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COMVBI NATI ONTHERAPY The present invention relates to a
nmet hod for the production of an anti angi ogeni ¢ and/ or
WO am60bmss perneabi l ity reducing effect in a  PCT/GB2005/001089
war m bl ooded ani mal such as a human which is
optionally being treated wikh ionising radiation
particularly a nethod for the 5 treatnent of a cancer,
particularly a canCOMBINATIONGTHERARY t unour, which
conprises the adm nistratigon of AZD2171 in c¢onbi patjon
wi th¢ peseatiamentingelates i p msthadfog te Pé%fiwagp pf gy antianglogeme
L . .
andiof STRLLT LRIy bR oo B AP SO BR AR s o puman
whicligtdpgidnslly beiggiremed with ienidingradiaionapdrtiedlatip dyndtyod for the
therapy; to a kit conprising AZD217]1 and a taxane; t.0
treatrens 08 €T, AZHIEMIEE VA RDETH YA HES Aol BTG ich Gpgipes the
acmiff FidlE EATE L RSPt vl SLARI Pilyfibodfical composiion
compRisiBCAZDD1 A Ml Afakhred tedcanbin@ionsprodud somptising AABE 161 and a
is optionally being treated with ionising radiation. .
taxanRdpimse ina g efsreatmend p& 2 AHMRRHH ARiEIY by oy theragy; to a kit
varije processes.. i nel udi ' .
compBisc ¢ B3| THRERRRER; L B UL AEARDRT 1PHE ERUR APk facture of

a medieRhOHUSE h3¢8n Ui prodsdtion df anasiesiclogbhie a@d/op &hsealap gerasability
angi ogenesi s has been associ ated with di sease states
reduding ¢fifietit iya viaahdoasied enimad peahag a }p@@p‘m vikich is eniipmally being treated
.hrheunatggﬁgarthritis, at heroma, Kaposi's sarcoma and
WIth PR RS Fan et al, 1995, Trends Pharmacol . Sci.

16Noradal 8Rgio et kidPilays 48 Hhaporbtiat 1€ idvie dargdty 6f frocébfesindiuding
Alteration of vascular permeability is thogght to play.
embrgomioldevélopthetthwnendisdaling andsavinsl eernpenenprpfidepisgerraductive

funct%%g : %c%glsrglél%} lg!%tﬂglg_g%g];/a%gﬁ{ ge@%bs&lag %gm %E%,%gcgﬁ%ld r\}vq{hocgyeageostates
inclu%ﬁ%lﬁé&%il: SectRpLE! soiligs'is,l%%e%%ﬂéumzﬁ@iﬂ%rﬁﬁitﬂ@%tﬁﬁ@ﬁb} Kigsosi's

In vitro endothelial cell growh pronDthg
sarcomed and HagrmaagientagBan etodnit996 ] Brgndniharaiaee); Seicl@isd -G &olkman, 1995,

basi c. fi braobl ast growh factors (aFG-,& bE d .
NatuaSleticite 6adot e AR ShY froaLPOTIpOREER tiaenf fiiga rolein both
i i C docrinol
R I R R

133:180©-8BAEF Senges et all 2993y Elayces ped MdtastasizRevievsidoi(3edidl Several

cel | s. 25 Recent evidence indjcates.that. VEGF is an, ..
polypepsiges wih i Yitlfﬁ_ﬁngp@,eﬂ%}fcelg SRV EFORPnE P Uy EB:Y%%‘?GB Adentified

L RN By gh 30 GBSO Db Syt

growth ERtITENEGE 6 By38rtlSa) thardtricksioaxdpasssipa ofitabédeptoys, the growth factor
(Connol |y et al, 1989, J . Biol.. em 264; .

activaty@f ¥ 1 pontpast ’@gtg@ﬁ of ﬁlgqﬁGE,g@:te%}tv%ﬁpsg}ﬁc towards endothelial cells.

Res BTN S=Plp TFOE L P SBREbing: l
pathSB2icaBihglsbbn&ddJakeman 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

characteristically consist of an extracellular ligand-binding domain connected through a



10

15

20

25

30

Receptor tyrosine kinases (RTKs) are inportant in the
transm ssion of biochem cal signals across the plasm
woresobogases of cells. These transnmenbrane nol ecuP@BEGB2005/001089

characteristically consist of an extracellular
| i gand- bi ndi ng domai n connetted through asegnent in
the plasnma nenbrane to an intracellular tyrosine

segmkntiasie plasna memﬂsmmm gn dxttrdcb]@amdytasmeﬂmase dephox Binding of ligand
results in stlnul t.ion t he receptor-associated

to thg SPP%PW@SWS%%‘H& ipg f &ue\mqeﬁpr'raég)%gat% osine kmase activity which

s SRR B SRS RO APyt

moleCllﬂaan gEisest bhdngtosi tpﬁ)smeqﬁlpmyylaﬁommtlatﬁ 4 sighadlimg cascade leading to a
gnal | i ng cascade | eading to a var,i et |l ula
variclSealsHulantesnepsem Lo dalf atdsist MAFAR SERcy R SRS, defined by
|
amin SOATLLL 2oL E KPR L DRSRD I et

compfsed b tHeymdiler tyeihe kyndsh eecbptos Hlt- k Galdoyrefestedeo ks N&€HR-1), the
receptor, Flt-1 (also referred to as VEGFR-

kinasejipgaledontpi-pontaigig IRePitT: KR (poreteast & as KB?%FBai! gpFlk-1), and
anotlfef K55 kg t}&gsﬂg‘kl}{gg: IRC%)'[&I FlElK o gse%ﬁ%é&%iﬂgg@’lﬂ { fd KDR,
yrosine “kinase receptor I't-4. of these rélate

have BE&S shoflrt to |b1rﬁDVE@Psz1ﬂhmgﬁ apfeity FeoVitiest cd ah)ilg6e2, \ﬂiﬁﬁcwaﬁﬁt 989-991;
high affinity (De_Vries et al, 1992, Science
Termgg @t 891992, Paddhgrn. Bionhys. Resggompy. ae%rﬁWBl%@ny%%) RBipding of VEGF

to i FRisp e Spbed ing it col PR B8 Rl B8 in e
tyrosaeSHobpHoedatidr f1ataH anNgdtldr prétbi@s biyd edéinm fluxes.
phosphoryl ati on status of cellular proteins and

caVEGHs ﬂlk@X simuipsdpr yascalopaesisapdangiegenssis. This cytokine induces a

vascul o IS an
e R R ]
and ﬁﬁ‘éﬂaﬁ&[ odridf @ibBEquRAt offaRIsBAGE o€ )¢RIE 36 iferh anchpillgy atbeoKeck, P.J.,
and subsequent organi sation of cells to forma

HaussnpSD.aKyivi.uGe Saeok K.pWarrgmBeFeds, B, and Gppnolly, D.T., Science

vaGEE Bl 5 SR8 g 08, E° ki, BB, e, .

Hast%éal@?![ eANKChiMes sFﬂ tm%adsa R B55: 282inenos; ﬂpappéf;\M $., Montesano,
,and Char ST., M crovasc. Res. -4

. 2,
R., Msmﬁpltavewelorcms and \Barsaldiadd)., Enzyrmﬁ’mt@mt é9 @&162 1996.). In

addiogs VGE il S5 fank e s Rermbinty Tk HF g iopman - Clatty
K.P. ﬁﬁ@lg?f ﬁ&fd?%térliyaﬁﬁa{g%k D.R. Elnt &%hn%nergylhnmund 107: 233-

A., van .
235, 3@8GeBatef). RQ., Hlemlki RAIr,cGurrjAllFErglyd Wuﬂhmm B. Jl@hys121331~ond) 533:
235, 1995; Bates,
2639741 ? p@mojmgprfwaspn F%ﬁ%ﬂamir-p%@é%i%@%‘}lre zvabcbla}r network
I errreable i mat ur e
whiIOURAGAR LI OReRh Sudpatsper bl e, |
paltial begincshbwanlyitageévetvnsof KR hbse irerifichwn prdmote all of the major
activation of KDR alone, is %tlfhfi_ i ent r.onot.e ? d 1
phengfypigiespaIs Yt Op}ﬁ%ﬁ&lmuém.gﬁa glial cpll profidgration, dpigeptgp, and surviva
AR L
Wallelvbatgér, J. MugL@tlﬂHHﬁ MCheLMpmaﬁzW eRhiies, MA.Rziha, H J and Dehio, C.,

EMBO J., 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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Wal t enberger, J., Augustin, H G, Zche, M, Lanz, C,
Bttner, M, Rziha, HJ., and Dehio, C, EMBO J., 18:
wQ@oBs5072885 1999; Zeng, H., Sanyal, S. and Mikhopemriayagns/001089
D., J . Biol. Chem, 276: 32714-32719, 2001; G Ue, H.,
Kowal ski, J., Li, B., LeCodter, J., Mffat, B,
Zioncheck, T.F., Pelletier, N and Ferrara, N., J.
Bl@hnazﬁhﬁﬁdeméh?@es BR2R -aiif‘Zlﬁﬁ],bﬂﬁﬁsOﬁ)VE}i}F maxzplor kygosine kinase are
derivatives which are_jnhib

describpl i e RROREL B S RO PTG iR PR P ZRR71 i
A |
L

indol 5448 1y)16-ngetitbxly47(3-@rroki@inrieyhytop bt quinhzoline:
5-yl oxy) - 6- met hoxy-7- (3-(pyrrolidin-Il-yl)propoxy)quina
zoline: AZD2171 AZD2171 shows excellent activity in
the in vitro (a) enzyne and (b) HUVEC asgays that are
described in WO 00/ 47212 (pages 8018 e AZD2171
| C50 val ues for inhibition of isol3g R
and FIt-1 (VEGFR-1) tyrosine ki n@Se
enzyne assay were <2 nM
AZD2171 inhibits VEG-- st ed @Ndot hel i al cell
proliferation potently (I gl uejof 0.4 0.2 nMin

the HUVEC assayyp~Bu"dog MNAT bit basal
endothelial celljproliferation appreciably at a > 1250

fold greater concentration (1C50 value is > 500 nM.

