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WD 24105/ 092303 PCT/ GB2005/ 001080 COVBI NATI ON THERAPY

wo'REsmhssent invention relates to a method for
produc on of an antiangi ogenic and/or VaSClﬂC{;{J}?Bzooslomoso

permeabi lity reducing effectlin a warm bl ooded ani nal

such as a human, which is optionally being treated

WI th ionising radi a(I(DN[BMfIG)NUI‘HER&AIW met hod for the
eat nent, of a cancer, particular a cancer

| nvae \PF?%"ﬁmdmé%l“PB relatep in 2 Mﬁmoélfot@ﬁmr qdyetiomefancfntiangingenic

and/@ﬂ%s@%ﬁf g&&{ rat1’o néﬁ% fﬂg %%g’g?%fﬁ&ﬁn%h S\?ﬁhtl:"’# a human,

whidBH3 opfionallybetrigareated witls iohginORdtiofga2icharlyh method for the
con‘ol pati on with 5-FU and T-11; to a pharmaceutica

treatg@ﬂb $306er, pYHpHlpLy A gamnse inyplving Dedlititumods, SvHith comprises one of:

the PG WA AT o4 0RP BB FED: e spapationsg 14202171 in

com'a]!ﬁdtl(ﬁt Wwith ORIDRL Ghd @hdehistrhiioBEA2RREH h & ?tﬂ) é%ti!: ok vﬁﬂfjs -FU and

T-11, for use in a nethod of treatnment o
CPTolrl e phdtmseelical comnesition: comprisinigi dne oﬁrmzmmgarmemf AZD2171

and QPP and RE D T an SR ke GBI 07 6 i stiopiopaduct somaprising one
of: AZIFALT1AZBBIRY; AND2 CRTasklcPRNg, W&ﬁglﬁ% 5. Eﬁ zﬁf&chT-ll for use

CPT-1 1, in the manufacture of a nedi canent
in a mgthpd ef predtheot ¢forhumhianaer aumha]dmglydbge]mrmp}@mié kit cdﬁpmsmg one of:

Az S RE ALl CRELE) ﬁéﬁ%’n&ﬁ@ and CPT-11; to the use

of orRRiri RZDQ'IVl bei gt A@L@m@h%h*tmo 0 %ﬁ?\iﬁfl 8% FU and CPT-11,

Nor mal angi ogenesi's pl ay$s an i nportan
in the manefagtugs ofprmcthsammt iforchsedi tig: predivtisa i en d@cmgmeﬁe tand/or
and several conponents of female

Vasc‘\ﬁoéfp?%‘a’ﬁ@?a}l dycipg¢feshin UngeLiblonsed animah sechais adiuin which is

optloﬁﬁllgygaﬁgﬁéétéd iBEER ’Ia?cfdnat ed with disease states
I ncl udi ng abet| Coret nopat hy, psoriasis, cancer,

r hNumnwl tangiogeﬂehus ipldys an &pertaneole Kapoaict§ of ﬁl@b@@éﬁn@ﬁﬁmg
rrg gl orra Fan et at, 1995, Trends Pharnacol. Sci.
embfi%mc o % Woupd hephing and mpml eomppeticstsmd famale Tepmductwe

functigjnr e | n {) ﬁ?]égér’lé}gﬁh a‘ﬁglé)@g S1s &aség%iﬁs%%ﬁé}%& 811%&1 cafey states

incluging dézbetis rdtfigpathy) PRofeyeE c@iceRlrheukPSid JARHAS, ra'tﬁb%lﬁg MK aposi's
133: 829-837; Senger et at, 1993 Cancer and
Sarcomta&éﬂlagménmw% etzlz 1935}3’131‘5QdS)Pha89&®1a$c12]5 57-66; Folkman, 1995,

I pLid g dot hel i.al. cell
Natm%cME(&l | %g gi tS‘fL ,ggscr {) el We?t?ltg' 18 Flﬁ)&lgﬁtotp,péay arole in both
aleemdl t hash ( I
N 975 9
133: &%9 337t Drnger ettahel99é,s€mcctauiM>ctastass Remiewfs, 12:$03-324). Several

o B B ARl S it
mcludlﬁg\/afcﬁﬁc %tﬁl%sibeﬂiﬁr%la bth faa%%@mw& ?Fgﬁf ﬁﬁ@\‘?ﬂs&ﬂ%.xegldothehal

that VEGF i s an |n'portant st tor o
growthrfactao(\FEERo | Bygvicmk ofithyiregisicied expreskideotits reéepiirs, tAOBRwth factor

activify SNCEOR Nt Lothetor e HOFs oRrvaitely Stscifisgowsssl eadeihelial cells,
Receﬂ’c%%ﬁléhé’er inBRLIEE At VB {sgﬁiﬁl?l)ftéﬁlt sfifnu ?afLL r&é‘&% ({Hné‘ﬁ ct

