 and t he
i ke. Thrombospondi n anal ogs i nclude ABT-5 10,
ABT- 567, ABT-898, TSP-1 and the like. VEGFR inhibitors
i NclhnelaboAAETH dalop incldy ABTzZUITRABT-ABTABBRI8 AEIR- 7 881 the like.
ANG OZYME(tm), axitinib (AG 13736), AZD 2171,
CP-547,632, |1 M 862, Micugen (pegaptam b), NEXAVAR (r)
( SOy EREERIMibIBAYAG O0B)STEZ PaRiAma VA BEEEB4NEE-788,
PTK- 787, ZK-222584), SUTENT(r éf unitinib, SU1
ANGHQBY MBIAEGRitinitagh G- AT o B2 Z FRA OB IM -Behdbrcagin,

(pe%zagfagl %Eﬂqfcﬁg ora%emq_%lg%ﬁ oL tole)g’nltl) &(}:\IVU%%O%I Mﬁ 787,

r exed
ZK-222584), SUTENT" (sunitinib, SU-11248), VEGF trap, Vatalamb, ZACTIMA™

(vandetanib, ZD-6474) and the like.

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

cytarabine, cytarabine ocfosfate, cytosine arabinoside, decitabine, deferoxamine,

doxifluridine, eflornithine, EICAR, enocitabine, ethnylcytidine, fludarabine, hydroxyurea, 5-
fluorouracil (5-FU) alone or in combination with leucovorin, GEMZAR® (gemcitabine),
hydroxyurea, ALKERAN®(melphalan), mercaptopurine, 6-mercaptopurine riboside,
methotrexate, mycophenolic acid, nelarabine, nolatrexed, ocfosfate, pelitrexol, pentostatin,

raltitrexed, Ribavirin, triapine, trimetrexate, S-1, tiazofurin, tegafur, TS-1, vidarabine, UFT
and the like.
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5-azacitidine, XELODA (capecitabine), carnofur,

LEUSTAT (cl adri bine), cl ofarabine, cytarabine,
we@yicashsne ocf osfate, cytosine arabi noside, PCT/US2008/080068

deci t abi ne, deferoxan ne, doxifluridine, eflornithineswool

El CAR, enocitabi ne, ethnylcytidine, fl udadabirmeallyOctober 16,2008

hydr oxyurea, 5- fluorouracil (5-FU) alone or in

c orfvitibatticoimchnide mtdredis g @niitriotidSaMEARI c(rg ecriotrgbin ik pmrubicin,

%%1? B o SISt et B B Sor

G AR 1R ARk G18fin ARLRELR 22yPBII i8bicin
st R PR A

pen rexed

mitdrhydire Cr 183)(1&&63101& ﬂeocairnﬂifsﬁﬁllﬂ[ pdplont}egﬁf)me[rublﬁ“ﬁ- ﬂebeccarnycm,
vi darabi ne, UFT and the like Fil ed.

stimajeaner rsgaptezacy VALSIh: (18 mb*:f@gszwﬁqﬂeuaaii thedikencl ude
intercal ating antibiotics aclarubicin, actinomycin D
anr ubi ci n, annanycin, adriamycin, BLENOXANE
( blTepempernerjse izbitws glude aclarg 'nﬁeaminowmgthecin amonafide,

am %%Pé%@%gtl(@?%g% B%?et%(fs ar%ﬁr#?iﬂfm nf’t@&‘ 1n%%t%cga%%y8rochlorlde)

canﬁbﬁﬁl?c%fnz CRARHIIBNANE PRIPL DL ’dlfmnﬁd%c'dﬁ”e‘abt@eann ELLENCE® or
rebeccanycin, stimalaner, s rept ozocin, VALSTAR