The growmt h of a Calu-6 tunmour xenograft in the in vivo
solid tunour nodel described in WO 00/47212 (page 83)

was i nhibited by 49% , AGB¥and 91% fol | owm ng 28 days

of once-daily oral treatnment with 1.5, 3 and 6

oA KDL 0 Al sk édllane sgiityiin dheyin (vitts @) e@aymmdk(be@DdiC assays

e sg%%gg@&wm&ﬁm%w%% 057 e 0N b ion o

AHdWifss bRk n the enzyme assa
ISOIa{EBt ern t ion wgatdceﬁr?f?l‘gg%aﬁ ?nosl\lo PCS:T / 6821(1)04}[1 0065%5 i’

wereG@SViahe S AY DR rédpartivelst AZD 1171 andbisd MESS- stimaxlawcz Badorhielial cell
nmal eate salt may be a plled as_a _saole therap

prolifeniomen b1 walye okt G2 sl B /1 does not inhibit

of ot h
vl SRR oS S AR, 23038 e\ GPspmion 1C
valu@fs@ s, T Hé/\QoQ@.l/l 723N 6 tdrﬁo@tx@ﬁ@‘aﬁ hathe ¢1®ﬂﬁ0l$ﬂli6 tumour
t he |nvent| on: "may be applied as a sol.e therapy or

modmi‘agescnhedlm &V Oi00/44a R (naga 88 was mbilpied i 48% ,1§8% and 91%""

gCtivities in the
nd 5 2|nM gespectively.

ol iR S bR Sraer bR R AR m1

20

25

1o, BT1RY J0a0 CREStailSE e AZID2AT1 B@PRYeatsBown to elicit
reSp%\r%@lry{l(gtratl on of the’ |nd|a{/| dualgﬂ)] onents of the

broal-spedtmenant-tiADdWD QL UVIRIA atrhiege aforedeimiollowinesancpgaily oral
exampl es of such conjoint treatnent including surgery,
admingiiaiPer apy and vari ous types of chenot herapeutic

a9ffilmational 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 taxoids of which Taxol® and Taxotere® are named.
Tn 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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thereintveithpethertrratrente will produae supresipgly bapediciy

Nowhere in WD 00/47212 is the specific conbination of
AZD2171 and a taxane suggested. Nowhere in WO 00/47212
walomws/ 091385t at e t hat use of any conmpound of thePCT/GB2005/001089

invention therein with other treatnments will produce
surprisingly beneficial efftects. Unexpectedly and
surprisingly we have now found that the particul ar

way of EROUARandéEE) tddueutigidrisepacaterbimatistationiof theangiardupabesingronents of
sel ection fromthe conbination therapies listed in WO

the r@gng®212, nanely with a taxane, produces significantly

b s t : : &nt includi
oS ERIZ R dosF D R pesife Bapi Pt oA desRf including
surgeM, Fadicthdrappifl wireds 6@ss 6f driroiterapchtic bgant.er ef fects on
solid tunours than anéﬁpne.of AZ%%}Z%thggﬁ i?{aqf
usevheremaW O/ #1213rs Ere speqilie campipatio 24f1 and a taxane
tment of the present invention include, but are

trea
Sugg‘3|§1t8§‘lim'ted to, anti-tumour effects, the response

r a{fvhekdB WOBY/AT2 1D ERa fetan gt eeifany andpoire ofube/inveartion
rate. Anti-tunour effects of a nmethod. of %freat ment of
(=

i ted to,
i ghi bitiop of,tunour gr
- daiesbet Sl B pitFBiTpe S ot ab Tq RO BalELBY compound
AZD}17BsE@ i &ahiswkttorokith W Feticulan selesioa thiopm thefcotnbéaition tierapies
sl ow ng of disease progression. It js _expected that
listecvih MO0 B chantely wathtariarme dirodyses pigaificantly brfish £itess than any

) 0 d.t bl . i . . .
one of ADREHG! GhEE sipRafe 4 AR REHieRRH BRI RE ifechifTRAtion with a
taxan%#ﬁ%%ﬁf:es § ki fl Aty e O frdctsas S5BA tumbink thknetiyo@e 8AAZD2171 and a

as neasured by, for exanple, one or nore of:
taxanelwsedaloent of the anti-tunmour effect, the response

O R s e
not 1ikﬁ{%att6'%¥i-tﬁﬁxo\ﬁ{eéf‘fec@s§ tiid RGN atd thettiché td digeadt fRAARsion and the

ccording to the present invention there is provided a
survinsltrhied Afndirtutroer pifedsicf 2 mathofl of treatmentefthe geasent iayeation include

but sigar BRSO BAMBR R O LR O Rt GG B Ll seresggn of
tumoig@éq 8ok ﬂﬂn(ﬁﬁ SRtds@tifRo RBroRth BEfuntir aRERLtIA of treatment,

or a phatmaceutically acceptabl e salt thereof,
slowhgfdideseaselpregressiors i lnisl expedediblaywhin amethodfof dgainyeat of the present

~amount of ~a taxane. According to the present.inventi

invenifgria S SO ATREIPAT ABFA AT AU B o "oatment for
ant i i l Gt ' | A&t e biddvcs AeEdcAGis measured

cancg it ‘é@togllg%gsgﬂg/ar m I’g%%e ani(ﬁéﬁe%ch asba hlcman, whi ch

by, f608RRipEs Sn@OFIndISt e thereytenooBthi dntiimmeur effeck ticaosponse rate, the

time chgilégésn g;%%%dﬁéalarg&g&g%; i#fﬁ-q?ﬁ%lf: gﬁ%&gﬁ%lﬁ&l f?rophylactic
Uea@%ﬁ%&e&?&&ﬁ{a&rﬁéﬁ‘;&f Msﬁﬁgﬁgé’aéle.y with an effective

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

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 AZD2171,0ra
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According to a further aspect of the present invention
there is provided a nethod for the treatnent of a
W@ 2006923851 a war m bl ooded ani mal such as a hune@T/GeRi08/001089
conprises adm nistering to said animal an effective
anount of AZD2171 or a phar¥mceutically acceptable
salt thereof, before, after or sinultaneously wth an
pharrgideati¢dllyecespiubid sadf thered boahelingacAVIRNG! meleatefsalts before, after or
~ aspect of the present invention there is provided a
simuliggiequdly Math 2 ePtﬂ\é‘a%nPl‘?éH’ttogPtaé‘aE%ncer in a warm bl ooded

an _ : . O
o i
the trBfiaieABeRAdancal ih ¥ vasmelfibedddeandmbltsutines #bfimen ovhich cgmpnises
AZD2171 mal eate salt, before, after or simyltaneousl ¥
admipjstering o a4 aimal an gHerlive agrougt Qfa&%lﬁélﬂﬁ@(?gi@?‘ﬁ@ceflgc%l y
fur _ . . :
s PALGRAOE SR, PP LB TR SR PURBIEufunt of s
| NXedovding tda fethefladpeinfithéd prefend@iveniidrotherds aruviddd ssmethod for
as a human, which conprises adninistering to sa}ild i
the trgafinrent obmcasperdn piwamEpleodad aimalsneh 29 a gyngn, which comprises

.pharmaceut.i,cal | y ac | e f :
oSS LS AP By
accepitaNBRAL thAFLPE-INEnE Bn AZDITN efial@sPett befbrd, hfterurafanitancously

_invention there is provided a method for the treatnent
with g effedtivecirounheicd \kag- a sol id turmour in a warm bl ooded

ani,mal .such as_.a human ich i L0 '

gL R v
the tRoBMARE LY Edredl Vol apeodialtemedd ih athaheblboguiCinidangch s a human,

AZD2171 nmal eate salt, before, after or sinultaneously

whichicompeisesefdfratisicving tmsnichaniofal an effscsive amapelocdAg21d ¢ 2

pharigReRR Gl SR ool BB eRPB AR PhngRabghBlis wifh an effective
amo@?toifglagiagg.eni c and/ or vascul ar perneability reducing
e

fect 1n a warm bl ooded ani mal such as a human, which
c oApcdrding tad firthes herechef the peeaérd inventien there isipreddedamethod for
ampunt of AZD2171 or a rmaceutical | y, accept.ab
the (EARIER RGP 68T BAPSREE < SPHP DR B i TSRSl 5 el fichs  buman
which!dofplis¥eadIRR M in ko Saidl aXANE an WTEHRE AndEGRLHTAZDDI7 18 or a
taxane may each optionally be adm nistered together
pharitiat dutiaalphaoceptella salt thekoof axdedingbh & Z8X2i7pinesleatepalt, before, after or

. carrier. According to a further aspect of the present
simultageayslyorith eeiéeciive gmgRidd X408t hod for the
pr | fﬁn"ﬂga I POOIHE PRRLS iRNMiBH tHAST\PréFided a method fi
pe%grg%g#r%ir{?g re 5??‘?%92%?’8& inla vvalrm bl ooded 1aeni2rlr¥_ar1e e
the prodittian ofiamantiangioghiic ind/ormpasceles percheplilityt reduaige eldect &0 ¢ warm-
animal an effective ampunt of, AZD2171, .or

a ., . :
bloogeharaebiich @& hymaecpich sPRPEsssAdmIFEdRe eeid gl gheffective
amoé%t%%%ﬂﬂ or a pharmaceutically acceptable salt thereof, before, after or

simultaneously with an effective amount of a taxane; wherein AZD2171 and a taxane 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 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 excluding an AZD2171

maleate salt, before, after or simultaneously with an effective amount of a taxane; wherein
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mal eate salt, before, after or sinultaneously with an
effective anount of a taxane; wherei nAZD2171 and a
wo 2008022380y each optionally be adm ni stered t oPEt/68r005/001089
with a pharmaceutically acceptabl e excipient or |
carrier. According to a f urther aspect of the present
invention there is provided a nethod for the treatnent
AZD2F7 laandartexaneinmeyeeank pptidrially be ddwiristated Sogsthea svith dpheamaceutically

ich ¢Qq r| ses, adm ni stering to said ani mal an
accepéef SEEGR é}%ﬁr‘ﬁ‘cerof AZD2171 or a pharmaceutically
ACLEBLARS B %Eﬁ%ffthebﬁéééhﬁmvéﬁﬁ&f th@lre is prov1ded a method for
simultan ous an effective anount t axane;
the tredimient of aA%Eer'iﬂ aamimdolbaiedlwlmd)sudaad‘la b\pnam rwal11¢lyccmonses

adm ni st er, dto ethrvvltha tlcal
admuag@ggg s ective e@,opp@&a %g qur?d)}iaﬁ-n%ceutlcally
accepftéﬂ'lé ghgf tg@rt%BF GOE IeO ﬁﬁﬁéﬁeohﬁy SR z&%ff&ﬁﬁ@th of a taxane;
provi a ﬁet or e treatnent of a cancer in a
whersiarAZIN aded aamxmlmaswabh aptienally e administeted cageprer seth a

adm nistering to sai.d animal] an effective anpbunt of
pharmpgaopticelly ageepiablh e ARIER A CRISfy accept abl e salt t her eof

exgly ? 1 ﬁé&l@? %%)%ctrfﬁlt Rscfldventi&t ﬁ’i%f‘e* is gfc;v?ded%rmethod for
si ‘A an ously W an effective anmount t axane;
the trefigleat of £ednddrid aavaimablbad@alrmmﬂwuehaha hminamrvdhblycdmpnses

adm ni stered together with a harmaceutlcaIL }
admlal@tse@pgé%ﬁaédéwm P tfecsive arronpest AAPELEdioRg P gmgecutically

h
D

with bR ¥EbtveGnibus Pl HiakaiEpwheleih AZDa1 M bhds thadnamiyreichsiptinally be
as a human, which conprises admnisterjing to said
admlaxstemi togpther Witk aipharmaseifivellp rocspiablpreKcipieny or carrier.