Chem 264: 20017-20024 agoni sm o
pathologinabangiegenesis (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
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WD 2005/ 092303 PCT/ GB2005/ 001080 of VEGF with anti body

I't in inhibition of tumur growth (Ki al
Wo%g&éo,rggﬁgture 362: 841-844). Receptor tyrosi Hg]Tﬁlﬁﬁgsé@wso
(RTKs) are inportant in the2transm ssion of
bi ochem cal signals across the plasm nenbrane of
of VEGF hdth alitibsey tdnaresiteintinabiionwlf eatbwgrébwth (Kim et al, 1993, Nature 362:
characteristically consist of an extracellul ar
841-3444and- bi ndi ng domai n connected through a segnent in

L I'ig% i é%% %ﬁﬁ%ﬁ&g Kgfar}e F}H)@l‘gﬁt wht% eah?lfé%&o? 9f biochemical

s1gna[seﬁ:wsts $hd {laé&ﬁa méhﬁhm@rof@élld: hﬂlee@ﬁmhminlﬁmmbﬂes
rosine kinase activity which leads to

charap gmﬂib'woamstmf apfextrgqelylan Henshiadiag demaiueaanesied through a
ot her i.nt

seemp IR RSP fng sttt rine f b B fsp A srRie FHsg Bamih® Hinding of igand

to theSleBERbY feBifltsGASERURILLA 3 tHRGedcPtor-abbo¥déd SokiikifRk |aéﬁ\ﬁfy which
resgonses To date, at |east nineteen distinct RTK

leadssonp eﬂnhbr}é&tlondwéftymsue mpidugsrom bothdhelresenjoeanskothariotrangiiylar
een dentlfled famll i S A

mologJE iR oG in tyiing PRomBor TRl § Phuhis ibradedeading oo

variefy@&TeRlRlar reEﬂa&rrsés (P 8te IR ARt AStindERTR: év)bfarﬁﬂ%s defined by
Ki nase I nsert domain-containi ng receptor, KDR (also

amine efidrsequEntohersoEGHRRVE bean iHEkifled, Cuecbf tiagso tstlstamilies is presently
fins-like tyrosine kinase rece

compy RS Y it CsUkerRIRS e 1850 FeRFRIOK B o rzlrredons YRGRR- the

f&DRi 49P%-
kinash gk myBESolifhelsetpdt KDR (ko bR 5 PHORI2 JrPie1), and
anothBr fipike tyResine Kiﬂm redep@iz, BI8-4: TwiPoflth&@)relaldidRITKg Fitk1 and KDR,

s S5k G ECTS 0 TP RSB T R s omy 1
t
e R i, S 10, 10 S v

to thesaseeptogreapsissecdinthetenglogaisroels has bEhn assoyiatad wich chgigesin the

a 20 vascul ar sprouti ngfphenotype by i nduci ng
tyrosigg phesRhordatinestatus,eisallpkr axateins ant el@uRdluEehr essi on

?or\?lﬁ‘n&g qgé gg&le? Fﬂmﬁfﬁ? fwﬁ’ﬁgégg&gggaﬁ@gﬁﬁéﬁas ogh%eclylo%iﬁeolnduces a
vasculldr proutfag, plﬁﬁﬁﬁype bl indiWhiigd emdotHelial teld Qfohfératlol@,rﬁotease expression

Connol Iy, D.T., Science (Wshi n?t on DC),
and mmmom #od ﬂ@smuemamp@a@twn of gells fng% paﬁaaﬂlam tube (Keck, P.J,

Hausiyr 'ﬁ:' Do ag@Vi Rgg%anég §‘2,'3‘W g%?eéyz,pg ar andM:gnnolly, D.T., Science

(Wasigtazs B, 2253 1809-Mandnosd; aLmﬁoréaux,@vcy Fitz zge?en@l M.E., Reiner, A,
Vassal li, J.D., Enzyms Protein, 49; 138-16 1996.

