10

15

20

25

30

COMVBI NATI ONTHERAPY The present invention relates to a
nmet hod for the production of an anti angi ogeni ¢ and/ or
WO aws0p284 perneabi l ity reducing effect in a  PCT/GB2005/001079
war m bl ooded ani nmal such asa human which is
optionally being treated wi th ionising radiation,

particularly a nmeth t s of a cancer,
particularly a cané&g ; Mﬁ%%t urmour, which
co 'ﬁ% %é%%mt NP ARIALRE bPd hﬁﬂloﬁffof%@%ﬂcﬂdchéh S OARDirfighii0 Benic

platinum anti-tunmour agent; fo a pharmaceutica
and/onmp;os]lat pemeabiiity redicigg eHB2 iva Wand-béoqﬁedtanmuahsuch as a human

DTS ko TR B GUBA
f
o e L A SN S

adm&ﬁttraﬂtionmfwzwéﬂtm cbmbinla’eomwﬁh afpldki&ﬁ)ﬁilﬁiltl -amabua agent; to a

pl ati num anti-tunour agen uf acture of a
phaRAG PG HAIPRS TS TS dgrP\gngR ant-tumout agen; to a
com%ﬂ?‘ﬂ@l?9*0%%%9%}@@@%]‘5%?@%@; g o Bese i

methdd Gfttdagnédtlof ali@iiag of beiatattody E}Fnhbmpysﬁo rgkit aﬂhnlﬁ'tsnr[g’lAZD2171 and
Nor mal angi ogenesi s ﬁl ays an i nmport ant role in
a plaxamirrem;tl BIQH gesied %tllw&@rtbm agent in the

o8, EFE BB T P i

perrASHBIIRY ARISinG RSt AQBNaraEbI06dal £iimwl subh ds § @asen sMhivhds optionally
i ncl udi ng diabetic retinopathy, psor|a3|s cancer,

belngrtmatcdtvmﬂdlomsmﬁ Iiadlaﬁon at heroma, Kaposi's sarcoma and

SRS s R PR FRALIB i
embﬂlcﬁﬁé' adveRpntdnt, Wﬁ(ﬁﬁlﬁ'lﬁﬁhﬂ?&ﬂ@ﬁ@@érhl 60ano‘éleﬁtb QB gialé eepRddRytive
arole in both normal and pat hol ogi cal physi ol ogi cal
fungtionc éislesirabBudii patholGpead apgiogénesis gesbeeamdmratﬁb‘fvﬁ@ yliscase states
er et.a

inclyagieRerer HBOPENG Poaistineg fiumEyd AP e fgosts
sarc\%n%nh@laéﬁlﬁ&ﬂﬁorﬁﬁ%%hl 3b9o etrbn @ rPRAtRa L. WERLI6NS7-66; Folkman, 1995,

activity e been identified including, acidic and
NatiieMeditinbloDT-338). Alteratidn dfxcsais p(eaﬁ@bﬂ&ybﬁhé}lgldﬁd play a role in both

norph M ST P R BB C S o P K, Eorinology

| 1339%%‘: %{ggf et 1199B (?aﬂ?;fer etabidsi€ RRVIARL 14: @OBJ?@Iq Heveral

I”s r ‘atTvely specific towards endothelia
polrplides vRecoNire ehiteheial teibgroatleprontding MEIBFty lsavabeen identified

mclk%géatg@ﬂt@gﬁi' b RemmleSerodlh Oy AFBAdG L LR PG yEscRggendothelial |
growﬁlefg?tﬁgg{g@rgg h]?tggr%g)f aﬁgsm@eﬁ %f? reSAREEH 1tﬁ%?&?(§/r§ﬁh@@1%wth factor

vascu per neabi
actitiPBNVEGE, Bi codlrastt9 @Rt ofthe FRIFG| is rélb’&mly gfebific towards endothelial cells.

Rec;gtgg])-/;iq%ggfndr i te/;,\r]dtlaqtg{?]??(l}l? ?31 a%flm\égr(?;nt%(t:ﬁnu?atorboyf 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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of VEG-F with antibody can result in inhibition of
tumour gromh (Kimet al, 1993, Nature 362: 841-844).
WORR@S/092384 t yr 0si ne ki nases (RTKs) are inportanPCi/aBR96/001079
transni ssion of biochem cal_,signals across the plasna
menbrane of cells. These transnmenbrane
nmol ecul escharacteri stically.consist o
chargGieR LBl GRSt b G T Ao p I Rle cmscisd sigheh
segrffertt ‘ngfi% fashid th&Bb dﬁhé‘ﬁi'ﬁq RARIBRE tir6siAdkinBéd @ERdih.UBaIding of ligand
tyrosm ki nase domain. Binding of ligand to the
to theee@ptonresults il stimilaticnt oﬁthe ecepinr-adsocinted tyrosine kinase activity which

leadh GO A ARy GBS oyt e Sreblar il ot lppiiuter
mol ‘Fes @ﬂan@é‘éqn?{/rgﬁhe Bﬁﬁsgﬁ&?ialtl% Alitime mhﬁﬁ}ﬂr%%ascade leading to a

ese changes~in rosi hoSphorylation initiate a
vari&tly @ff aéllula:rges;mﬁmd & ol duda] iahligadt mmtaﬁa rdnsmnnyt RTKcebfaulihes, defined by
responses. To date,  at Ieas nln ,stin

amiQ it FEQUPRe, NoTRAP G YR Doghil 1088 aggﬁé%S%é%Rﬂlsw presently
comBnyeed l%etﬁg i SERE 't)trbﬁg%kﬁ?%e %ep%}e ﬁ 154R5 ¥Fetrb &R 4sSSVEGFR-1), the

y conprise I'ns |ke tyrosi ne ki nase
kinak€ ER et @omainl-dontaifiap $€Cef)’tbf’ &C{DRdalso refarraEGRHR-WHGFR12e0r Flk-1), and

Ki nase insert domai n-containin receptor
anothert rs-lilep tyepsing limasprecepion, it Tyvo oA Meese @elétﬁgﬁﬁéf Fft-1 and KDR,

t
L e
TerRhm et A/EGS2VB1iddhéth IBiophis. Ries.\Cdnida. MI2¢$8-115aD+15860 Binding of VEGF
Sci ence 255: 989-991: Ternman et al 1992, Bi ochem

to ﬂ&s@mmstorsmapresmm\he@ggggouﬁ gylls h@iogeq%eslateéwﬁ&! Ghgngss in the

VEG-, to.th [ gous

tyrogigp plosRary, 5Ws§§§R§Q§ﬁ% F &ﬁ%%gﬁﬁn ?hg tyrosi ne
PhoppGPLYS REY ﬁﬁnﬁh@'fdfsva@éul&g%hééﬁ aid Pd s, alHlis cytokine induces a
cal ci um fl uxes. key stinulus for

vasmmpmgmgameaotap@ bat ngdusgf@w@sit)ﬁlehwhc@l pipliwptien, iprefgesesexpression
a vascul ar ,sprout d h
and gl a e P SRR B ssel” S piilss B B TG, flok ook, 1.

HaRBd $PbSKHUF”G X api gat V\%‘reﬁf TCekbder! 9, fz@.ﬂ”@@nnolly, D.T., Science
capilTary tabe’(Keck, BJ., Hauser, S.D., Krivi,

(Wdshington RC), Déf: rb’ﬁ),9 1'812 E%&ﬁérLarﬂQreaLa(n dVdankitigesald, |j\/['.|E Reiner, A.,

M R M e .
R, ;'fg%golta*( x ogéldLC*Aﬁ‘&' sall®: D, E\ﬂz%féVﬁ%@emR@@ 135862, 1996). In

bper ’Mont'esano, R., Mandroita,
addffiod, VEQKindudes sigmﬁ'lddﬁsmblhlar pe}ml@abﬂl@r(ﬂwm@fbf eDntmad;QM Claffey,

138-162, 1996.). In addit d fi cant
K Py dNeal G- pen e APy, e, DRt (I ory o, 107: 233-

2355é2§ fﬂatbéﬂﬁ 0. (ﬂe%qa, R Aury #E. e, Wi s L B: Jaﬁﬂysml (Lond), 533:

gy | mmunol
2632?@; 0995 pBaictisg PrationHedlad hyferipermé&bie, yl,mIEatEre aasdular network
W 1 Tians, % . Physiol. (Lond,), 533: 25 263-272,
wh@baslc)harqgtemﬁ@ Pf@ath@Pﬁlﬁﬁh AHBLOGENeSIShy per - per neabl e,

pgnlﬁj#sglgq \8/3 C\g}lﬁ gn% ”Sﬁ\%&% Walbﬁe SRAFRGRE ﬁltohfoté)éll of the major

genesi
phenotypic responses to VEGF, 1nclud1ng 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 1., 18: 363-374, 1999; Zeng, H., Sanyal, S. and Mukhopadhyay, D., J. Biol. Chem., 276:
32714-32719, 2001; Gille, H., Kowalski, J., Li, B., LeCouter, J., Moffat, B, Zioncheck, T.F.,
Pelletier, N. and Ferrara, N., J. Biol. Chem., 276: 3222-3230, 2001).
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It has been shown that activation of KDR alone is
sufficient to pronote all of the major phenotypic

wo e®poyeses to VEGH, including endot helial cel | PCT/GB2005/001079
proliferation, mgration, and survival, and the
i nduction of vascular perneability (Meyer, M, d auss,

Xlu &é‘rﬁ%ﬁiirel%v% 1%%?\%13@?1 me%gkiﬁ\ﬂlgrtse%w(%{e %qgg}?]tbf Wl'rosine kinase are
descBBEd & InkérdationalPht&R Nplic&ion B¥BEGhdon NBWREH4P2. AZD2171 is
1999; Zeng, H., Sanyal, S. and Mukhopadhyay, D., J .
descBbed in W2 A0/472125and38 Example 249 thaeidl AZBD217d, is #(4-fluoro-2-methyl-1H-

. | ski, J., Li, .B. eCoyt J.,  Mffat., B,
indolS SRR enetiony - @dppasticin ] Yorapiasiadling”
Biol. Chem, 276: 3222-3230, 2001). Qui nazoline

derivatives which are inhibitors of VEG- receptor

tyrosi ne ki nase are descri bed in | nafk|i onal Pat ent
Application Publication No. WO 00/ 4 171 is
described in WD 00/47212 and is 0 therein.

AZD2171 is 4-(4-fluoro-2-nethyl-|
i ndol - 5-yl oxy) - 6- met hoxy(Oz (3 V\Eﬁlﬁdi n-1-yl) propoxy
) qui nazol i ne: AZD2171 D21 o excel l ent activity
inthe in vitr ANENZUTE )//HUVEC assays t hat
are descri bed$I n ] 4212 padﬂs 80-83). The
AZD2171 1C50 es for inhibition of isolated KDR
(VEGFR-2) and FIt-1 (VEGFR-1) tyrosine kinase
activities in the enzyne assay were <2 nMand 5 + 2 nM

respectively. AZD2171 inhibits VEG-- stinul ated
endot helial cell prolifA413§7dn potently (1C50 val ue of

0. i Min t HUVE . but, d i\nhi-bi

o i E7A sPep Pere G Rl PR L . 8RR AR () Ty VEC assays
that Zreld88itedlifl VIO BRBILM 1 T AHEeN80-88). OThel ALDO1 VIAICLE valSesfod Mbibition of

nM. The growth of a ["'u- 6 tunour xenograft in the in

isolapéd/BDFo(VIGTR ) and Fitde(V (S8R 1) hadsinmkingeQotiuiried i the gyayme assay
e b DS Az S Bimpgtpdotiet o
oo o POTSL LR AR ROIEA Sl T Bl i

basa$ Bdwihdlial edll siolifdpativachpprreiblydnaant 250 foltbgieatacdoneertyation (ICso
a ran8e of nodels follow ng once-daily oral

valuaémTﬁ @,m\@} i1bg srevitheof g &talush Aymeun xene A pn thegitivéie seid tumour
P 0 i yA ® 0 *F*
modg st WA AT BT LR AT, B2 B

followhg 28 ey eBoneE-damY o BiredRentW it 1 BN8 afd 6 o/@hRZD2171
substances and/or treatnents. A |ist of other
|

respeatbstya®c s9.01s Pgi v&000La enerthiled t frisBt iATIRA1Gé hias beansbgwatto elicit
[ i spl.ati . bopl at i d. | )
broagi et 3R el it St aiidi REFS e sty o

adm'ﬁ{{&yaﬁgﬁ_ applied as a sole therapy or nmay involve, in

addition to a conpound of the invention,
International Patent Application No. PCT/GB2004/005359 describes AZD2171

maleate salt and states that AZD2171 maleate salt may be applied as a sole therapy or may be
used with one or more other substances and/or treatments. A list of other substances is given
including platinum derivatives of which cisplatin and carboplatin are named.