‘g%(i,o <g1pg ic!? %ﬁfljflgeﬁ gé: &6 tﬁﬁé f}ﬁgeg{rt] t1ne Egérfﬁ{%e 12%0%@& afmethod for
the t&@tﬁ%‘ﬁ?of yoaiced 1ﬁv&3ﬁ%]a7s'bha l‘ﬂﬁ!m&uﬁ iaparanivelpoéaldnimal such as a human,

optionally be adm nistered together with a
which hampawmmeyma&wi amal @k@ff?ﬁtlé(ﬁ mepniefrA41az171 or a

M e S

amonf'6¢ & Fcax'aﬁé! q}vl’{érélﬁ A&DPI |71 Chnl ARkHne lnlihy&bam bptidHallp Be ddministered
ani mal such as a human, which conprises adm ni stering

together wﬂhdphamnmbumllﬁfaﬁ@ptalblﬁeexammor GWMD2171 or a
euticall acce | e sal.t. thereqf
s s vl drect yas peseppisntph ey g fthod for

%ﬁktﬁ‘ﬂf £EhRet inv8l tidehmBut AeARSim-vlveded ﬂnﬁﬁmﬂzﬁhs a human,
a taxane nmay each optionally be adm ni stered

whloh@gmpnees adintihisterink 4o sad ennnad: an bifeciiveaproabt ef A4PPpilent 2

phaq%%géﬁég%zggﬁég@%rsdlt g%gqﬂ?’ag u gﬁ%ﬁﬁé -n&egfate saeit before, after or
s1mu?tﬁﬂ%%§18rt\*fﬁ5‘ beCive QfﬁBﬁh Al 1 viheRln AZD2171 and a taxane may
eutically accepta e salt thereof, and a taxane

eachi dptlaﬁalgdm eddniniswaréchtogethbrawitine phamraabut;caﬂsz eensptableexcipient or

excl prent or carrier.
carrier.

According to a further aspect of the invention there is provided a pharmaceutical
composition which comprises AZD2171 or a pharmaceutically acceptable salt thereof, and a
taxane in association with a pharmaceutically acceptable excipient or carrier.

According to a further aspect of the invention there is provided a pharmaceutical

composition which comprises AZD2171, or a pharmaceutically acceptable salt thereof
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According to a further aspect of the invention there
is provided a pharnaceutical conposition which
W@ upn9ses AZD2171, or a pharnaceuti cal |y accept®BB2005/001089
salt thereofexcluding an AZD2171 nmal eate salt, and a
taxane in association with7a pharmaceutically
acceptabl e excipient or carrier. According to a
excludids bR AT IBINE Glal@he s ait aaale innwemidtion witiea phdrsiaceutically
provi ded a conbi nation product conprising AZD2171 or a
accepiahkerepraipeant predrfigr. accept abl e salt thereof and a taxane,

fqr use in t hod I . . j binati
B e
produbf @%EfMsidg WEDY 1 DiNort dsHaembceuficdlyi adeebtable satbiheeeol aml a taxane, for
_product conprising AZD2171 or a pharmaceutically
use inzcmethod bf weatmlent afifdiuserm o aainalibegy B hemsy171 mal eat e

salt, and a ane, f in ; ’ .
ooy b AL e B R haEl A e Dbination
produbtédniflsiaSREDL1 DI orf DihapiasNitaliynaceetitsla silhteeeolf sxcluding an
provided a kit conprising AZD2171 or_a .
AZDHFAmaesesdlt ahd ¢ taxeoefortsedn 8 arathqd pfitesgimeny o a juman or animal
%aggne. According to a further aspect of the present
body prieHPYon there is provided a kit conprising AZD2171

OfARo Mt@%ﬂh&%};&d{ ofefeqRéshl @vadion théieiembvided a kit
excluding an AZD2171 nal eate salt, and a taxane.

compAsing AADZ] 7 @r a phermidventicadly aceeptable 1t thereels ard 2 H¥aRE i on
th 1 ? ed . g . _
orisiepidine Bt asfest of 1 R i ol eR Vil ol
| i ' oif exeidi D2171
compﬁglp%%@g)cfr%chﬁhéa@l&%@&afptdbl@saﬂ&ﬁ% aeludigtoany e

tainer nmeans for containing said first
male@t@shls andathxdosage forns. According to a further aspect

of the presepnt inventi there, is provided | .
COMSPIT G- By o1 e BTN RRT Pesnt rotided it
acgeptable salt thereof excluding an AZD2171 mal eate
comp L ) . .
salt, ina first unit dosage form b) a taxane in a
a) AZIBIIGN Gr uphtrntosetipally acerptabiusali)theeefiniafust ynitdnsagoiorm;
cont ai ni ng gai d first and aecond dosage f orms.
b)atmﬁwsm@ﬁﬁgmp “&“ﬁﬁﬁﬁﬁé?n%§ﬁ'ct_of the present invention
c) coﬁtﬁﬁ{elenfe&ns%i)&?r&iﬁﬂjr% Sid! iSO seSdrdCosade 42171 or a
pharnaceutically aCceptable salt thereof, together
Wi Adtodingar afuzthiet aspatt of thepregnabiventéorcihpiedn prayided a kit

carrier, in a first unit dosage form
comprising:

a) AZD2171 ora phmaceutically acceptable salt thereof excluding an AZD2171 maleate
salt, in a first unit dosage form,
b) a taxane 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:
a) AZD2171 or a pharmaceutically acceptable salt thereof, together with a pharmaceutically
acceptable excipient or carrier, in a first unit dosage form;
b) a taxane together with a pharmaceutically acceptable excipient or carrier, in a second unit
dosage form; and

¢) container means for containing said first and second dosage forms.
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b) a taxane together wth a pharmaceutically
acceptabl e excipient or carrier, in a second unit
welomage23gdrm and c) container neans for cont aPei/6§2005/001089

said first and second dosage forns. According to a

further aspect of the present invention there is

provided a kit conprising: a) AZD2171 or a

PAREMBERUD aFalther agsecepf thb peserlinvantion dute o videthykidn

AZD2171 mal eate salt, together with a pharmaceutically
compFIBEpt afbl e excipient or carrier, in a first unit

e [ . '

o) AZERE 7RG L BT Balb PSR S IE Iffeol chéluting an AZD21T! mefente
salt, tSRERR Fith phed@scgtcdllyractemaide ejcipiont aicagier e arfostfumit dosage

contai ning said first and second dosage forms.
form;According to a further aspect of the present invention

there | rQyid . . .
0 5 PO APl SRR s i g end ni
dosagk fornhl@nfenuf act ure of a medi cament for use in the

production of an antiangi ogenic and/ or vascul ar
c) ComangﬁatﬂnSifﬁwmwu@g prjd irstend seaong dasasiBoded ani mal

suc a_hu . Accor di : :

oAegefiing o e 68 PE el inl Mo Rherd 3EY 000 el of
AZDPI71%rRaRER 03 absepattegilithtreofaidta takerednthe manufacture of 2

~excludi'ng an AZD2171 mal eate salt, ,and a taxane in hfa
medicnarent fortuse @ the produstioreeirayAntippEIogRNC Ml/QtH@s ?f(ﬂ?gfl?%ﬁ 1ty

; i ib6 peod 8
reduefig e L ek DorRe el SRR, Fol "Cuch asa

hUQRBrdiAs f0f Sikther dsPect of td fiedentimpentionathereliepjoraisd tite use of
invention there is provided the use of AzZD2

AZD_bﬁHItr ogwqﬁunh?autigalhmsqw%¢ galisthpreof ereclushing a‘h&bﬁ 2l Hpieate salt,

I N e nu t i i

and a5 8 PO g AL P P aBlenoy B e Rt e
amialg@b g%'ic SO \a&@mfyéﬂﬁéhbﬂﬁ?%miﬂggeffeet ia o warihBloodsaral such as

e present i1 nvention there is provided the use of
ahunefD2171 or a pharmaceutically acceptable salt thereof

excl udi.ng an D2171 | eate salt t: '
e RRoRPg I B rpar cantrordl mhsalH it pRRGic g % of
AZDth‘&hﬁﬁgdma@é%@éu et gfible Baltheriolmuil oestesk artheralansfacture of a
as a an. According‘to a further aspect of the
medipiraae or usehe theippoductien of s angi-ovicdeeffachtn a/warmgblogdesp animal such

or a pharmaceutically acceptable salt thereof and a
as augdhe in the manufacture of a medicament for use in

thge r{l}lqg 35 gﬂﬂﬂf& adcBdtithe pre8TM inRhfi&E thetdlis provided the use of
war m+ bl'oBded ani mal® such

AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt,

and a taxane 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.

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and a taxane 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.