Hasty K. Ag ceidt Clagles \ 8- l‘vﬁtmmets Rssg 95t 28481 1998 Fepper, M.S., Montesano,

RS sl Oatinls a0y el B, BRbvmespipiansty 8162, 1996). In
addlt{othEG‘}f ﬁﬁuce@'siﬁﬁﬁ-’iénf Wﬁlﬁf &ennle%ht}éﬁ'or%@ \?IV ll? I,lﬁ%ﬁmar M., Claffey,
K.P. Nagphm dan d(eLWat&r,)L ﬁfdiﬂengﬁﬁ@-l??ﬂnt m@h,)Alleprgy)if(nmwgl '107: 233-

235, {38 O eSS R IC PR R s WD Bl (ond) 535

263- 2"7‘29'2@@?}1 e@'ﬁ?&o}%? RRREEBE SD ﬁy&r%%?éﬁ‘?% ﬂ‘nﬁﬁé‘fﬁfb QhiscliiaR network

alone to pronote al
whlc]pfse:rhataptnrxstw eﬁpmmﬂegcalmngﬁ@nemsncl udi ng endot heI i al

c roliferation, ragjon, .and,
eIt Laspbeen shown that act1vat1 n ott KDKR alone is sufficient to promote all of the

major phenotypic responses to VEGF, including endothelial cell proliferation, migration, and

survival, and the induction of vascular permeability (Meyer, M., Clauss, M., Lepple-
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survival, and the induction of vascul ar perneability
( M, Cdauss, M, Lepple WO 2005/09230
wol Y BEYA) 001080 - 3 Wenhues, A, Val Lonbol§d a{GB205/001080
Augustin, H G, Ziche, M, -3anz, C, Buttner, M,
Rzi ha, H J., and Dehi o, C., El\_/BO J., 18: 363-374,
Wienh869 A. AWaljenbidrger, Jamnagustits. H.ehZits Myphaiiwy &, Bilbtner, M., Rziha, H-

J., an ig%lélﬁ% g],e&]ngOz 17_,6 18: %%g 1?37é327]99?e§g(})9-}; d LS an’_éBl\/Iukhopadhyay,

i) CRBRERh: 5P b Sl AT e 7 ot

B, Zldﬁdﬁevla,t’]]' PeBelidriet, N .amd Eeﬁ’atabNt dr B1cdfChEﬁf2?éc3é@26r230 2001).
tyrosi ne kinase are_ . described in_l néfr nati onal Patent

AdRvinazeling deryativies whichrpragnbibporpel VB G receriqnsyrpging kinase are

descr%gg_ﬁl ;\i{@&aﬁ%mx\g % 0 éﬁél%pﬁﬂe ?Hfﬁc_apéﬁ R, Sv398/47985.8APD2171 is

descrititdah VO Y0I2] 2 nd el e Z4( threfeixy.r ABD2A7 hisld-@-Jpsroemethyl-1H-
) Qc qui nazolnme: 0 1~ (P- /~_ 10 AzD2171 AZD2171 shows
indolecploryerineilzaxyvi-{3- (ymrolifis-1opioppyy)geinazalingive and (b)
HUVEC assays that are described in WO 00/47212 (pages
80-83). The AzD2171 1C50 values for inhibition of 16
i solated KDR (VEGFR-2) and Fit-1 (V N tyrosine
ki nase activities in the enzyne asy wene_<2 nM and
5 2 nMrespectively. AZD2171 inhi b E4G-- st i nul at ed
endothelial cell proliferation fbtefftly (ICso val ue
of 0.4 0.2 nMin the HLMEC assayy , put does not
inhibit basal endothelT al Bliferation

appreciably at _a> 1250.fol d concentration
(1 Cso val ue % /lbﬁ/\
ft

e gNowth of a Cal u-6
t unour xenogr in the in vivo solid tunmour 20 nodel
described in 00/ 47212 (page 83) was inhibited by
49%*, 69%** and 91 %** follow ng 28 days of
once-daily oral treatnent with 1.5, 3 and 6 ng/ kg/ day
AZD2171 respectively APD230101, P***<0.0001,

srzabagiﬁsho&@:ﬁia;ﬁqm i gzqw?; LY -
s REGERREP, 01 B0 PIEA a0 00 g U A3 Bpyiono

1solatéﬁ5[GDRlQVEGFRDZ)]aZ1H Flpel(WEGFRs B throshiad kit astititied i 1n the enzyme assay
AZD2171 mal eate salt may be applied as a sole the
g@fothehal cell