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 achieved by
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one or nore other substances and/or treatnents. Such
conjoint treatnent nmay be achi eved byway of the

W@ omleaseous, sequential or separate adn ni stPEL/GaroosH01079
the individual conponents qfythe treatnent." WO
00/ 47212 then goes on to descri be exanples of such

wayvognlgl g%lgltu t%eggg g(?t‘éﬁ)ilgﬁg?r% e#%%tg%?.ﬁm%gt}(atloﬁ%%%omgfv?% Qcﬂgponents of

themhggﬁtzwzlz i's the specific conbination of AZD2171 and
a platinumanti-tunmour agent suggested. Nowhere in WD
00/ QDX Tad2 $hantgoss an ¢o desaribe gemplesatpuelveqsueintireftmenigncluding

i nve nth in.w r treatments will produce
surgityy prvetfotap) StsEvabiats behed b Slento SRS Bethen | Pand
S UnNYwiRk O WO"@O/E!@/IQ B QY dpesing cbmbinatibe oPAZID2G Y 8#d a platinum

conpound AZD2171 used in conbination with a particular
antiseewt dgent fuggestédne br oad descripti on of conbination

ol s 0 GEAI SR st BtieRead aay Gl the invention
thergﬁtv&lﬁf othld BGhRedtd 37 W]llg u@@ﬁuﬁfm AR AN rRcR] ati num

anti-tunour agent us alone. In particular, AZD2171
us dtheixpectedip mmdsrprisinglywechayb abwriovndihti the paﬂmnlaa gempound

B B St AP A o
comgﬁﬁfaﬁ_&tl Wieehid 1006 in W) @pATHD) ﬁ%él}l Wﬁ%ﬂﬁﬁﬂﬁﬁ bndi-PurBSWF agent,

unodr agent cont al ni ng’ num at1 num

prod@idtsd sipnifivatitlydgeet effécacthel m}cmrﬁapdfaﬁtlmmheunbmgﬂmnum anti-tumour
oxal i platin, nedaplatin, |obaplatin, satra BI atin and

agenivisedy slong. ninpartiqudar) AZDZ1pl B G BB 2 Rlgfénim pafi-tumour
ager.(ft g)%g(glr%% oﬁg% {f arﬁg)’l;ne'tt%f'%ﬁéctsa?lgéro"ﬁg' tg#%ﬁ E%d% %1% troltj %%ﬁﬁlﬂ and a

platB@&inti- ﬁmﬁmabg@itagédhlopmu -cancer effects of a nethod
of treatnment of the present invention include, but are
notA platinemdntigumant agentiseoy asli-feew ag@miecon@érp%m@tmum Platinum

W TR s R B
satr&ﬁl@tnPW&MDMBVeml on include but are not limted to,
iI'nhibition of tumour growth, tumour growh del ay,

r edn@smcuhtr o platinmoanti- @molurlkﬁ’gélsdﬁspﬂaimur i ncreased
g% ﬁg h of tunpur on cess n of treatnent,
sI 'pﬁlglcﬂ i 5 TOUE PRSAT 15 Gar 0? é%pect ed t hat
rﬁ)@rtﬁﬁfapg%léﬁhuﬁf SRR Ment ROXANFIBAAL I Nvention is
adm Istered’'to a warm bl ooded ani nal such as a hunan,

i n Awgedametr ¢ifestst ofnmethod of tiertment qzﬁthmpmserwiinwmjon 'mclude but are
not g%lq’rlggttg légg%moﬁraéfgecge Ichheorfejsp(c))glset T e, Ehm‘a’untle 'E’c\;l Alsea & progresswn ) 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 cessation of treatment,
slowing of disease progression. It is expected that when a method of treatment of the present
invention is administered to a warm-blooded animal such as a human, in need of treatment for
cancer, with or without a solid tumour, said method of treatment will produce an effect, as
measured by, for example, one or more of: the extent of the anti-tumour effect, the response
rate, the time to disease progression and the survival rate. Anti-cancer effects include

prophylactic treatment as well as treatment of existing disease.



10

15

20

25

30

nmeasured by, for exanple, one or nore of: the extent
of the anti-tunour effect, the response rate, the tine
W 00di0sB8se progression and the survival rate.PCT/GB2005/001079
Anti-cancer effects include prophylactic treatnment as
well as treatment of existing disease. According to the

D cRGEAdRhogRe BiFeH (iSRS SEFA & A e PaBed fofthe brbduction of an
antiagf%@%ﬁ{%' &1&{1& vﬁ?c@%?%%&%gﬁ% FeduBing YfRE(Th le%ﬂleﬂo@c[ﬁdrﬁﬁrgal such as

as a human, rises adm nistering to sai
a huanainhwhichroaiplieest dduweniateniug to sfid AZiBR]1 7 effiective amount of AZD2171 or a

pharmaceutically accept e. sal thereof, before i
phargiacgyticgHy §qurabﬁw§&%9r9oﬂ?fﬁrea ﬁ%t%rquél%’t"iﬂ{?é‘e%\‘f?ﬁﬂ’ﬂth gp effective
' : ok nt. According to the present
moﬁh@%fnw%ﬁ%@%%&gr%%ded a nmethod for the
pr odigetdigntoahe presantinventiowterd is panddala mathod f@rthe production of an

perneability reducing effect in a warm bl ooded ani mal
antiangiegenis andinyasculapmprancabiitp Fadyeine sHgetin stvermnfjoedsdsimgal such as

i . ff.ecti . . .
o R B S A TRR1e S ASRET Lol oyt o DT o
pharfdeediichllyat &ptadlsslittherbeff cRidingf dneAZD2 1 Hll mulchiaReloUrlote, after or
with an effective anpunt of a platinum anti-tunour

simyltpapeuslynwitb edicHgetive anduat eheplatinpe entidemeweagsitesent

RN E SN N (RN
the WHBBNICTARIahER $n AKARLBI6RIet Afinid) sGeH £ ARInE, wiiith comprises

ef fective anount of AZD2171 or a pharnaceutically
admirdstepr@isl saidarlimal dneefastiye pmpwntef AADR2Y7 1 @r a pharmaceutically

B HEE R TR T R T MR T -

antilti@oRr £3/Nt i nvention there is provided a method for
the treatment of a cancer in a warm bl ooded ani nal
sudiccaslizg tonrthemdspedt of thepressekinaehtioni therens prgvided s amafhod for

ani mal effective a f. AZD2171, . .
the ERpamR PR 1) » SEE IS ALY SRRty Mg mapriss
admvﬁmﬁtgﬁﬁlg%td;s%@ﬁﬁﬁlaﬁﬁl Lttechifl %Sunt%fftﬁDﬂW1?bﬂ%‘bﬁa§1ﬁ§6€ﬁﬁké’ﬂy

ective anmount of a platinum anti™-tunour
accepipbid saltAhereofkxeipding an AGDREY makptechltdieforecafirr s sintultaneously
i nvention there is_provided a nethod for the treatnent

withan effectixe amopphaf RRIHEUR TE-TUHUEASHE: i n a war m bl ooded

ani , [

S0 ABUER i U o L OB AT I8 i o
the fp&ameBcE 4 dagédrliyvoiviag pisalid finsailr in & harmdfoodedfanimeal such as a human,

after or sinmultaneously with an effective anmount of a
whieh eqmprises admmnisterina i saideymmal ga chiegliviameumd of flizd,/1 ora

- e 0 r [ .

phafERE ey bR aR ekt BRI Bk BB GEH ot offrive
amduHD® plafimen wati-Mhbgegest. ani mal such as a hunan,

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 excluding an AZD2171 maleate salt, before, after or
simultaneously with an effective amount of a platinum anti-tumour agent.

According to a further aspect of 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
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whi ch conprises admnistering to said ani mal an

ef fective anount of AZD2171, or a pharmaceutically
w@ewspeakl e salt thereof excluding an AZD2171 Pel/682@5/001079

salt, before, after or simiganeously with an

effective anmount of a platinumanti-tunour agent.

Ac i i.av. .on
N A e e
simaldrieaidy ARG RBVOImoaS 6flh platipemrmt bty aged] witiefgn AZD2171

effect in a warm bl ooded ani mal such as a human, which
and aigsiugeantizinavir sgentimay aeh Qpficalyperadmipstered together with a

ef f ecti vieanount . of AZD a pharmaceutically
pharacgic W@C%eé’lta?bkf %r‘%lsliﬁ,]o?%e Ste, after or

si MdcoalBOHSA Surtief fkpast oFfificasibieiCindBmivi thede idpRivaded AUARthod for
anti-tunour agent; wherein AZD2171 and a .pl ati num

the prodictiamafian aagengiogeac anséar vepmuilas parmsabhy sevcimgsfiseten a warm-

oioQsRASHAEH i o R PE G by o PR ERARU §p A tctve
amdWnESERYDLMVE ;a)tr b QRatRetidafly REQRPBtaBRAER thabdskchiing MEAZD2171

production of an anti angi ogeni ¢ and/ or vascul ar

malpae sl bifore, pieedugnnlaeofigy withranefitative showded a phitimain anti-
tumgﬁf%ﬁ‘g Xﬁlegqli%%\ﬁ’g I1 %}h}%%%ﬂ%@%eﬁgés i %I%nlflq{‘ %éee 'm%? egcgl gp%fo%ally be
adnﬁﬂi%fmegﬂl&%wa gﬁ&ﬁﬁkaﬁicﬁllﬁﬁéﬁ&ﬂ%reﬁ%ie%%(&l Hgiigg an