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 taxane 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.
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as a human. According to a further aspect of the

present invention there is provided the use of AZD2171
wo@ro0o&/opt3ss maceuti cal |y acceptabl e salt thereof PCT/GB2005/001089

excl udi ng an AZD2171 nal eate salt, and a taxane in the

manuf acture of a nedi canem?for use in the production

of an anti-tunmour effect in a warm bl ooded ani mal such

asAecondingin Afotredaspgettaf the pmsdnh ervenpethereds ptdvided a combination

resent .invention there i ded a co
treatpirg SOMBHE DS A a I RO L RTRCTS A A 171 br a
phanfaceRiCAINTcRAINL sl ECPE bhoRly R pRk TRACY Db Babdbtically
accepfiiide mrdpishi eadatrjerpanclethe sibiudtasocns piequdntiat ocseparateradnamitration of

he sinmul taneous, seguential or separa
an efgﬁaﬁfvwgwgﬂf riaxsne g adRTang e}fy be 3dmigistered together

g R 8l Qle adm ni st ered
Wlthwg &%Lag?&\lm tﬁg%gﬁg%négc@h%ca{: accept abl e exci pi ent
toa mnmblbbdai aniinal suchas ahbinan denbedmf sadh thaahewdr teeahmerdan

in need of such therapeutic treatnent. According to a
f uieeneding & @ ferthsr asnset ¢irtbapigeent HYSRtOD fetes peovided a combination
Vi

vesoE SRR BAAL RN CAMBELSINGING) oo
pharb@utiedBudctgahbly sélcthepbabtaudiag in ATB2401 nefeaktddilnoptiomally

AZD2 171 mal eate salt, Btl onally together with a
togetherarithe eb@mta&wtgﬂaax aeqspiablesXewisn PEFALTEH aRdhiheisERultaggeps,
sequélg%l §1l %ﬁ%strﬁt%hu% e%ec%e ﬁﬁ@lﬁ'{t %‘f? taxa{xe wherem a taxane may

an etffective anou

optionhley Ed: erﬁmls@étadll fogettigr With ia@hathacetitcatighatdbpsaby ﬁmplent or carrier;
together with a pharmaceutically acceptabl e exci pi ent

to a warnrhlopfled ammal gichas mhames deacedifsach bampewic eafinein

Suchttﬁ%l?%%lglﬁﬁe% ntlené I%Cﬁ]l?deagr? gn‘r]la%§{0§%1§% %gﬁ}tolr X%Iﬁgr germeablhty effect, an

anti-GMdériffedpafdredntiPREdmRABIfEJtt Y ef fect, an anti-cancer
effect and an anti-tunopur effect. A conbi nati on

t ré&zpmbination tepment efiba prqswémqn&nn &8 defafadhetpimmagibg achieved

by w7 3L 85 PR R oo bt R LRRRGM o fEMERLLA
comﬁd'ﬂ@ﬁ@ ReB4id tiRbtntedk.d AldoRMinHEGhH treé‘tnfe@ﬂbé dHne@ MefeliC@b i BO hpplied as a
defined herein may be applied as a sole therapy or

sole tm;apym olayénelygenmgeryor radintheraesr erpan asiditimabehgmothsnanieutic agent
thera ic.,a additj.on to a conbi nati on

madﬁ “’gnaﬁlﬂ’ét‘ieﬁwm?gthengﬁp ¥ty may conprise the

S aéﬁﬁ R EIRY ste oSRA1R Bot P FRMunoRS REEIRA, pidérte) during or

e r| ng Sor asftelfer t he admonl stration of théep s

after ¢1mm:hinmatstranon ofthet cembinatiomtrédibRatAvith ééd)z 17é desmbed herein.
ent.s for

hera eutic 0 onal e Wi t
coQﬁTeﬁﬁ BT eBaicAgEnts JOHOR, Omlé@%m? fnitice ﬁf&éof the
preseﬁxg GRRnd ﬁl'bhﬁ@ hdsB dmng (}ﬁl?ﬁf@OU)’@V?l@ Which ME&%B@E&%erem by

rein reference. enot herapy may cover five
referomden Smah ehmna)thsrapj? ntaf eommeﬁyb incaimga&ngaries of therapeutic agent:

(i) other antiangiogenic agents including vascular targeting agents;
(ii) cytostatic agenté;
(iii) biological response modifiers (for examplé 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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(i) other antiangi ogenic agents including vascul ar

targeting agents; (ii) cytostatic agents; (iii)
wheobsom3snl response nodifiers (for exanple  PCT/GB2005/001089

interferon); (iv) antibodies (for exanple

edrecol omab); and (v) antipl®kiferativel/antineoplastic

drugs and conbi nati ons thereof, as used in nedical

on6woi) @gys thangy appreachesttangor i es of agent are: (vi)

an&isense t herapi es; (vii) gene therapy approaches; and

(i UF) IRkesaYpprossitoaches. Particul ar exanpl es

e r j S : -5 onbi nati on
pariPHSH SRR HREU S BB LS 135 Wbl PR A0h e of e
pres@t opesiiaesre viltineaddpetoposidd, sioadlbine, dspahtin) bRkliglatin, gemcitabine,
enti t abi ne, irinotecan §CPT-11 and 5-fl uorouraci

1rino aggq;@P”J(-il Mcﬁ-ﬂgor@gﬁl@g !( FEi ﬁi@y dinggaperitebing)) n su¢horesbinations
are etﬁéé%te%xtg %%tpﬁﬂichﬁrl glrs&y fdtr Elgil ?éaltﬁ(lerﬂso?fc lcae{;] gf 1#8 El%}g, (Igga}do%d neck,

eat nent "of can ( ung, héa (
colom, eedtur) briaind thyroitlhoesopithgus S fmeBOtesvix SE¥RRGRIn, BRAM Kladder and
ovary, skin, breast, bladder and pancreas. The
PaNCLEdPi ni stration of a triple conbination of AZD2171, a

ta L0 S ng. kadi at.i an _nmay, ce.effects, ..

| SRR A0 L AP TRA AR S G oo
radiatich n@y@eodtict Bffedqy, sth AZAMilildnoup effedtd 3ol PhdrORbS Rficved with

radi ati on used al one, greater than those achieved with

any of {eZIdHidi & tpcpramansk iopEinErzdiatierused alonangreatgr than érose hehieved with

. ' 1t h, t he_conbi nat,i on, of D2171. and .
the cbSBREAE O 4B i | P et FReiEin-Rngis aBTa{ef fiagpmbination
of AZD21TI0Ndi Biiking Rackdtich, bAP4RR thaRMHode ABhiS| Q0w R Biconination of 2

According to the present invention there is provided a
taxaneeand denising radigdiopr oducti on of an anti angi ogeni ¢ and/ or

I bi | .t ducing effect in _a .

we s BEACTR il J6er2 e oo oo einsatztion of an
antia% bdi & &Y bGsdi@arSRbH e T tTRE ARl fee Cinl aV\?amﬁﬂB}bBHecPﬁniPal such as

171 or a pharnaceutically acceptable salt thereof,

. a hurpagt, ghéch compeisepadngingsidringrie said laginil inh effctifefammduing ef AZD2171 or a

fter i myl t .
o e R B A SR il 050 e
amou€ 604 BixBtk 4 BelfGie PARS P Einid?t‘éﬁégubgﬂvihh%{ Sidciive %%\J%Q%i&]isillg
nmet hod for the production of an antiangli ogeni ¢ and/ or
radiatieiscul ar perneability reducing effect in a

Rt I TR T AR S M.
SR I R S TRCARRL ) ua8bloobIEG A
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 taxane 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 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 a taxane
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 in a warm-blooded animal such as a human, which comprises
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simul taneously with an effective anount of a taxane
and before, after or sinultaneously with an effective
w@emasn92383 i oni sing radiati on. According to a PCr/GBe#05/001089
aspect of the present invention there is provided a
met hod for the treatnment oflla cancer in a warm bl ooded
ani mal such as a human, which conprises adm nistering
administesiag ¢ sed asimahan efféotivt ameuaiafinZ D17 1ABDR pHdrmmacewically

rmaceutical ly..acce I alt thereof, before,
acoepfy %@B&gﬁbﬁﬁf%%%%&a%ﬁhﬁaﬁ?a& Fhcbiiois sﬁfmmsmaﬂtaaeously
with ﬁe:r?%(ﬂéb%y@ RehoBEf FraBaxAkLAA bBfors 6%?181@1&%% ijiri‘trl%gaﬁitegfegtive

ective amount of 1onising radiation. Acco
amoufitiof loeisinggpdiatiomf the present invention there is

% ¥ iogcﬁg%g)e;a { oﬂ%gpgétd)% eedtgr{e%%%gﬁg%tjo%?r@ﬁg Bfo%deidrelt n?ethod for
the tr&AARAI @ﬁ&?@:ﬂh@dﬁiﬁg rﬁgcofi&’ nRR0 iR -lflgod%fdfa‘ﬁﬁﬁil\éﬁceh as a human,

anmount of AzZD2171, a pharmaceuti cally acceptab
whicls edrhptides pdminisrihg i saigl amAZRA Rt tivahmaie oSAZAD2171 or a

before, after .or sipultane usl¥[vvith an effective )
Phaﬂ%?r?ﬁﬂ‘ﬁ‘%a“é{fa"%ef’@%’_i%@t W&OﬁgEF%Fe_e attgf araympltaneppsly ithes edfegtive
o 35 e LRFUHE, APUPLRBal LD EPCHEINOmounyorigisin

radiafidrere i s provided a nethod for the treatnent of a
cancer _involving a solid tunour_in a warn bl ooded
arfhGrarding toa guthsr #speelof tharesent Brprticndhergdnprovided oimefhod for
' i nal. effecti 71.
tho ek o 5 OB iy e S i AR Una i SR Bl et a5  human,

whiclaédrapries admindstedmnenusadamimbihansstfeefii e ahbwe cRNADR1 70 orta
taxane_and before, after or sinultaneously with an
pharnggerpiieallyacegpiabie salirthersel axchigingan AZD3A7 | melssiedrligpafereaafier or
. r o Lt I pvention there is .
smal L AL ARG O o 6 L RTNR, IRETE ghtancosly i

an effeoid athwhi af sRlidikk fadidbibh, i n a war m bl ooded ani mal such
as a human, which conprises admnistering to said
arhsearding toeg fuather aspectof thepresenpinmention there igprovided a method for

ar.naceutically accept.able salt the f excl udi .an
the piRa RS A el o R AR o i e G r B warmm-
bloodell ahind) s8EH S04 ht@arn MBI cotfpred ANMARRRG t684iQRimATh @ffective
or sinultaneously with an effective anount of ionising
amounteli AZLD3h71 aceplraginaeputioally dogenthlle sals hetgofdfefarbefter or

s S DR b AR 50 B oA bty wit

an offREHVEAR Ut bY idnBSWEIaBRi6A,[vlkdreih A ZDYEH1MnAl Q2688 1R d¥Bh optionally
such as a hunman, Wwhich conprises adm nistering to said

be adammisteteddngathdrovitt ¥ phamacatically ACERATIE egcip@nt or carrier.