wereGi2 nMym@é i\m]&b@amgz@m Amzl@mwwﬁ@@eshmda@é

prohf%r%t{o %eé]?]ﬁé 5r &t h 6 ?réﬁ ﬁa % if aqqa ? but Hoes'not inhibit

basalnidbt gﬁﬁ%ﬁ%&éllfeﬂaﬁbfg ﬁ?ﬁﬂ?}g lapa 40280 /féla?éé’atértcoh&ntratlon (ICs0
stated that “conpoun 0 I nvent i on:

value is > 500 nM). The growth of a Calu-6 tumour xenograft in the in vivo solid tumour

model described in WO 00/47212 (page 83) was inhibited by 49% ", 69% " and 91%"

following 28 days of once-daily oral treatment with 1.5, 3 and 6 mg/kg/day AZD2171

respectively (P"<0.01, P*"<0.0001; one-tailed t test). AZD2171 has been shown to elicit

broad-spectrum anti-tumour activity in a range of models following once-daily oral
administration.

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
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"may be applied as a sole therapy or may involve, in
j L to a conmpound of the invention, 5 one or
Wof?gﬁgéé%?uﬁer subst ances and/or treatnents. SucKCdErz9P3/101080
treatment may be achi eved b4- way of the sinultaneous,
sequential or separate adm nistration of the
used it otied atore othepadatafcatfandlod erehtients R tist of\WP @aKkTAESs is given

t hen goes on_to describe exanples of such conjoint
mclutimsaﬁr&wpuﬁaﬁléma@tﬁ@n surgery, radi ot her apy and vari ous

s RToPa AR RSt orRiRss oty Belpeor. 11

“ma lied hda ¥ ﬂﬁfa%@%l: ZndySnvol88e thdlﬁoﬁ Elf@b dud oFkhe invention,
AZD2171 and CPT-11 and/or 5-FU suggest ed. where in

one opMaye pUEp Jubstgees anﬂ/ogtt@@@mmtsuqb eogpind frgatoenpoay be ethieved by
way cbtjlg%ll T t%¢%1 ssetqﬂ?ejn:t@ gregrgg%]ia& ad.m1 ru1fs‘~r tgc?n; r?‘atg%mdlwdlllal components of
the trbligepeet edl y and surprisingly vve have now found t hat

the particul ar conpound AZD2171 used in conbination

wiWR QO/$EF12ithen gaes smlte descohe exaropiabofsich oonjbing traghivest including

ne. of . CPT-1 1: and 5-

surgeppadithofipy AnC UG s sHiep oL ST bEReH SesptincinEs genepouracil -
F[Da@laqﬁﬂ@;te {1yper meabi ity reducing effects than any

one of 1717 5- FU, CPT-11; and 5-FU and CPT-11

uSNaivbero e WO\ /472l iy atspedifie campmationdf AAD2p7 EawhCPZA 1 and/or

mven%l on, AZD2171 used in conbination with one of:
5-FUsUggeste8pT. 11: and 5-FU and CPT-1 | produces

TSSO O 8147 385 50U I B e i
thereial witleothéc teatuiemty will pestnca sipritinglly Hehefigislegots.

| nventi on D2171 used jn conbination with one of:
ngxpegsqd! waggﬁanén gl e pvemowifopnd thafithe pgrticular compound

AT R SR S5 O B &b

with eiseesf: SIRU€CPTALL0indi 5ABUtand ORT -85 [pecduced siphificiitBeeiter
i nvention, AZD2171 used. in copnbination with one of.
mtl@mm@mﬁ!qr vascuda pennealilify gedupmg eff esisé@@c@y one of: AZD2171; 5-

0; ARG g R 1811 881 Ao L i GEBE R o

mvenﬁBH AZDsEduset i ombinbiiorc #ith ©he 6f: fEEUSCPT-1a; il hoWs &fd CPT-11
treatment of the present invention i nclude, but are

produges sigpificant]yt keiter anti-egncpr effaetiihacayeenet: M@Zﬂ%bp%E@eCPT 11;

R T LSRR MR T T i —

AZD117aisER M chbihReonPK RS 874 of: BV P11 N&ldBIET an@UEP RN € produces
not limted to, inhibition of tunour growt h, tunour

signifigantly hettis|egipots pegole@mmmthantauymm of: MWégé»F&} CPT-11; and 5-

FU aqu@ﬂtlildi.?gigl%?lg gg{’ rE t S o egwg%ég%@resen? mven{] ion, AZD2171 used

in coﬁﬁﬂaﬁﬁ?@%/o%%@%om éPTlqu'aMS-CFfU Qﬁé@?‘?%&fr@&{c%ﬁlgr cantly

i s expected that when & nmethod of treatnent of -the
bettermf&stsnn colorectal cancer than any one of: AZD2171; 5-FU; CPT-11; and 5-FU and