PHARMORIHBI@IN? (cpirubiof), atdpnsidd) dxdthan) Mdd@dro‘&@mnlﬁananm%ﬁnatecan

i nhi bitors incl uohe acl arubi.cin, 9-am nocanp %t heci n
uﬂ%tﬁﬁaamrt@@ntr% SRHICRE; pl@é@é‘f”éﬂd%’?"inﬁon%é’r &P@é‘aﬁ? uzoxane, SN-38,

tafl B0, %tec%w'ﬁ%ﬁ&.(l ri not ecan hydrochl ori de),
canpt ot heci n, CARDI OXANE (dexrazoxi ne), difl onotecan,

edot ecarin, ELLENCE or PHARMORUBI CI N (epirubicin),
et %Ri%b&%@s in: %g%@T II!‘@W%M% @t%ﬂg&ﬁg]antlbodles chTNT-

gi mat ecan, urto ecan t oxant r one,

l/BPddhamﬂﬁleEMBImDK@d(Hem@ﬁ@,b) mHibihecend” sabolzaxang, IGBNR 38ecific
tafl uposi de, topotecan and the |ike. Antipbodies

antibgdi¢su dmuAVMTPANQB@)@cGemmmab)C@NCABE& f(WeX G250),
ant i bpdies, chTNI- 1/B, denosumab ERBI TUX (r)
RITCRAN x (G imab iR s e, Pty BititeD) |
| GFl R-specific antibodies, lint uzurrab PANCREX (r)
(edrecol onab), RENCAREX (r) (®V\X &50), RI TUXAN
( r iHarmona beraptidsdid!idrLARiID|TDEXE St trozibe) aAROMSIN ke,
Hor monal therapi es i nchude AR M DEX &8 a@ast rozol e),
(CxompRetons) Mzerifeng.CeYRIZERN é‘awah&a%ife} OfEsorelix),

deeyglif grdb R Es g o endr defehighg mggﬂﬁ?(ﬂu i)

EVISRRGEN dxifchd)UfaaR-618) FARESTON® (toremifene), FASLODEX” (fulvestrant),
FEMARA® (letrozole), formestane, glucocorticoids, HECTOROL" (doxercalciferol),
RENAGEL" (sevelamer carbonate), lasofoxifene, leuprolide acetate, MEGACE”
(megesterol), MIFEPREX" (mifepristone), NILANDRON™ (nilutamide), NOLVADEX"
(tamoxifen citrate), PLENAXIS™ (abarelix), prednisone, PROPECIA® (finasteride),
rilostane, SUPREFACT® (buserelin), TRELSTAR® (luteinizing hormone releasing hormone
(LHRH)), VANTAS (histrelin implant), VETORYL® (trilostane or modrastane),
ZOLADEX" (fosrelin, goserelin) and the like.
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EVI STA (r) (ral oxifene), fadrozole, FARESTON (r)

(torem fene), FASLODEX (r) (fulvestrant), (i (i FEMARA
w@ b@voszel e), formestane, glucocorticoids, HEGIORDE2008/080068

(doxercal ciferol), RENAGEL (sevel aner carbonate), 9120WO001

| asof oxi fene, |euprolide acetate, MEGACE{pegestlipPgby 16,2008

M FEPREX (r) (m fepristone), N LANDRON(tm

(n iDellllb'ailSriankEDeﬁnNdlMélDE(se(om)lci(di aeRb0isH OB HIoB Y, dixedalcitrol

(iDL iy P ATRE B Stre e R b  Senarihdnoin)
TARGREFN oS R B P PRELEE LB U%TB‘&&E"(”?)

(tril ostane or m)drast ane) Z(lADEX R (fosrelin,

gosgrelin).and th deltnlc
Lo oL s riut v Tl ARG ettt SR o mdesint.
vingelbalagd thellik¢. EB 1089, CB 1093), | exacal citrol (KH

106600)),, ffeennrreettiinniiddee,,

PPAANNRREETTI I NN(r) ((aalliirreettiinnooiinn)),,

AT HRAGEDIE nahﬂ(dolrmaq&@vnCQDE@%&H@ZO&% T3ANPID052, PR-171

(bexar ot ene), LGD 1550 and the Iike. Plant al'kal oi ds
anditiclihgde, but are not limted to, vincristine,

vi nbl astine, vindesine, vinorelbine and the |ike. CR)

