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CANCER COMBI NATI ON THERAPY COWPRI SI NG AZzD2 1 7 1 AND
| MATI NI B The present invention relates to a nethod for
woheospsBict i on of an anti angi ogeni ¢ and/ or vaBCUIGE2005/003672
PELE ' ' fcbfifirsilc A-981 /% Blpadedran mal
suc ggdoth{twuAr#alﬁlqugﬁpfgfooptllsona Zy beil ng trea% ed wth
ionising radiation, parti cullgrl y a nmethod for the
treatnment of a cancer, particularly a cancer involving
a solid tunmour or a | eukaem a, which conprises the
adm ni stration of AZD2171 in conbination with
imatinib; to a pharmaceutical conposition conprising
AZD21THe }ﬂ%ni idnitioh be'l'cgcéﬂtoal ma@hd foathe rodutishiiftan antiangiogenic
nprising AZD2171 and imatini b for us met hod _ of
aﬁ%w@ﬂ%r nSFmeg %ﬁ UGRE Gl a%&ybleﬁetdw&%ﬁuchtaa ajuman
vJﬂléh 1§ b slan mltmqlsiﬂg&adlam; pdrBcl1f1ey #96thed for the
an inib in the manufacture of "a
trmeg'aqf@lwncfeg,rpagtg:@laﬂﬁ atcpecep Fyelyang aowlié funagyr or a leukaemia, which
I i ng
o s A L TR el e
phmnapdsutloadabmposh‘mmmprism’geﬁdlm 17 ancbmueﬁlmﬂ:g tar ambnabmaﬂmn product

complors A48 EPoREae R oh i B Sl btaf oL bimrer mima

boeyBEtheRsY; 10 g karempaYEs AZDCOTPaIdEMatinibf tofte@f AZD2171 and
reproductive function. Undesirable %ﬁ pat hoI 0 | cal
imAiB Jehe BREuAcreinl 8 medicaBErtdore W the PEY st ap aptiapgiogenic

ahdyet WRERS ﬁhﬁ‘&%ﬂitﬁ refdﬁ&lhgI &k ya W%QBIb@@édSa:mrﬁaﬁ G&H as a human
rheumatoid arthritis heroma, Kaposi's sarconma and

Wha@nangt’uqmﬁy betagtrestechwith boBHIe Tfiatitds Phar macol . Sci .
; 5.
AI tet af&g ang?é‘%lg%gg %g&plén aa ‘Jg ﬁ E@Q {’éﬂeﬂpo‘%‘r%c%Zse?Hc udlng

embiying demelbmhdnt vosundlhealing apd sévelab goropdnepts p faniadrgnepmlductlve

rg‘%gg g@ggegégfl lgxleqr%l&lc?gg%/a gl%log%lg aéﬁh%lgarrggog%gécp \X(J)ljﬂ? (%Xease states

GRSt @sbedic P&Mlbﬁé&ﬁy, piatiasi( O&ncéizﬂi}:umﬁ@l\daﬁﬁhtls atheroma, Kaposi's
pol ypeptides with in vitro endothelial cell

spicemp endkpcagrgione (Fans el hon Tregentharmacy] .Sﬁb|lgd$7n@6 Folkman,
1295 %a%r@%dm' 1C 277134y, Ogﬂt&%ongff QUecl1af Elﬁhtl(ya}E {Hou C%xt to play a

vascul ar endothelial growth facto
18y m/bcnh vernpf andygmthadegical physiblegigal prosesses (@hlllnta&Bove et al 1993,
rs, I h fact tA Vi
P‘I’élgﬂ%r oP 13£ f?gt%fﬁz,\fmg 1}1%& E[é?, 1985 Sda\rﬂe r%{lc? f\/I yg‘gzl’s ﬂe{)],rews 12: 303~
3QOMed6ra@’dﬂﬁiebﬁdds atithdehits. enE&tthdﬂil c@ll/grd@t‘]ﬁ;ﬁomndmg:aitleﬁy have

t hat, VEGE .| n ort | at or of bot

bsie it i ARG B B TR egER Tfors AF CTGGBECE) and
VEQHIOS Ehdy BN grow R FactSAGHETY; Bkt iFthetbstridi®Supr&iEiBASE its
Cancer Research and Treatnent, 36:139-155) and

reqgpiou, the gpesy thdaten apaw@&w iy ceatraghto ihpbefshe HGFs, i gslatively
E%Li?f% 2
equestr r;ﬂts “on oz la\fé%% ﬁéceﬁ ant i E@%‘ 3@:@%@%5 u?ﬁ%t AnQHpo}{ant

stimulator of both normal and pathological angiogenesis (Jakeman et al, 1993,
Endocrinology, 133: 848-859; Kolch et al, 1995, Breast Cancer Research and Treatment,
36:139-155) and vascular permeability (Connolly et al, 1989, J. Biol. Chem. 264: 20017-
20024). Antagonism of VEGF action by sequestration of VEGF with antibody can result in
inhibition of tumour growth (Kim et al, 1993, Nature 362: 841-844).

Receptor tyrosine kinases (RTKs) are important in the transmission of biochemical

signals across the plasma membrane of cells. These transmembrane molecules
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i nhibition of tunour growth (Kimet al, 1993, Nature
362: 841-844). Receptor tyrosine kinases (RTKs) are

wOonpwriss08 i n the transm ssion of biochem cal BCOIGH2805/003672

across the plasma nenbrane of cells. These
transnmenbr ane nol ecul escharacteristically consist of
an extracel lul ar |igand-bi ndj ng donmai n connect ed
through a segnent in the plaSma nenbrane to an
intracel lul ar tyrosine ki nase domai n. Bi ndi ng of

igand to the receptor results in. stinulation of the
CL%rg‘%Efﬂ%lfg%Vs%%élﬁfaO?é eRGpeldigdil mgéipmﬂwnmeéﬁﬁrough a
sb@ads id e phomp hefptab kddh BfradeliabiyRRideqGiad8 &smAR_BRiMhe of
the receptor and other intracellular nolecules. These

ligrthigdae Tepentsrreditn i SHRBLINB O e ¢ Fashior-ATspeiated tyaosine kinase
st @RANENRa&AS %ﬁ&jsgh(l)r?EQbﬁ] Bf d Rosfhe YeNiduel ¥ Odth GR! I‘E%&F@E‘ and other
To date, at di t

_.responses. | eas ni net een | St I NC
infraselidar medsculese Thers¢hingesin tiwsiae phosphoryleticeiniiptnd sgyalling

' A e.subfam.lies is. ..
AU 1 oL e Bnck U A RRR Rl disinet RTK
sutefempicordefikdd byl anfiad sad B@ﬁlemdeéldrﬂoh)gﬁshaVE&_dﬂ-iﬂénti(ﬁbiﬂleOne of these
inase 1 nsert _donai n-cont ai.ni receptor, KDR (also
SRR Re i bl GRS E i s Rt 1Ghse RerpH il (deo
réfyir&blone V‘EGE!@?, TR EeREOmsertddmAn-cIMPnRE réBFRE KIS Ali®Teferred
RTKs, Flt-1 and KDR, have been shown to bind VEG- wth

i3 hEGFR 2 frk-( pandgnogher Eps-Hke tynayow kinges weeensorpBls4. Two of these

8 4 1 RO, Bl 1350 D QR Ty e vies

et dcE9Lovaienss g & PSRG9 T dnmpeetal, d§OUBicdieins Birpbyh Ben Comm.

b, PN P j t yI osi ne .
S oo e At e K2R B apreseq yhotrotogous el
hesabech aspotibtert @dth ciinfges inshatyk@ynegihbsphbhigatiodktatus of cellular proteins

%?%gulo nesi s and angi ogenesis. This cytokine induces
a SN &% prouti ng phenot ype by induci ng endot hel i al

cel | vBGH isf enai @ifuhRr o SASEIEReRERS Fihd ﬁn?@&n@gig I aftli ORytokine
.and subsequent organi sation of cells to Torma.
ng%ifﬁsm WsGHIgr ppeouting plkenopype by fsysiag endotislial gellipypliferation, protease

, Nandl, r I I D, T.
g e G T L S

(KeokoP dalbausepyID,, KEivi,Age Patzd, KMWarrenR&i, freder, 1\ andH&sihylly, D.T.,
. , . r , . C. Res. : -42,
stisghs: CBRRE PPY, 248, Taoa 3 MR Lty 7. Sesdia, M,
Remei, , A.| Hastgd K\VAS agdl IOharles, ‘TE"GF Eﬁ;zmgﬁcPRei,e'ssa,zfgé@z, 1988- Pepper,
. t
VS Mttt R Bt iy L TR e oo st Drizying Droti, 49: 135-
162,a0b8Y., IKa®litiodNYBGF thdfees sialticHst \)é@&f?&[r’pel‘rneabﬁi;§i (Dvorak, H.F.,
Senger Int. Arch. Aler | rmunol ., 10

Doty Bk, 8’@569%,; Bathagy, BAG, vanrgeaPater A4 and Gemgey, DR, Hlnt. Arch.
A o o7 s, ERSORAGs TLOR Pl RY, B ioB. 368 witiams
Bi dmBltysiod (Lasdy|58B: BaS-2R ROOD)| plonicting fi@nadoebf 8 thiyperafermeable,
irgl%gtﬁf)el V%gci:u aarlnef’woglic vk ?sséh%facteristic of pathological angiogenesis.

It has been shown that activation of KDR alone is sufficient to promote all of the
major phenotypic responses to VEGF, including endothelial cell proliferation, migration,
and survival, and the induction of vascular permeability (Meyer, M., Clauss, M., Lepple-
Wienhues, A., Waltenberger, J., Augustin, H.G., Ziche, M., Lanz, C., Biittner, M., Rziha, H-

J., and Dehio, C., EMBO J., 18: 363-374, 1999; Zeng, H., Sanyal, S. and Mukhopadhyay,
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It has been shown that activation of KDR alone is

sufficient to pronote all of the major phenotypic
woesoas®s to VEG, including endothelial cell PCT/GB2005/003672

proliferation, mgration, and survival, and the

i nduction of vascular perneability (Meyer, M, d auss,

M, Lepple- Wenhues, A, | tenberger, J., Augustin,

H G, Ziche, M, Lanz, C, Bttner, M, Rziha, HJ., and

Dehio, C, EMBO J., 18: 363-374, 1999; Zeng, H.

gl Qgﬁﬁggo{ﬁf!f?%?ﬂgh%@ Bitls, Hh &%a?s{lfi JCEe"B1 ELe%?)gfer I,
Meﬁ@pw €loncheck, ™f, PallotieBN. éhdP&hes iN., JTBiol, CiRed.| 2ot 8122-3230,
N. and Ferrara, N., J . Biol. Chew1 276: 3222-3230,
2%5@1) Qui nazol i ne derivatives mhlch are inhibitors of
VEGRLBERIHO ert Al O R CHrD 8 RFLorASK R t&dor tﬁlrgsinwc)inase are

Internatlona Pat ent Application Publication ) _
dgoriedia terazidalRatens AgpEetiph BublicatiagONQOWODI4 242 dALD2171 is

d?ﬁabrggl i \@%0}495 fZ)e r@ is ]:Azagﬁj)]{eg %4?_ tfxgrél:n( K IHHIK gs Aﬁ-iéﬂﬁﬁg}xjimethyl-

['oX rroli
Iqukﬂﬁﬁﬂ@Q&y&mdhmaz®K3Q@mnAﬁ@ﬂkﬂkn@iﬁ@iﬁﬁm&hﬁms
excellent activity in the in vitro (a) enzyne and (b)
HUVEC assays that are described in WD 00/47212 (pages
80-83). The AzD2171 |1C50 val ues for | hqutlon of
i solated KDR (VEGFR-2) and Flt-1 (V| tyrosi ne
ki nase activities in the enzyne as < 1 nM and
5 + 2 nMrespectively. AzD2171 ifHi bifs VEGFsti mul at ed
endothelial cell prolifer@ti g _potentgy (I1C50 val ue of
0.4 0.2 nMin the HWEC as3 b does not inhibit
basal endot heli cell i [ appreciably at a
> 1250 fol d gr%ﬁ‘&m@tra |onN(IC5()/aI ue is > 500
nM . The growth a Calu-6 tunour xenograft in the in
vivo solid tunour nodel described in WD 00/47212 (page
83) was inhibited by 49%, 69% and 91% fol |l ow ng 28

days of once-daily oral nt wwth 1.5, 3 and 6
ng/ kg/ day AzZD2171 respeé?ﬁ@i?ce(P**<o 01, P***<0.0001;
one- AZDDEUI §hot7v§ 8koellerA4B24) in HRIn bR 2 pdiRYMe bl @) HUUEC
br oad- spe n1ant|-éunnu

oI A g Bt /ﬁé%lr?ﬁ%tﬁégd i e %Zrl%%lgbﬁcso Vpfugacor
1&@’,{1ﬂg&fgsdlatted BDRU&EeFRL ML @Pcmp(@fﬂm of ty?d@ﬁle'kmé%nﬁdtl@ﬁles in

be applied as a sol'e therapy or may invol ve,
tha@dz;tmmsetyowge codmpbandcd b n%l@smqwqiu i HAD2 bﬂenmbltsﬁjEéF—

S B B AT e NG o EaPe R e

HSRMBEishy)| bu@ Ho@sqmmtbﬁat &Qdﬁeﬁklo‘iﬁdhal degrpr&ffe&h&l appreciably at a >
i ndi vi dual conponents of the treatnent. 00147213

I%Wéﬁldg&i@%er&ﬁn@e@trmw% salpg rpt WX E@@ﬁo"&fbﬂf @ﬂth -6 tumour
xéﬂo@ﬁ&ﬂﬁ B in vivo solid tumour model described in WO 00/47212 (page 83) was

inhibited by 49% ", 69% " and 91% " following 28 days of once-daily oral treatment with
1.5, 3 and 6 mg/kg/day AZD2171 respectively (P™<0.01, P***<0.0001; one-tailed t test).