CPT-11 used alone,

—J

Anti-cancer effects of a method of treatment of the present invention include, but are
not limited to, anti-tumour effects, the response rate, the time to disease progression and the
survival rate. Anti-tumour effects of a method of treatment of the present invention include,
but are not limited to, inhibition of tumour growth, tumour growth delay, regression of
tumour, shrinkage of tumour, increased time to regrowth of tumour on cessation of treatment,
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invention is admnistered to a warm bl ooded ani nal
a human, in need of treatnent for ¢
Wovsz\/lldﬁ”g?mthhout a solid tumpur, said nethod %{LL“T%Bzoos/oomso
treatment will produce an ePfect, as measured by, for
exanpl e, one or nore of: the extent of the anti-tunour
slowisfefod cliseaserprogresspan slkissxpegted thatwhen amettwddif$eeatmeent of the present

o R B DA e B SRR B P B
canc@ wikio? Wift8udl SARIBmoAE AHHd8od &F t}é&?m&[t%tﬁﬁgﬁoduce an effect, as

I nvention there is provided a nethod for
measpregichy; forenampleaone emomndi thg extent @fithié amti-tmsamwleffect, the response
fect i.n_a warm bl ooded_ ani nal

erneabpil.ity reduci.ng e )
- Tate, 6%50 5156 %mﬁesm?alﬁ %ﬁml&%ytsuﬁnﬂr%%qriegf@cts giclude

e ER=Tal f ' ?mdp%f fqidf?171 or a 10
prop%ﬁggﬁa@g%négﬁwsﬁaaggg%ﬁg & 53 ]tn%t her eof , before,
af Aecording $o thelpresertiuedntionithdre dprefided tinvthodafisb thetpréduction of an
.one of: a) 5-FU; b) CPT-11;, and c)_ 5-FU and CPT-11. 15
antiapgeget Ayl/eTvassidaniesaeahility redueingrfiachy &waan-plasdpdjarimal such as

a hur&t %Hr %méﬁk@s g&r?%éﬂrn 0 %&d@h%jeq@%i e?fégl!i\gega%%ﬁt 39%217 lora

vascu r meabi ucl ng ect 1n
pharmagentibdlyadesptatie sait theteor) bafore, afldt BPGmMuMM oI WM dnSsfective

adm_ nistering to said aninmal an effective anount of
amourypPameIof: or a  pharnaceutical |y acceptabl e salt

a} hf—FEJof excl uding an AZD2171 nal eate salt, before,

after’or sinultaneously with an effective anmount of

bpn€PDI11; 244 a) 5-FU, b) CPT-11; and c) 5-FU and CPT-11.

According to a further aspect of the present invention

C} hefl and GRbvlded a nmethod for the treatment of a

J bl.ooded i mal h h whi
c R Pl SRR BraTon Pt RunrP o A ol OB Rieafpdlion of en
antiaﬂé[@%@]?c M d/AAtEeuldr pRimEatiii B el dfERt InYa wAGE-BRI0BB] Shimal such as

salt thereof, before, aftér or sinmultaneously. with an
a hunadrf, sdi¢hcomprisehadroinistaringdd said-anitpl agrfedtive ammelind of AZD2171, or a

phariiikeufically oot Heveel pEndTes AEadi L imika s BTt beths, ater o
simuftil%@ﬁﬂ? Rithofn eﬁfe@ﬂ%ﬁﬁoﬁrﬂ ofoM@p s bl ooded ani mal such as

a human, which conprises 30 adnministering to said
apm-Fll an effective anount of AzZD2171, or a

h eutjcally acceptable salt thereof excluding an
bﬁz@%ﬁii‘ﬂﬁ eate salt, before, after or sinultaneously

| §_pramaeipesii ve anount of one of. 5-FU, CPT-11; and
c}gﬂ_ FU and CPT-%l. WD 2005/ 092303 PCT/ GB2005/ 001080 -6

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 one of: 5-
FU; CPT-11; and 5-FU and CPT-11.

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 excluding an AZD2171 maleate salt, before, after or simultaneously

with an effective amount of one of: 5-FU; CPT-11; and 5-FU and CPT-11.