AZD2171 eate salt, before, er or Sinultaneously
Wi tAccardied foex further aspectrutf tlof prasept mivemion theteiis provided a method for

agent ; erein AZD2171 and a platinumanti-tu r .
the g_@%ﬁ{éﬂ#} @Her 1B a_twaawéb‘lpﬁeéénﬁa SHFS 7 B JUNipomprises
adnthislérifle WGHABARA b BlibotivBGRRRAAN! £78X0 1Rkl ihaRhaceutically

carrier.. Accor Ing to a further aspect of the present

accépiae fdlotheteb € befors, afteovs dmadltancorilh odthf aoreffetivd areatntefit platinum
of a cancer in _ a warmblooded animal,K such as a humarh .
antiglHmEHT R8s ThsEein AR 474 rad ety msatidugauragenh may each optionally
ff. i Vv . . i .
ve GRS OB L pREPRILC 0y B LHRETRGSHIA ol L
Si Mdodd1BOWSA Turilct Rspact offlicepreseneinaamtivit thefe iappividedrumnethod for
anti-tunmour agent; wherein AZD2171 and a pl atinum

the graatmentefagangeiane waap-elaededapimelsaeh 9s HBUHARYiieh eqrapyises

t.oget.her w.th .a phar L a j.ni
o BGHIE o 1 B AP RRESVLPIM Y SZZEBL Syt
accBPt8518 Blt thBNBNbxdiMihH 8 BZDD 11 entldaeckalt, BEbROAtErQT sinivdtaneously
treatment of a cancer in a warm bl ooded ani mal such as

witlp aih effentive whiouht eforipatinws artittimeus ageithyhersinsAZB2 Hf| #rd a platinum

an effective amunt. of D217.1,  or ar eutically.
ant S0t SHPLGKFRoH MR Bk raiskE e feRBRoTE & phpERicglicany
acci@ﬁﬁle eR8hihior d@afi®r or sinultaneously with an
ffective anount of a platinumanti-tunour agent;

wheAaionding pd Akthen dspactyifahe presanaiventiomibare is geavidedaymethod for
each optjionally be adm ni.stered.together, with a
the FREIRRGLA RSP PV I 8 S LTGRT A raraplofdgs pfipal 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 a platinum anti-tumour agent; wherein AZD2171 and a platinum anti-tumour agent
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 cancer involving a solid tumour in a warm-blooded animal such as a human,
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According to a further aspect of the present invention
there is provided a nethod for the treatnent of a

W@ 20068/0923861vol ving a solid tunmour in a warm bl oPCIEGB2005/001079
ani mal such as a human, whigh conprises adm nistering
to said animal an effective anmount of AZD2171 or a

. phar maceut.ical | y acce bl e salt. . f f ,
whic PPt AR EPE Gy A et et TERRR AR 3 one
pharRARhHEHIRN BBptat1e! BtheRELEKcTuMMCAEARDAT TR hbleaft Wh1tbefore, after or
pl ati num anti-tunour agent may each optionally be

simubiahwonsly twthen effsgtvhanowit ofia alagnamraatidumosakgont; wherein AZD2171
accept abl e _exci pient or carrier ccor di. to a .

and Hifigs G BELT T GRS PSR ROy BR BB it o egher with a

pharrﬁéé%ﬁili RedRINO e diPkntidiRatfegat ment of a cancer ‘

Involving a’solid tumour in a warm bl ooded ani mal such
asAaohlingito, avfiirthier espeprof desinvehtionitkdre is prgvided s pharmaceutical

animal an effecti t AZD2171
comPgROTUGH TS ACUATY L6 & PasecrHisp Iy foceRiapleciel heggpt and o
platfi e e S8R, ArdlociitBh it e BBl A ALLRIBE Wi iHient or

carri@gent ; wherein AZD2171 and a platinum anti -t unour
agent may each optional|ly be adm ni stered, together )
wiAGEORIRR by FHEDSE P05 of hecaugntion)t ef%k%l‘i’fﬁi‘”é‘ﬁg A gharmaceutica

comp%@ﬁ{oh %hicff(ﬁigélgéeg A7rH 191 ,gdef'&tﬂgl%rﬁﬁﬁﬁﬁlly%fcc $ble salt thereof

I nvention I'S provi arnmaceuti c

excludaFmSA 7D 07 Wiakhteaahpinid sgsatiiib? dntiktubioud agent, in association with a
pharmaceutical |y acceptable salt thereof, and a
pharrpacebtiealin agpentable FEAIPICBIE §RITIEl.n association with a

phar i i Dl er . i .
SR E A PERET L B el Bl it combiatin
prodict copMside A ZDITarora pBkkimacakticalypabtabsalthha@bof and a platinum
_conprises AZD2171, or a@%}ar maceuti cal ly acceptabl e
anti-tygiour ageat.dor ussdn lamagthes elrireament pf 2 himan e aaimal bodiny therapy.

pl ati num ant i.- tLumur a t. in ciation Wtk s
DrArosR B & e e RRER weigh AR s PR a combination

prod§ ¢8Meififg ¥ Fe 174) bhephapnRReticly dcbéptatlesanthetedy exvlidifg an
there is provided a conbinati on product conprisin

. ! g
AZDayTomaleatersali, pidaa platieum patiiunouaegept @buee s methpé pépatment of
and a pl at.i ugb%gti-tunnur agent, for use in a nethod
2 hurggn er, : %@%ﬁy C'fR¥ran or animal body by therapy.
ACKOIARG td B e hiJeer ofaBPECen® inviehGorPHRRSS brdvidednt 1tion
there 1s provided a conbi nati on product conprising

comphERRIAZD20671 ar phlsarmaccetitillydcgptaiie egit thivteof,satl 2 platmugpinti-
excl uding an AZD2171 mal eate salt, and a platinum
tumoyregePf-unour agent, for use in a method of treatnment of

Al AR} o e ARl 06 i
comppising AED2&7 Kiot a pharmaceutically acceptable salt thereof excluding an AZD2171
maleate salt, and a platinum anti-tumour agent.

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;
b) a platinum anti-tumour agent in a second unit dosage form; and
¢) container means for containing said first and second dosage forms.

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

comprising:
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conprising AZD2171 or a pharmaceutically acceptabl e
salt thereof, and a platinumantitunour agent.
wa\ecwsnehsgyg to a further aspect of the present PCWEBRI06/01079
there is provided a kit congrdsing AZD2171, or a
pharmaceutically acceptable salt thereof excluding an
7 ' tl-t UNo
a) Agggg‘rf]?j E!rrAC ﬁﬁ'lltag%lﬁlt%%ﬁ% a%ﬁﬁaﬁle%hﬁ?]%?%ﬁ@e%&u{lﬁé%n ﬁDZ]tﬂ maleate

orda er aspe presen

salt, il ¥ €indt iuait dobepiedfoirs; provi ded a kit conprising: a)

AZD2171 or a pharmaceutically acceptable salt thereof
b) a platigumangrtupgaps agesb geserodynibyosagp foami aadn ant i - t umour

e ' e .unit. [ and .c) cont ai ner
o) oG rhur® ST NiNE g B3 08 LR To Q08 sflpsiornge
f orAEBerdAROe aduiBerta8pett bitHehessemsaeatiod thdrb & RHERIBME kit

invention there is provided a kit conprising:a)
compzsRg:71 or a pharmaceutically acceptable salt thereof

in n_AzD217]1 nal eate t, in a first unjt :
o) AZHRLAE LT P SRR RN SRR MetmiutpBetbitit f Phsrmaceuticall
accePRBRIWtcipidnt ofl@aAGE irf £ FibSt uAl dosabe §OR;al ner neans for
containing said first and second dosage forns.
b) a phitiovntiant-temonr 4gent togetharswish & pbérmaceutpally ecxtepiablessxicipient or
there is &gjgj;i ded ?ki_t gon‘prisi ng: a) AzZD2171 or a
cattighalt frdtetit FP?Pgﬁ &htbl e salt thereof, together
c) cottdiferan g FsTRGRtkdiRELdiY [iRG GRPERBhE a6kEL PRl Or
carrier, in a first unit dosage form "b) a platinum
anticeondinguo adgeindr aspapedithe prdstit invenitian irsre ist proeided a kit
acceptabl e excipient or carrier, in a second unit
COMPR¥EZe form and c) contai ner nmeans for containing
. . o "
o A b e o PO P o BEARAE 2 AZDAT! maleat
salt, pogettied edthen piatmaupicdli acgeptahle ddiidntlor@arrier, in a first unit dosage
pharmaceutically acceptable salt thereof excluding an
formAzpp171 mal eate salt, together with a pharnmaceutical |y
b) » §E8E8H kSR Al g AhalRit b BhamidReicalry Shediiblo xgipient or
carrivd, ifa 8ecohd il desHgk Tadnl;\andccept abl e exci pi ent or

carrier, in a second uynit dosage form and
c) container means for containing said first and second dosage forms.

a3

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and a platinum anti-tumour agent in
the manufacture of a medicament for use in the production of an antiangiogenic and/or
vascular permeability reducing effect in a warm-blooded animal such as a human.

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt,
and a platinum anti-tumour agent in the manufacture of a medicament for use in the
production of an antiangiogenic and/or vascular permeability reducing effect in a
warm-blooded animal such as a human.

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and a platinum anti-tumour agent 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.
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c) container neans for containing said first and
second dosage forns. According to a further aspect of
W b@spyssent i nvention there is provided the uBer/6B2005/001079
AZD2171 or a pharnmaceuti callgy. acceptable salt thereof
and a platinumanti-tunmour agent in the manufacture of

' t ' h LUCt | f .
S R L AR e Py oo
AZDE 178 & aiphadna@iitiBalll Qectpthbd dalfrhere icdkc Al AHUARD2171 maleate salt,

According to a further aspect of the present invention
and g platiaumsngrigyiodeagenhin the manfifaslbRaf7d medicament for use in the

uti.cal l cept abl e I her eof excl udi ng an
prodlB5BER AL SRR ARk, SRt Bk Pl RXEL Mg o
in Atcb@rdf@flﬁfa%ﬁftﬂér%sgct 8f MR Pr&RABRVediRh tHSE€ id L}f}owagd the use of

roduction of an antiangi ogeni c and/or vascul ar
AZI%éF eaBiphamacewibally acrepfablectaltithereo femd ey dibtimeke shtatinm@ir agent in
sSuc s a.human. Acecordin o a further aspect of the.
the it Ehie DL AR sERG 85 S P pihdslion o ieb- Gmonpeietin o
war@'blébded an#mg ekdd &3l lumAaccept abl e salt thereof and a
pl ati num anti-tunour agent in the manufacture of a
nmediceendmgtio idnrthmaspeact ofthe prasentdhvenmtionthanisrdvidedieeakse of
ef fect in a warm bl ooded. ani yral such as,. a
Az rERF apBifarRitcely Bceaieb fort dsperierehoingan A BRRHH maleate sas
d 4 PMERLL ARIREHE dginPh Nl 5% Abdi L
. pﬁ%rnaceuficalIyE%%cegyggﬁgu%Q?{ thé?%géggéﬁﬁ%'Fﬁ§§gﬁ
prodidtiodiof hnraati damewseldct insareaan bl cvided ey suchtad Aimaagent
in the manufgcture of a nmedi canent for use in the _
pr 0atRIAINgHO gurther genect elthe eresertinvantipm therevsmueblebe therapeutic

; , . i- further as
conh L SHEnAS UL o EREALOR0 LS Sl PR SR o171 o
phardAEgti¢dllyoaccaptpbia sattthetdol, cptibialacoggthab h & phirnidesirafl

and a platinum anti-tunmour agent in the manufacture o
accepfablg $RERHBhT qagieryand the siopdtapeeyisutadientiabpr separate administration of

f ' oded .aninmal such.as a
an B W Sl PR LR A b i e
may bptv@ially 68 atlih@figtered teXether $eth dﬁlﬁnﬂ&&uﬁﬁal?@@éﬂ&bl_@ Exdpient or
.pharmaceutical |y acceptable salt thereof excluding an
carrigty fopa warnirblaeded ariglal suchreg adiuglaatin need efiruch therapentiayeatent.

in manuf act.ur e of di canent f.or .use in the .
or SRS s L Gorht & B ere S Flenh o i PP i Ssbgrapeutic

comBAMIBRAl treatBht REmBriliMEBL adGREMHi G0 B Frebild RREWAIPATD2171, or
of the present invention there is provided a

a phapmaeepicely accepialyle nalt thereof excluding an AGHNI7$ indeatdrsalt, optionally
dmni stration of. an effective.anount .of 2171 or a

roserfftyith R phnadiyef g feegpiafleEiohT Pt and s bmangtus,

sequér@ABbhRpaie AAnAniRh Al STRSOMIdrealiv Y aRGER BE 2 iag ﬁlglgdnﬂ'-tﬁﬂﬁ)ur agent,

or carrier, and the sinultaneous, sequenti
whersiaparl atireina amti-hingdur agergmayfoptionally be administered together with a

pharmaceutically acceptable excipient or carrier, to a warm-blooded animal such as a human
in need of such therapeutic treatment.
Such therapeutic treatment includes an antiangiogenic and/or vascular permeability effect, an
anti-cancer effect and an anti-tumour effect.