AZD2171 has been shown to elicit broad-spectrum anti-tumour activity in a range of
models following once-daily oral administration.

In WO 00/47212 it is stated that compounds of the invention:
“may be applied as a sole therapy or may involve, in addition to a compound of the

invention, one or more other substances and/or treatments. Such conjoint treatment may be
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i ncludi ng surgery, radiotherapy and various types of

chenot herapeutic agent including "inhibitors of growh
woéaatemssHsinct i on, (such growt h factors incl udePEoiGB2005/003672

exanpl e platelet derived gromh factor and hepatocyte

growm h factor such inhibitors include growh factor

anti bodies, gromh factor receptor antibodies,

tyrosi ne ki nase inhibitors ahd serine/threoni ne kinase

i nhibitors)". Nowhere in WD 00/47212 is the specific

LRI R TR TS T
c&ﬁpdﬂ@ﬁtsioﬂﬂ;\%mﬁehmnther ein with ot her treatments will

produce surpri Si ng ben fi ial effects. We_ have now
f oun®Q Byt ﬁ% O\équl ggxwggq&f,swl cjoint treatment

1&%‘11%%;;%%9 m&otﬁa%yoarnd\«@ﬁ&w tAfes B?Eﬂ@&ﬁi&réﬂeﬁué £ABCHAGding

ef f ect virtue of inhibiting KDR can have an
@b@ﬂtptswiﬁ atwdh Faster fenstippr(@ich %%h fagioremplade foy ﬁxm@i@ platelet

[ &ML
d?rz\%:eg%{éﬁgtffc:tc%%flﬁée a ;/Fé egtr&(\%.@gggé h LIz W%D rﬁs 1&% rowth factor
antibiodte}, griféthifaster 1‘bcnptui atlinlaidleészmﬂiﬁ& kinae 1hh1bﬁo1ts -akd !;erma/dlreonme
it i.s c,tedthat AZD2171 will inhibit mnutated and
kigep eo‘“{“ﬁﬁ c:kit. c-Kit and its |igand SCF have been
f ounNoivhersd i 06/4 X1 i¢ltha Bpechfaassaiblatioh 68AZD2171 and imatinib
mal i gnanci es, including gastrointestinal stromal
SYgES¥Ets, primary brain tunours such as gliobl astons,

gl i on@wARd iMaaYbb/2B) 1308 sta R ARt LisdC&lahy 'c&ﬂﬁo&ﬁ%@ﬁfe invention
(SCLC), malignant mesothelioma, tunours of the testis

thegait with othenireasmants wll produdesutpaisinglyrbeneficial effeeisra,
tu nov/gegila% n&b o X ASZM] 7 ?Sas %ﬁ 9¢ éﬂi@ﬁ{ga@&%a?me)mc and/or

gonad astoma, chronic my€l ogenou
va&culaepmymeﬂd@tenmmg@tﬁifeatdjyl Vam(eAiﬂlghﬂatimg KB, ooyhavs as additional

d&g&% ﬁnthpg%]?te ra?lgp %%%c‘g H%Em%ﬂug Selg éxéeﬁla‘tééllmdnliuhmon 'of stem cell factor
rébeptai SeRide Widke GSIIPCRI\KPM@M? 1&1&3}11 d@ cFIat) h@e ha?® @und ltﬂat

124 1 31-6), .and .col orectal carci

u@#gqs c- ki‘gagxg itig (sg)ecyg ghagé@})Z 1 "é]_ ml{ mfuént élﬁltateé) and Wlld-type
P QUK R 1% l%ﬁ(ll sEFaReAbteh kR iR bR solif aﬁc?ﬁefeﬁiafblogwal
cancers such gastrointestinal tunmours (d ST),
n{aBgrarcies 1@ct1ucang gBO0BteBinal st@ami Srm@os, pmetarwlﬁal)l tumengrk buch as

PO IS o S T o
rﬂe@(bth@l&ﬁﬂaaumﬁ\its) Qf thGe sl sucikasastmalona28@ tesBd:ui)ﬂderBﬁcarcmoma
750- 75 and Mur t al,. 1995, Leu(ilf :%rrpho 16, 297-
fugpayrs ofthepyary guc Ia§ YSgRIRiReTE? tidgonadoblisio )6 SpPgRCOUS

1duRthdnkib {ORIL),MhcBte inbyeldoS SR IGRAGRIABEMI)) Kl MBLHOENASAESADR
hav:(a fgl)md that EZD2171 mhF%?ts)PDGF Se

iﬁﬁ@iﬂﬁ) iy Glin sl 2004 22n®S Ikt 4983)3 oflKib hastilspshesn fpd it a
WS lal BB, (RS ERNERML RS 9019k (15:88%), 758 bibRHa] O

carcinoma, (Case Reports Tumour Biol. 1993;14(5):295-302). c-Kit is an important signal

transduction inhibitor in certain cancers such as gastrointestinal tumours (GIST),
(Bumming et al, 2003 Br J Cancer 89, 460-464), small cell lung cancer (SCLC), (Pott et.
al., 2003, Annals of Oncology 14: 894-879), and chronic myelogenous leukaemia (CML),
(Goselink et al.1992, Blood 80, 750-757 and Muroi et al, 1995, Leuk Lymphoma 16, 297-
305). c-Kit is also an important signal transduction inhibitor in soft tissue sarcomas like

leiomyosarcoma. We have found that AZD2171 inhibits PDGFR[} phosphorylation in
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achi eve an inhibition conparable with that observed
versus KDR (Qgilvie et al, Proc Am Assoc Cancer Res

waQms08503051) . I n conparison to inhibition of PKDRB2005/003672

phosphoryl ation in HUVEC, 10 and 16 fol d hi gher
concentrations of AZD2171 were required for conparable
i nhibition of PDGFR- a and - gb phosphoryl ation
respectively in M3 ost eosarcorra cells. The effect of
AZD2171 on PDGFR- a dependent cellular proliferation

& ideNAIEBLrE ¢ibkyb1ds Q@ﬁt A n%{/I% R i%gidc Silﬁenlé{%on §6hde3 requlred to

an |1 C50 val ue of 0. det er m ne
achig e inhibition CP@paxabie frothdhag obsered vbtsamKsza(Dgﬁlemu ﬁlgeplroc Am

AFS%!SCH%%%‘%%%%%,'Q? 2 p?fg} 0 «E(:)angr?%agrsong: gﬂqdézlg k{( ory ation in
HWYECH! Qaal(ddl6§oldﬂl11g11&ﬁc<aEe1@alt1\tﬁ§:c(ﬂAZMI7@\7@%&%@&1@& fof Sondbarable

ein i ne kinase inhibitor that inhibits
B P b R e oMoy pegtively i MO8 axeosarcoma ol

3
N R T L T T

PDGTAAN avak Exrasieed lsqsmsartfeus ank bk Cso Vdlud @fd«mm def@hined. This
ated . c-kit. Imatinib has been

<biRBhifie? S0 ol et e vut ssormppeobkyeihibon orVEGr.
indpetdgenfeLision M‘IE@E@ ( Jet AN Eahddr Rgse f@)(ﬁe 5! § b

gastroi ntestinal str omal tunolrs (d . may
al solpings @lse kpewn FlﬁGhWrQibfpVbe@htsm\peotdmsymdﬁé Rinfiger

B AR iR EL RS keSSBS Gt laelghdorived
gxp@zﬁg ey p@lept?aytyﬂd'slrmtkumlse (‘MW}Bl IERgK) g%dc\)%&i 85;’{10%8@3 i%eqk& tyrosine
i l.ver 00 stract
k%l%%") (g Sg%?s & Itrﬁ/ 88\%% imatingb oply deraste Mugtedesclsiplineatinib
hasttreemugedmy ArQENROEYthe GedtRbikae QMXla(g
ye el of i br Ogl S vvlm?h elecgl d rre?lggPlgy a Bl?dﬁg(]:]eu%%i(%) and
1 'igﬁ‘ttff’fmﬁgiﬂ@mt@ﬁﬂﬁ sgrowal tvagws (FISTnexpect edl y and
SUr Prha$in r cu ar
congounldnghé[/%Zl?l usegﬁ\%\{n n%‘ggﬁcg{}é%tﬁ&evh&ﬁ i(ﬁ&r IO P¥ 4Rl yronic
eqsEnopbilic drykaqnain yhercesmdphiistsyndromt en@pnlﬁ@tﬂabﬁltee;dbtawem
Y [ S nificantly
oy pLRPE ekl g 0B o B S Rt s
2%9](948“1 oAbstrabtrﬁS@wﬂd dlsd iamyeRdiXblaklic byiRiebrhd o SXiMIadiOflc
an h%[}PEG%HM n|f cant]y better effects on
qUe 4 ﬁ(&i)é‘ﬁ e Oﬁkmliwhmlmﬁmemia@a (Blood.
2m@bta110m(e) 199109 -Epaboeo4 Rl e¢f s of a nethod of
treatnment of the present invention include, but are

not YRFPEl nd sprrisinglinsehavempedownd thmhefmqmnmompound
AERD L0l SRS B s
listg¢lain pY@9eM{7212, namely with imatinib, produces significantly better effects than
any one of AZD2171 and imatinib used alone. In particular, AZD2171 used in
combination with imatinib produces significantly better effects on solid tumours than any
one of AZD2171 and imatinib used alone.