DIRLIRGEUL! SR LY Sccon Al o S L br el SLLE: i o
e
bloodad BihYdl secidasen Hvamxaw) ehidycoegriseopimioissdring 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 taxane and before,
after or simultaneously with an effective amount of ionising radiation, wherein AZD2171 and
a taxane 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 in a warm-blooded animal such as a human, which comprises
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be adm ni stered together with a pharmaceutically
acceptabl e excipient or carrier. According to a
wo eooslga3saspect of the present invention ther eP€CBHGB2005/001089
provided a nethod for the production of an
ant i angi ogeni ¢ and/ or vasculZr perneability reducing
effect in a warm bl ooded ani mal such as a human, which
admipistgymigge said dninm] sheffectiyvetamaiat of ARDART1 ana phdre@tdutieally
unt_ qf D2171, or a pharmaceutically acceptabl e
acceiple S%lﬁﬂwé@é Regore affen gr sipy 1Y VHiH} @hefEocsiyp amount of a taxane
d RRE4reY Bver B L ' Olshive W GhiERE TG i
o e B e R TP AT Y b It G i i
AZDRi Thamha ekisciniy eachroptiohallyfbe adniisisteged tagéthéd with a pharmaceutically
mgﬁ%ein AZD2171 and a taxane may each optionally be
accepianiP FXIPIEPLYS 5Bt her with a pharmaceutical |y
ackeRkah R &t invelGot Hlong,
P BRRABRLE XA SRS GRS InBRROK Hlflighoed amethod o

the tpatmentiefh eenvert ihadvirar-blobéed artablnewoh a0h hamaANeEEh tomprises
war ny bl ooded animal _such as a hunman, which

admiisieging de sad Animal ee efiRg e gmesnto i RA1 7 e e phasdcowically

. ' bl
eSS 06 R AT TSEU S8 L RESRD ) fgoonst

with efi tffedtive anmmtiol a akake dndbafige,ailtdr HefidnBansdEIQ il an effective
simy| taneously with an effective amount of ioni si n?
amoynh gt Wpisyig radiepe) Wheagin 2442 17 nd atiasena snayesack aptionally be

0Nt | - al wi.t h :

R A S e
AcAavodlling td ® fiitet hdpey ofal ten® fnvieRGorPheREs ?rdvﬁ'd/e%rli th&fod for
there is provided a nmethod for the treatnent of a

the trggimert of acaacoidnvielbingsdelid Axnenin ¢ Fommalsloaddduamimal subli eha human,

. L: L n.stering to said.animl a ff ive
whicf 0RESSRaRB 83 Bl Rl HLEEbr EroJR S AL B o
pharfig@delitié NG raeedptei€ battthBio B Be FAREL o8 RAR 08 Y with an effective

before, after or simultaneously with an effective

amovfpiimtaxate and befereeafton @r pisfudtencouskytvwith ar c¢ative tamoeoiudlignising

il e 715 s S 0, SRR B pecner it
a phadél AdentiSAIBr REeptIE eRGpied dritaidphar maceuti cal |y
acceptabl'e excipient or carrier. According to a
f uhederding e Birthef asphet ofitlespmasent inventigrothetehie pwvided a method for
r.ovi d a net.hod for t treatnent of a ncer
the oA PP G YA oG sl G B MR Rer A el ey huma,
whiciRSorAp e B8miMEGH: KNI dnSBS] ﬁﬂéﬁéatzi% %ﬁbﬁ}ﬂ JAAB 1, or a

ani mal an effective anpbunt of AZD or a

pharmivenieatly accapidbile sadtctbered Bdxichudind an ABPR2&DT makeafecsalt, before, after or

) fter .or.sinmultaneousl ith an effective anpunt of a .
simuifaneausly wif aBe@F’%F%V,e a&\ﬂ?‘éxf 3”6? tagpng i BiGstier @ siigneously with

an ef%%tﬁ@é:ﬁ&ﬁlt gmmir;g)fad'iaﬁ% S\*fﬁ@ﬁiﬁ@@lgﬁﬂr@f}vﬁfg@{ﬁe%ay each optionally

D2171 and a taxane may each optiona

be adadimiteiesittegatbertvaitied hiearmatcduticallypiweeprable wktiptnt yr carrier.

accept abl e excipient or carrier, According to a

f M ERERPS QR RIhSE aspRe of thesrmtent myewiqdaeieHeprovidsd the use of
AZDPI AV S hafn ARLACHI REeptable salt thereof and a taxane in the manufacture of 2
medicament for use in the production of an antiangiogenic and/or vascular permeability
reducing effect in a warm-blooded animal such as a human which is being treated with
lonising 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,
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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
w@oiwsndsBering to said animal an effective anoP@l/GB2005/001089
of AZD2171, or a pharnmaceutically acceptable salt
t hereof excluding an AZD2178 1al eate salt, before,
after or simultaneously with an effective anount of a
and attasean én thednpwifastee ofh nedicamest fonusamgbe stoguetiarhofzm
. ef.fective, amount of ionisin radi% i on, vvhergf' n )
anﬁ%m Qf Vasqular perm g,htg LHeBise %ﬁ%‘lplang@- ooded animal such as
a hun@@NWHICH i8eith Q&1 WRR ioMidife Adpi@pmaceut i cal 'y
accept abl e excipient or carrier. According to a
f ukecheding toprefiirthef aspbe of thesgatent mvemtidnatherehepwvided the use of

i ded t he e of AZ 71 or a pharmaceut.i cal |
AZDBL A e o o R Bl g T et bEl 4 fcktfun e mhmufacture of
mediéFRmtk 85tdds & @ g?odﬁ%ﬁlé)ﬂ:é‘f '%i '&ntif-%céiseqfebf‘intar\@a:@{-fmﬁﬁéd Mmal such
n abi [Tty

of an anti angi ogeni ¢ and/ or vascul ar perne
as a hugsnovhich sffemgtirdateday Miaiomsgradatdoani mal such as a

hupan ich s _being treated with ionising radiat.ion.

Adg%%‘i%tq o REPT DRSO &%&%e%mvm@nﬁfl@%wqwg (s @5 of
AZD3 A& d phaRhQ¥LAEA 06 tﬁ%r@ i

phar rracp;ﬂuti cal Py gcace t%gT éczagltsa tg%lﬁéc}%? %é??&il?ﬂgmé‘%eate salt,
and aAZB@¢ T themhaafeteebf 2 ardicantcai@p asd in thdrprodactivnastanragti-cancer

of a nedjcanpent .for use in the productjion of an_ . . .
effectife %@}-@Qeﬁiﬁd&ngﬁav%wh 933 Buman whishis hemg itegted sathciopiging
radia®dd €ct in a warm bl ooded ani mal such as a human which

I's being treated with ionising radiation. According to

a Aaeotdieg toasfiether apedtlof thprsent invamivitthere is Pk &ietd $he use of

rovi ded the use of AZD2171 or a ghar maceut i cal |y

AZD gkl egstaahaemacspticallyeeespfabipeplthergehing 3 faxqnedn the manufacture of a
. i f in- cti .
e GHLREAHE 6, AL ROl Ek L5 B s
as a hafaa whicte behtigateated viaeh fogisingeatRedomi th i oni sing
radi ation. According to a further aspect of the

présserding tovackirtheasperd of theprpientinyerfianbergdepiovidag Hzeryse of

.cal | I I . h
Ay B R HID s R o Pl RER 2 7 gt s
and a0kt acthemean@factirsB i 6RARAMAOr HSEinithe proBusid@biGhia8h-tumour
of an anti-cancer effect in a warm bl ooded ani nal such

effectss agvaromelaodas animplssuple png humem wdirhip being drehteil mgth ionising
radiatradi ation. According to a further aspect of the
bc%nesent invention there is provided the use of AZD2171

OrAcoRIgE MME%FE& o feaRbRbt Rvedidn thiieieMlovRRE adherapeutic
taxane in the manufacture of a nedi cament for use in

combiriagion trgatment eymprisiegthgadininistrasion of h effectivie amount of AZD2171 or a

pharry B AR P B o0 00 S PN OB Paprig Py ofcaly
acceptdbld HQUpiaRRechrrief, ahd e BRRrati VS N R cERELBolE of a taxane,
provi ded the use of AZD2171 or a pharmaceutically

optiozadlygpgethdrevithad pharmeceuicalixadceptablg eacipRADAIcAtriereind dlice

.sal t . o - .
admlmgtration 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, taxane and ionising
radiation may be administered simultaneously, sequentially or separately and in any order.
According to a further aspect of the present invention there is provided a therapeutic
combination treatment comprising the administration of an effective amount of AZD2171 or a
pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt, optionally

together with a pharmaceutically acceptable excipient or carrier, and the administration of an
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and a taxane in the manufacture of a nedicanment for
use in the production of an anti-tunour effect in a
worosdssdbded ani mal such as a human which i s PET/G$2005/001089
treated with ionising radiation. According to a
further aspect of the presddt- i nvention there is
provi ded a therapeutic conbination treatnent
effecicengpmiwit nfja tdyeng diptionalyrtegdtion with apheiheaiticyey aweptble excipient
of ?é?%l? or, a pharmaceutjcally acceptable salt
or CaTTE LTS adpnisimilonypt £ GEPHEE amouRt of ioRismededigion dg pyvarm-
bloodSG TRl 81 RERBRET rfq Sl Mora Bl Wfrment wherein the AZD2171,
taxane pod @midihyradigien ety beiadhidsteredrsimakaticbady,| sgquneiely afdeparately
.excipient or carrier and the adm nistration of an
and i pRy0idfk e anpunt of ionising radiation, to a
{ o e AR AR SR B PR R AGHD O Eich
radiatic@nmsamg wadt-Blooded smabachdsh hiisibe edclsis fehfed REALUShiing
. sequentially or separately and in any order. According
radiatiqp befergy pifsior akihe spme fimeiss thyy adeipistrpfivnef 3 wadicpsent or s