A combination treatment of the present invention as defined herein may be achieved
by way of the simultaneous, sequential or separate administration of the individual

components of said treatment. A combination treatment as defined herein may be applied as a
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an effective anount of a platinumanti-tunour agent,

wherein a platinum anti-tunour agent may optionally be
wa@evsndsser ed together with a pharmaceuti cal | yPCT/GB2005/001079

accept abl e exci pi ent or carrjer, to a warm bl ooded

ani mal such as a human in néed of such therapeutic

treatment. AccC rdln to a,.fyrther as . of 1he .
sole ShE RN I BNO NG Ter & 1oty 8 4% BUgiHipl shiib erapeutic agent
in a3 1074 ERRbihhteeH HBRhaR TR Bl &fdiohhe adm ni stration of

an effective anmount of AZD2171, or a pharmaceutically

ac Sapgeapinay sampristide stEp of paﬂtnabolrrg)nmietAZ@ﬁleremtlmamor to, during

al t, ti.onally together with a ar. mg jcally. .
or afiithis B Eon b BRSCombraibh frgpimeah At 7 deariRsd derein.
Se@ifni dh?inoﬁfera}% eﬁtsaﬂ%lﬂtio%taf ﬁ’ste'vﬁ'fh 9ko Vﬁ&n@ﬁéﬁﬁéd&ﬁ@n’c of the
amount of t1 nunt ant’i - tunour agent er el
prespﬂltahi/enﬂlmsnamtludet thoxeudesaxfieadtin V9 0017202 avihhqh ibéncorporated herein by

adm ni stered together with_a pharmaceutically
refe@é&% PP US| ReRORDY RAYFOVELYS AN CAlSEariGHe ﬁb@ﬁ%@e @gent:

R o R e A
ant(il)aaguO@tgﬁaagemd/ or vascul ar perneability effect, an
anti-cancer effect and an anti-tumur effect. A
c o) higlegrelrewansanedifiersi(fa expapledaterfgtoaht i on as
delatingns Gyt Aribprathaagey of the

eous, > seque Or Sseparate adm nistration of
t hegy) zﬁiﬂllplfdlﬁ‘éﬁtw@ aipResRttt dhgsaidtontRadtigas therddf, as used in medical
conbi nation treatnent as defined herein nay be appl i ed
Oncdggﬁglnﬂ@ﬂtehé@tgweépfﬁgﬁ}ltmvol ve surgery or

‘élgt her aﬁ Y QL a0, addi ti onal chenot herapeuti c agent
RSB PSR rhi nat i on treat nent of the

l m(ﬁﬁ‘)t%e%the%ﬁ}g@lbyoaaﬁé/s gpri se the step of partial or
conpl’et e tunmour resection, prior to, during or after

t héxadninunstheraply epprofichehe conbi nation treatnment with
AZD2171 es i.bed herei che her apeu
Partiggi eLamulgS Gl sHeGoer et e g BT A A BB ALaS frestment of the
pres@xflt 150&1&%%?&%1&&%& NHibRide Nihotditd) Paitshes ddebagell Ser¥¥abine,
47212 which is incorporated heréin by reference.
mncﬁenah (GIB@HHI) faed &puomayraci biselfU ([incdudiag camalt@gm)) pgichtombinations

t her a [ er anti eni_c nt S
are SREHEI b BABOIPEY utel 3R PR roAgisnT GF Copen o1yt Bopaopd and neck,
g [ I o | f
colod Ieeeful‘?% blgérﬁlet%l r(g r(})@%p?ﬁé}s gcﬁlgilg Ielg;g}g ofvky Isfr s;k)%g nl%éagt bladder and
pan@’dz{secol omab); and (v) antiproli fer ati ve/ ant i neopl asti c

drugs and conbi nati ons thereof, used i n nedi cal
onddeadipinigiEgion o e rplecepbimatien g ZZ@&W 1. Rlatiquyp pnti-tumour agent

and %Hléﬁg fh%l?atfoﬂ%a%pﬁrgﬁuce effects, such as anti-tumour effects, greater than those

achieved with any of AZD2171, a platinum anti-tumour agent and ionising radiation used

alone, greater than those achieved with the combination of AZD2171 and a platinum anti-
tumour agent, greater than those achieved with the combination of AZD2171 and ionising
radiation, greater than those achieved with the combination of a platinum anti-tumour agent
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
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(vii) gene therapy approaches; and (ix) inmmunotherapy

approaches. Particul ar exanpl es of chenot herapeutic
wW@o@s3Bor use with a conbination treatnent oPCT/B82005/001079

present invention are raltitrexed, etoposide,

vi nor el bi ne, paclitaxel, docetaxel, gentitabine,

irinotecan (CPT-11) and 5-fl uprouracil .(5:FU, . .
oo Y ARG B ey enc DERE, ACG e Yt Dy avith an effctive
Edinbadgiqparticularly useful for the treatnent

amo%?p%ghcelﬁtgo? fgtﬁ(gﬁl ung, head and neck, colon, rectum
br aAdeorditipytoche presas dypreatjos thest is pamhdedceameihod favthe production of an

ski.n, breast, bladder and. pancreas.. The adm njstration
antiggiegenic BT Vs RETRSROILY FeApping pifect 1 p yarpyplpoded animal such as

o TP ot 0508 i 8 LR R AL R2D2171 o
phainfRseticaliniaeoepthbld dallt tAsrgoDdxcddan1AZB2 bl lamaleat@salt, before, after or
anti-tunour agent and ionising radiation used al one,

simyltangewsly Wihan ehsetty eapqual afe petipus Rai-teRsmagenoaddefore, after or

. D2171 a a I.n | , Qgreater than
Slm@ﬁ%@%“%%?(ﬂg%ﬁﬁlﬁai‘ﬁ #’Egé‘%géﬁ%’u i radith. 25771 and
| OMA spbfifing ®0H fiktheiNaspedt @R prédRaninybiats thebiiemeeidet finethod for

the conbination of a platinumanti-tunmour agent and
the freatingitraf arcadéeatin amarmcdopdsid sginga) suefeasyy luwean, whikhegpmpsises

there | tovi.ded a hod for, t uction_of an
admigiSietng ol a i oS emp it qrevARa e e reftepty
accéphdtRSiall tRer@oMVBEfYE) aaef@ kiRl MMRbusdY GMthan Hebividmowd be B platinum
conprises adm nistering to said animal an effective = |
antigrmomt agsht Aibeiare, after ar pialinacoaslyiveith ayeffectivp eaionet of ionising
d.salt t hereof, before, after or sinultaneously with an
radigiqth et j veanount of a platinum anti-tumour agent and
bef@(fc%rdiﬁ’é 108 fuPtheSARud AR EINt MivERiANh&EieFlovIRd 2 method for
amount of” 1 onising radiation. According to the present
the {reatmeni @i dahesrén b svapmeblootted animadtshadtasf slnumérg which comprises

pr.oducti on of .an antj.angi ogenic r_.vascyl ar :
adniyeisicEBBIq JAiq ARl ﬁ%ecggf‘ P'wf%?%lwf&dﬁﬁéﬂ“%ﬂwmﬂy
acce}ﬁﬁh‘e tﬂeljay?%{:bludf‘ﬁ’é &J‘Agmﬁf ﬁ%%%%%‘%lltme%&[ ARG ok Qinddlaleously

I mal an e t1ve anount o or a
witlphasffaties hinoaht of agdatepnamtetusaiur agdnt nedbefors; kiteli orgiraultaneously
 AZD2171 mal eate salt, before, after or sinultaneously
withypn effephive pmesRt ofdonipig Rrdigiong pl ati num anti - t umour

ag e&éco?cﬁlgg Re, ﬁ%@e{) ?sfpgﬁrof e npgégﬂjt n3BEMSh¥ #xg)lvﬁg:d a method for

ef f'ect1 ve® ano I onl si radi ati on. Acco to a

the frdtinRer ofasSiacsr ivolving apoRé ambour iy @ Maimrbloddedenirsal such as a human,
provi ded a nethod for the treatnent of a cancer _in_a

whigla eemprisse adarinisipreg tosidrrimalanifeatye SRPEH of o Iddr a
pha%ﬁi}%ﬁl%{a‘c ne%ﬁ%?g? %gﬂctgﬁrt%%}% g?#oir/é gftglf (Ires%hl\faﬁle@ﬁrsqy Rith%h effective
amount of a platinum anti-tumour agent 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 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 excluding an AZD2171 maleate salt, before, after or

simultaneously with an effective amount of a platinum anti-tumour agent and before, after or

simultaneously with an effective amount of ionising radiation.
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acceptable salt thereof, before, after or

simul taneously with an effective anmount of a platinum
wapisoesspur agent and before, after or sinul tBCEGB200§/001079

with an effective anpbunt of j,onising radiation.

According to a further aspecll2 ‘of the present invention

there i rovided a net for the treatnent o
iy RS A e BN A, eﬁeﬁwalstﬁ%reﬁ%mwd%mrwhod for

o G ST e A LB Ao
bloctiadl aninku s asedtuinb ngcmrboﬂ@ﬁéés?aiﬁmmjsmm@ te aditl animal an effective
bef ore after or. si nul taneously an effective

amoypbRiA ZBE L Al fp‘q GRSV %ﬁﬁn}abla&éh@le%?ﬁa bséqrgradter or
f
S5 POkt o A AR o, e

similB@epistF@ith ah RIeEtivietdune b LiohBing radiatied whefeh AADE1GN and a
the treatnment of a cancer involving a solid tumour in

platiguigeanii- Moy égpnémamacls«@mwnagy be admasterohfagsthenwithias es

er| a n effective amount of
pha%%%‘gﬁbf%h %ta%ar ﬁ‘aié’é%“z °C8 Iaaccept abl e salt thereof,

befAch@ndn@é foed ﬁlﬁhelsasﬁwt oA fRP&deMt M édtioanh&t iesiohidRd a method for
amount of a platinumanti-tunour agent and before,

the prbdegtioprof eh gntiangingsuis| ayldmr chSCahir peesebilierednoingefiost in a warm-

SMEE T RS UR I T IR AR N T TR

amo"uﬁ@oftAEBQ ENdr é}ihaﬁnﬁ&ﬁﬁ@iﬂ;ﬂ ¥ tH19 albtheRb SkdlwtRY fn AZD2171
a war m bl ooded ani mal such as a human, which conprises

maleadigréal, beford, a@eltcu siypilltangoishavithraneffeeiive aneovatrofimplatifum anti-

AZD2171 t | | It t h f.
tumnlf e g PR Sl ke Xw@%@%ﬁgsgww R iing
rad1§tidﬁu WheRGPNEDLIM bl Qﬁlaﬁflﬁlﬁ%hh\{ﬁm@{ﬁoézg%t @adﬂl rtlbﬁ%lg}) be

ant | -t unour agent and before, after or SI I taneous

admuvii$thred o geitlies mtlih\ﬁeplmmmamutloaﬂly aoemablg excipient or carrier.