Anti-cancer effects of a method of treatment of the present invention include, but

are not limited to, anti-tumour effects, the response rate, the time to disease progression
and the survival rate. Anti-tumour effects of a method of treatment of the present

invention include but are not limited to, inhibition of tumour growth, tumour growth delay,

regression of tumour, shrinkage of tumour, increased time to regrowth of tumour on



10

15

20

25

30

invention include but are not limted to, inhibition

of tunour growth, tunour growth del ay, regression of
wounwiss203hr i nkage of tunour, increased tinme tBCT/GB2005/003672

regrowt h of runour oncessation of treatnent, slow ng

of di sease progression. It is expected that when a

nmet hod of treatnent of the esent invention is

adm ni stered to a warm bl ooded ani mal such as a human,

in need of treatnent for cancer, said nethod of

treat t wll produce. an effect. . measuyr by, faor
o PE ientor BiBEGT Ge e RiceRRvian . T i pROsCihed i daphod
ofiida@Gént of B PSRNt 6rods @dminikgertd w8 WaAnObls6&d@nimal such as a
progression and the survi V?fJe‘Hr g(ta(g Ant i -can?er ef f ect
hyie. dRfeee 06 ramsRt iPLoar Eateee A O iEiamens WiIf BrRfinsn cHect as
n%ﬁéu?édlﬂ)gf&'&%ﬁﬁ@; orBGE Rl ST9ht exibRf M8 HmbireeRt] B8
there I's provided a nmethod for the production of an
resperiserié. depetithe toahistpeorprogtstsisnapd ersieatsl rate. yArteerneprrrifects
in%Hdg%}oghglagtéfv@Jaﬁ}q%lt g@xggﬁj%satpéaﬂﬁédlt 3#9}&3@1& dfelidman, whi ch
conprises admnistering to sard ani mal “an effective
anmouAtcodinAZDRE piesart irvepivarthere étroddéd a/metboe fir dlfl oduction of

salt thereof, before, after..or simultaneousl it n.
oL R SR O RRPIeAY B ARSI 0 ey ged Soiml
s@hRe @ thuhn I G IPERGERES 4dMMBIBletiff ol AR Birha ap EfvdtEe dmdunt of

met hod for the treatnent of a cancer in a_warm bl ooded

AdAM2a1 osyphrmaceytipalbrancerighiesalt Rk bstnse. 4878 iswpwiapsrysly

vﬁitﬂaﬁ%@ft@ct%ia%:un@dhﬁﬁtﬁlﬁ&tiVe amount of AZD2171 or a

pharmaceutically acceptable salt thereof, before,

af t eAcenrdiog tid fratheraspeoy ofhe pregent fverian there iymaavidedy method

i matinib, A i t : : .
R o PR oot S B e R € A i
a@hingstarigae said anviolalamgffeatisodmatnt of P21 & awhammabéwioalésd

ani such as . a_hungn, whi conpri.ses nmni sterj

o3P B SO FeHT bR AR B SR ARGUN W ARSI sghouy o
iRhasweceuti cal ly acceptable salt thereof, before,

after or sinultaneously wth an effective anmount of

i mat Anpedinades fatbagespert af hapresent irspléen there igmevigeeamftbod
f%l?ﬂgﬁédtﬁ&lttoﬁg rc@nc'e?ina#;lgf‘sﬁg dediniRuPeh &f%ﬁlélsrlbgdehraﬁﬂm asa

a gastrointestin stromal tunmour (@ ST) in a
husamvilicochenpriaes avalinisteche tessaid anineed an eligntivh amowndiof $&92171 or

adm ni sterjng t ai ni f y .of .
SRRSO AELE BRI by, S PRI by e
el imaddier or sinultaneously with an effective

anount of imatinib. According to.a further ,aspect, of

the prexdig o aisther sheq ﬁéﬁ]@ P?f‘éerﬁelbw%%*ﬂsre iRRgAct ppethod

f6Be ERALARITE oBftrodnttBHKABEMA thodr (ST} iR oAbl dedBhimal
such as a human, which
such as a human, which comprises administering to said animal an effective amount of

AZD2171 or a pharmaceutically acceptable salt thereof, before, after or simultaneously
with an effective amount of imatinib.

According to a further aspect of the present invention there is provided a method
for the treatment of a leukaemia in a warm-blooded animal such as a human, which
comprises administering to said animal an effective amount of AZD2171 or a
pharmaceutically acceptable salt thereof, before, after or simultaneously with an effective

amount of imatinib.
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conprises admnistering to said aninmal an effective
anount of AZD2171 or a pharmaceutically acceptable

weoeabde/sms eof , before, after or sinultaneousl yPGIriaB2603/003672

effective anount of imatinib.According to a further
aspect of the present invention there is provided a
nmet hod for the treatnent of ghronic myel ogenous

| eukaemia (CM.) in a warm bl ooded ani mal such as a
human, which conprises adm nistering to said animal an

ZI:]:: :Bﬁtclﬁ\?/ﬁ%@%g%?‘g?%g P@%&z‘& éjéfpg?rsg% lg\lfqe?légl? ellr'letiis, ]c;:)r%lv}d%d a method
51 W kb @ RR AU cHropid Iﬁ%e%geﬁ&fsﬂﬁﬂéhyrﬁiaé(@mr)ﬁn @fvaitimldodédanimal

According to a further aspect of the present invention
SuHe?se ugasy Bhicheamprises efB I Be (heid aene rsrifesvesymgupt of
£8b3171URY phaneeiytcaig-febedtibSsatahdfdt Rasie d R bBhusiEsty

as a human, which conpri'ses admnistering to said
veith avedifegiiveedoi@ist pligatinbunt of AZD2171 or a

phar jcall . . ~efore,

Bt er s atdtdeE RS SERLATIR R bGP erel R freg  method
fontht iratmentAdcmaltlicell) lung cancE(SCLEY iras pert-bhvbdédmirpilaseinds a

inventi.on there is .provided nmet hod r.the
Rk P o iR Bel €l Soyise ot of AZD21TL o
aarRRthtidally atcepidble Rglt BEfe8E befort, Atk BintHlteRMasty HHhM effective

such as a human, which conprises adm nistering to said
HRREM BAUBPS ecti ve anount of AZD2171 or a
phar nReEidideGah lnyrufRe Q%l%t%@ bR I%j%%leﬁt b8P therd1€ I%R/tﬁlec(l) ? method

after or sinultaneously wth an effective anbun

fonthe preidbstiontnd pe pntiahZioRad arshet viasratar pétmenbifityeadiring effect in a

[ I ] [ t: her wi.th .a . P
PR AOR ) P T B RAE b ARk boneb R g id snimal
efectivecinynt of AZD2I7 he b paspecdutiofllytdeespbis@lttthdreofeheforo fter

there is provjded nmet hod faor. the treat. a .. ..
ey R chime v Svin AL AL Shghiafinid
HAGAER SfonallTbdadhifisteRd thetifed vith AphAfhacanicelly KebhiMSe excipient

anount of D2171 or a pharnmaceutically acceptable
G4k her eof , before, after or sinultaneously with an

ef f e_CAtc!cétf)I%i TR Y Rk aépg@ctoif He?ireg%‘%%ﬂo%@?e]iz ﬂro@glgctl ﬁénrethod

I mat i ni y each optiona e adm ni stered toge

fou thix traatplentr efacender ted Wyrnmabloedsdabinel ewabi apifaélmnammhich comprises
- riLeF ar.di furt t
R0 SRS o e RRBS) b S PSRl

rovided a
adtepaabiadalt elier¢ofyisdfott Ndteforsirhileint atgUWith s Efesavaachdosed

.ani.nmpl such human, whi ch conpri se dm ni stering
ipgrinih V&ﬁ%ﬁr ALDLIT! &R Beattipena 36 pPtsally bpadminiafered together
ey ﬁfﬁ%hﬂehﬁ@aﬁl‘t}rﬁéc%&%meﬁabﬁnﬁcﬁ|chrriehe reof, before,
after or sinmulfaneously with an effective

According to a further aspect of the present invention there is provided a method
for the treatment of a cancer involving a solid tumour in a warm-blooded animal such as a
human, which comprises administering to said animal an effective amount of AZD2171 or
a pharmaceutically acceptable salt thereof, before, after or simultaneously with an effective
amount of imatinib; wherein AZD2171 and imatinib may each optionally be administered
together with a pharmaceutically acceptable excipient or carrier.

According to a further aspect of the present invention there is provided a method

for the treatment of a gastrointestinal stromal tumour (GIST) in a warm-blooded animal

such as a human, which comprises administering to said animal an effective amount of
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amount of imatinib; wherein AZD2171 and imatini b may

each optionally be adm ni stered together with a
woheoernas®sit i cal | y accept abl e exci pi ent or carr PET/GB2005/003672

According to a further aspect of the present invention

there is provided a nethod for the treatnent of a

gastrointestinal stromal tunpur (A ST) in a

war m bl ooded ani mal such as "a human, which conpri ses

adm nistering to said ani mal an effective anount

A I T —
wethfo@ GFedtere ARDUAL ofdinatinTBil witirdhy AR 21 dA&BADInddch optionally

imatini b may each o tional |l e adm stered t oget her
bﬁﬂﬁlﬁlnét%?ﬂaﬁoﬁ%%w@c Ph%ﬂ&%&éﬁf‘&ﬁ?@@ iSppigient Qyroarrier.

carr 'A%Eordfﬁ% 604 elirr 4sBed@ of #he HRBENt @@vreﬁt%n tﬁéretlmo%e@%kthod
i nventio here is provi ded a nethod for the treatnent

forftheytr¢asmpn ©fh deukperaia wing am-blogdad a@ﬁn#éuckswﬁwa@nawhwh

CEIITI{P?(}P Lol %’ E+§ %@3}%{}? et d nf & glﬁ'}i el an

I've anou or a rrmceu I cal
pazraepduibalyy méﬁtaﬁlhﬁlt&héreofb‘m‘fmﬁa,ﬂeaﬁlt mnuhxmeously w1th an effective

i mul t | i, t fecti t
SBT AEABHS et AZE A e il BRI oAl b Wyginistered
tedtenivith @ hsnta0gRIchIBS acsbptibl@eRipiniBEtiere al | y

accept abl e exci |ent or carrier. According.to a
furt ﬁé?oréegé%e fggthey treeq 08 he Rresp i gL thetedy @opided a method

RV ERded 0Bl B8 Iﬁ}%iog'éﬁﬁlstlé&%nﬂﬁ (Y1) 1&5‘5}91% Blooded animal
nmyel ogenous | eukaem a (CM.) in a warm bl ooded ani nal

sedhcy agwmanwirialn compriseh acbmmgterlge@ saulﬁnﬁn@taereffn@}wte@n@am@f
0
I LA SLAEL AU L AR TR, A mutancnsy

vafht aarefoctive amﬂuhmfemusﬂuy whetrdin AZD2f 7 eatd M&ltlﬁ]’ﬁit]‘ﬂl&[}t eaoh‘i optionally

2171 apd. i mati
O SRy SR GRiThY BT Ly arep AR R iont o tari.
phar mee&ink ¢3h k‘w@m@e&@bﬂe pE%Eiit PhveRtiorDtheread fro@ided a method
According to a further aspect of the present invention

forrBe weqtmenyof yinglb gelblupg easer PEFQ) et Varanbleadad agfmal seghas a
naRhh, \4{1 Mco‘f@?ﬁ@sr ad@rﬁﬁ%@mé t sﬁld"é@frﬁﬁl bl egelel. apboR! of YED171 or

as a uman, onpri ses amnlsterlngto sai d
aa;ﬂ;anmﬁcelama]éy aCQgptaMe sahtbengof, bffomzadet p1 sipyultaneously with an effective

A 1mal14tt1 19 ali e¥ela %%fitl ‘?P ln}dhﬁ?h% utnb f“P"S’C ﬁé’ﬁ %ptl%%gl?}{]l?e aodfninistered

er oS mul tahe o
togmiet wutb a phlﬁlﬁ’[aeeu‘tlcmaﬂtalﬂm ekciipiait Ioﬂl:zbnﬂ’ay each

optignal | ni ster t oget he

phar AGE it ds 1 CESBpi Ab16 TBRLHEA LA I3 o Ripd ¢ phamaceutica
DRGNS NEhitR cenprites RZD2APPEG phafmdcBftidaly 8dteptahle sdlihereof, and
IS provided a pharmaceutical conposition which

imatinib insassocigtiop With 2orhagmisrulicrtly aisepiable EycipieRlap caprk
sal t Atcl?c?r'&{igfto Fma Ew&g p;e' ResBRSRRhad @Bred éx!avﬂed a

phar maceu cC pta Pexcl pient or cartier.
chmbmatiomgrodist aorhpmsn@AZEQ PHatr aghartntaeeysiceléeariceptabie sl thereof
ath 1enr1a%1n1b Y 5n a me%od of treatment of a human or animal body by therapy.
According to a further aspect of the present invention there is provided a kit
comprising AZD2171 or a pharmaceutically acceptable salt thereof, and imatinib.
According to a further aspect of the present invention there is provided a kit
comprising:

a) AZD2171 or a pharmaceutically acceptable salt thereof in a first unit dosage form;
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conbi nati on product conprising AZD2171 or a

phar maceutically acceptable salt thereof and i matinib,
woéanoes®208n a nmet hod of treatnent of a human oPCaGBIMNIS/003672

body by therapy. According to a further aspect of the

present invention there is provided a kit conprising

AZD2171 or a pharnaceuticalgy acceptabl e salt thereof,

and imatinib. According to further aspect of the

present invention there is provided a kit conpri sing:

171 or armaceutically acceptable salt
b??ﬁ’éﬁ”é‘g’fzmar?e%’nfl g{&"?fﬁf’ HodYye formb) imatinib in a
P BRIk Widahis f 5ABAnInG ATt fiad enCIecEdoBhgigbrnieans for
containing said first and second dosage forns

Accorgraging & afirthet aresct a5 pepreset 11%‘4%“%’(@%@#& prprwl@ch% Kign
cb gﬁﬁn 4:S provided a kit conprising: a) AZD2171 or a
rmaceutical ly acceptable salt thereof, together
aw\tZBZ &7 pbrar phaveaseiiécally pecapteblp salblhereek @oagthenwitb ]
arri e f Lmatd ni b
armaf)tﬁltlbal a{CHept:!th%éxc'ij Q%:ntetu c?azrg n ag‘érggeu ) Josage efc))(rérll pl ent
b imataily togstheri withea }ﬂﬁﬂﬁﬁﬁéumlly a@haﬁtatjle efcmpmlt a@arearrie}, in a second
cogtainfr means for containing said first and second
B49%58° 8P According to a further aspect of the
CPESSARr ndAMERE teaihig kAd ifist BROcsiRTdshe fosss. of AZD2171
or a pharmaceutically acceptable salt thereof and
. mat PEFHAIG te # Bmlaﬁwp%étomhé pEspend invsatieetheists provided e upe of
1@'1 QPF?M&QC Bcef?}ﬁ/ a%E@fp a@[&géaﬁ YRAUE 2D Enb ﬁ Qxfufa[cture of
perneabl ty re ucing e ect In a warm ani ma
agugslicassntafohusedn IheAm:@dwdorn@ m@ntaarfgmgbme rancyglpwculmfpetm@blhty
r&ﬁmﬁ%%ﬁh'nng%'o (ﬁ_ oI sgﬁd t he use of AzZD2171
or rmaceu ? y accepta AT t her eof and
inatmmubanguihﬁuﬂﬁﬂﬁ@&ﬂbﬂmepﬂﬁmﬂnﬁ&dﬁ@ﬁma@ﬁs@ﬁﬁﬂﬂsmeMQHﬁ

the production of, anti - r e f in.a

AT b8 Bl D et s R oA o gongfacture of
afddiAlen @B Peklin &e gri®icRbESEMtanti RYRRE EfBkt tBFkRnl-Blooded animal
provided the use of AZD2171 or a pharmaceutically

sadcspthaplae. salt thereof and imatinib in the
f
gan u A%G(grﬁfng 195 ﬁﬁth%P%PQ& ek Eégént lﬁ%g 1 00%&3 @1‘{31 QMQJ e ﬂﬁe of

an ant i etunour effect Inra warm suc
2D Th unapharmawndal}ygacc@tadvla‘ aaltttlteeerof aspmeatingf 1n1t1ttemanufacture of

i d f
A AN R R

shémdsiativhahn t he manuf act ure of

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and imatinib in the manufacture of
a medicament for use in the production of an anti-tumour effect in a warm-blooded animal
such as a human wherein the tumour is a gastrointestinal stromal tumour (GIST).

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and imatinib in the manufacture of
a medicament for use in the production of an anti-cancer effect in a warm-blooded animal
such as a human wherein the cancer is a leukaemia.

According to a further aspect of the present invention there is provided the use of

AZD2171 or a pharmaceutically acceptable salt thereof and imatinib in the manufacture of
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a medi canent for use in the production of an

anti-tunour effect in a warm bl ooded ani mal such as a
wauanwro3stoar ei n the tunour is a gastrointesti naPCSGB2NEI003672

tunmour (G ST). According to a further aspect of the

present invention there is provided the use of AZD2171

or a pharmaceutically acceptagble salt thereof and

imatinib in the manufacture of a nedi cament for use in

the production of an anti-cancer effect in a

war.m bl ooded an ein the ca

e T e

sidhes @Huniafl W@BtciDfRe tAREEs chropic dvsieltgendud @euﬂt&&m@f(cmz 171
“or a pharnaceutlcally ac &Etable salt thereof an
i mat PRFYAING tq hErthaasPert LIS PEPE! EPEAREFFE 1t HPVIQ%thF Hse of

AZ 191 %Q&'f)ﬁa{rﬁﬁce@l{lcﬁﬂ a@&%)'tabfeasﬁﬁ er® bRFimdtilitAn the manufacture of
war m bl ooded ani mal as a human wherein the cancer

aingedigamsni for wipdn Siganeistioneefieaantigaeeneffect imccwai-bigoded agimal
sﬁéﬁr sh!l %%l:emo{he %:!1112?%5 %@%ﬁ] Eerli lg}{%%ncmsbﬂé e is

he use o nmaceutrcal ly
ac c e |Atca:lirklmg$<ah ﬁlrthheztspexft ofithd prasaitiimichtiomthedeas provided a
uf acture of a ne e product
St R e M R Rt s Lo G
oa8 Harﬁidﬁﬁiﬁc&ﬁﬁc@éﬁ?ab‘l&ﬁlt@l@eﬁ?&ﬂ optidngRBbgetite? Whithl ai@rmaceutically
cancer (SCLC). According to a further aspect of the

apreRBlo CXPiRiAB heT BFicEar & ARG et ueTER S SRR p Administration
Jf 51? B IRINL aRBRR GF RAARIH: %eﬁ%ﬁhﬁﬂa iy dﬁﬂoﬁllty% administered

fective amount of AZD2 or a pharmaceufi cal é
t@gcd@pwatbla@hmapeuthelﬂwept@im EXPRRAGTIL P g2t toer wiint-blogded animal

SPUBKIRRGHD iR SERLARLS, Fxshghent or carrier, and

aneous, seque or Separate
%dlmh'ete@émta:ttteamdnt mahudm‘ doeamtianpgoganioant/ oobascutat penndgbility effect,

wher.ei n | ionally be adm ni stered
aP&@%Fﬁ%?r lﬁeﬁﬁﬁﬁﬁgggﬁtggﬁrly accept abl e exci pi ent
or ¢ @Ndnﬂﬁnatﬁ)ﬁ’ tr8atMRA BT R ekRE: iBRinfBh a§d&1ﬁe@§er@1nhhﬁ'§ﬂﬁ:
in need of such therapeutic treatnent. Suc

aphigyasw v ayco fttheeampkameoysneqapersia! efsepaiate aﬁgm&&&ﬁ%of the
g(pg/ggatﬁ cgﬁlggﬁgnﬁrofgﬁﬁ weabiehd t&c&ﬁﬁlﬁakn tRBnAR ds CRAGERerein may

an anti -tunour fect. A conbination
berappliciesta sole tludn:a)ymr mnqulmrgermr radioiepy ehnrpsidiional

achi eve of th |t tia
e aPe S Bl P SRl kRGP s AGHER
Suegspp RN tompisesied dept dif@ﬁftﬁibﬂxt combletoftiionpics@itiod, pe@t top diring or
as defined herein nma ied as.a l.e_ther or .
iy P AYBINAS G0N by by 6116W&P&b‘yltlbéiﬁﬁ?%]d%SPﬁa‘%ﬁé‘Pfeln
chemyihgr-angasthétpREe Qﬁen'té’foﬁé&ﬂiohhl%e Wﬁh @ c@ﬁiﬁﬁ'aﬂ@ﬁ #r&fnent of the
treatment of the invention. Mﬁ&g ¥ nprise the
psesept invengan inchide grose dasprikadan %léswéla@h 5 ﬁncomqr%@d herein by
r o A I t t:
L E RVt e
(i) other antiangiogenic agents 1nc1ud1ng vascular targeting agents;
(ii) cytostatic agents;
(iii) biological response modifiers (for example interferon);
(iv) antibodies (for example edrecolomab); and
(v) antiproliferative/antineoplastic drugs and combinations thereof, as used in
medical oncology; and other categories of agent are:

(vi) antisense therapies;
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O her chenot herapeutic agents for optional use with a

conbi nation treatnent of the present invention include
wohos@3sescri bed in WO 00/ 47212 whi ch i s incor poraaB2o5/003672

herein by reference. Such chenot herapy may cover five

mai n categories of therapeutic agent: (i) other

ant i angi ogeni ¢ agents includiing vascul ar targeting

agents; (ii) cytostatic agents; (iii) biologica

response nodifiers (for exanple interferon); (iv)
antiG%gies for exanpl e edrecol omab); and (v)

ant i BPCPSIpRY BPEREIS el asti ¢ drugs and

COﬂbﬁﬂﬁhﬁQ&@ﬂkB@pﬁ@&omﬁélUsed i n medi cal oncol ogy; and
ot her cate?ories of agent are: (vi) antisense

Parigilansragipleyiof shegrotheraprelicAsynia S5 savhi ¢ comhimaliqndyeatment of
AR O SORLOBE SR EREL G B AT Bl cipcin,
oxalipbatimeenrbaplatinhgenpritebiep tirinaiccen (TR 1 &), &-frarauiracild k&), (including
et oposi de inor el bi i I [ .
R e SRR o BAFLEARAE e SRETHAY Sy e
forrhapdatraan of Giterlof e lufg, headoand wedc ibtair, Solohl, retiume besdphagus,
capeci t abi ne nd. hydr.oxyurea. Such con@ji nati.an re
SSRBgL e D S P SR, Gttt STy pnddnitadine
h&¥m#A610£841 nedlighhiRids UBGh ddgehadbikk RE&lpected & Bb mée lpiticularly
rectum oesophagus, stomach, cervix, OVﬁ%%, skin

ugnflzfet the Braiagatof gasteittentinal syaak wangurs|(CUS), small cell lung cancer
(%(gl‘;rébilf giiMast&ﬂﬁmhRilf&% ?@bgﬁ?%hlg%ﬁﬂngélﬁﬁla, I%Hﬁéhalnt mlesothelioma,

ations are expecte e partl cularly .
mastetytbsi ard letlaciniae atares owé myelogenoinieakacima(ANL) anvedhronic

o e e TS kB0 S sty vt
forahd gevatent obmetrbislesttiabstronmas tuaoytsqSISTandall edikiagntaaser
ch as,acut e myel ogenous | eykaeni AML chranic
Syt ganBi i elehordetierria O Sdl
cEmbReHEd aIfeodl@)eex?&i’&Ftb 3k F)Xrtiblﬁlﬁxflyl lisehifort thetrédtRaif hefatocellular
gastrointestinal stromal tunmours (d ST), small cell

chgigme4HEED. Sebicombinatieps|asumrenpagediodis Pagicelarlp Mpeful for the
txg%[ﬁleﬁmgﬂ%isé té%x@ﬁrg&sa SQJ%IPbil%{ﬁ)tﬂs Qﬁ%:o%?%érc&{dﬁ% 8¢ Particularly

SO expecte particularly usefu
utafelabntbe treatinehegfanyebmpk dliftrativecdisardero mul roy4dE)yspldtiictsyndrome.

nbi.nat i ol . t ed decularly. ..
Coni e R, B OGP ALY i

r&datin hadyl 1R6duca b feddd, Sirhex paid-tudtbul efftues, [gadater tah &idsy achieved
useful for the treatnment of nyeloproljferative

vathsgy 96 AL AL ipatinal japiprising £adiafioqigtrlonppgreater than those
a?igng%ep'rﬁgﬁg% g&?‘tgﬁ%tlsoiﬁ r(l)tf mizip)28 7 £ AW ABhibOfy e A AR odeahieved with
the combination of AZD2171 an% ionising radiation, greater than those achieved with the
combination of imatinib and ionising radiation.