Pr ot easone i nhibitors include VELCADE (bortezom b), M

G BExampNpbf ﬁ@ﬁﬁl,oldgiéatls iclddeamtdrf¢rhes dnidlogher EBvamp-@damifg agents.
Interf%}gﬂs mch%I ?n%er%eron aﬁ %terpe% e}fﬁ}&% m%nfjero tah %a-Zb interferon beta,

e-enhanci ng erons i1 nc

1ntethioﬁrgf1@hﬁnl aaAgmH\/{MUNE@ fige@&oR LaMRa-28), ot Mteefefodlg@Mma-nl,
al pha-2b, interferon beta, interferon gama- 1la , AC
commmmahﬁrﬁﬁtaed therlda. @@menti blC)ude AQF AFERENEST, BAM- 002

e I LR O L (Y

et il ol e e

(lendgaatirhg kntiean, ekidyulkiha interad, umtq%i&ﬁod mlanoma

| enagr a Ient ha .i nt erferon,
vac i G RS %@P’Xﬂr&#@%’ﬁ;@ﬂa W R
M@{Qg OSRN;
NERIE%%(%GE ﬁt(%‘rﬁlglr ast ’e@,@gwj%:%\s/&%@- géﬁ%%%@ by
(Y-toH&GEx0 ) YENGE mtga&imo(sfﬁqlnmtm )e,celElMME[ﬂd@iCys , ubenimex,
sar %ar@m)stl m_sizofilan, tecel eukin, Thera

VIR} Ao 140 RO:] PRQLEUKIN Henouhe 74D mc%@wmltam
ZEl\(Igbgﬁﬁ((?ach r)lab) %&Cﬁ(@bY (I%) morna 1uxe)tdn) 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
to direct them to have anti-tumor activity and include krestin, lentinan, sizofiran, picibanil
PF-3512676 (CpG-8954), ubenimex and the like.

Pyrimidine analogs include cytarabine (ara C or Arabinoside C), cytosine arabinoside,
doxifluridine, FLUDARA® (fludarabine), 5-FU (5-fluorouracil), floxuridine, GEMZAR®
(gemcitabine), TOMUDEX" (ratitrexed), TROXATYL™ (triacetyluridine troxacitabine) and
the like.
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ZENAPAX (r) (daclizumab), ZEVALIN (r) (90Y-IDbritunomab
tiuxetan) and the |ike. Biological response nodifiers
wae@asest s t hat nodi fy defense nechani sns o fPET/UB2998/080068
organi sns or biological responses, such a s survi valyowool
growth, or differentiation o f tissue célddgecr@icdly Pentdr 16,2008
themto have anti-tunor activity and include krestin,

| erftuiinamalcs zefidcamNisEi(haniubniRF--86 PURBRE THOIS 8954)

ubeni mex_and the like. Pyrimdine anal ogs include
(MegsppigP@ihe (ara C or Arabinoside C), cytosine

ar abi nosi de, doxifluridine, FLUD ARA (r)

(fludarabine), 5 -FU (5-fiuorouracil), fioxuridine,

GENMEARYi (Ot ¥ a%@@rfé‘ﬂtl@ﬁaﬁ?@)ﬂm TFONIBER [ (F@$-8p O DI $-((4-

I
R g 2o e ol 0 gk e

2479%0)i mrelitanel] BYKOTERIEL ddockiahbl), BN 00940 (00RRKM), pedipitomd,

urine) . Antimtotic agents
XP‘F%%L %ﬁ?ﬁb@%ﬁ%gea@a%%%one D (KOS-862), N-(2-((4-
hydr oxyphenyl ) am no) pyri di n-3
lvf)gyélgy C{%Pg b@%ﬁtﬂﬁ%ﬁ%&%@ s? Iu)terl(%ﬁ eldll)gg 3es ar%l\l{%sensnlzer
that%thhQ@sgtﬂQ offfi %ng&ﬁ Hdﬂotﬁ@ﬁl@p ek es of Rt &B&Apy MLINEE, B H€not
ZK- EPO and the | jke. s of the present

limitqd farfcfeginl hraan @ﬁ@&*ermfe%@%ﬁr% e hydegpy andysealed and unsealed

soufc@ddasieagiyt i zer that enhances the efficacy of
radi ot herapy. Exanpl es of radiotherapy include, but
are not limted to, external beamradi otherapy,

t e'@ddﬂ%@%)’ ABI- @@Jlﬂﬁ@anl%woﬁﬁ@ rﬁa%aieec@n@ngd %‘tﬁ%ﬁleﬁd
source radi ot herapy. Additi onaﬁgg BT- 869 ystal line