radi ati on. Acc 0 further ect of the sent

i ny¥iPTdERe Howeﬁ%eg?rsa B?%@?H*@dﬁ%ﬁ%@ﬁ@ﬁl%h@f? Fﬁeprov%e a method for
the tli’éa%leﬁ&tdf%aﬂéer o %hh’%”@d&& SRintal 30 £'a fich comprises

pernmeabi ity reducing effect in a warm ooéle ani
adménisthriagtosatiLammal aﬂnfﬁdatmmrpohmteﬁ Aid]rﬂlﬂil edr alphmgnetoeumilgl

animal an effective_ anount of

accepiniiqatidherrelabetpre é@@fpﬁféﬂp‘élt@ﬁwﬂl’ Wéth @afeffeeefecﬂ@unt of a platinum
anu.%‘lixkgﬁr g%msd fo%‘ SRS LY si it&egﬂglg%ﬁ% é&fecﬁv%%m&fof%msmg

unfour age fore ter or

radigtion/ kxmaféﬁﬁAZDQIV\l i @platihin@chtitemanioapeht @by b4hi dptidgally be
radi ation, wherein AZD2171 and a platinum anti -t unour

admiyetared ﬁ@gﬁtleea@nthmha@nmquycﬁb/ aaentehle pxqipignt S getTivsr
\émaf/lrcc Il‘,dl? rrat:ﬁﬁﬂ%{ ga%? ect ¥>f e%n@en%f& 'tl? ﬁt,]per8§51ded a n%ethod for

er aspec
the tréhBBit TR chhdk ¢ & &/aﬁﬁfb\lédiﬁd aﬁmm%ﬁ&ﬂbsfaq{uman which comprises

administering to said animal an effective amount of AZD2171 or a pharmaceutically
acceptable salt thereof excluding an AZD2171 maleate salt, before, after or simultaneously
with an effective amount of a platinum anti-tumour agent and before, after or simultaneously
with an effective amount of ionising radiation, wherein AZD2171 and a platinum anti-tumour
agent 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 cancer involving a solid tumour in a warm-blooded animal such as a human,
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the production of an anti angi ogeni c and/ or vascul ar
perneability reducing effect in a warm bl ooded ani nmal

WG eb/ogessa human, which conprises adm ni st eri nBCT/GBS@5/101079
ani mal an effective amount _gf AZD2171 or a
pharmaceutically acceptable salt thereof excluding an

PRk TSR LR A T

phard€h@Biiticalldl abh b saﬁfth@éoiDbeféth‘dﬁér&ﬁ*%ﬁﬁ&l’ta\ﬁeMﬂ}hwﬁﬁ an effective
effecti ve anount of ioni si n%ﬁr adi ati on, wherein

amopgipsferpl atéran antpluanmmm@trand foney @ftelagrewmul’m;eoedy twith an effective

ooy aheRit AGP21ZR BT R BiftntyR Birpmgpr agent may cach
opt1&’§a@19'b@'aﬂﬁnﬁ1@te?edf tHéétﬁ’éi“rWﬁ?'@ﬁl@inn‘aEet&ﬂ&@llﬁﬁc%%ﬁc%le eﬁéﬁﬁ{%‘h‘c 8Pcarrier.

thefe is provided a nethod for the treatnent of
cadweording ta afaurthertsspend eﬂﬂarprmht inverttionshere hmpmmded/h inodthod for
co rlssadmnls erln sai d. ani nal neffectlve

the G

fit Qg CADES i“?’f gre 3 ‘FJHB)&%EH ¢ W&FP;P ofded gpiggal guch as a human,
whiGddmpries s&{nmd@a{ﬂy@ saidfahfhal%h e%fe%éﬁﬁ&ﬁ%b&z\mtl'?l 1 8fa
ef fective anmobunt of a platinumanti-tunour agent
phafnmbcxrtm,allghd:@ptabte slt rihdre(zfmaoludimg ani ABD21H lefhbleateisule, before after or

nount . of . j oni r adi at| wherein AZD2171 and . a
simuyjfagequshiivith ap ?fjaﬁ%&ra%l@m Rl AU RO HAgEY: 45 before, after or
s1mlﬁfiﬂb(ﬁis§£ Y@{tﬁgnteﬁg&fx}%%'fno%f & 1@ni§f1‘1§r %ﬁﬁﬁéﬁ 'v&h%kén)f AZD2171 and a

accept abl e excipient or carrier. cordi ng
platihumt dnéirtuampe agenday leechpoptivaally beadministered hgeﬂaet with a

provided a nmethod for the treatnent of a cancer in a
p aIWé’P?Htk‘r‘la BAEEPRAISRFCIDIGHE AT SATIE human, whi ch conpri ses

RO DTS 0 LA 6 APl o
AZDNGN Wil ia phadtacediRAlly heroptabid @ltshdreof dndfagsltinuad gti-tudfiour agent in

simul taneously with an effective anount of a platinum
the mapufaqtunesd e ragfiermenh EPrivee By e Perduetion et & antiepeingwis pd/or

Vascm]atr el%?eaig{lg %?%X%ﬁ %ﬁgé{% a%aﬂnolﬁb gatnrlﬁgll S 51!1 8@& {m%ri/ which is

atinum a unour ag

bemg%hteamltmaﬁisimgrbﬁaﬁ&m ni stered toget her W|th a
phar maceuti cal | g accept abl e exci pient or carrier.

Acéseeliding to@ frtherraspest OQ@S@EQSG@HIH’E’MIOBI’C]@@@ it providedthegise of

e is owdedamet etr tmsnt
AZDT B aphBlsRare TP efeb Bt el bt S RRIER A2haf matoate sai
and & PlafBhmShEtuADuPagdAiBNh¥ a6 hf26 QD6 f a%%%d@ﬁrﬁhﬁ'f&t ®elifthe
to said animal an effective anount of AZD2171 or a

prodpbizemela anticagipgenic eeiraaballagiermedhelity seduckgf ofest in a

after. qr sinul taneousl| an. ef anmount of
wargeladef T sue e o preaebich P bFged Wi ARgpe radiaton.

Si @éb&ﬁﬂf‘goc'd%' ﬂirt}’l\éﬂdép&@ oPt‘hE %?ésbﬂﬁn@émiéﬁtthé?é id ;S}B{rl%lb&‘ the use of

radi ati on, wherein AZD21 a platinum anti-tunour

AZD¥g&tor awjnammhu‘mmly amptajvlekﬂaltahbrwﬁ atlerpdaituoyaitheimour agent in

rmaceuti ca tabl e. exc lent o
the igpitecdir® Shadu BRI B (DR BroduShi ot B rrenpredinin o
warth DI&SHeH ARirh 18060 A MM WELh & ﬁ@ﬁg‘ﬁgatéd){wth ionising radiation.

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

AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt,
and a platinum anti-tumour agent 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.
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the treatnment of a cancer involving a solid tumour in

a war m bl ooded ani mal such as a hunman, which conprises
wa@eivsndssering to said animal an effecti ve anoR@t/GeR005/001079

AZD2171 or a pharnaceutical_ly acceptable salt thereof

excl uding an AZD2171 nal eate 'salt, before, after or

anevcep RS Lt sn oElnsREcsetpEroR i pRHast Gise of
AZDR17N 0RR pﬁﬁﬁl‘i‘eﬁ‘c‘éﬁff&lﬂ?@@é&@lﬁabg salt QRdred N draAe AR idn? Qnti-turrr%(i/ur agent in

wherei n AZD2171 and a platinum anti -tunour agent
the reawHacbyeiofpah¢dicapeens thrusé Bt the prbduotet ditan adti-tanur effect in a’
r eutigally acceptab) e excipient or carrier. . .
warR AR ] ShcH i abegeh o Gaing e it Renising exiation.
t heyeBordingtb QW iof" i i
pharcrr%ceug? i c\g}]ﬁggagg ertJtH gglleggessgﬁ?g g%él? gélgé?ghsop rgv1ded the use of
AZIpB141 ion aphamidcettimatly ncapgiabie sah thdreofraxolufiagt 4ur £708 1A maleate salt,
dma{‘jd]it.camant. for use in hg@grfgducti on of an .
and a piafiai; agHARmoUL3gERbIn he BRIMaF et Aapiicament fergiseiin the
nhn®- N - ich . . . .
P o R AR odB S o M H bl igh i being
treated vithtibhesing sgiationdf t he present invention there is

rqovi ded the use of AZD2171 or a pharmaceutically _
ac Esprrdedo e fiutheripapesh et 1 prasentrinyeationivpa Bprovifleda therapeutic

al & | |- ent.-in the
comyn 008 R P BBk RN S st g gp21 7 ore
pharmfcanically haagbigenit thepdd/ dpﬁonagcﬂégah_eﬂo@ftm PBhrmdc¥utically
reduci ng effect in a warm bl ooded ani mal such as a
accepfgpig ex ilRicah of earrien pefl the administuation of en e§eetiyeraantivat ¢ fmplatinum
of the present.invention

anti-@%xgoﬁfé qg&ﬁ &inoﬁalfgg{othtglreru\gg %fﬁlmi ]Lcaﬁy agcep%abie excipient or carrier

S provi
and thb admBdariion f by ceaRRlaMuB: SAbAistnBEEM o2 Msla @va%*m-blooded animal
a

pl ati num anti-tumour agent in the manufacture o
suchgp gihgmag i neasrofisseh therapheipirestiuentivdrerdh tznA BRI 7 ; apdatinum anti-
ffect in.a.warmhbl.ooded,ani.mal. sugh.as a hupgan which
tumefi; o b iAo B e 4R i Bt R T oAl g el or
sepatdlyiid@rangop@g! of the present invention there is
provi ded the use of AZD2171 or a pharnaceutically
acteqnrdingdo g fimther hepectdf thx plesatit My eatio\HPR:NIE brovadelat therapeutic
sal.t. .and a plati.num antj-tunour agent_in the
COm%ﬂlﬁl&EiﬂgT@ﬁ&Pmanﬁ@a it%f‘a#élﬂfm o @lean gifeche pregptef pgb2171 or a
phar@hcetficARL dcoSRME SalBfhERB¥ edcludin KZ@ZE%* et OB oﬁtﬂﬁﬁlly
as a hurman which is being treated with ionising
togetherdwilt h pharArceutitially atcspablelextipént asgeritr, afid theadpisisienion of an

.nvention there is provided the use of AZD2171 or_ a )
effeciHE, QRS P ML s HImAF aech apUoRuLigBetapqvish 2 pharmaceutically

acoethiRE ieﬂérirg?eﬁ  cabUFOHE ¢ iniisf?%ﬁJ?fofrEﬁrElf @ﬁ%ﬁrﬁ?lﬂ{t ofionising
medi canent for use In the production of an antl-tunour
radiatibi, ¢ b wanmsblooded dniraidach s hitharsiicdeed o f sudhith@apaMiic ¢Ratment

1S pei n% treated with ionising radiation.
wherein the 2171, a platinum anti-tumour agent and ionising radiation may be

administered simultaneously, sequentially or separately and in any order.