According to the present invention there is provided a method for the production of
an antiangiogenic and/or vascular permeability reducing effect in a warm-blooded animal
such as a human, which comprises administering to said animal an effective amount of
AZD2171 or a pharmaceutically acceptable salt thereof, before, after or simultaneously

with an effective amount of imatinib and before, after or simultaneously with an effective

amount of ionising radiation.



radi ati on may produce effects, such as anti-tunour

effects, greater than those achieved with any of
wOZDBH31203i mati ni b and ioni sing radi ati on usedrParmB2005/003672

greater than those achieved with the conbinati on of

AZD2171 and imatinib, greater than those achieved with

t he conbi nation of AZD2171 qu i oni sing radiation,

greater than those achieved With the conbinati on of

imatini b and ionising radi ation. According to the

pres nt ' t hod far,

or od & Ol‘%lﬁg laa gilgtﬂg n ecﬁ alf tﬁe 1%?%1& glﬁlg?tﬁm egg &sbﬁrgpdecf afethod
fqreliameakhdnt by a candeicCin ragivﬁfnﬂﬁcﬂide(ﬂ mimalvaichadh bode( whidhreamprises

uch as a huy mpri ses stering to sajd

s o BHY BBEPUR SRS A ATA 1o & Pharthaccuicaly

a&ﬁ?t"a ‘éﬁ%’ih'efe@f lo¥foRs; e RRtaR Bintilisdously ReheafeffeBefeQRunt of imatinib
er or sinultaneously with an effective amount of

andyeafora; aftea pusipeiacauslaiite pn pifectiv praipewm ebipaisyaspdinticin

ef f e éo\f&in%f@é‘ﬂlh 6f ash bl Eregéhq hﬁ%ﬁt% tﬁ&% %r}gbﬁge& Pmthod

further aspect o t present 1 nvention there I's
priﬂEﬁi/ﬂr@Hdem ot‘ret&m:dr iheolvinpe solr@atm'emm aofarm-aerted mninml such as a
hlé% ?‘H H\Iq% gcg)?nd I'IS?S glél’ll%@l‘ll}ﬁ tQ 57 8 g,lr‘_l]l ene;?? f:fhctlgg gr?}g rﬂi P% %?52171 or

,ﬁzﬁaﬁaehtleaﬂlyeacphﬁimmaﬁuherecﬁ] iiefora,czxfep bidimeltaabiislt WRE eoéffective

bef or after r t aneoys th _an effective
ARERLSE Ity 2 B gﬁaf iféf%lii goaivsvi yayitpin & i%‘iﬁi gt y
oMisity @fiagéd ective anmount of | oni sing radi ation.

According to a further aigect of the present invention

t her Acgosdipg &3 Helheraspect pbige prgpent Hwertiaadhere it profided a method
A ek B Y ol ST e R 3 g e il
stob as aihdmami wieth iaimmfsésaaﬂrnmeteiamg)i(irsmd@fmrm R tifdctioe amount of

e S R e S R

witiRh ieffediiva achobef o ﬁlﬁa‘urﬁlﬁ 1Y be@ire, Siffetibt SR QIEAS bOsVW it ardéTrective
ef fective anount of ionising radi ation. Accordi ng to a

apgpRtRg fonkiiedadialign -t he present invention there is

pr ovidesdiag 0Es Melf Rpedt BPthE pRE¢IER R tRere i Is provided a method
gastroi nt esti nal stromal tumour (G ST) in

fordhairesiroerd e 2 davkenania mwamblaociﬁdimﬁnal \Rirthods admnq@n,i vz;lesh

%ﬁ@% %&n‘»?*h st¥in Fi?o S Qn I[ffe@t%eeafnfo%ﬁﬁ %ﬁ
or a ar maceu [ cal accepta t er eof
phafecaticayt aecepm’olssaﬁullldrmfﬁmﬁﬁb,)am d)ﬂmmmltemééwsl}t witlean effectlve

R S e T
il @iiagod.0 @ further aspect of the present invention

there is provided a nmethod for the treatnent of a
| eukAEFAIAINE fP HIUFRPTIASBICH BHIBE PEERveRtinaHhers ispravifdedn method

fMthEteatment of chronic myelogenous leukaemia (CML) in a warm-blooded animal
such as a human, which comprises administering to said animal an effective amount of
AZD2171 or a pharmaceutically acceptable salt thereof, before, after or simultaneously
with an effective amount of imatinib and before, after or simultaneously with an effective
amount of ionising radiation.

According to a further aspect of the present invention there is provided a method
for the treatment of small cell lung cancer (SCLC) in a warm-blooded animal such as a

human, which comprises administering to said animal an effective amount of AZD2171 or
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conprises admnistering to said aninmal an effective
anount of AZD2171 or a pharmaceutically acceptable
weabde/o3sms eof , before, after or sinultaneouslyP@IiaB2e0%/003672
effective anount of imatinib and before, after or
simul taneously with an effective anount of ionising
radi ati on. According to a further aspect of the
present invention there is pwbvided a method for the
treatment of chronic nyel ogenous | eukaema (CM.) in a
rm bl ooded ani h a human, whi ch conpri ses )
%W@F@ﬂiﬁ%}’c% r@%ﬁﬁt e pimpelon: SicF BESTY NSRBI AN offoctive
a%@%%?%nﬁ[m@arﬂhﬁé‘f&@ et bChh¥anBG &R AP L BRtile RGeS |
before, after or simultaneously with an effective
iepiagwadistion.mat i ni b and before, after or sinultaneously
W th '
Accor Brnam S HFRrIUbe B pl Al SR uidad § mothod
fortbe prodmctlpn oY ardediaagingdnivozhdfop vaschier parmasbiBtytredfcingrefifett in a

cel | an war m.bl ooded ani | .such
winablqedAE S RRE R boE et B Rt 3R & elg e Hifhat an
eﬁEcttWébm@ﬁnthf fAﬁDZ ve oﬁﬂplhl%%aa@hf%ﬂ@%%&e%ta@?&alg thereof before, after
arnaceutlca Yy ccepta e salt thereo ef
05?4%4*%&%%}/ wiih e ﬁ%&‘ﬁ% ymgpRtol fRatindg andrhefese, aﬂ%wﬁsna\ﬂtaneously

Wlﬂi&ﬁl' effieBiv@nchoRRf &'ﬁ@msn’f}é FRfatiOf, V@def@t‘ﬂ hapeousing iMatilib @y each
fective anobunt of ionisin radi ati on. ACCOfd|ng to a

opmrtaﬂé be adrpaisterest togetber ity ppeiiellp Acaeniable ekeipient or
avided a nethod for the production of an

ant'1'angi ogeni ¢ and/ or vascul ar perneability reducing

effeamaMMngunaﬁnmbtm@dﬂdfﬁmmnmﬁnﬁuehmaghaehumnnﬁa&hheﬁmd

RS AR 5 D SRRl P By BB Sy oo

aamhﬁst&rhgrt@ edid allﬁﬁfaDdirﬁeffe@fﬁf@afm@ﬁlt 6f ABDL BMaR W ?‘Jh}(rn’ﬂc&hlcalllbl
fective anpuy imati ni b and before, or

agqeﬁwl%leéﬁlé Hﬁgq%rﬁﬁf % afFr sl iapcausly i than eéfecmml%queabof imatinib

ah@BLiBel br MREIBAR APPSR n %ffgctivgﬁﬁlbﬁ‘ﬁtb)f T%stfgqra‘ﬁ'latlon wherein
o] tlonaII be adm ni stered together wth

1&&@@41@%@111 payeack ppladsialy b&@d@n@meddpgetﬂmr midra
@%ﬁﬂ&g&@gghgcgﬁ&%ggﬂﬁ%?ﬁ%pg ,Of the present invention
I ovi

or "the treatnent of a
cancammndmgtmmﬁnmbtmpdﬁdfﬁmmﬂnhﬁguehmﬁﬂhaemmmawﬁaMMhﬁhmd
[ anji mal an ef

1R e RS es G o hap LR bih ¥y TR CRg GBI such as o

heibh, WileH @priseddiifisteBhd B safdlanihdleh EAERQY S¥uot AZ82171 or
effective amount of imatinib and before, after or

aghaimacarisallisrcgeniptle Saéfrfh@wfebﬁfmeaféﬁrre{mmubmepw withgn effective
gjnﬁbtf § 1nllﬁmt§:'rfn e%@g&j %m@l%ebtﬁgﬁr it ?{hgﬂ;ééh@@&ﬁount of

optlona ni stere t oget
ionising radlatlon wherein AZD2171 and imatinib may each optionally be administered

together with a pharmaceutically acceptable excipient or carrier.

According to a further aspect of the present invention there is provided a method
for the treatment of a gastrointestinal stromal tumour (GIST) in a warm-blooded animal
such as a human, which comprises administering to said animal an effective amount of
AZD2171 or a pharmaceutically acceptable salt thereof, before, after or simultaneously
with an effective amount of imatinib and before, after or simultaneously with an effective
amount of ionising radiation, wherein AZD2171 and imatinib may each optionally be

administered together with a pharmaceutically acceptable excipient or carrier.
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pharmaceutically acceptabl e excipient or carrier.

According to a further aspect of the present invention
wOhere®35®3 pr ovi ded a net hod for the treatnent 8€TAEB2005/003672

cancer involving a solid tunmour in a warm bl ooded

ani mal such as a human, which conprises adm nistering

to said animal an effective unt of AZD2171 or a

pharmaceutically acceptable salt thereof, before,

after or simultaneously with an effective anount of

imatini b .and before, aft or sinultaneously wth an

of f oCEPTAE ok gt dspe PL s 8ol PP e teihdy RepHdcd & method

fOARR & dAmBR T b MBkhdhih iBWaeabldooqt dngfidlshoh L6 human, which
adm ni st er ed toget her with g pharnmaceuti cal

. I
cqRIRHEse agpEissrEefe ehd anmaka FHCEHVe Bt of Aa%D%ﬁ?lfaor a
. I . .

ohU R RSPEE By PN EF Rl OO LR bt
agayetirafimetash avblicfatrafivadr smmiipneoysEl &) ai effegtive amount of
ig}@giﬁ%gd%ag&QVhaene'irPRkDZ&Jﬂhan%si %tutw ’ea%ﬁ% (fi%ngl rzt'drch?fﬁstered
admal stering to sai animal an errective amsunt o

tdpéb2d with arpharnpbanivsibeaccepatld yxcidan pt edotier. sal t t her eof
before, after or sinulta ﬁjgusl with.an effective

h
anouACCYAmE it PG 25REF B ﬁ’é‘isgfﬁf’%"é’}“‘%’rﬂlgﬁeﬁiﬂi’ff)‘éﬂ%%weﬁh‘“
£ th& tradimehtf oF ChroMR nd/ERIgBhoue fleulkfdthis ONIL)) afhh Fhin®Blooded animal
wherein AZD2171 and inmatinib may each optionally be
saehasri s ewhicl geriises JdrpiRisiETipg iy seidcamimel @g effyetive amount of

58P 3P %1 ﬁ{lfﬁfﬁ%e@ﬁ@ﬂ%ﬁ?eﬁ%[& daft &he@%?,q{e?drg,giﬁ%loo&érg%ﬁatggﬁfsly

aspect o e prese vention there I s provi

witht dncadifefiove antvant ofembtimb endbelore] afiek apsiinaltingowsly with an effective
war m bl.ooeded ani.mal_.such human, .. whi ch ris
BT 4Rt POT s A 7R o M PP 0 HOTROBAIS e
abdidstdrtd ergethephial apltihtetieitdlly aacpepleadsbpicnadi catrieer eof ,
before, after qr _sinultaneously with an effective
amURCOHFIE R ;ﬂthsr HREC! ngjﬁrp_é?sg‘_}if‘?"é’im?ﬂ thererippreRifedhgeipod
94 th8 refim@hf FShb Y Sl BIRY Bdncotf (SCEUJD fil Darh@BlosdddUnimal such as a
wherei n AZD2171 and imatini b may each optionally be
haman.iviielepaeprisetpsiieisteripg 1o saidgmimatae elfeqtivapmgunt of AZD2171 or
o R B B H R IP ol e £, DB, oA P b yith a effective
aproowt afeéchatinibretdivedort caftet biesitnkeneousiyt wish aw bfifestive amount of

.my.el ogenous |.eukaeni . i n_.a warm,bl ood ani.nal.
RS HER BT B2 i Dl e PR R Bl
tegutivRkvithn phbfhectiticallpaseestibleExoipiént by darfiér. a

phar maceutical |y acceptahl e salt .thereof, heforg,
af t erAgPrdiede p ATHSHRPS Ogﬂmr%%ﬁntémfeeew herediprgrided he use of

AP 17710R 2 BRARELBERLY REPRIbIaltThRH AN BRHBIYInWd Hafacture of
effective anount of i onising radiation, wherein

apmEERdepienpiod uiefa theriredustion efpnrpngpreieasaic|apd/pevascular permeability
8T RPN Ml B BB g v wi
ibnisinpexdiadiopect of the present invention there is

prov iﬁgc%grd%gqg% ?u%er aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and imatinib in the manufacture of
a medicament for use in the production of an anti-cancer effect in a warm-blooded animal
such as a human which is being treated with ionising radiation.