CheP@ﬂlﬁ*iaQGW‘ﬂﬁ)?g%S %lé]ﬁ’éi ABBANAME B ( OQ%A&ThE}Oe(E?@EﬂSYHTanSfGTaSG

mhl??@stnﬁe%gﬁgﬁ\] ainslf erase | nchg% QQMXE\/[F)JLQ%EEIT&%&

Lpoly C120, WNA ), APTORA A bulindVRRFSIN *((pdmitRRl Yacid
P LpoI y Cal U a synt ‘heti c RNA) KPLFO}%/%tn) (exnlmsul [ naocli)

argIA]REDL-Asp@ra)gln@mnmmwmec(l-armtldr) -3, 17 R)jorgragmisiarl ,4-diene), AVAGE®

aspar nest an
(tazeqot ﬁslﬁ’;’_ g@?B]aeé ﬁgltlgﬂwag)g,tcgc}}ecgfn o (@ﬁ]baf“n Wecroms factor),
cantdxA7Z@H QRN e VAME- B8 vaBELS, CHIEURD@Iholc0dONEEPL INEP

cachexin (tunor necrosis factor), canvaxin (vacci ne)®
(hisGeaMadibydrdch(a ala ) €1E RMERIXAE Y hun@halpkhiofheelusshetikd) JHOP ~ (C:
CY%ELLAEN%E(cyclophosphamlde) H: ADRIAMYCIN® (hydroxydoxorubicin);
O: Vincristine (ONCOVIN ); P: prednisone), CyPat™, combrestatin A4P, DAB(389)EGF or
TransMID-107R™ (diphtheria toxins), dacarbazine, dactinomycin, 5,6-dimethylxanthenone-
4-acetic acid (DMXAA), eniluracil, EVIZON™ (squalamine lactate), DIMERICINE® (T4NS
liposome lotion), discodermolide, DX-8951f (exatecan mesylate), enzastaurin, EPO906,
GARDASIL® (quadrivalent human papillomavirus (Types 6, 11, 16, 18) recombinant
vaccine), GASTRIMMUNE ™ (gastrin-diptheria conjugate) , GENASENSE ™ (oblimersen
sodium), GMK (ganglioside conjugate vaccine), Gvax® (prostate cancer vaccine),
halofuginone, histerelin, hydroxycarbamide, ibandronic acid, IGN-101, IL-13-PE38, 1L-13-
PE38QQR (cintredekin besudotox), IL-13-pseudomonas exotoxin, interferon-a, interferon-y,

JUNOVAN™ gr MEPACT™ (mifamurtide), lonafarnib, 5,10-methylenetetrahydrofolate,
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(hi stam ne di hydrochl oride), CERVARI X(tm (human
papi | I omavi rus vaccine), CHOP (C. CYTOXAN (r)

w@ eopelosbospham de); H: ADRI AMYCI N (r) PCT/US2008/080068
(hydr oxydoxorubicin); QO Vincristine (ONCOVIN (r)); 9Powoor
predni sone), CyPat(tn), conbrestatin A4PiledDABLRBEIPEGE 16,2008
or TransM D 107R(tn) (di phtheria toxins),

mil @RS RE PiRXbdiRypHesgho chORKS, INEOGASTM%A(MM pgaNEUEREKeN
4-acetic acid (DMXAA), eniluracil, Sﬁ%ﬂ

(tnr@@waﬂe@mcn@natabt\&li’lélﬁ CplemERam)l\ENGQNf% N@ribpm@é@m&eﬂzym@)