A warm-blooded animal such as a human which is being treated with ionising
radiation means a warm-blooded animal such as a human which is treated with ionising
radiation before, after or at the same time as the administration of a medicament or
combination treatment comprising AZD2171 and a platinum anti-tumour agent. For example
said ionising radiation may be given to said warm-blooded animal such as a human within the

period of a week before to a week after the administration of a medicament or combination
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According to a further aspect of the present invention
there is provided the use of AZD2171 or a

w@basoeaseut i cal |y acceptabl e salt thereof excledi/og2@8/001079
AZD2171 mal eate salt, and aqglati num anti-tunour agent
in the manufacture of a nmedicanent for use in the

roduction of ti-tunmour eff.ect in a m bl ooded

treaffcitiindin AZER T e, s RSy ePal L s

AZDPIMISh ﬁﬁtiﬁ@ﬂ!aﬁﬁl‘c&%puﬁ%’eﬁf Qidrl_Qm'%fi’lg%acﬁib,‘t'iéﬂ‘l%5¥ 86 R@niniQbred
the present invention there is provided a therapeutic

separatallyiom a¢quentialtyeiatang otder,compuaydieragntitisteaainimu aneatislgn Thé warm-
n.effective ampunt of D2171 o maceuti cal |

blodiEd Birb sy SXPIRPRG e Ao RTHal g DR b AL erF R phtklomor agent
p,%ﬂ | accept abl e exci pient or carrier, and

andt eti{;@%ﬁ#ﬁlﬁﬁgﬁ{%n of an effective anmount of a
pl atdcordingtotane taspaotiof thg prisentdptentinm tieyiotismgtrhdintion isfadministered
pharmaceutical |y acceptabl e exci pient or carrier and

befors, aneRfii 4P 31 Fladtidarplaintm apifueeyragentps afer ¢ie ofdik2hy and a

Akl war m bl ooded ani mal such as a human in

plat%ggldﬁ]tgfﬁ{shl?g%%eﬁgr apeutic treatnment wherein the
AZ D2t dldingtopnatabprstiv ftht iptdseittiiveag on theabhlisingthdibiieh is administered
radi ati on may bhe adm ni stered sinmultaneousl

befogebRB Y412 1) and aqdadimua entiytumr pgeTd Ry a%?rd@ﬁg;‘\MV tpnda
platﬁqﬁmaangi%g}rf&ﬁ{ ﬁ%%Eect of the present invention there is
ed a

provi rdpeutic conbination treatnent

concblin}Ototdne agsbdt 6f Bt hedsertinntion AADHGY iiy araiddtd to a warm-
of AZD2171 or a pharmaceutically acceptable salt
bloodaé priptal afien thelrmmahhasizen trzatedpithdorisivgiradiatigr. i onal | y

together wth har utical accept ab exci pi.en

bF Hefiting'lo'dlofePRBCAR S bt RAEGPL AR Bt Bl of
treaf@iBRY Bf the prédelt! it dnfie i P&)pectel BPbE ataeRn Ec%ui@cﬂéﬂt‘%@ #ld Addition of the

together "with a pharmaceutically acceptabl e exci pi ent

effects of eachioé thesgothionenta dfsand seatatcnowsed faloan, hhffiscafieach of AZD2171

ampunt of .ionisin adi,ation, t.o r oded .ani mal.
and § Pl SRt Peboh e 2lgrecs of ot A7t 1§ PlasipraRt-tumour
agetMa8l RosihPRdRGE8 1iéds algnd?! at i num anti -t unour agent and

ionising tadiati on may be adm ni stered simultaneously,

s edueotdireg tioyanothes agpactatf dheypraset investmn the dffect ofa method of

war m bl ooded ani mal such as._a human which is, bein
trea@me%ﬁ*ae RFSARIBYRSIR S PRAFSE FORe FReiRshan &&r'«}ﬂdﬁw&f%éae effects of
eac c}H@l:orﬁﬁ&%nﬁ%f@aiﬁ R iuSdY diGnd ERRICHr Mch drAPH A DGnd 2

radi ation before, after or at the same tine as the
platidm amtistun@ui agenofised aberei oz affeath oftAZId2iylnaplatinum anti-tumour agent

treatment conprjsing AZD2171 and a pl ati num
and ppsing ipdistien 35dRloneor  exanpl e sai d i oni sing radiation

RS bR B R BLOALE-ATITRL U Eindhodo
treatiidne bf th @rexeiitiinv@itioatd epecied @ begsmengsic dfect.

conbi nationtreatnment conprising AZD2171 and a plati num
antAccoiging fio thypligsent THientiona pembination 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
synergistic if thé effect is therapeutically superior to the effect achievable with AZD2171 or a
platinum anti-tumour agent or ionising radiation alone. Further, the effect of the combination

treatment is synergistic if a beneficial effect is obtained in a group of patients that does not -
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AZD2171, a platinum anti-tunmour agent and ionising
radi ati on may be adm ni stered separately or

wG@egseyssal |y in any order, or may be adm ni stBCEGB2005/001079
si nul t aneousl y. The warm bl geded ani mal nmay experience
the effect of each of AzZD217I, a platinum anti-tunour

a t and radi ation,si aneously. According to qne .
rosp b ¢ PprTieocpb EoACDER LA BN aPBraP g LA AP BHE

» I o . . .
e A LS 8RR g Wi
synepgistic effievt ffitnie-of dronompagerrt is ddsedatitsmpnventmwnel duspend thefother

the pres i nvention t eionisingradi_ationis

t
compeRANKFAS e dot5e b Edbieic losgepd e thermepusio sfikeh pumpasured by, for
exarg]{?la,'( thb YORHI o AHE fgsngﬁseg%l& ?ésp&%tgt}at’g‘zﬁ}g tilfelto Aladk Spgg%rtess(i)?n or the

I numanti -tu ent cordi ng to one a

survivhe p@i®t édquivalento tat ARIRAGIE onslogiAiconwineioe airduats of the
war m bl ooded ani mal after the animal has been treated ]

comppraits ¢fithe pergbinaieireadmentade pridicnigr. syngavisieemad frobg present if
of [ [ e ef f ac 0d. of o

e R 838 3F AZPYATL BB ol BB BED I Blagptiation may

be réfucéEAtho@etritatRMd ohdort ereaddihd éxaent@f thetesphbs ElesreSfonse rate,
each of the conponents of said treatnent used al one,

the tithato dligease progeaskion andmyival damdn pavdicalar mithowirdetrimentdothe
ent..used al one or. of each o D2171, a.pl at.inu
cur B O e Rs B Pl v SRRl Bt som it i ose tat
occu§@Rh GoReenkionAHRERRIT cadiPhpdent 48 uRigesent i nventi on
the effect of a nmethod of treatnent of the present

i nerstdtedhatioye dhqeombinktion treetngensnokthe presenttitieentidalas fdefined herein
. the gffects .of .each of, the ¢ onents.. of i d . .
are LY Car BneiRecnis Fs O G TRROR oK RBRR L Angipgenesis
and/8r 81 ﬁﬁ:feﬁé’é’fﬂn%ﬁéuﬁrlﬂéﬁﬁéabﬂﬁ?rﬂé preS@ irfh Qg BheLdf Baakt Qhtes including
AZD2171, a platinum anti-tunour agent and Tonising

cancen(lnctdiog lenkeemil mbiplduyelodiaragdtlympmundediabetps ptordisis,

t he .present _jnvention the effect of a nethod .of )
e RGR AP S SEH aeRPBRO g a5 Lo BpaERus neRpRates,
atherofi raﬁbﬁa{l'r;Est&{ofsﬁ%utoiﬁﬁﬁ@{ecﬁiMsés?aétﬁ@in@l‘éﬁﬁ%%n,‘ 18%@%&&%%,

a conbination treatnent is defined as affordin

end@ygigogs,stysfinetidrat tterifie bleediaf twtdcular difeasa ettt fetiahll wessel
superior, as neasured by, for exanpl t he extent of

prolifgtiom sl 2seelaied dpsiise degamratio Copmnation Feaisesis of the
e REERH 9 B0k Ul ESEA1  Bp Al o
disegsesrbuchadsicanicel bedKapei’s 3hrcoina. convent i onal dose. For

o %mb?ﬁatito?lqtreg{r;e%%g ofot{w %)rrcle(seen% (i)rgfbein’gglg im%g} bte ru(segldt troretrnetat ci:aSn;:er,
particularly a cancer involving a solid tumour. In particular such combination treatments of the
invention are expected to slow advantageously the growth of primary and recurrent solid
tumours of, for example, the colon, brain, thyroid, pancreas, bladder, breast, prostate, lungs and
skin. More especially 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 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 VEGF
including leukaemia, multiple myeloma and lymphoma and also, for example, to inhibit the
growth of those primary and recurrent solid tumours which are associated with VEGF,

especially those tumours which are significantly dependent on VEGF for their growth and
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synergistic if the effect is therapeutically superior

to the effect achievable with AZD2171 or a platinum
W@i0sA092380ur agent or ionising radiati on al onePCT/GB2005/001079

Further, the effect of the nbi nation treatnment is

synerglstlc if a beneficial effect is obtained in a

tients that es _notresppnd. (or..responds, . :
spref pPlyding 88T, g fein TR R P SRR iR ZEBRD: o, thyroid
panér@ih' Blalder! Bidha! proBtaR! RIS, villvh, SEidliahli QArtichBply M@k, of
he’ combi nation treatment is defined as af?ordlng a
sy e pgother aspet oétite préseohavclftlonh"eZ]ablﬁdm]ﬂm Matirsunal alﬁethmour agent,
ts. conventiqnal dose and.the r conponent (s)
opti gl B N e RO AR SrpeGALo TR e Sk Lo grimary and

recufleh€&llid t@lioﬁig%%ﬁgre%socfa%d Mlﬁiy@(ﬁ:’ es'b@ﬁa@fh%gé tuffoutd\hich are

response, response rate time'to

~ signjficagtiy d spendertront VIEGE diorvtheia propeh andlspread. equi val ent to

that achi evabl e_on dosi ng conventi gnal ampunts of the
H%lsr‘fempgﬂapn% drsciilpdtierar Mgy bedR aderansuitaple for oral administration,

for Jg%%‘l\%) a(a)t%lg et %P&@QMF %%%?%bﬁg&g f%@%dg@nhash %.tlél{]}%' 1nha1at10n for

exaraplent a@owidendssongiohafbr phicaterdriyjedtionr (QolgE el tttahesis,
detrinent to one or nore of the extent of the

subquiznsess EtrapHisoylas prayasquir er infiaion)i frpexaginle svasiarile solution,
suspgfuﬁgﬁ G g’rb&]?m%nﬁor 1<Y:il fvaﬁlllmnq%% ?I{OH 'fgrr&%.nglle 5’5' anbou}"f@men? it cream, for

rrnmen uration nse

rectdl QBfinistRationrfot ©&snilE M4DhRPOsErS bfitreebite of Sdiahratibe 8fay be by
that occur when conventional doses of each conponent

direefrinj epigqarintoshe éwra@@cpréw(wgomai éeh‘tﬁim pnby logal delizenyndmpther

e B b G o B A2 el Gment may e
deliR@edBIdkédpidalgf ﬁlﬁﬁ&ﬁ)heﬁﬁg h&ﬂﬁé@ﬁﬁﬂaﬁ¥ %%@ineaﬁ‘slj/ Hﬁt&ﬁ%ﬁ@usly,

in vascul ar perneability is present’’in a w de range of
subaytagieassdy, sntzapssitineellueti intratomouradly iPmibnaUIyn‘gZDéh’ldals mllail;ll’llStGred

oraf gt WA TS B s BB R b AR SR g SShgona
manf&tisth A v RA] ExcSBNE. OPRYE BirBiSositRnb S F %ﬁnes@ﬁf B ifon are

restenosi s, autoi mmune di seases, acute fl ammati on,
advanyagahmjdpmaentahninm@swfsrmdysf unctional uterine

or Ao erreny wf P RpE ot it lgrisd S ot a unit dose
w1thﬂ?@1%‘?§1{g%tl' S0ng o eg'h l{)d‘fr%}éﬁﬁ{tﬁ 111511 %o ]g(‘iﬁl'ﬁi%tapprommately

I nvention are e partlc y ‘use
0.03t h& nplopinyd Iaxhan. ad dnit kiem el ranfe, d‘ols@am;ﬂe k1 .amg/ke, preferably
and Kapo sarcona.. Conbi nation treatnments of

003?@5@#@% ﬁwl?ars@i ﬁ%ff ds iwmpraally A bgrapeuticeliyeliegeiose. A unit
dosa% (%r!nﬁ{} |s3$t su'léWﬂf Néu?%}é?onrg%l far%: TEME 1-§Oﬂ1g of active

ar SU natlon t

ingrédisien PrefBrablyea @axmictseﬂl theramigevf 008 DB AGRA istniplohal.
gromh of primary and recurrent solid tunours of, for

ex Enlamném aetuESIuB AZeTky TaRYIbe dospd apeprding e kecyn ravtesder |

l ungs and skin. Mre especially
adm1ms§t{ﬁ gtag(?)ﬁg% %eat nments of the present invention are

ex Pee&thlOciSplamh may be administered as a single intravenous infusion over a

period of 6-8 hours at a dose of 40-120mg/m? every 3-4 weeks. Alternatively for example
cisplatin may be administered as a single intravenous infusion over a period of 6-8 hours at a
dose of 15-20mg/m? daily for up to 5 days every 3-4 weeks.