' i ' i.Qn treat gent e
combHsBth iEftefint RELAREIE MEPPITT ARPA [ttt SRR STRRYe saidipine
radiatidn AZRd given ko SriPharmBleided efihlay s@hcRRIRM M Witih the period of a

t hereof excluding an AZD2171 mal eate salt, 1%g_ti onal'ly
week bgfore foct Wepk #ie thiadminisatiorcef 4 pedicerapntaisicembinetipn trpatment

- C Al Frh A adm ni strati neffective ..
compREBXILE GO 02T 3 P2 e niin
radiatidpah Apbesdrhadtdréd sl bl Seq¥@iallyen tnPbrdeAlor bty bBREministered

. the admnistration of an effective anmount of ionising
simultaggpusly. ohhe Vernrblogded tnivetimdy sxneriehcsibe effagt of eacmefAZN2171, a

f such therapeutic treatnent wherein the
taxang\g%gﬁftlop gk%ﬁgangﬁlgs?xoni sing radiation may be
adVicBidHielotsheskpatt bARE PEEEM inv@eibs Md idhistheQhdiation is administered
separately and in any order. A warm bl ooded ani nal

before prachof2AZRZ hilneml avakate drafieeonepfiAZRE EH aidtdtakami si ng
radi atj.on _nmeans a m bl ogded ani mal. such a human. .
WRISERTAI2E Pr 8RRt PTHE PEPR ARY D o o B gaRrtdon Bemynistered
befor®boBtAZIDE] AR ol thidhe % aftbiS o K7D YT ahk QBax@he.2
nmedi canent or conbi nation treatnent conprising AZD2171

addcardizgtarmme afgact ekthaptasergdinentioniAsADR] 71 asladihingsteradito a warm-
b iven.t o, sai.d rm bl ooded ani.nmal. such as a hunan

bloodty ittt ot e vl B Been SR on 2R B P ESUERR af t or 1t he
aq{@c@fcﬁﬁ% t%%n@fhe?%p@c%é;%g%ﬂgi nFQRRE REELEYT 2 method of

treatment conprising AZD nd a taxane. This neans
treatndnaof the Presedt, inverttian anexpacidd tobe s least equdvaentdo theeyddition of the

ettt ) O3 BHRINTIEH 8P LEA FRUMEA G efae A, ofeach of AZD2171

and a‘é\%{a%éz Qéé&%@& SYEEn mﬁ%gﬁf b eRGHe hitBichis dﬁfiofﬁg’eja alone.

D2171, a taxane and radriation sinultarieously.
Adcoodilingtotanothiee asps@iadthajreidae invesii@nthe ieffeanifiagnethdteof
[ onifi ng radi.ation i.s adm ni stered .
treatment of the present invention is expected to be greater than the addition of the effects of
each of the components of said treatment used alone, that is, of each of AZD2171 and a
taxane used alone or of each of AZD2171, a taxane 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
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bef ore one of AZD2171 and a taxane or after one of
AZD2171 and a taxane. According to one aspect of the
w@e@smem3ss nventi on the ionising radiation is PCT/GB2005/001089
adm ni stered before both AZD2171 and a taxane or after
both AZD2171 and a taxane.-¥cording to one aspect of
the present invention AZD2171 is admnistered to a
exteni@f thelybspodss] tleniespinsafaie thet thee tndisedse hasrdseien of Keaiuedval

e LBt S SRS i
treaugtéﬁ%tt 3 86nv%f1t16x§11? dBEL TR Eﬁéerﬂﬂa'lg{}hé Qffedt %f ﬂ%%ﬁcgfﬁgtgﬂaé[fé)?lstggynent is

| east equivalent tot Ition o
synerggstin ithe effectdotherapent mlly busaiod td the affeetrachi¢ssisle alithne€ZD2171 or a

that i.s, of._.each of AZD2171 a a taxane used al one or
taxangror dopiging radjgsign plone. & iraﬁ@ e?%at fdﬁ? SomRbinatien Eeatwant 1s

- synergi®d i®d %ﬁﬁ@?%ﬁ iisrkg)t%iﬁe@lﬂoat #@gp gl‘?@ﬁ%hts it dd8s ?&?ﬁs@ghd (or

i'nvention t ect of a net treatnent o
respomde peorly) it AZIA1Gh or 8 tevapeot wdising radiatsealons. Inhaiditidiethe effect
addi tion of the effects of each of the conponents of

of the gorabipation trrafmentde detined e affpriine 3 ynepmsticativcbi ongppthr 1
. . f .
comtid AR MRS A Al Bt SR EEaAEERAIR s o
reducd abbeandathp detapehtic bffeqdr R Mesabured be, ot exanigle, taé basht Fhhe
a nethod of treatnment of the present invention is
respogise &g ieepanse ke, dhaslime teflisegse pragression ongheoaving nesodtis
: i ' oph| P i s defi
can S B SRS oSO ORI g oo

combiitiona peainictdl Inypaatiin, Onerdss Tasd 18 behyeschOif tRXAPERional dose
t heextent of the response, the response rate, the tine
of AZIY2 Hfil«x adexape oy iessing rrdiption meayderoduesfl wWitonbdgtriment thane or

i e ing..one or ofher, of the,conponents. of
more KT B AR R e e 1S oot R BREP PG iR
survilalidagx 8ntireculdrheitedut e6dintht fotBe G@ARGN8F theRedpofS, BRI ith fewer

is synergistic if the effect is therapeutically
and/og Igse iroublesasneg yide-effeeis than dhise thab becunivthien sgmzntionaldoses of each
com toax ne, ordi oni sing radi ation alone. Further, the
POPFEA° 8% he conbination treatnent is synergistic if
a heagkd ebde tBé tabinkBorPREANBRSE of thedreeRtiRvaitiodakId8RA& herein
that does not respond (or responds poorly) to AZD2171
are opintegest Hordheir antiangioigenin gnd/auivastulonperineatlity effeatidi Angirgenesis
d/the.effect of the con‘bligpglt.i on treat magt IS dffi-i ned as
and/ox A GG ThY S pHaT RTSER et s BEpentan gRddeFangp ar discase states
inclu&i?ﬁl@%b%ﬂ(iﬁclh&in OSRderdla, MuBiglOm Fﬂa%ﬁllyrﬁﬁﬁ&n%ggiaﬁé‘t@s psoriasis,
ot he

er conponent(s) is/are dosed at a reduced se and
rheurnteidtantdritip.dlaposi'sfafema, hasnangisue, ecutb ynd tlmoniexwpimopathies,

t he ext.ent of the response, the respanse rate, the
stherpriies et e GRSl B GERELES SedsP eries SURRUSoTp brdsres
endof@ito¥id] ®RfurlcRokd lere me%aﬁlglaﬁd BBuIdOHERLe Y EltlaPRREe]

anount's “of the conponents oOf the conbi nation

proliferatiat e ding ageaidtedmharlar degeeraion. Caeleinsibrt teeab@ents of the

resent if the cqonventignal .dose of AZD2171 aor a
presepbipgepiiog,arg @megﬁeaéo baBiEeY Y Hegfulie th%mea@éaw ppbigeatment of

diseaSR 50N R ant @ 288 K aBbsi’s sarcoma.

Combination treatments of the present invention may be used to treat cancer,
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
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nore of the extent of the response, the response rate,
the tine to di sease progression and survival data, in
w@arosiogasBar wit hout detrinment to the duration BPET/GB2005/001089
response, but with fewer and/or |ess troublesone
side-effects than those thal®occur when conventi onal
doses of each conponent are used. As stated above the
slow @dvmitamusdyn ther graw theafttemofirstim eolpreetad nancenarahii lamg @sicer, for
flned erein are of rest for_their )
e aedawa;smalkfgbiwaqanﬁgrqu Morgpreicalgrly such
comb%kgioﬂg?éaﬁﬁétﬁs éﬂ‘ﬂé HyeRflorl 6RFSEed B iNEBRYh ??o(im of cancer associated
pernmeability Is present in a w de range o I se

with M‘Eﬁfémcluduigjdukvgnnaa mosiipl¢ nmelandid agl llymplhammmd am: ﬁor ptagnple, to
o Y ma), .di abetes, psoriasis, rheumat0| d
inhibfp (i iepycE of %%Eﬁl i EoREen g B a i e asRtpted with
h
VEGE! 53%@&1811%'?5% @gg;ggésv@ﬁlgg %{iﬁ#ﬂ%ﬁa&eﬁéﬂ(ﬁh &EV E@th%f flteir growth
and spraaid,rmt]ludngl for, excyrple) cettain hahourt ef ‘th&e:ohine(&dﬂhnﬁngfwtum) brain,
vessel proliferation

thyrofd; 5%%%;1%@3&%?@%@5%@&%& o P sl Bpcticularly NSCLC.
' r
g‘}g’%@?egf 9%‘» %t é)?glg §e§1 ﬂlfv & USR.?B?? a¢d3¥ £Qhd pﬁgﬁéneallg with
ionisimgdadintat, mendxpedted t@lﬁhﬁ)ﬁ:&hﬁ pviRef t‘k@ﬁ@ptﬁmaﬁﬁhnﬂ&&ﬁﬁrtenﬁsolid
sarcaoma. Conbination_treatnents of the present

tumops rEHEh 877 teariased Wik y. Etf*@ ?%Pé%iﬁllli these Pumayas whichlagg significantly
depe ng&{VE@}fofo %ﬁfﬂ ur. In particular such
Cco r eat "

I nat1 on € I nvention are expect ed

t o'l conipasditions agedbal herélh enay vk A fofm BiiitabBd f6r AW administration,
recurrent solid tumours of, for exanple, the col on,

for exsnle as ¢ fables orcansaiscios aasal pimmsation pradrinisyten By mhalation, for

x5 AR L 0, SERREL B SO P ERIE ™

subciAsheans am@dcmat hetrgagomdr @infisioB)IHoS ekansleldh 8&}HB solution,
cancer and_in lung cancer, for exanple nesothelionma

suspeapign. 9 AUsipion, fardppical adminisison ONS@NTYe aMot eintment or cream, for