51f (exatecan. ne

ONQ??“ OQ%F(” C%%%%%'égﬂe%e&m%f RQYAG Sz Bareingily e

(rub\?tgga{él:) (S%IB%&S@%Q%%ES ?t rrs}gilzugig%vra&%z@ di %o(%rﬂl%%onoclonal

antib@dyj), qgalﬁte;)eé , P ABNABERISEH aglyﬁdne(sﬁﬁﬁnlm@fmglnﬁ:ﬁgl ;:(bt:’@nsu@\/l(
i osi e . rostate cancer
200§ R Eeha i P P PGB aiioR P S b Bty o
PANbA@@[@F‘ 1ﬁv&ﬁ%ﬁondl%ﬁc@p§|ﬁccﬁ# aFEdRsc, PEGURterBBER 3R
(ci ntredeki n besudot ox gseudononas exotome3
phendi}todroﬂ @lr(marbaame IrfﬁlﬂHSftﬁ[ REMOY AB J (dhkouAkiihal), REVLIMID
f i de I f b
(el deapi ot RO m@fa%&aaposcﬁwﬁﬁi\lﬁ‘i%\\meopﬁ@e%oRIATANE
el ect b 16, 2008
(R Ry PN SHOREH 18 & oA Y ABTGA 1), TARGRETIN'
(beiﬂMﬂ %E} { a&'oﬂr%ﬁh%@ﬁtagéw ?EL@Q?}L{AQ& 1 :itﬁg%l)\n{emlhfene
(pent ost at'l n) a ribonucl ease enzyme),
TEmm%@dm)onﬁm@J taml‘i’&:nv abalidomidel EHERRMOPE QRTOWAX),
L- 2 Vacci ne), CIN(tm éfubltecan) 0S| DEM
thy]{‘é%ft Proyye-pd<t défémme&ryllrd)m@ Ry Ao \auRafaline
dlhwmmrﬂ@ﬁ I N@ B8Oy deno RRGI | HIRX RbhrricPAMNRiMEX (HeBhne for tumor

agl ycone saponi ns_from gi nseng conprising

necQ)@l(S Sqparest) OWQREER obr ZAPEBY Aar(boseaus) fretooop@®etixdd rtetpdndrine,
PT)® panltu PANVAC - VF (investi tlon
TR@E (ﬁasel&lmtr&x @ga RUHdfghs ékrawééerﬂ\ﬁp@? oA flrom the

gre% a?%ﬁ%’ﬁ% ﬁ]ﬂ%t} %%&@L% Aejé%vbét Angl%é;g B%Wotexaﬁn

gadfléfianay, CINLAIN)M (&@%Tddb,lmEo(rA)(mepaelnaﬁm @mﬁglﬁhﬁéx) YONDELIS™
rekgi n), staurosporine (Streptonyces

SORI r
(tra%chgmaysz&)-p% Z %(P%%QS t(gqxre(zpqqr@)zomqt)gmrqqlc acid), zorublcln

rotene), Taxoprexin (r) (DHA-paclitaxel),
and(ﬂ%e'é‘% YTA(tm) (TLK286), temilifene, TEMODAR (r)

(tenDzoIonide) tesmlifene, thalidom de, THERATOPE

)
It 1(s §1-I;Q g!'el_oeg 1 aIP ﬁ;ﬁgt %@me]t'ysta hnﬁ _Fgl)‘(ﬂ(l) 2 gvotl AF nrl)hﬂr:nlt rolwtlF] of ells
derluechﬁ(qm)lmméamc h;yqueo@tlﬂegplasje)nclu'ﬁMg@ﬁJ@e)@alnjlabdomyosarcoma

pedfa%gc Qgt\éqﬁ%&{obb%eﬁ%ﬂlé % dlgt%%tagliltg .{nr}]/gloé&%usg%ﬂl?engig,rpediatric

alveolar rhabdomyosarcoma, pediatric anaplastic ependymoma, pediatric anaplastic large cell

lymphoma, pediatric anaplastic medulloblastoma, pediatric atypical teratoid/rhabdoid tumor
of the central nervous system, pediatric biphenotypic acute leukemia, pediatric Burkitts
lymphoma, pediatric cancers of Ewing’s family of tumors such as primitive neuroectodermal
rumors, pediatric diffuse anaplastic Wilm’s tumor, pediatric favorable histology Wilm’s
tumor, pediatric glioblastoma, pediatric medulloblastoma, pediatric neuroblastoma, pediatric

neuroblastoma-derived myelocytomatosis, pediatric pre-B-cell cancers (such as leukemia),