For example carboplatin may be administered as a single short-term intravenous

infusion over a period of 15-60 minutes at a dose of 250-400mg/m> every 4 weeks.



10

15

20

25

30

advant ageously the growh of tumours in col orectal

cancer and in lung cancer, for exanple nesotheliona
wapasomsssmal | cel | | ung cancer (NSCLC). More PCT/GB2005/001079

particularly such conbinatig E treatnments of the

|nvent|on are expected to I nhi bit any forn1of cancer

ciate EGFl dln a mul ti.pl e .
BPEpie kAl edioB ey Y B GiouS tatysiPh frgiaperiod of
2- 61&&1&5 8 L¥sB opﬁb&ﬁss&gﬁﬂ &REY2 dRekd ecurrent solid
tunmours which are associated with VEG-, especially

t hdke sizawbiheslophotdach rtlmra)ygwilmh mqlhlyedcfep tredberhpanic or
GF.for their owt h ncl udi for
ropbyaRil Beatingrs S PRt Loeae 16 Yl AP P itiegl depending o the
f I
hosttfeatelThe riEbPacchiilien pREMELERTiey bF B BER Rboted.
Accaﬂmghﬁthe apfiemin dfsaghimapbe detotminad by theqrackifioddrdha ixdreating any

pl ati num anti -tunpur agent, optlon%FLy th |on|5|ng

partlicalafr BRteHh, Fonrexamplse ey hegiecrisa|or ovieducsthe shove-
men At 20FE PR A A SBhEls B Gt gptuce ity

ar Radiogrirdpyaant beyadheipiraeniccontingicithé iiovwh practigs divthnical
and spread. The conpositions described herein may be
radigtherapy.oF g dasegastafdonising éadaaltw&d)mﬂrhesth%&tlmswn fpppse in clinical

bl
raci TR TSl B R R Rt ARRIa Pegie of v, Xoras,
and/BXAERIrBctes daliReYEfadRfios Blorf ta@fdisotdPes. POIIRR F6IR! of DNA damaging

injection (including intravenous, subcutaneous,
factarg areeahpslucﬂluécvd 1n| the presens Guveation suchrs wsicromjavepandsilNripladiation. For

excri S BfvOR e Gy ORS00k BVt Wt Soveks.
Nonﬁﬁﬁﬁmotﬁl‘ﬁacﬁ@ﬁatt@d d&dmini lﬁetlﬁ ad ﬁﬁgé 6643 ”E{n%lealﬁrg%r doses for
suppository or the route of adm nistration may be by

exarople Set0Gynparbé axhnmmte:redl hepartiofbacounse diyadiethempy! Single doses may

be a&rﬁlg{l%grrg gﬁ{raog Hde%rl’é”r\égzﬁ’g&egifa 1tot or errbo |errr+§g gll:llereby small
dosdsof fﬁ? gﬂﬁnlﬁ@tefgal 1{3%?51@90\%1‘ d9RA0P bFanle)/ for ex }i)/le 0.1Gy per hour

|ntr y, I ntralesionally, percutaneousl
ove11 ammm ofdsysy Dosagrcrah geseforsildioisotoptes apgrwidelyeaid depend on the half-
tratunoural ly. Preferably AZD2171 is i stered
lfe ot sptops thg eigicil 2R gDe ghizdition Sﬁ’éﬁ%%‘? OB ihe Aty cells.

na)ASlyta 16 SRIE ‘?rge slﬂa & t{i@ Hgﬁ%tf'eg&aﬂheﬁ?? WRich4s k&ﬁﬁred for the

convent i onal exci pl en hée ‘conposttions o

ther?” c@B8€ bt prophadticareatmhent ad v paitiagko dSbe}Se praswill edbessarilyrbet varied
osage form AzD2171 will normal e adnministered to

dep@dmrqntbp beow digatsdi tha rowde ohadypinistrg @realw thapeverigeok thp ifiness being

treatgg SSr%ﬁn?orH%r %/?tgg Igéarp[{ﬁlt c{og ge,a;g%y @é g&?gl{m{x{"% fﬁ%' %Itl’tlo{&& who is

treatitiyl dnydRgouldp phiiént! ﬂBﬂ@canfpl’é mnaymé ﬁecegbaeﬁoﬂde'éﬂww & reduce the
preferably 0.03-0.5ng/ kg is _envisaged and this is

abowomn@thnyd dosasof Hseaomnoarnty obthesembinatign freatmgnigiporder to reduce
sage formsuch as a tablet or capsule will wusually
ntain, for exanple |-50nmg of active

The present invention relates to combinations of a platinum anti-tumour agent with

AZD2171 or with a salt of AZD2171. A particular salt is an AZD2171 maleate salt.

tox1%1

In particular the present invention relates to combinations of a platinum anti-tumour

agent with a form of the AZD2171 free base.
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ingredient. Preferably a daily dose in the range of
0.03-0.5ng/ kg is enployed. Platinumanti-tunour agents
woreapshoee3gpsed accordi ng to known routes of PCT/GB2005/001079

adm ni stration and dosages. Eqr exanpl e cisplatin may

be adm ni stered as a single intravenous infusion over

a period of 6-8 hours at a dose of 40-120ng/ m. 2 ever i

3. SalelaZbAr T ofoR 3t P RS ABIBOS s v by Mg sutically
soocfiaBlo Nt Mg RS adhe Btledisbfil LAEBRIRolEN HopoR2P Cindis
pharttfactwticalld aycepabRrsdlis - Phanmedaiticdbyr acexstatk saltang fbedxiample,
~ _may be adm nistered as_a single short-termintravenqus )
inclydefagid alitiapesalty Pegh asy ditiosl sdfs mchidedor eamplejsalis with inorganic
or off i g e BB R AP ol SHAP R BsPhRhddbn hatides
or witiisupHufié o2plosplsticsacid, od wilthsieiflobroakid] cifo @/ m#lere\eeidy IR addition

weeks, The size of the dose of each therapy which is _
pharmagentically pesieptahls seliemap beforeed wigy ypoTaaatci & orgasia basptvhich

f a.particular dis e_stat ' e [ .
atto s LR Gt ek FRRCC AR Splids RBTRRARbigt Oponic ases
inchaffoNé:Ednié b Rlkal ehetd) 8al8 @VEH hd ¥/ sddliurh B pbiaksies Salp8hd gh alkaline

treated. Accordingly the opti mnum dosage nmay be
cartiymetal palhaghlay archleiunt ecmpghesivat sallo i s treating any

b agaet A e S Pl e RS hb o Bat sl RE S E i a2z,
in pa&ﬁ@ﬁl%ﬁ&édé@éﬁﬁé&%%&ﬁﬁ?mmwmm% in order to

reduce toxicity. Radiotherapy nay be adm ni stered

ac AdM 17§ maledth ealikmaybe pymdladsise@ gcdonding imibe phocesses described in

e ARl I AL 7 1
I gl Anl AN DRHRRY 238 GhrdebihmlRGAINAR f1W1c €Xanpl e the

use of g-rays, X-rays, and/or the directed delivery of

radi ati on fromradi oi sotopes. O her fornms of DNA

da ing factors are al go i.ncluded |n the pre .

| DR P RS RS TR b S5 AAY HEMORRFAI DS AT AL AP in

3 X tpﬁm&jcgﬁ‘ jth daily doses of
com??ﬁ%@%&?a@(%g%&g wee ?g? 5-6 weeks. Normally a
Huniantlahg Eameet (NSCLE@dkedogaftunddel (Cauioh t he range 45- 60Gy.

Singl e Ig{uger .doses,. for exanpl

addfthynicapdg mige g ijegisd %lleB@P%‘nggﬁ: ég%@/%gmé&wman tumour cells.

i ngl I nj ed. [ -

e R 38 TSI SE A ARREARL LR, - 35040
mmYn@rbustageaindls ¥+ aylo i grapihriraidntded ©gutavd ysiagletreatment
_a _period of tinme, for exanple O. 1%/ er hour over a .
withrigletin @rmerkg éntrapediegeallyfhpakon day agnaad@m%% o ffegtment with

e L e A S R
& &ily.Cah ladditibgal Sr@ipest abaMe (it 8- Kj) zeccbles bltenBasEion of

of each therapy which is required for the )
cisplatin and AZD2171, using the same doses and schedules as used for single agent

treatment. On days where animals received both AZD2171 and cisplatin the cisplatin was
administered 2 hours after oral dosing with AZD2171.

Animals in all groups are sacrificed when the control tumours reach approximately 2.0
cm>. Tumour size is assessed throughout the experiment by using caliper measurements.
Antitumour effects are determined by comparing tumour growth in the drug-treated groups
with tumour growth in the vehicle treated groups. Additionally, the effects of combination

treatment are assessed by comparing tumour growth in the group of animals receiving



therapeutic or prophylactic treatnent of a particul ar
di sease state will necessarily be varied dependi ng on

W b@sleess4 t reat ed, the route of adm ni strati onPErdBRIVS/001079
severity of the i 11 ness beIQ% treated. Accordingly the
optlnun1dosage may be deterrined by the practltloner

cispliia s bEDALLTSENp Bt B Ll s¥attirs gmal receved single

doned doses of the conponents of the

agmggﬁ%ﬁb P%n treatnments in order to reduce toxicity.
Th&tapisasa signifivaacd wanevahlatddasingn aertailedtwosenslé t-gest.
platlnun1ant|-tunnur agent with AZD2171 or with a salt
of Lhzmesits are@hﬁgrptm Eiguass ]sa&}vf\ft ‘is an AZD2171 mal eate

{

The g o Pr Rty it B B0 YR Uyl Rt Bk o Bt tho two

agexft@AIZ)DZfl 7LRS AZDZHglkg) raélé claplaein %hg&cg@h da¥ B2 lahllohmi¥atitiS)than by
i n pharmaceutical conpositions wll

elth?ﬂ%?ﬁa?é@lﬁqté%ﬁ faneosest abl e salts, but other salts may
be useful in the production of AZD2171 and its
pharmaceutically acceptable salts. Pharmaceutically
acceptable salts may, for exanple, include acid
addition salts. Such acid addition salts include for
exanple salts with inorganic or organic acids
af f ordi ng pharnmaceutically acceptabl e anions such as
wi th hydrogen halides or with sul phuric or phosphoric
acid, or with trifluoroacetic, citric or maleic acid
hi addition pharmaceutically acceptable salts may be
formed with an inorganic or organic base which affords
a pharmaceutically acceptable cation. Such salts with
I norgani c or organi c bases include for exanple an
al kali netal salt, such as a sodium or potassiumsalt
and an al kaline earth netal salt such as a cal ci um or
magnesi um salt. AZD2171 maybe synt hesi sed according to
t he processes described in WO 00/47212, in particul ar
t hose described in Exanple 240 of WO 00/ 47212. AZD2171
mal eate salt nmaybe synthesi sed according to the
processes described in International Patent
Application No. PCT/ GB2004/005359. Pl ati num
anti-tunour agents are commercially avail able. The
following tests may be used to denonstrate the
activity of AZD2171 in conbination with a platinum
anti-tunour agent. Human | ung cancer (NSCLC) xenograft
nodel (Calu-6) Athym c nude mce are injected
subcut aneously (s.c.) with Calu 6 human tunour cells.
Treat ment begins after 10 days when tunours are
establi shed (tunmour volunme = 350-400



mmB) . G oups of animals (n = 9-1 0 per group) are
random zed to receive a single treatnent with
wer@pheassyn (4 ng/ kg intraperitoneally (i.p.)) PCI/GB00%001079
of random sation, or treat n_gﬁt_ with AZD2171 (0. 5ngy/ kg
or 1.5nmg/ kg, orally (p.o.) daily) for the duration of
CL experiment, or drug vehicles only. An additional
——é’?@ép of animals (n = 9-10) receives a conbi nation of
cisplatin and AZD2171, using the sane doses and
schedul es as used for single agent treatnment. On days