According to a further aspect of the present invention there is provided the use of

AZD2171 or a pharmaceutically acceptable salt thereof and imatinib in the manufacture of



10

15

20

25

30

for the treatment of small cell lung cancer (SCLC) in

a war m bl ooded ani mal such as a hunman, which conprises
wadnieridstari ng to said animal an effective anoBaT/GB2005/003672

AZD2171 or a pharnaceutically acceptable salt thereof,

before, after or sinmultaneously with an effective

anount of imatinib and befor%, after or sinultaneously

with an effective anount of %on|5|ng radi ati on,

wherein AZD2171 and |nat|n|b may each optlonally be

adm nistered to ethe harnace i cal )

2 RSB 0T EeP Prearaseiorelanabi s g a?tﬁ@af%n% blooded animal
shdfrds R@mAs Resdh i9beihdBeddiddsidionishgeidibten. t here is

prOV|ded the use of AzZD2171 or a_ pharmaceutically

accepeapiiag sap furthaegspest obiheg Preseft ityientignhergds provided the use of
ABIHR6H il R CAARRI SR ahdlickdiiphh %‘{ﬁ&rfuﬁ{%uue of

an anttangi ogeni or vascular permneab |
ammdmnngt fef isean the rprcaiuvxmmbh@ow@dnwleffau 1Y Wambl(mded animal
.ng. tre d wth ionisi

sIRATS AR S i f B PR G B st A PR e e
ghdﬁ@ﬁ:ﬁedtlﬁalmromaldeﬂmﬁﬂ(elsrs)e of AZD2171 or a

phar ce ticall cce | e salt .thereof and |nﬁ%inib

in t MEfuE POk O AP EALHYeR 0 YgE A OPRed the tse of
Aedae bl Qﬁhé?ﬁla&%tlmkﬂ acEPRGRY saR flc@Ll ahdindtindy il rﬁaﬁﬁ%@mre of

ani mal such as a human which is being treated with

aingndicg ey foruicdr fgprodugday efiangnti-ganeer ekfachira \H@@e@?O@ﬂ animal
I
SR A TR BRI IS8 o

lekeemigat i nib in the nanufacture ofa nedlcanent for use

int roduct of an a
R R e
A;Zttmm dr svblidimheiticdlfGcEepthbRisald theredE 60d Ghani@ibtil i manufacture of

further aspect, of th resent i.nventign there i
3 eAAEER" ohuse i hegyo Fprer gt 5arﬁﬁa?f§e§&mww -plgoded animal

sRAHCRRIRARaR widdhtis bARE 80 e REh {oRRIdohBatidh wikigein the cancer is
manuf acture of a nedi canent for use in the production

chfongrmyshedeneusienkeearf(€ML)i n a war m bl ooded ani mal such
as apl Iwm&h%ll ﬁﬂthels%sggdt @gthE %@Erﬁ %\x‘%ﬁ(&h tthLJa '152}%??1%%4 the use of

radi at1on erein unDu 'S a gastrolnt
A Fhlor a phmnnace(u(ﬁ:ﬁij)acca@tabbrsdlt |tig:retoc6 aed fmatintben tlespentacture of
of the sent. i,nventi on there. ovi ded the use, of .
iR 5T B B S o net LR iR antomat
sadhthsiaHikrial iwhidhis béifg tediet with 10nRin@fradatiOl 8eadTR fie chfder is small
use in the@ggoductlon of an anti-cancer effect in a

cilh e spsHedldni nal such as a human which is being

tr eawselor gfﬂomﬂth%fgb e&%ﬁfh@&o&é%éht‘imﬁﬁéﬂ"th%‘?s ﬂﬁé‘dai s
| eukaem Accord to a further aspect o

tlmr@em canphjestion cbtnatmefr@mpmpgdm adlednistiesion Qéamqiffectlve amount of
AZD2171 or a pharmaceutically acceptable salt thereof, optionally together with a

pharmaceutically acceptable excipient or carrier, and the administration of an effective
amount of imatinib, optionally together with a pharmaceutically acceptable excipient or
carrier and the administration of an effective amount of ionising radiation, to a warm-
blooded animal such as a human in need of such therapeutic treatment wherein the
AZD2171, imatinib and ionising radiation may be administered simultaneously,

sequentially or separately and in any order.
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AZD2171 or a pharnmaceutically acceptable salt thereof

and imatinib in the manufacture of a nedi canent for
wageoeioasoke producti on of an anti-cancer effecPCriGB2005/003672

war m bl ooded ani mal such as a human which is being

treated with ionising radiation wherein the cancer is

chroni c nyel ogenous | eukaem g (CM.). According to a

further aspect of the prese invention there is

provi ded the use of AZD2171 or a pharmaceutically

accept abl e salt, thereof and imatinib in the e

ey BT 0aed iRl RS ARUPER Vi T belne e oS
&fiatRA ndAhd a GaRE-Blootéd Afhallsictbasatiumialvafeleld md3RtbAWith Sdhedng

as a human which is being treated with ionising
radigiioator fone. WHeT Qiahtheeme e &t the adwipastiationef 2 medigprechheler
chmbinftion RGERER LG liGn PATHD I NEIMd3SRGAD. Pé: e&%ﬁ% 583 &Mising

I'nvention there |g provi ded a therapeutic cohbi nation
radigmnmeaytbecbvenrtp siid gyatrhrdlonded Fnimelrsuel o lofmagrwithin the period of

ef ive t of - AZD2.17 £ ti .

S ate AR S it Rl & R B fblatiop reatment
cphpfising AAD2¢ 2l dnd iaadeipt Thisencancthpi AAD2 O, twtinibemd i@tidng

t he. admi ni strat.ion. of an effective anmount of imatinib,
TRt Y| B BRI ST O AR K TS LL EBF OSbl e

a8 GHiREBA LintafR0 1) € ThéWskni- B8 o @dtinth A nia el péticte @B effect of each

ef fective ampunt of ionising radiation, to a warm

ob Addd il ampiib andjediatien simyligaeAuSI! need of such

t her i i . . i o o i .. i .

A o
agdinmisterad befos ope of AIN2AT1 aid ipnatinib oe piierane b AZRA1 T Inend npatinib.
order,. A war m bl oode imal _such as h n ieh . s

pei ng erEREdh N RRE offhe PR 1 Caftiu Rl RIRG RbER &
adAiniRteeo befort taith AED2$TicAhddsatanib unaiter WhithAZIDZ] 71 raad ingdinib.

with ionising radiation before, afte t. the sane

ti me ALEOHIHE 1877 FPEL LR BIFSTY! Iy eRERR Az Banflippdtind i o
WRMH1HRel @Rintal SR TR niGAMRE bsth BGatBd W2t 1dniAREadmBbh. i b.

For exanple said ionising radiatjon may be given to

sai d Avaereiog]to sensher apienbof thapipseakinyerignee ahieetntn mafeod of
tl%g{rﬁe%goﬂge cVrf h}vgﬁtfdﬁrige){}p%ct@d ekt ?efagteehuitvlcﬂ@nt to the addition of the
adm ni stration of a medl canment or conbi'nation

dffeeta bfieach of teppingdregtsAZ BHd Heataaut Usedidlomd, that iFhofsageeins

D2171, .imatipnib a i,ond Si adi ati.on.my.be .. .
A0 SRR gk B P P SRy Tl
WEd 4taye. be admi ni stered sinul taneously. The
war m bl ooded ani yral nay experience the effect of each
of AZSAANE 1 ARAL HicBPeatel thoprpaeet laﬁergaometeéﬁgfoqueﬁhod of

R bNge bR s frRBIAGE eﬁfectﬁ:@ﬁ) Y R&RMhdnNUE IR IR effects
lonising radiation is adm ni stered before one of

ok 2mdof theageenpioneitts of spiddreatppantysed plonafthatzppi gaph 4h42D2171 and
i ARib %Ql alone or of each of AZD2171, imatinib and ionising radiation used alone.

According to another aspect of the present invention the effect of a method of
treatment of the present invention is expected to be a synergistic effect.

According to the present invention a combination treatment is defined as affording
a synergistic effect if the effect is therapeutically superior, as measured by, for example,
the extent of the response, the response rate, the time to disease progression or the survival
period, to that achievable on dosing one or other of the components of the combination

treatment at its conventional dose. For example, the effect of the combination treatment is
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According to one aspect of the present invention the
ionising radiation is adm nistered before both AZD2171

wanaaeissd ni b or after both AZD2171 and i mat i nPOT/GB2005/003672

According to one aspect of the present invention
AZD2171 is adm nistered to a warm bl ooded ani mal after
the ani mal has been treated ﬁth i oni sing radiation.
Accordi ng to anot her aspect the present invention
the effect of a nmethod of treat msnt of the present

i nventi cted to,_be at t ui val

symrieitif Detetiepts® BRtaricdny Suhtor G e B AshRusie vif agiin1
ot &h&lidib GAbABRAE rABAMnaAl@BE Futhatthd &ifecobf tBe6dnBihatdEBRARent is
and imatini b used al one or of each of AzZzD2 171

SyPRIEiStG ¥ 2 Berfich pERt & qbiaieddn 8 graye edpatieaisdbat deesgrotiresppnd (or
résgoa&g@eﬁp) B908511 79for HhRink &%&ﬁémg BYERbA 203nd NG QhHBE lthe

od of treatnent of fgﬂesent Invention i s
offeptent tlecbombirasiony treatnent it ﬂa"med hfea ding ia synepgistichedTect if one of the

GhbSFAR oS35 Pl O BRGP BpbRLRg

redieed ddseraad die th)efra@aﬁth eﬁéct ALBRAstied byt iekdnplarbe extent of the
i oni si ng radi ation, used a%one Accor di nglz:% 0 anoqt her
IEPPRY: g f esPﬁ‘égeﬁ?"&ég%PmF HRUFFRAP RO BRI QR G e SUBYIVAl PRk g

e@fuvﬁl%ﬁt&b PR hehdvabld @n RIOSBE BnvEmMOBAL dniins Df EreRBEHpBAbnt DS the
be a sy neragmst ic effect. According to the present

copbERtHeaAmer bt PRTHFwA. HReY edremed tafes prereat i e conventional
E}é oF 192]59176} o?YrﬁgtﬁﬂlB o1 ﬂoﬁlsﬁéfraﬁﬁattlohfm PIITJS gtfuc&?&/ﬂhﬁlt detrl ent to
erapeutlca y superior, as neasu or exanp
ctnh @r mmemfttheoefxtetm ef ihesqspmse,, the nepqnecspmﬁe tinazgt to dischre prOgression
atnﬁ gervwa é%gasg 1§ur% yil IOHJ[ gegrrl]rgler:not?to e ﬁ a¥1| Va}[ ?erspoonsé bu9w1th
fewmﬂbn tess poutidteme @fdibwﬂﬁ(tts than tHoefaﬂlBﬁmbuxai/hdntmnventlonal doses
entional dose, For exanple, the effect of the

SR CQIPPRER AfedRedront i ssynergistic if the effect is

t her apawd bl yhs %Bﬁbin@ﬁoﬂt@baﬁrﬁ&tﬁfﬁtﬁ&ﬁreﬁ:ﬁﬂh@é&ﬁi@h Qs Wftnldd
AZD2171 or imatinib or ionisi ng radi ati on al one.

lepin e of inggsest égritheir andipngipgent 10R 5ascwlar permaahiityeffpas.