-12-



10

15

20

25

30

necrosis factor-a), TRACLEER or ZAVESCA (bosentan),
tretinoin (Retin-A), tetrandrine, TRI SENOX (arsenic
wao etoomsxte) , VI RULI ZIN , ukrain (derivative of BCREF08630068
fromthe greater celandine plant), vitaxin 9120WO001
(anti - al phavbet a3 anti body), XCYTRI N ( nitlexlgfrapcally October 16, 2008
gadol inium, XI NLAY(tm (atrasentan), XYOTAX(tm
ped{apacpstcbsaxalmap pédigtic rpkdaqid MONBBEUMS, adiatfic riebechpahmdma, and
edlza%cﬁl—%gl it DESORR, LASKERZ OXANG] ¢ 2 QTRY oA endroni ¢
PedlBTHc) L GREDT R SARETEREY PR EM (4rCTT A e 5™ 8y pect ed
that ABT-869 Crystalline Form 2 would inhibit growh

of gcells. defi rom.a di at pi.c.cancer or neopl asm

ndfute ShoF e B S e e i PR Bt e
conlnyotiphobhaisUhitdISeiudseratcas 739600t ri ¢ acut e nmyel ogenous

| eukem a, pediatric alveol ar rhabdonyosarcom,

pedi atri c anapl asti c ependynoma, pediatric anaplastic

| a glgﬁlf@lﬁivxl'iné wmipwgage_ medhiad p‘roﬁﬂ@?hﬁ&i Mie_vedd/ to rt;e éhe m(:jst
u (0] ast onm, ediatri at | ca t er at ol rna I,
usegﬁ ﬁfiffrr%cﬁ‘lyméerétgm &‘éfﬂm@w 8@0&%@% COfleaR gl EpRects St

invddtiphenot ypi ¢ acute | eukemi a, pediatric Burkitts
| ynphorma, pediatric cancers of Ewing's famly of
tunors such as pri mi ti v&XneFedt oder mal runors,

pedi atri CP@%pgrfaH(?@oﬁ@PJS@@% EtnWNoidi & tAHBE;FoHﬁ?‘ii atric
favorabl e histology WIlm s tunor, pediatric
gl iZobilixast ofa B T latirocklonddinl cthyb b @sttons, ctipedi mtwhich the
bl astonpn, pediatric robl ast qma-deri ved,.
ABTSD B BB w R Sl BATh SoEE RBS BT sk 3B phgsphte.
Theasgdnéulkgarivay s@h20A001atdd Widddeeblecting narbed, layd Gérob ey sG]

R A0 8 R B P L S
wasTremelvdd byanegiopicslitiatien Wilnghawh Alddionk dthanalnagr beaddded and
at 1 on

the.like P f ABT- 8 its utilit
the pobiqnisFi FaF DL gl Sl T eyt Sahe st 285 fha
diluRldatigswiial eking ABTLOD- V4 ThBanbRkd OMARLInEX8MP| &Scriflize. The

presented to provide what is believed to be the nost
prodiseived iselaidd rveasbiéd yituwalter. snddideddadentpdicedpressure, while

t S [
o R A8 SR B Uy 259 B5L Sy 1y U o
KarCripetea(HF)heh Foldmf 92% isrtypicak e of ABT-869 hydrochl ori de
in ethyl acetate and ethanol, in which the

EXAMPLE 2
Preparation of ABT-869 Hydrate 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 cthanol 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
pressure while monitoring residual ethyl acetate and ethanol (by GC) and water (by KF).
The dried material may be delumped/milled to control particle size. A yield of 76% is
typical.

EXAMPLE 3

Preparation of ABT-869 Crystalline Form 2
-13-
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ABT- 869 hydrochl ori de was conpletely sol uble, was

m xed wi th di basi c sodi um phosphate. The organic | ayer
woRE9IsEnar at ed, treated with decol orizi ng car bp@T/Us2eds8/080068

filtered. A small quantity of L-ascorbic acid was 9120wo01

added, and the sol ution was concentr at ediled§fygongdlinQtober 16,2008

acetate was renoved by azeotropic distillation with

et Hamiture A EXAMPI 2 ethstoet undey nbegadadds budidithe

solution heated to dissolve any solid that fornms. The

solution was cooled to 250C and diluted with water,

C auBiffing tidBat@ 69 +2drEtdilactod adige £irlyislt@d 000 defrkasmetdr dq@ipped with

crystallize. The product was isal ate shed wit

an 1&5&5@? ,%eaafh%er@ﬁm@lal ‘Eﬂ@é?ropéﬁﬂ@éﬁow%@%ﬂe?ﬁ%ﬂ%e ¢ A-ray
[ ' [ e angl .