- L. whé¥ss dhiZRL 19 | roe egihamuadoutidal pAERpTblevait thérsel exciudidd e AZD2171
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ci.splati . adm ni stered 2 hours after oral dosing
malggty Eﬂlﬁgﬁgi%_%lnm g tumopr agent @rtﬁia pengiagtusyehd medisgment for use in
the ORRCHOR® FaARhAgi i Radeeds

I!‘F}‘Sm)ur si ze is1 agé‘gsgééggé%“a{"%?gﬁgﬁgggﬁﬁéﬁﬁgg)ﬁf%ﬁf@% na
warmshlogdedainimarsuckeasahwmemt s. Antitunour effects are

determ ned by conparing tunmour growth in the

drug-treated groups with tunour growth in the vehicle

tr AGTINPS - ] fe of .
> COF’T%F%SH on It? s'r[; ggté%g%#ﬂag?@ug}si gé%é%ﬁ{?ysafégli%gc}fi XgufingsHAZD2171
malgutosdthanda phtngnauf-tehoarigehl ia themenyhaeed S @bdiPandii $or use in
AZ&)21_71 with the tunpur growth in the groups where
the pradyation of ap anti-eancst Aigecs ihywirtm biaadgp pniatad sech as a human.
Statistical significance was eval uated using a
one-tailed two-sanple t-test. The results are shown in
3. Fi §lse eSAZD2N01 3r a Phsrn@camchllPhcckhablow i
inhibited signifi Eant Iy nor e:p‘by {%ﬁe C(B)Eng}i{e?;%cyt@i%gﬁluglfllgtaﬁe/&ZD217l
malgaigsal g aplatappm rti-tameurmgeny. is ity keufacturecif sphaticament for use in

the AAIRE8 0P B ST B0 T AR R Moo b ngar el e Riim,

phar maceutical ly acceptable salt thereof excluding an
AZD2171 mal eate salt, and a platinum anti-tunour agent
4. i nUspiaf AGRAH ak oz phasmageutieallycanvepinble salt theecoif Bx¢lbding an AZD2171

odyction,of an i angi ogeni ¢ and/ qr vascul ar_, )
male%{eersﬁg’a%‘ﬁ 4 platinuy a‘&a‘i"ﬁ‘{j“%‘?ffagg‘t R ﬁ‘%ﬂ%&%ﬁ%@&é géeedigsment for use in
the pBotiR(iaS o ParhatiRRgiogenib/afd/ i - i
) phar riacgu_t i cal l 2;glmgf:néept aglf‘éagégl%gget}wg%belg%y rg%ﬁl%?fﬁeé:t an’
warnxplopded apralabsuch asaltumaarwhich jslbefrigritmatedntith fonisdy radiaa6h,

in the manufacture of a nmedicanment for use in the
production of an anti-cancer effect in a warm bl ooded

- 5. anysRbf AEPD1 S0 ﬂ%ﬁceuﬁfalffa%f:&;t%lﬁ%%%@%reg? F%Célilc}_]lrglg an AZD2171

phar maceuti cal Iy ‘accept abl e “salt exc
maleaZR2lt, 2bd mgllgatven s@ti-tumamdgant ph dhicintamifRaire of b ddicad@8Nor use in
in t nuf act ure o{; a nedi cament for use in the

the qud&a{"]@% PIA BH-canceraliect igpokamiblpaded animal sush s b hooee shich is

bein%ﬁgdriﬁdavgr;tﬁtﬁ’c?hégﬁ% gadg%fgggt aﬁi eU::I ?f t ﬁg%})fne%l 3di ng an
AZD2171

6. Use of AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171

maleate salt, and a platinum anti-tumour agent 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 any one of claims 1-6 wherein AZD2171 is in a form of the free base.
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mal eate salt, and a platinumanti-tunour agent in the

manuf acture of a nedi canent for use in the production
w@Rooan9zsss i angi ogeni ¢ and/ or vascul ar per nmeabi PCT/¢B2005/001079

reducing effect in a warmhlgqded ani mal such as a

human which is being treated wth ionising radiation.

5. : tically.. .abl )
o e R T o ol R ATE Ry it R Hmhr agontis
cisplatiat i num anti -t umour agent in the manufacture of a

medi canent for use in the production of an anti-cancer
effect in a warm bl ooded ani mal such as a human which

. . . it h Lonisi adiation. 6. Use of .
O polBTIR e a8 el Rl Mt B fe pRlnaiont epteent is
carbepletimdi ng an AZD2171 nal eate salt, and a pl ati num

anti-tunour agent in the manufacture of a nedi canent

for use in the production of an anti-tunour effect in

a d_ani mal. such a _human whi ch i s being )
10. U B e Pt 1 el Tl i g twgowpeent is
oxalipMtinpne of clains 1-6 wherein AZD2171 is in a form of

the free base.8. Use according to any one of clains

1-7 wherein the platinumanti-tunour agent is

11, nEeREAPRRT b Bieafivollin SRaliabu tgBhmanagure ofa mediament for

' useif BRI R -of bR antiRfi eaR Al 08 v&%ul%?}ém%%%{;ﬁ{t%%dﬁ&ﬁg effect in a

15

20

1-7 wherein the platihnum anti-tunoura
warnghbdoidpd animal such ab b huoee. of AZD2171 mal eate salt and

oxaliplatin in the manufacture of a nedi canent for use

in the production of an antiangi ogenic and/or vascul ar

12. PersesbA Y] r ' - b rm bl oaded ani nal
‘such asA%D%%Qaﬁl.q}é%{fgg&géé g}?élfg%f%}?@en%%ﬁ% Al talﬁ?r%camem for
use i sl prodwtion off an tiwb-camveriéfat i £waim-B16¥add am®N budholk alRiman.
use in the production of an anti-cancer effect in a
war m bl ooded ani mal such as a hunman. 13. Use of
AZBEI A PB t f Jiplati,n in t .
13. manuf afct ur%pgfﬁgégnﬂggﬁlggjgn%ﬁﬁlpg 0 j8 fhe thay %‘%brrﬁ&’jc&é’?‘?dﬂ)‘ﬁ‘mem for
use iothegmodaetibn b amw wiiti-Gfnf RE teffest iR a Wakth1bORASH iR STBk %sséjﬁtﬂnan.
as a human. 20 14. Use of AZD2171 nml eate salt an
oxal iplatin in the manufacture of a nedi canent for use
[ t f .an anti.angi ogeni ¢ and/ or vascul ar
14, O DSBS B BB A 7 Bl ez ot Amapigament for
use iisthe praductioh bh@NaManEdgbfic REd/H0vAsE QM FmBhtilty RS i
radilpati on. 15. Use %f gAZ(I:I)2171 mallgglte sgﬁlﬁgnrg&uéﬁéq&fmma

warmgoblapdas anitnpl sugh ase hwmeaw fvhichus being traated siibaomisingfratiatz.

25

30

use in the production of an anti-cancer effect in a
war m bl ooded ani mal such as a human

15. Use of AZD2171 maleate salt and oxaliplatin 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.

16.  Use of AZD2171 maleate salt and oxaliplatin 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.
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which is being treated wth ionising radiation. 16.

Use of AZD2171 naleate salt and oxaliplatin in the
worenwsogass4ur e of a nmedi canment for use in the predUGBR@S/001079
of an anti-tunmour effect in,a warm bl ooded ani mal such

as a human 30 which is being treated with ionising

radi ation. 17. A phar.jaceutical co 1£1.0n which .
17, GomrEBE ks CoRpOTROL DA KAPP) bt Apiampageutically
accep@ble shlf %&Qf_eﬁélﬁhiﬁ%‘aﬂ%ﬂm PE Rk TR 8l S X?ﬁinhgl AftfnBhour agent,
atinum anti-tunodr agent, in association wth a
in asphaativaceiti & phirmacadivelly atreptablecixpipeant oocarder ri er. 5
18. A kit conprising AZD2 171 or a pharmaceutically
acceptable salt thereof, and a plati numanti-tunour
ag » » X
18. 3Bt ookbridh REROR71 6f o bMERAARUAN ARoReoBRalt therco and a
platigfrheati-tithod agent bl ooded ani mal such as a hunan, which
conprises adm nistering to 10 said aninmal an effective
amount of AZD2171 or a pharmaceutically acceptable

sal,t f l,ud A -
A Y T ——
redudifip Yffbct@h advapmalbodud amivhal-suthidd hage) twhicDeconfprigel B@dinistering to

_for the Fro_ducti on of an antiangi ogeni c and/ or
said grigwl b piiprivaeaisunt eSAZB2 1 Hoercd pgeagipallyracgeptable salt thereof

e AP ATRL S e TR B, SO amouns

of a p¥aERdM hn@ltuRo faceutically acceptabl e salt thereof
excludi ng an AZD2171 mal eate salt, before, after or

simultaneously with an effective anount of a platinum

20. 3 iR KB PP S slingiEangloefie AR Pesteapior
reduﬁi%%‘zéffggclin AGERMIN108dddunih Al sitH & PhurBhR RGOSRk ﬁdministering to

isin aformof the free base. 22. A nethod
said agioed an effedtive ampuohef AZD21 i orsa pigurdacentieallyi asceiteble salt thereof
.atin j -t ur .2 ent is oxaliplatin., K 23. .
exetflf B ALY htalER S B it o B s e ot With @ afffetive amount
ofa %ﬂéﬁﬂ&g%ﬁnﬁmwggeni B orBAERY of ﬁnﬁ'ltﬁn?éo%&lgﬂvit}?& Etfectifle amount
thod according to any one of clains 19-21 wherein
of iohisengphdiptioum ant i -t unour agent is carboplatin.25. A

nmet hod for the production of an anti angi ogeni ¢ and/ or
vascul ar perneability reducing effect in a

21. Wam&hg@ Q&%ﬁﬂ%{ﬂ%ﬁy £8 0 PHaidh PO WRBreitRZP 1$P IR aS68n of the free

admnistering t
base.

22. A method according to any one of claims 19-21 wherein the platinum anti-tumour

agent is oxaliplatin.

23. A method according to any one of claims 19-21 wherein the platinum anti-tumour

agent is cisplatin.

24. A method according to any one of claims 19-21 wherein the platinum anti-tumour

agent is carboplatin.



said animal an effective amount of AZD2171 nual eate

salt before, after or sinultaneously with an effective
waems9238f oxaliplatin. 26. A nethod for the pPOTGBR2I0S/001079

of an antiangi ogeni c and/or_syascul ar perneability

reducing effect in a war m bl ooded ani mal such as a

human h cOo dm n| st.er| ng
25. of POBFITDA ‘BgaaTor o ept A i S ke Y."?‘as DBl
redl.fa{n ffEHi fangaksbibontd Misal &ichas hihvan WHiRh Fnses administering to
i platin and before, after or si mul t aneous
saldaammﬂfaacﬂfﬁevteveaammmt 0B AZIDGAT & inadpatelidiefasn, after or SlmultaneOUSly with

an effective amount of oxaliplatin.

26. 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 maleate salt before, after or simultaneously with
an effective amount of oxaliplatin and before, after or simultaneously with an effective

10 amount of ionising radiation.