10

15

20

25

30

According to a further aspect of the present |nvent| on

t.h |.s provided a method for the treatnent of
Woczg?e?g@?‘l’osnvol ving a solid tumour in a warmbl 385&?2005’001080

ani mal such as a human, whéeh conprises adm ni stering
to said animal an effective ampunt of AZD2171 or a

phacdvedirgto £ alrther agreefifald Sresent inveiede®bre i9 ﬁfdil‘i(fed a method for
after or sinul taneously with an effective 5 anoun ?

the treztmegt of axcapcer inyotving;a sahd ttgnqnm landvanmbIQQdedenalcmnlg as a human,

wic GBS S5 8385l e LHSsPLERREH B @A &3

phanhzibéﬁﬁééﬂl‘?gtc@epﬁéﬂlé §h1t tHBTRYH, bbﬂmﬁl afiey SR b ORAREu AP Wi aalselffegtlve

as a human, which conprises “admi ni st eri ng to sa
amoughpferie ofnS-H1U &RT-U; sadGuy and GPD2MI71, or a

Ao B iR B b SPEcH s B esetby eatisy (b 18 brovided & method for
the trgdtiﬁléhtt (ﬁ‘h%ﬁ&%rin\)’&l{fﬁg aARoBA bR e s W@loﬁeg%ﬂﬁn%i such as a human,

1, and FU and CPT-11. According
whiclf eqmapréses adpindsteririg torseidpmiraeln dffectivd inourtt bEAFDAH 71, or a

nmet hod_ f e treatnent of col orectal
pherBie il aS o it on Braet e oig Sroben2 Ll Walaieanl bfmerafcr or
168 H sl
simulGATRI> it 3 BHoLNI ek di bPomAle s Y THT. P} il sPad P11,
s allccondireg tocf furtherf @pect ofitegiresent inventdhanere iShnovilict A rddthod for
effective, 15 anmount ,of one of. 5-FU; CPT-11; and 5-FU

the trefmenof cqlprecl cancer Hba wara-blagded animsed gechtasgfhuntas, which
compRERAHinis@UAL1 Ol bliflaPar SERAOY LABHAE ofgﬁlg?gy for, the

treat ment o cancer

pharnmuetrtmlallys aedeptableasaltubereot, bﬁbﬁbaﬂ&mﬁhﬁﬁ&e mtﬁtaﬁ effB&ive
sai d animal _an effective anmount of AZD2171, or a

MO%%I%@@&F%CP;F H@@%ﬁdﬁ éndsgPT lilher eof excl udi ng an

’g‘ﬁ?ﬁﬁr ous rsa?héc’t OP q%%%ﬂﬁ]imrgfs Qfﬂ‘é‘dS‘il a method for

the treatriddt oﬁE’dloﬂeiztal aﬁd:eﬁnﬁ)bvalﬁhﬁlb%&d ardimal A6chQk @iHithahOwhich
further aspect of the er esent invention there is

complaﬁeéefhalgas srinpgtorgifl ardma mm%fqutlﬁ@IMPMrofg’fZMW l,ora
pa BB RSB 130 SR ST L S e, o

simultahéciRlyopiipah sfsctiad muﬁt @ﬂdnla Sfi NFTACHTAIN: TRY sfﬂmg d CPT-11.
effective anount of AzZD2171 or a pharrraceutlc fm

a @‘Hﬂﬁlﬂl te aduitherakjpact of the pedsonténventive thepe isABovided a method for
|t ou wWth an,effective anpou of qne
the prgdFHph BRSP4t eiiabilc BB HRBUA RerRiestilly Bin RS pact in a warm-
blood&l' aﬁ'h}ndmilcﬁ:gg_ a hihalBYhiBR 66m! ?ﬁ&és %ﬁﬁ‘ﬁﬁﬂteﬁﬁ h ARGl ﬁgeffectlve
%et her with a pharmaceuti cal accep abl e excip
amounj (A@ZDZ 1gi or A@b@mnhcnglqaﬁyaccfaptabtaaalta‘hq:re@ﬂ; beford, Iaﬂer or
n there i

ult glg( |nve ﬁ fs rgégﬁdamethodfor
siza TSR TeeVe AU SR A oS BT agehp ) and CPT-11
whereﬁﬁAZBQP’Vﬂ 'StlyU hRg E?'Jn&glnﬁﬁ&h&hdﬂﬁoﬁalﬁé&dngi&r%mn ?)ggther with a

ani mal such as a , conpri
pharmacﬁu@aalhy meptalble arcipfefieoit davderanount of AzZD2171, or a
phar al |y acceptt bl e salt thereof excluding an
BTSSRtk et o hepEsse ieniien ereerupdeoneiipd for
T
R e L R L
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 one of: 5-FU; CPT-