senfT0L LA LG ARl RSy ARE L AR R RES PR e 100 i
cquipyd eith a pbsi@@scngtiveyfuitactlr thaEXAMRIrEIR diFfrepian dith simudthncously.
The%%%%c%? gvaw qi.rb%t[eed b?r(i\éﬁg %Jnl Itlpeeatt'e:gugpédldir%otl blee? We nt%e\tfe%eseconds in 1

neut ral izt i on Wit i pasicrsodium pflosprﬁa?e,
degtbediotonls acmgp acHy degree twe tictmeradgeaitie tdidratenowa khakededgainkt a

...acetate.as descri hed, i he m xtdre. of
sii RIS b6 SRRERL Mtk WA, Pondei T SitiioRioxpo)
anaRSi0 @as weridncted thahofudloadigtradninen . A AR S&hydi26 fawdst ahd plaved in
Form 1 s i sol ated, washe it ter, and drie
o gy op S empRPLEC AR futhbdiEh S RRSileis rhre
hydgdtﬁiagip& ﬁdildh@f éqaﬂibkagédl(}jhdlﬁﬁlry afdtfd)gwlplﬁge étlﬁﬁndﬁﬁhericl'ﬁb@perature
rre mat er | ma e u m e t contr
and st PR s dow JpeBe BroorRash e Inbi5a000 pSSdMIRI 3
difﬂg:_kfbﬁ%feillt TRoGf t_elﬁﬁeiflataﬁ%ﬁﬁwoﬂ{fléﬂs ﬁﬂ%aggfn[AE \2&&&0 mesults ina
} el ectyroni cal | t oper , m Xt ure of._ .
bm%&\%rﬂfﬁotzp &t PpE at%sé&?gwww Fe- at heggnpis i agicelyilibrated
undB} ifrb@alolverigha s IRfwRE bWPIXRIE@td &CuiRMioH $d1G 0 ABurk ifder continued
. G3000 diffractoneter equi pped with an incident beam

nItregen PHHECUmM nonochr omat or to provi de Cu-K 1 radi ati on.
The X-ray generator was operated at a voltage of 40 kV
and a current of 30 mA. The Inel G3000 is equipped
wi thigwe h&st RaveisT sehsditfagdorgratterm oy thisaystaing Fams?. al |
di ffraction data sinmultaneously. The detector was

calibrated by collecting the attenuated direct beam
f orlt is &lcant tq be BRdesstoaq that relative intensities of peak heights and/or intensities

in a PXRD pattern may vary and will be dependent on variables such as the temperature, size
of crystal size or morphology, sample preparation, or sample height in the analysis well of the

X-ray diffractometer.

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-Ko, 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-Kao 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
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degree intervals across a 90 degree two theta range.

The calibration was checked against a silicon |ine
w@ompnsnsl r ef erence standard (N ST 640c). PowdeCT/KS2088/080068

diffraction (PXRD) analysis was conducted in the 9120WOO1

foll ow ng manner. A sanple of hydrate pdidesctraygsly October 16,2008

placed in a thin |layer on the sanple hol der and gently
(1995)arﬁeamadblmytdﬁ +d). gl iaisendt o 0% GegewIsdni odﬁlpafﬁtgetwb)pdwaéﬂ( -ray

| e was then equiljprated under d nitro pur.ge
diffget PRSI e‘P.peaCflaci# %{iﬁéow&elﬁrpég%ﬁi{@ oS PHET NS B @
ranéeecméﬁglﬁirlﬂoﬁtlgﬁg (‘E\@&@leﬂ(a?&hfcﬂ & th@ﬁlleas@?eg%galpl%@g%ﬁ 9.18¥d if those

fractometer. | ow t enper ature furnace contains a
rang@a pf wmp81Wmelm then thedwp peakis greeropieied ©ibeFe e sgramangular