%%’gg%g%s?st dnﬁ/dr fan ﬂlcpe%ﬁegt i\fégcﬂlar érfr{%%ﬂlfa/gng}g%&'t Hleéjw dr ge of

patients t oes res respon
q:'masel syatestincl @D tahten(inclutiitg leikeroia, inohipki myplomal arat llymphoma),

o0 et e i SR BB s Rho S SRaR et s and

dhfor@d@pBfophiifes CONERGNS AtSridl SesdﬁSﬁQ agfoirhiBnCAIEBAGR] ac@t@al
dose and the _other conmponent(s) .is/are dosed at

lrl%n%twndlyé@ha?f&mah@@ﬁ@?@ﬂéﬁﬁ@n@f%&teﬂwl'ﬁséawpé geular

dkas Wlth‘z%étﬁmp{/&%seltpptﬁlfé‘rﬁﬁ@ﬂ"ihclﬁtﬁlnﬁ Bge-FeBRRIABRR ar B neration.
response rate, the tinme to di sease progreSS|0n or the

Sambinatigh tlpetme@tﬁ; of the peepghhinyeation a1g cxpretedde he partipilalyoseful in
tggﬁﬂgp%g%&@é{ réggﬁ f %Hés;sg&i{ a}sgg cg? QM#%Ql"’ésa?Joﬁah o
ehesiind sich dombprageetrtatménts bfthe mvmﬁmhla&rmdpected to slow
advantageously the growth of primary and recurrent solid tumours of, for example, the
colon, pancreas, brain, bladder, breast, prostate, lungs and skin. Combination treatments of
the present invention are expected to slow advantageously the growth of tumours in
colorectal cancer and in lung cancer, for example mesothelioma, small cell lung cancer

(SCLC) and non-small cell lung cancer (NSCLC). More particularly such combination

treatments of the invention are expected to inhibit any form of cancer associated with
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dose of AZD2171 or imatinib or ionising radiation my
be reduced w thout detrinment to one or nore of the

wexbwrnBsws t he response, the response rate, thecriGeot®wos6s2

di sease progression and survival data, in particular
wi thout detrinent to the duration of the response, but
with fewer and/or | ess troubi sone side-effects than
those that occur when conventTonal doses of each
conponent are used. As stated above the conbination

of the inventjon as defjned_herei
v GF Rt Pulpmfoo PftiRts ylfits sty BiBome aa iy for exemple, o
A6 tHedrow@roTBRRE bitlry@hll einGent Al RERURSIISIARE é@bmaﬂad with
increase in vascular pernmeability is present in a wd

Yiaesercially deoss dmqusg which ﬁT@ISLS&PfW@n%ﬁlF@éFdePF m:VEQrF deF their
ép%%ﬁ&k acmlﬂctldcfﬁ{gefo ln{tfﬂ'@ c&ith Mi&ﬁﬂ%fﬂ)e CO%HB(%Ilﬁﬁlg rectum),

soriasis, rheumatoid arthfitis, Kaposi's sarcomm,
Haaenan biaowhladdas Utreash postate; bmgcvulreqa bitin pad partieylarly NSCLC. More

SRDSES TR LS LBl lREHENOSLSn, AVLAIITIG A1 20R%ES,

adyaftag'ecﬁslprha lgravtta roif g&txbin&edmah gtmmaj tonolra (GISITS eloesespecially
ves roliferation incl

Bstohalis hEAmeS o B PR R PARRe BB o pdvantageously the

dré Wt TRhSurdn sl derl ﬁﬁ@&bndeﬂé&ﬂﬂa)o VGE EspR&RBE ERbihRioRe
particularly useful in the ropth yl axi s and treat nment

t@ﬁtr@ﬁné%sfé&prgﬁ@hma@t@a ECESXD Réloysadvantaggougdyghe grewth of
Eﬁt&e‘ﬂﬂ af Earéllﬂ&lﬁag fe%@ chaﬁzggﬁﬂﬂﬁtlﬁf tréatﬂﬁent%of the present
vention are expect e vant ageously t

lgvemwm amfexmcrterdetp yloazrﬂdlvaré@g@puSésntlxe gmwthl Of safbligsse s:afrqonfa@ such as

R e L T T,

etxba:twteslﬁﬁblt Ienk&lﬁimmrtaduarlgexm@ﬁiceﬁiydlcﬁgeﬁdmvleukaemla (CML). In

adva ageo, the g tumours in col orect
C%Iﬁbm?tﬂ&’l tzﬁagn%%wé\?e PSSPt IV SiOP e rRReRtadEp Iﬁﬂlﬁt

rﬁﬁ@&ﬂrol‘ﬁ%}altlv& Hi36rdead @ﬁ&ﬁyél@@s@asﬂ@n&%ﬁres MRpdrti&@ar colB@tion

cancer (NSCLC). More particularly such conbi nation

treapgniiegfithe presenhiaveHipe Btd GrRededdo slogeadvartagegusly etgrewth of

t
PSR ARSSE oBRIAFL O M BBR sl o
exanphenothey aspﬂut bﬁ the pﬂeps;:nghwwttimn HZDHG$ enpimpatmity opﬁimhally with
recurrent. sol i rs \’ﬁk{th ﬁ,om at ed WI ¢ solid
iopiciRe iR ap F§P6F e B i Sy ARG et F%Cg FiryoH
tdﬁ@@l@ Gheidh 06 adbEHited afith VEGH esgé@é)llyhhmdurﬁ@l‘rﬁﬁ/ﬁlch are 51gn1ﬁcantly
i ncl udi ngﬁf or exanple, certain_tunours of the colon

deperdepichYECE dorfhyir eroiithands8Teadr ai n, bl adder, breast,

prost@k %omb%ns‘ﬂ@ic\‘lﬁed Rddif nR) e RPK fdrﬁ'l%ltlﬁ‘a[ﬂlé/ foN@ﬁll-C
More especially conbination tfeatnments of the present

ddminisirition, &r exaénm@@q aetablp@rs;ameaﬂw apfahgbainisirgtiontns
q}é%@atgﬁg?qﬁaﬁa%oﬂ Ee R rp%%lar (IT%%H?I‘? fé gagpceral [ jection

espe on treatnents o
([inheidg intraveneuse np:&mhmbut ont&lnnmmﬂatymntt’am;aﬂusdrynﬂmen) for example

as a sterile solution, suspension or emulsion, for topical administration for example as an

ointment or cream, for rectal administration for example as a suppository or the route of
administration may be by direct injection into the tumour or by regional delivery or by
local delivery. In other embodiments of the present invention the AZD2171 of the
combination treatment may be delivered endoscopically, intratracheally, intralesionally,

percutaneously, intravenously, subcutaneously, intraperitoneally or intratumourally.
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growt h of tunours in small cell |lung cancer (SCLC).

More especially conbination treatnents of the present
wOonvernBswa are expected to sl ow advant ageous! yPCIA&B2005/003672

growt h of hepatocellular carcinoma (HCC). More

especially conmbination treatnments of the present

i nvention are expected to Sl(f advant ageousl y the

growt h of soft tissue sarconas such as | ei onyosarcona.

More especially conbination treat mants of the present

: aeni as. . .

B REPRY PR HBRRL e Bl h b S R i gesoiga herein

pay be wepaed mcardmnvmitibmi ntanﬂmtusmg cenvehtibdag expi&RNt The

i nvent.i on eex ct ed. t0| rollferatlve

P HRTo B BuTUeh A At drarbrae i dga hef ot orm.

conbiAwEd2 1gM viill @SiBR b a@ﬁmﬁéﬂ&e@fo&ﬁ@ﬂﬁ bIBY @At an Rl @f Lunit dose

expected to sl ow advant ageous|y the growt h of tunours

Wihip s 1BREE Ino Ung Per 4quaramEEHReMY 4t Qfﬁlw antrsalgfor exmande ona
APt dxih R, @@Mnf/ﬂgqn anAmber A%ﬁﬁ %‘5&6 lﬁft1161t Bfod J[fo(? %gemlple 0.01-

I nventi on and imatini b p I Ona
1. onp/semeiemblyL.- 000 Smgrkg lee@p@@g@danﬂcbhls rshmbmllyf ahe gr owt h

T e T

@nirs ifgrexfinpla rltff(yngiﬁmmvbeﬁgredmnt\/%elﬁblly atdafty do@ri®Wehange of

e conpositions described herein may be
ﬁ?ﬁ%&ﬁ%%ﬁ‘?‘?@%?ﬁ for oral adnministration, for
exanmnetidb ndythaldod sefordiap mwnfr@ﬁteﬁé‘fsa@hnmstratmn and dosages.
adm nj stration or adm nistration )é i nhal ation, fo

f

exanpiot &R (SRR Mt besdopert 3t gROmE y@ap@tﬁw@rlaphromc phase

d¢miection (including intravenous, subcutaneous,

I ntramuscul ar, intravascular or infusion) for exanpl e

as a For exanipde westinib 103y, besdosgrbat 400180@mg/dapufos paientsfimaccelerated

I;hgpé @ﬁllL adm ni stration for exanple as an oi ntment or
ream for rectal admnistration for exanple as a

suppd@st txaimploimating m@uﬁeﬁio@éd zadm)rﬁg/ﬂhy ol ip@xienBsEN lbh@t dois CML.

dire tion into t gi. onal .

del i \?QF %fpﬁ%wﬁt%@épayo% f%%f%} 0pre éP?f@gfd@h{%a?trﬁérwﬂb@IST

the pmeeBized MAQBEdIARs 1A v Bdfdin® o thb ?aﬁ@ﬁl‘ﬁ’ﬂ Adhic¥hte and

treatnment may be delivered éndoscopi cal

thepyeaal epndidian of theipationt| Besagprendyschedules mes ﬂl§@ wartyyif, in addition to
d QbRHE0R H’% Cgl?ﬁ 1 agﬁﬁ%l\%%% 1@% o?Rl%H dﬁﬂ%ﬂ{ll cﬁerg(';therapeutlc

|ntratum)ura mni's
ageath [sjare hyedg Sntmda]mg dae be dﬂtprnmnd:d l@n&e dmsnmoﬂaed'hdﬁ artehting any

n%?gc g’ ?t e ar ed in a conventional manner using
FEORIERPTEREl  exci pients. The conpositions of the
p I es @atliotHry:ftnhaybeakiirddyad b RGRDYST YhPERSAPrafcés In YRhital
(?ngge forggd AZD2171 wi |l normal | (y%be adm ni stered to
®#PY| beadasasss obonisye radighinnywid hedhasp kppwn for asy i sljrical
tadi B0 PTRSAUANiSh Elah £ulI i HeRfe o dABpRIIRE. i
exanpl Ie)ﬁ)appr oxi?ﬁat ﬁGF [)gu g y f ] etx 3 hiﬁénrlgs Ofk%rys X
rays, enddershe dinectddeiehmg ef raﬂrahorefrmdtchols@om Other forms of DNA
damaging factors are also included in the present invention such as microwaves and UV-
irradiation. For example X-rays may be dosed in daily doses of 1.8-2.0Gy, 5 days a week
for 5-6 weeks. Normally a total fractionated dose will lie in the range 45-60Gy. Single
larger doses, for example 5-10Gy may be administered as part of a course of radiotherapy.