TR
dlrectal&fdéﬁbﬁhﬁ@ thd tﬁllﬁoME%y 18EloHAl RRUvers W 89 M0cal délely. Ph@ther

nyel oma_and | ynphoma and al so, for exanple, to inhibit
embodimerys ofihk pedsentineantipn ithmMDa ih’éll oktbe pomhmasm trentment may be
u are a [ VEGE CI al |
activertd Shi Rl R AERE: ShElforally b deeinairatenousty

subcuVifdousl9 infriRirfi oMb PinBRfhnfR AR ProREIDUHARD2A 91 is administered

exanpl e, certain tunours of the colon (including
orally: dotgengral the aompoc*tlmiscﬁeshn‘qyd mcreaamay bt atgered i aeas‘te,ntlonal

rostate, |un vul.v n and ul arly NSCLC.
B%%%FO%B%%%I 8’F°1R1ﬁ’2‘ pﬁ”gg EQHPPSH tqu}i‘f’ mzat%iwe%al e
ising radiation, are
advargi%ggfﬁgg%gﬁtleﬂﬁilwttaésh%g)?lngh of those primary and

r A2 At wild nbumdllynbe mdnuvistetedanea amsmdiladded adimhl MESRInit dose

withi R g | SO BRI e e PP B 1 AR loR artple spproximately

0.03-1.5 mg/kg in a human. A unit dose in the range, for example, 0.01-1.5mg/kg, preferably
0.03-0.5mg/kg is envisaged and this is normally a therapeutically-effective dose. A unit
dosage form such as a tablet or capsule will usually contain, for example 1-50mg of active
ingredient. Preferably a daily dose in the range of 0.03-0.5mg/kg is employed.

Taxanes include paclitaxel and docetaxel. Paclitaxel and docetaxel are commerically

avatlable.
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The conpositions described herein may be in a form
suitable for oral adm nistration, for exanple as a

wo awbe9238% capsul e, for nasal adm nistrati on oPCT/GB2005/001089
adm ni stration by inhal ati on for exanple as a powder
or solution, for parenteralinjection (including
I ntravenous, subcutaneous, intranuscul ar,
i Anoag agbatliamend of ihnfpm@iemriywerr@pn@mmnbés dsetaxskeri |l e

> hiche SR afiERT P Brhiavardiod A tfaRe iR IGRCL  cam
f ok t4x@6¢ Ala E,%e oS dScbarain@no kBbwh ¥R @f a%xﬁllfalsﬁa&ﬁ)cﬂpﬁidt&"sé{ges

or the rou adm ni stration may be by
i rﬁ" Oe @Kamnlelmtldaxﬁenamhacadmlmstemﬂ asegiinfusioneekr ¥ perjodasf about 24
ent

h d f th
hows i B e R Fred WS cANGIRAE 70k aEPHER e 5! may be
adm1@1§te?é?1| ds‘éﬁﬁﬁfﬁs%ﬁ%@?&’@érﬁﬁll dﬂéboﬁtrBt Rt Acheak oy '1 35-225mg/m?” every 3

intral esionally, percutaneously, intravenously,
weeks. uﬁdiamhedyimyﬁxampﬂer peplitaxelonaabd adnuinisiered ad aminiirsidn cyVer a period

ferab AZ 71 is ad nlstere oral ly ner.a
of abw% {)é fese Od]é@g}%%ﬁgﬁlV%Wé% Wuﬁé’% Pﬁwa%@d Almatwely

for eyga%’rﬁ gédli?%h nﬂ?@)@ SEmiREBZd GORY RFhiGD gjverrec\g%hgﬂ S0LSout 1HBur at a

ositions the present I nvention
dose afi0mgigé (Emsdy)B weaks e Allterhatively fivrtexdmpigeactitak el mAybRddMinistered

Wi nor ma be adm nj stered to a warm bl ooded ani nal
as ané%guawﬁ AVer %‘{f@d\/ﬁ @gP‘H %H@ur%ﬂﬁ@élop@ 8lohf- iy aggrf@’ﬂ weeks.

g?%écg’%genfé%ﬁefﬁggo%g IiQ% ﬁﬁl}g@lﬂi Eéﬁ%ﬁpbfadmm}stratlon and

dosages Fhleema@@docfemxebmayrbé @dmﬂusfﬁ&ed aSapinfigsiorps et arpalbd of 1 hour at
g is envisaged and this is normally a
adosgg 5%3 Q}Pg/é%l §%50%6} PeelEs ve dose. A unit dosage form

o o AL L 8BS L AL SO LI A
radio’dﬁtalpy dts dosages bEiohigaadibtiéh Wt B HioRd ktbvinsfo M Rydical
Taxanes i nclude paclitaxel and docetaxel. Paclit axel

radiofpgerptio dbe sadiaticayrtherepymssdivalingtude/for exdshple the wigeof y-rays, X-rays,

andiof BRABIRR ocf ke SR B SRR e e o RRes) ABETBR s Somiiapmasing
factoi® ak@XaM rchifled A€ thetpRes@ht infertdN 306 MICP@WM @Hd UV-irradiation. For
according to known routes of adm nistration and

examplesbgass mFohe dosadrp éalbabbq:st afXel-2 98y, 5eiamarwnelsfoe Sedweeks.

o LA 4B B She b A g Pl 828 o
examBRFTPHCy RAG bk ladBhisteRY a8 BarRdh Bblﬁ%@éﬁ%dﬁ%@%by M8t @Fses may

over a period of about 3 hours at a dose of
be adndEst2REngradpemtioely. S‘I}meﬂiastlouutd:@admtharqimnﬁy)be wsed mdleecby small

I taxel |stered as .an i nfusion over
dosesi -ty i aiuistere g oty oRerqogogeag: P@?ﬁ?ﬁf}"ﬁl@PE\Pe}@Y per hour
él‘ﬁ@rhbé f ddy .
over LS B gt R A SRR Bty S0 YRIRLR e
life ofe iisdopet tl&biﬁlﬂhgth ahd typeatt raahatmm&nnfte«?,@ﬂd@hnﬁe mpfcekqlb)i%cells.
ks, Alternat | ¥1 Lor ex pacl it axel may be
Wg[ﬁziengto & thedose 0 each t erapyw 1s requlre or the therapeutlc or

prophylactic treatment of a particular disease state will necessarily be varied depending on the

host treated, the route of administration and the severity of the illness being treated.
Accordingly the optimum dosage may be determined by the practitioner who is treating any
particular patient. For example, it may be necessary or desirable to reduce the above-

mentioned doses of the components of the combination treatments in order to reduce toxicity.
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as an infusion over a period of about 96 hours at a

dose of 120-140ng/ n2 every 3 weeks. Docetaxel nay be
waelo®semoi3es accordi ng wi th known routes of adm nPGT/GBRI06/001089

and dosages. For exanpl e docetaxel may be adm ni stered

as an infusion over a perioof 1 hour at a dose

of 55-1 COng/ n2 every 3 weeks. Radi ot herapy may be

adbheprssent svestiaoretitasgo combinatimonia tpxaetwiteAZD2171 or with a salt

of ATRPHE o pidien it EREAZRAIARR 8t 1 il cal

r aggli ﬁ%l’c'ﬂ%[ﬁ Rie %rg&%t frﬁfg?t%d RitdsE T &Bﬁlﬂéﬁ&gs d t!axél{]ég\*/ildgg form of

for "exanpl e e use o0 rays, X-rays, and/o
the AAIDMHGH dcbe desd. very of rad| ation fromradi oi sot opes.

T e A L e et
i Eradi at .
e U RUIAS R S0

pharmtmem:—ibdly agcdpodbad seﬂilsad?hammbladzaﬁp aa;ep&falble dalte m'aly, fohexample
600Gy ngl e er doses or exa
inclugg a%%gﬁiy S%lﬁm%‘iﬂé peid @éd gn saffstnelpde oz gy ecwlts with inorganic

or or%aﬂ;{l?dr Qa&o%kgd;fgc?%ﬁ\l}é ?h%@g%@ﬁgcg%tag agﬁi(m ‘24 %e‘rggh hydro§en halides

or w1ﬁesu]|1$l&ni10\m phedphodcratil, slosigls triffuctoacatys cﬂﬁe oﬁﬂﬁldﬂd sdir Bﬂaddltlon
regul. ar over a period of time, for exanple 0.1
phanﬂ:gﬁ:ptl%a‘} racgegtﬂh%%a‘lts éﬁaydsgyfgm%gg@énp%g@gc p]bcprgamc ase whlch

o OLORER ALt Sk O SR B B s

incluésrfdrtersinpland aﬂmhtrﬂaallmltﬁé(ﬁh lay a s6dilih or ﬁtsﬁuﬁﬁsaﬁfanﬁ Rf alkaline
dose of each therapy which_ is required for the

eaﬂhﬂ’??éﬁlaﬁﬁléﬁ‘t‘qbcas@rca&ﬁl@ﬁwIf%gfl?séurflrs@ét ment of a particul ar

dq
SERIETH AL LhlAoIEh SRGRUAL I BE BT SRR e
1npaﬁﬁuE1HHo)§e aésctibed inl Bp@gsie D40 6OWO e@ugi2, Accordingly the
opti mum dosage may be determ ned by the practitioner

vaD%lel@al@atﬁ galéngay;bg syithedised apearilisgito tirqroesssasplescribed in

el R ARRASAROACBAFREE R BBl S%uee e

For e@iiplcN@b ifslbwing &dsiia ?%e uSedab demohfrat@ e GBLVIBXS CAY D2 TTEin
pr esent invention relates to combi nati ons of a taxane

combjpatignaithoaltaxane: with a salt of AZD2171. A particul ar

' (Fsalt In particular the

nog to conbi nations of a taxane
W"Flﬁ‘ncﬁlr ﬁlﬁf)ﬂhﬁﬁoﬁ B&c@é%&%@refﬂeﬁi%nﬁ@cﬁ@n RE cHSdt ‘Péastql@gélgs]of age.
for use in pharmaceutical conpositions wil