10

15

20

25

30

-7 11; and 5-FU and CPT-1 1; wherein AZD2171, 5-FU and
T- may each optionally be adm ni st ered
WO\%E?SI[]O%%SOﬁhar maceuti cal |y accept abl e exci pi ent Eggféﬁg&/oowso
carrier. According to a fuwTher aspect of the present
invention there is provided a nethod for the

11; abd 63URME CPT-1d ; GABGET Am2@7wwhh@mdlﬁmaﬂhcl§diﬁﬁnﬂﬁr be
a, human, which conprises 5 adm nistering to said

admigistered togetherrwisle & pharmseeiiselly accapablezxcipieng or carrier.
i cal | acce bl e Lt ther
DPREPRERE Y £ Ririntr aBSE B el hvep e 6t i AyilcSgmmethod for
the tr@i’cﬁleﬁf of Dcanbéd in G Warklblosdsd Mirhl sabKl alhRorhds, vVﬁi@ﬁ 8dprises
AZD2171, 5-FU and CPT-11 may each optionally be
adminigtering $ said animag en hfective amoanidfah A2 Elit drcppagmaceutically

BRGNS SOUEA S OB et
FU; @P’P—\I'ldﬁﬂ AFTRLHICPT- T[ wﬂ&eﬁh@]ﬁ)ﬁ?ﬁlt §BAT alf CETCl"’lr}ﬁE}r edcll

a war m bl ooded ani'nal’ such as a hufman, conpri ses
optionallyi e ainainisteged gstherwin a phirnzacewicably acaaptahhmxntplm or carrier.

217 har rrace ticall acce ble salt
¢ Harcaising s g esinc e tpares s B ERuon Bt s Bepiied 2 method for

fhe “%%ﬁéﬁ%t Ha Sl ipgarau s iodtain®iueh pEhinkfh, Wt Lorrisc
admidiZeph 1q sébd Etimmban ﬁi?é’otﬂze Ianwa;tth ﬁatt:DDh DI, Oﬂabhaa-lrlilheeutically
adni ni stere ether with a arnmpceuti ca
acoer gl BICBPEO LR P ALDRA7 F rsfestorpliobeiotig i of Simultancously
{11l t L
with o ARRER] of Mo pg > FUREP T L BT nd CETAL, Sterein
AZD2TMQENHUN gndACB T} 1 1dméyieartifoption Al dinithieeetaitogstheralitisaic h
as a_human, which conprises admnistering to said
phma@ﬁemallaﬁcm@& PXFEDIERRONFRITISF. AZD2171 or a
e

DARBREREL £ Rk AGEERIAE FeSak b Rbre 0GB qmegpod for

the trea[tﬁ‘lemc of dcahtér ikPdlving bisoRd Chirfourth @ﬂﬂmﬁﬂﬁoddad anki84leubh as a human,

AZD2171, 5-FU and CPT- 11 nay each optionally be
whicly eprprises efministees toceidanimakanafiactiae auovuaf AZD217 lora

SR B Mol SRR P SR8 e

amou SN orast: stmtdpqdﬁ Qind SLING ahd ERTUERN twn&elﬁAczqman 5-FU and CPT-
i nvol ving a solid tumour in a warmbl ooded ani mal  such

11 magseagh loptienally bemdhnisterasdngatheresiting phavinerentioally aceptabld excipient
animal an effective anount of AZD217 1, or a

Orcalﬁ'l’? rmaceutically acceptable salt ther eof excl udi ng an
AZLZebiding R LAEBeSMpbet o@q{eoﬁresenaﬁ%ﬁn&f ther® 1@5%&@&%%&%(1 for
with an effective anount of one of -

the tréatmentarfc: @RTer involving erselit tutde i 4 waEmFlﬂloeded aﬁi?ftallsmclnw/a human,

i RSSO B O A D1

pharne‘%g{rﬁg%'llg%é et%lé ééi’ltttﬁﬁ%o.ﬁé%ﬁﬁﬁng)efn %292@‘7?%[&& ﬁpe&tfbl%nafter or

vi ded a net for treat nent
unulmieouséy:wuh anzffileetive amcamtvaf orcdod fo 68T GRT-1d) amslufcRUasd £PT-11;
ich _conmprises adm nistering to said

wher%m nﬁgl??elgt i vE % maseashy ppiaenally be administere togrg%lger 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 colorectal 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
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pharmaceutically acceptable salt thereof, before,

after or sinultaneously with an effective WO

Wozz%‘g‘)%@ésos PCT/ GB2005/ 001080 -g anount of &f&/@}2005/001080
5-FU; CPT-11; and 5-FU and-&PT-11; wherein AZD2171,
5-FU and CPT- 11 may each optionally be adm ni stered

amoun0gLbiess: SR CP PN FRICRBUI &l APT-2660m &R | 71820 PS8R and CPT-
or carrier. According to a further aspect of the