Single doses may be administered intraoperatively. Hyperfractionated radiotherapy may

be used whereby small doses of X-rays are administered regularly over a period of time,
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1.5nmg/ kg, preferably 0.03-0.5ng/kg is envisaged and
this is nornmally a therapeutically-effective dose. A

wanbde/odseage form such as a tabl et or capsul e RCTIGB2005/003672

usually contain, for exanple |-50ng of active
ingredient. Preferably a daily dose in the range of
0.03-0.5ng/ kg is enpl oyed. Igﬁtlnlb may be dosed
according to known routes of “adm ni stration and
dosages For exanple i matinib may be dosed at

(O AR A& R S0 8 oG VEURL BRS Saass oy Shijpotopes vary

\pl&ib]lyemdsiependaﬁﬂ:hé hﬂlﬁh&d}f iedisofEMhe strafgtiexappeof radiation
ng(i $ nﬁé be 8se at 600ng/day for patients in

PrLed ad pr e vpjgke ¥6{llsexanpl e i matini b may be dosed at

400norh6 QBB B Yiofcst cReH theapswiich i reddkd M8 BRSBE8R or

and schedul es may vary according to the particular
RIPRhwlSHC Geatment i@ perisilgy diperps stele Ml neaspsatity hetveried depending on

tH@Bd)s@ RtateDARAGES AR ARREHH £ tlBval (;c? Of ?111@ EIYneEsf belr{gntreated

dition tO a conbl nation treatnent
Acrwehmglb the optimunydosageenaydideteomimbd bh éwmmuam wthio @s treating

RS RES, 959 RO S0 P LTI Bl o

mpattioaett dosRaalithd tremmpyntsiadthd eormislnativn Steehetsds 6k tiotgdice
tthe.knovvn practices in clinical radiotherapy. The
Fo&8hes of ionising radiation will be those known for

use iThe ?késéﬂt@@emﬁ&ﬂﬂe&‘téﬁ% @dbinatidgs bAdadhib Rt REHEPM or with a
used w i nclude for exanple the use of g-rays,

sit 80 AZDZhAl.or the directed delivery of radiation from
radi @'aﬁ@&fo@fﬁﬂ?gf&ﬁfsefnp ﬂgﬁnQJeuMc f oﬂgﬁfil?ge Igﬂ’aﬁn@c Stlcally

al so included I n e pr sent I nvention suc
agtepiableasalis, bahcthwla}ts maly bt wsoful inFRbe pm)dacumin@f X7\ 31 anadyits

il es, of 1. 0 days a ek
R Eall o Bt SR P el A en RN g I8 Gt
ihéledd aeid elﬂdltroam@l& ‘Eﬁclﬁ@@}’ addHidiHats Indluge fordRaBSle sdl@fwith
.exanple 5-1 adm ni stered as part of a course
B B RS AT D BB Ty Be Rl Gts Fich 26 with
HyBfozaPRardas bl\/@it]y sulﬂ'l%ﬂ@ of ﬁlﬁﬁf}lﬁ&ﬁ%%ﬁdof i RIS AR @¥ic or
be used whereby smal| doses of X-rays are adm ni stered

madejapeidy In weron@hymcwc@my aqcersatilosalts xeasbe dorgred Gjthpor
1r agé'lm@&e(grgﬂli@wgp %icﬂ.fag@ ph%@'ﬁg&ﬁlca zg:%g’ t%b% ﬁat iop. ﬁucfh salts

I 0l Sot Opes vary Wwi e en
Wllfh Ilnhlgams ot aygenic bires 'Blbhldm ﬁirhxampie ty p)lkala)fnetahshhatucb @s a sodium
d Qn u e. size of the
oG olbinaRaldfiyd G featéaif Sich s o grlPg  fpsnestu sate

t her ayyrng17¢c mzuy be synthesised according to the processes described in WO
00/47212, in particular those described in Example 240 of WO 00/47212.
Imatinib is commercially available.
For example, the following test may be used to demonstrate the activity of AZD2171 in
combination with imatinib.

C6 Rat Glial Xenograft model

Tumour implantation procedures were performed on mice of at least 8 weeks of
age. Rat tumour xenografts were grown in female athymic (nu/nu genotype, Swiss) mice.
C6 Rat glial cells (1 x 10* per mouse) were injected subcutaneously (s.c.) in the right

flanks of the experimental athymic mice. Ten days after cellular implant, tumours were
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prophyl actic treatnent of a particul ar disease state

W Il necessarily be varied depending on the host
wonemtioas03t he route of administration and the BeVEB2005/003672

of the illness being treated. Accordingly the optinmm

dosage may be determ ned by the practitioner who is

treating any particul ar pati pt. For exanple, it may

be necessary or desirable to reduce the abovenentioned -

doses of the conmponents of the conbination treatnents

SISy GRS VSTl ST o v
SWrtGH AZPRN Y1 efdNBRBAAD IwerSedch suspended D24 T% (V6 agiweus solution of

ti i ti i.ll. be ph |
ONTRETS B« 2B SR bR it beg b BEGH I P tavaee.
Whaﬂmzr)gim £id 1ADAB Hikreadivkn 1? som}aliiwﬂif&ptﬁ@gt *tv@rg:cbéfomllulated ina
e a rneceutl C acce a e
i 400? g%bf‘éng ?‘{;%Pﬁ@@daéio@%%%‘i"%m éﬁfeé@r 2 ¥olugg ef 10ml/kg
Ry dvef’g%@' AhidSadrt fredtQtfivig %tﬂe?fmeﬁ?ﬁﬁﬁ@lsﬁrggﬁg u)Vé{!lé ‘]AZD?‘”I

I norgani ¢ or organlc acid fordin

(&@e/eksfdﬁh)l adongy p@ﬁ@tlgmdm@g/hﬁ/day) thHAZQé h7 1@ higlkgilapy for the
#5 %NIB'%HI c or phosphoric acid, or with
Puoroace citric or maleic acid. In addition

p h ar ffageut V@laﬂnbwwae espisadbiremsbd dtart ofityeabaerft by bitateral Vérnier

AR AR Fy A Cug Bl i S Pesopt by

cbﬂipﬁmmo@ ther d1ﬂé1§1ﬂiés th thaseSvoluied biRednUoneNamp ltI@at@(!D groups.
al kal i %gplgﬁgl such as a sodi um or_ potassi um sal

and SFftisH cange ps Felustedsing agpetieiled teskal ci um or
MagNgHE Uik $Pdhbwn A EZREY

to the processes dE‘%CfI bgrg))é [ S%V%Y%%élﬁ%%qm?ﬁﬁgs}‘agh%ﬁcanﬂy
goeatarivail the carplysation @ theitive dgéns, meamwmbv@an with either
gg{t%géz Imatinib is comercially avail able. For

xanple, the followi ng test may be used to denonstrate
Arhanabbuséxpyrimént AZDDE Tided to laddd ihrabimbinatibn &f ADBL17Midad
.CGt. R@t gl al. Xe %raft nodel Tunour inplantation
HFYE_ é%m%géa%ﬁ’ PPorned on mice of at |east 8 weeks

of age. Rat tunour xenografts were grown in female
athym c (nu/nu genotype, Swiss) mce. C6 Rat gli al

cells (1 x 104 per nouse) were injected

subcut aneously (s.c.) in the right flanks of the
experinmental athymc mce. Ten days after cellular

i mpl ant, tunours wereestablished and m ce random sed
into groups (10 ani mal s/ group) before treatnent was
started. AZD2171 and imatinib were each suspended in a
1% (v/v) aqueous sol ution of
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pol yoxyet hyl ene (20) sorbitan nono-ol eate and
adm ni stered by once daily oral gavage. Wien AZD2171

wanaweissdni b were gi ven in conbi nati on they WeC®GB2005/003672

co-fornmulated in a single solution before being
adm ni stered. Sol utions were dosed at a vol une of
10m / kg body weight. Aninmals yer e treated with either
i matini b (150ng/ kg/ day) alon%, AZD2171 (3ng/ kg/ day)
al one, or imatinib (150ny/kg/day) and AZD2171
éﬁggﬂgg/day) for the duration of the study. Tunour

s were assessed fromthe start of treatnent by
bi | ateral Vernier caliper neasurenent. G owh

|nh| I t he start of treat nent was assessed
ompart ShAZCR T Kptbritcentel h b AR H! Peranedeniiban the
Bfdcire 8NPmbdieAhRE f e RThe SFoaldish bEA alftl'aﬂglb éénfcaéﬁ%r
was_eval uated using a one-tailed t-test data Is

vaprN Prrmaabiitt educngreifechingyamr ipedsd enigrl @iChtaﬁl Abumen.

was significantly greater with the conbination of the

two agents, AZD2171 and imatinib, than with either
ZagentUsalobAED2ANL envaitoguacsute e piceptable maythbeofmedmatnib in the
Alaglglﬁgﬁ]%e &h a gcgn‘[%nen?é{}oi?c"\}%ftllé)zr ué;Z1811a apd | nlaf%lncglrr ggg\gttup a
Wanﬂmmnhdhnmﬁmhmhacﬁﬁmhable salt thereof and imatinib

in the manufacture of a medi canent for use in the
producti on of an anti angi ogeni c and/ or vascul ar

3per merbol ArY21 BIOMG ﬂhﬂnﬁcéﬁfcfau Ebcg;it‘é‘ﬁé R OR0EHIANEABD in the

such as a human. 2. or a
nﬁﬂﬁ‘&faﬁ‘é‘?e@ifi E] 1@%11193}711032:@@ pé ealb Iﬂlae meduction ef angintignmioumedifertin b

wam g6 dTB Ok g‘ggglﬁflgsgflurﬁamd' cament for use in the

producti on an anti-cancer effect in a warm bl ooded
ani mal such as a human. 3. Use of AZD2171 or a

phar y able alt t f and._ i
e e oL 3SR Bk R B R e
manoﬂmmta @ffn roédicmeantor uidiﬂﬂtﬂpr@dlfcﬁﬁﬁ of dh At dpeRlcaadsd

suc Use of AZD2171 or a

v%” hﬁﬁ@”&l&’*ﬁ‘?@%ﬂ Ip CHEWZ%P%B pavasmtbloqdrd prippl sk a #hwman which is

bbifg Lle@ed R el AdRfiof Medi cament for use in the
production of an antiangi ogenic and/or vascul ar

perneability reducing effect in a marn}blooded ani mal

ssuch |S|n
L3O, i A SRR O 4 o
mposiptushife salidanteheforade iatid prodattion dif alnmntlhencer effect in a

warm-blooded animal such as a human which is being treated with ionising radiation.

6. Use of AZD2171 or a pharmaceutically acceptable salt thereof and imatinib in the
manufacture of a medicament for use in the production of an anti-tumour effect in a

warm-blooded animal such as a human which is being treated with ionising radiation.

7. Use according to claim 3 or claim 6 wherein the tumour is a gastrointestinal stromal
tumour (GIST).
8. Use according to claim 2 or claim 5 wherein the cancer is small cell lung cancer

(SCLQ).
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manuf acture of a nmedi canent for use in the production
of an anti-cancer effect in a warm bl ooded ani nal such

wa0m/asevan whi ch is being treated with ioni si RgT/GB2005/003672

radi ation. 6. Use of AZD2171 or a pharmaceutically
acceptable salt thereof and imatinib in the

manuf acture of a nedi canent Egr use in the production
of an anti-tunour effect in @ warm bl ooded ani mal such
as a human which is being treated with ionising

radi ation. 7. Use according to claim3 or claim®6
wherein the tunour is a gastrointestinal stronmal

& uno Wse @€dofding toGlaitddeoratatmrsdiingeih thethafichis? 10ikacmai. m 5
wherein the cancer is small cell lung cancer (SCLC).9.
Use according to claim2 or claimb5 wherein the cancer

105 aUsedk@edth@io oldim J45Rerdin 99 18R8mia0s GlBhilnB eWMpBhdRE Teukaemia
the | eukaem a i s chronic myel ogenous | eukaem a (CM).
MDA phar maceuti cal conposition which conprises
AZD2171 or a pharmaceutically acceptable salt thereof,
and imatinib in association with a pharmaceutically

ldeccept plivimpaerigéap canpostioncdrich empriid. AZDKI T o e pharmbagically
AZD, 1 ar. a phar,maceutically acceptabl e salt thereof
SRR BeIt S0 REGHD HER vl B RER, el Purely SiPlor

exbipiean@d cagresni ¢ and/ or vascul ar perneabi lity reducing
effect in a warm bl ooded ani mal such as a human, which
conprises adm nistering to said animal an effective
@MU ki@Eorpidtk A719717a o B PhirRassticaB) do¥epMteR@REof and
salt thereof, before, after or sinultaneously with an
igptigpt i ve anount of imatinib. 14. A method for the
producti on of an anti angi ogeni c and/ or vascul ar
permeability reducing effect in a warm bl ooded ani nal
ISuc h Aamethodh Eordlre, prodhictibn obanmiisggogediviand/st estulgr peomesbility
ra@i mal .an .effect ib e amount . of AZDﬁl?l 051.% .
s et e vy Dloadeg PR Ltsh pY @ i SpicRigamppiss
adbdisisteiig isidlabinit onl sffactivg kido@n o€ AZECH 7Ve: aasmatidce@ically
imatini b and before, after or sinmultaneously wth an

28FPEONG S thgrenbritelose, afiShpisyimpltangensht Widhan effective amount of

imatinib.

14. A method for the production of an antiangiogenic and/or vascular permeability
reducing effect in a warm-blooded animal such as a human, which comprises
administering to said animal an effective amount of AZD2171 or a pharmaceutically
acceptable salt thereof, before, after or simultaneously with an effective amount of imatinib

and before, after or simultaneously with an effective amount of ionising radiation.