Humgrhitaunresic sendgeatis| wera goopt mkﬂema];adﬂn)smc lgo/no gbtmtypaa Stvissjranjce. MX-

be ful t.h f AZD2 it
1 e HEgfatie e P e GLiRe s s andplonatiadpudp oy 1ot
prov1éé: S&R)tr%!&hgmst?s%ﬁeg TRYdonbPf DRLR suiré?fzhlidﬁcﬁ d gnd oa}ller tumour

dition salts. Such acid addition
fragmnEsrf@OéOsmg)twemmmplanmd rsgbxmitmeomslyo(sgahmcthcanghisﬂanks of the
af f ordi ng phar euti cal I acce afPI e anjo s such 6}15
exXpermenda ]@8‘%16@?110?1 VaRy days fier tumour fragment 1imp antatlon when the mean

tumour volume was 0.2cm?, randomisation was carried out (15 animals/group). Animals were

treated with either docetaxel (10mg/kg, intravenously (i.v.) once weekly) or AZD2171
(1.5mg/kg or 3mg/kg, orally (p.o.) daily) or drug vehicle for the duration of the study. An
additional group of animals (n=15) received a combination of docetaxel and AZD2171, using

the same doses and schedules as used for single agent treatment. On days where animals
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or with sul phuric or phosphoric acid, or with
trifluoroacetic, citric or maleic acid. In addition
w@basoeaseut i cal |y acceptable salts may be for nedI/aBR§v5/001089
an inorganic or organi c base which affords a
phar maceuti cal |y accept ablel®ation. Such salts with
i norgani c or organic bases include for exanple an
recein¢dkladth A2 7 1sat dpcatarch thesloactand ivanadmigiske s hours afidr oral

. and. line earth netal salt such as a cal cium or
t. AZD2171 may be synthesi sed accordi ng
dosingy ﬁ@gwﬁ%@ & b hesi sed di
t ordiSulRfoReR atd i i
partlculé} t gescFP%g%aﬁﬁwﬁ§§%%$§%§é§kg%gEymnmrqumr

measﬁfh/tﬂeﬁf.l@rowﬁh[ﬂﬁﬂlﬁmomﬂmﬂe steat of traaymbe veasnkhesddstomparison of

cording to the processes described in Internationa
the difgrerces Hpiym oelatf?laﬁl Nstvase ool md e sd SouEo he gfkgis ef

com IR 8 Y P B PRI Pl

recemngalncélmaﬂ@lusmmm lmﬂogfeaﬁmomogeimﬁmrma Broups where animals
%ﬁg qﬁatlon procedures were perfornmed on mce of at
receiyedsingly agend ghergy alepe:  Hurman tunDur xenografts were

%&‘q&tfcgl Jl %;a%c@mx ?]/'Eﬁuétg&l(lﬁllll ? tt%ﬁﬁ mvg W'a?lﬁ?e tn[]es% €.

ragnents were

The dﬁtzc for almbﬁiahomeﬁdie@ whein AZD:2171 lvsﬂémﬁsefint Blo@Y |5@i@g/ﬂg3ﬁ%hown in
unmour tissue. The donor tunpurs were sur&bcall

Flguré%ua@éa dhe whu@hlbmﬁ@ﬁ FUReUIg Hish signifivgn grﬁgi)er withhe
cont 8 SUORUMADRAR Y £kl R S0l

t muﬁamgca@rmpénmém neythatised to 10BE Bt tthe QoRBAALIbABPAYD2171, a
vol ume was 0.2cnB, random sation was carried out (15

taxangingaenisige sAationAni mal s were treated with either
docet axel (1 Ong/ kg, intravenously (i.v.) once weekly)
or AZD2171 (1.5nmg/ kg or 3ng/kg, orally (p.o.) daily)
or drug vehicle for the duration of the study. An
addi tional group of animals (n=15) received a
conbi nation of docetaxel and AZD2171, using the sane
doses and schedul es as used for single agent
treatnment. On days where ani mal sreceived both AZD2171
and docet axel the docetaxel was adm nistered 2 hours
after oral dosing with AZD2171. Tunour vol unes were
assessed at |east twice weekly by bilateral Vernier
cal i per nmeasurenent. G owh inhibition fromthe start
of treatnent was assessed by conparison of the
di fferences in tunmour vol unme between control and
treated groups. The effects of conbination treatnent
wer e assessed by conparing tunmour growth in the group
of animal s receiving docetaxel plus AZD2171 with the
tunmour growh in the groups where aninmals received
si ngl e agent therapy al one.
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Statistical significance was eval uated using a
one-tailed two-sanple t-test. The data for conbination
watadiogsswher ei n AZD2171 was dosed at 3 or 1. 5p@l/k$2008/001089

shown in Figures 1 and 2. The growth inhibition of

tumours was significantly tdater with the combination

of the two agents, AZD2171 and docetaxel, than with
CLARMSher agent al one. An anal ogous experinent maybe used

to | ook at the conbination of AZD2171, a taxane and

I oni sing radiation. CLAIM5 1. Use of AZD2171 or a
1. Pphaggecemdieal dna ;ﬁﬁﬁﬁmea@éa@ly%@béptM@éa@%el%zspéﬁmﬁgg &0AZD2171

AZD2171 nmal eate salt, and a’taxane 1 n the manufacture
maleat salt, modiadanmeain themansiciure Dﬁerrpdro;dmcnu fonussf indle production of an

antia b O e e A s R, R Wb e nal such as
ahunddee of AZD2171 or a pharmaceutical ly acceptable salt

t hereof excluding an AZD2171 nmal eate salt, and a
taxane in the manufacture of a nedicanent for use in

t pr jon of _an anti cer fe t .
mrﬁﬁﬁqfo %éﬂﬁ.%ﬁﬂ ically e th@‘g@fa Srclydrpan42D2171
male&tk sﬁt %@5%‘?19 §ﬂ he |nlxa¥1u AEPLAD tdﬁ:@ﬁltegtt RLL&OH the ]Iorrc])dltlﬂié)n of an

excl udi ng an AZD2171 nal eate sa a taxane

anti-qmacarfedietiline vedrmabloedidcamalt sutlons aikemam t he pr oducti on
of an anti-tunour effect in a warm bl ooded ani mal such
as a human. 4. Use of AZD2171 or a phar maceutical ly

2 ?t&,cgfg%ﬁ%ﬁéla(&af#gl Int Hﬁ‘&n& t ur e o?@é@ﬁ@é&ﬂlﬁ%&h AZD2171

maledte salt) sad anaxahe irpthe cumiafaoture bf amemnantgﬁnﬁgmnch@mlﬂwtmn of an
vascul ar perneability reducing effect in a

anti-Hypyopy ﬁﬁf%mwaﬂnmodg@ew% PRI ch i s bei ng
treated with ionising radiation. 5. Use of AZD2171 or
a pharmaceutically acceptable salt thereof excluding

4.,  arURAIAZD2 1| @atphafnddentiedlly adcdpiabidisali thedebfexcluding an AZD2171
manuf act ure of _a_nmedi canent for use in the production,
malegie salh and pitaxsan dethe g etyrg ofa wedisrmeadaescdn ithaprogugion of an

antlal?gaggen?éJMM%ECﬁEarip%@%%%{%% n%q:f%gﬁg 15%@%‘& Sbf&gfl?d animal such as

a hun@GCRRicA &1@iréatédwrtﬁocfmﬁﬁgkad@aﬁ@ﬁ an AZD2171 ml eat e
salt, and a taxane in the manufacture of a nedi canent

for use in the productlon of an anti-tumour effect in

a ar d_ani u Lch.is,bein
s R T RAPE s A R PR e B o R R L e AzD2171
malezftB ¥a19 nfAd Qftax@h@idhe lBufire bha MBRAhEN Br 1k if theprou@dtion of an
the free base. 8. Use accordi ng to any one of clains

anti- cgnverwlﬁfectemra wére-blagdadeninalsaich s akemawwhishds heiog tightad with
c% one of clainms 1-7 vvhereln the taxane is
IOHISI&S&%

6. Use of AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171
maleate salt, and a taxane 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.

8. Use according to any one of claims 1-7 wherein the taxane is paclitaxel.
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10. A pharmaceutical conposition which conprises

AZD2171 or a pharnmaceutically acceptable salt thereof
we@boh3sy an AZD2171 nal eate salt, and a taxaP€T/GB2005/001089

association with a pharmaceutically acceptable

excipient or carrier. 11. 22kit conprising AZD2171 or

a pharmaceutically acceptable salt thereof and a

taxane. 12. A nmethod for the production of an

ant.i angi ogeni ¢c_and/ o ,vascular. per bi lity.reducjng
9. or PR RESE canf ot SE ST RSt aaang ¥ oo i oh
conprises admnistering to said animl an effective
amount of AZD2171 or a pharmaceutically acceptable
10. sah phammcedicabsarhpagitivg veinicAZDApTses MlR2i7d g alptharmaceutically
f.or after or.sinul sly with an effective . | ,
accep?iﬁﬂa it Bereg? prchiiBe & AZIRTL Preliate eal, s Brar i assrpiagion with a
har@focAfbAIRNIL QI Ex BREAQ; gul ar perneability
P reducingngfggct iﬁﬁg waf§+ ooded ani mal such as a
human, which conprises adm nistering to said animal an
effective anou AZD2171 or a pharmaceutically
11. acég&campéw% &Pi&rléﬁfa ésespwﬁ@aﬂarﬁcsa@@ﬂezaalwhp@af @d a taxane.
salt, before, after or simultaneously with an
effective anount of a taxane and before, after or

12. si Amhdilotefon teyprodudionnf ef fetnipiogenicaudior odscilanp&integbility
rradi gtion. 14. A method according to claim12 or claim

reducing gl 8 & WAz Piopfed aninl sutgsih many whicheempaises adpnistering to
i g} APERRRFOLLAR AP bl AL b shpl S

excluding an&ZDPR1 71 mialeatekal, Isbfovepdfedr or bithltanecARly Wish an effective amount

docet axel .
of a taxane.
13. 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
excluding an AZD2171 maleate salt, before, after or simultaneously with an effective amount

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

14. A method according to claim 12 or claim 13 wherein AZD2171 is in a form of the free

base.

15. A method according to any one of claims 12-14 wherein the taxane is paclitaxel.

16. A method according to any one of claims 12-14 wherein the taxane is docetaxel.