posRERTef b PREE 21 LA Rl e PR Buch kT e £ BB SEI 0

for eXRBridat urascuths blﬂdv@rblef\cmrlaiblm dhlows ﬂleimdeto be asdigrmed eqbosmon in

h nitrggﬁp prfgg. Figure 1 is a powder x-ray diffraction

the pagt Tofthis Crystalline Form2. It is meant to be
understood that relative intensities of peak heights
and/or intensities in a vary and w ||
be “fspEifgbhforsRagRle; t%vlggses a‘a‘wt ég tlﬂé »tl\%’ fpdidt urte> 15.4°,

16. @I 7e8°017 @1 ms%d% Ziem@z[ns%’%& %Oﬂo Ch%ut 1%)61m|b6ut 11. 8° about 13.4°,
eparation anaIyS|s of

in [ 1
abOtlth]é1 4% abayt i ”fﬂbaiétt ]énéet B@Put 1i6is8° aé)%‘i 13763 rABAY: 205 apgbabout 23.4°,
whitl L34 ARt 03L: el ROSHYbARS. TRYo VALY MNENIJTRASY] £

erent |at|on sources. For exanp

15.4 + WD; Kao® m-l“r,(%.a‘i’td O fFe-1K&° t@dP,@tOlS@&,O.]haanldn?gA" ir 0.1°.

wavel engt hs of 1.54060 A, 0.7107 A, 1.7902 A and

1.9373 A, respectively, may provide peak positions

WhiTaR t&Hf faButt preBadimOSempPBasEY Behn\Witehived 1didp d Atk aU"Q NFor

whi ch has a magelength opﬁ?:5478 A $%e tgﬁ%i "about "
cxappecawunf ‘@ nwend 2SCof2°peak3pe¥i’€i ons neans that all of

the peaks of the group which it precedes are reported

in ternms of angular positions (two theta) with an

al 'iwditrkegoingisinadant tb by ilbktratBe bf the iseterf andchobintentied tbllidit it to

the sa n?gerﬁift))gclllﬁentp 9§ t1é§s4a%81§%%g% V\{% oneﬁ%qled in the art are

1nten&‘dl tabt Mithin tbﬁf sovpOarill nagure off tearthechtion abdefired dh thhehims.
conparing 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 neasured peak position 0.1 and if
t hose
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ranges of peak positions overlap, then the two peaks

are considered to have the sane angul ar position. For
wezaapsr3ltif a peak fromone pattern i s deter mP@EUS1008/080068

have a position of 11.0, for conparison purposes theiowool

all owabl e variability allows the peak t dilddeecagsilyhender &, 2008

position in the range of 10.9.-1 1.1. Accordingly, for
WEeXakip:e, the phrase "about 6.7, 10.1, 11.8, 13.4,

14.4, 15.4, 16.6, 16.8, 17.8, 20.5 and 23.4 neans

about 6.7, about 10.1, about 11.8, about 13.4, about

14.14, abbut(31smihp- [&bindtizol-8-yb)phalytitl'-(28luBro- hetiylihényB)urca

crigefie g 2 oFgh, PRG et Wiy il TP ERGR AT o
chafa5teﬁzed(byﬁ|a, polletdiffehclion Adbteth habling respdct®e 20 vdlues2d.about @.72,,10.1°,

The term " ahout" eceding a
11§éﬂb§rgi rgsiﬁgﬁg)%%g g}§628$eﬂﬂgéa'ure 2C. 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 the disclosed
enbodi ments. Vari ations and changes obvious to one
skilled in the art are intended to be within the scope
and nature of the invention as defined in the
clains. 9120WO0L Filed electronically October 16, 2008
VE CLAIM 1
N-[ 4- (3- Ami no-| Hi ndazol -4-yl ) phenyl ] -N - (2-fl uoro-5-m
et hyl phenyl )urea Crystalline Form 2 which, when
measured at about 250C with radiation at 1.54178 A, is
characteri zed by a powder diffraction pattern having
respective 2Qval ues of about 6.7, 10.1, 11.8, 13.4,
14.4, 15.4, 16.6, 16.8, 17.8, 20.5 and 23. 4.
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