11 mpy eachroptionalbihg astministared fogetberowitll e gharmmeeutivdlly accepfable excipient

e treatnment of colorectal cancer in a warm bl ooded

animal such as a hunman, which conprises adm nistering

t A&k din@ i ABritRR ' ﬂ%@% -

phar nace%ti cally g%ﬁ%?&%%@%ﬁ?% ﬂgéneo e%gﬁgﬁgﬁgﬁmw for

the iregtment7af qelgreciekcanedrtin alvefmrdpodedtanimalrsucts asaihummne odséhy

compfiste Pl e s Y4 RN B AL R AL oF S7PQT Bhar epT- 11
phariE¥u Bty a@%ﬂ&i@dl%h&%o?%{?%ﬁi@ &l m?g?mferatevggppbeq’oxjepaﬁer or

_ pharmaceéeutically accepta excl pient or carrl
simulteneonsly mithtan effettive dreourd opend o 5-HUCPTH dndhFUNRA€PT-11;

.S i.de h ceutical k6 conmpositian_which )
wherqig #B%Lf?@ g\f%ﬁﬂfﬁéﬁ?-li R oBtenally bepdairieiprediiogether with a
pharnSfkhtidd ra@@égte}b?@&cgﬁierﬁ:%r' Fn—i@f’.sop' ation with a

pharmacéuti cal Iy acceptabl e excipient or carrier.

Actazoriiingjta ofiethbriaspbetrof dsniacéntioh thére id preeided @phifi@icButical

i S, roi’iég]ed a pharmaceutical_ 15 conposition which
compeih W RrEIEes AGD2A 7 bkt Rbaregcewighily aceeptableshlt éhereof, and 5-

. : r ' 7 leate salt, and
Sk T T e
adiweptdiiy © £fuethpi #pectof tidnvémtion tAGE & stovided 8 pAarmaceutical

further aspect of the invention there is provided a
compg#Henhisk Gopriset A APBI T 1 ponpharmepcutisatly acceptalizBalt terenf

r i I . therepf,.and 0
oxla g RSSHH SR oBE GRS R ARk ihcciny
acceptableegicilitt ogxardrigt.ent or carrier. According to a

further aspect of the invention there is provided a

pHeeersing foi aclirthercasnens of thednvention ithere igprovided ApDaTREewical
compRSBISSU AL X058 PO RSt S8bu St and
CPT-1i idhs@ocﬁitﬁfn%ﬁl?ﬂbh&ﬁiab&uﬁc@ﬁi{‘ Q&{e bR &¢pidht 8PLarAbr,
ur e

carrier. 25 According to a ther aspect of the
i Aeeendingtotanfrther aspent of theduventiph shharmisqurovided a pharmaceutical

copposition which i ses AZD2171 a
compgi WhichPmpines ACDED! Lot dparmaciotlycoeptabic sal fhereof
excludifgl a RN 71 In A6/ Sd18Lh@ TP { lhinaasmﬁftﬂg%%ﬁ 4 gMceutically
accept abl e exci pient ‘or carrier, According to a
accepfabletaxeipied pecarief. t he i nvention there is provided a
conpri ses. AZD2171 or

phar mgceutical., co si,ti on whi c € !
C AR g el PR Bbie SBYSD008 fhere Haregid apharmaseutica
: I _ i i
compt’if‘s’rf]ﬁéa{iégg%iﬁ act@{ilgﬁge\%zﬁég P &3 ShatRhdeutiBdlfl R taitl Sarffnkieb?, and 5-
FU and CPT-11 in association with a pharmaceutically acceptable excipient or carrier.

orc

According to a further aspect of the invention there is provided a pharmaceutical
composition which comprises AZD2171 or a pharmaceutically acceptable salt thereof
excluding an AZD2171 maleate salt, and 5-FU and CPT-11 in association with a

pharmaceutically acceptable excipient or carrier.
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pharmaceutically acceptable excipient or carrier. WO

303 PCT/ GB2005/ 001030 -9 According to a
Wofzzgfﬁ)?é?g%%aspect of the present invention ther &CGT&B2005/001080

provi ded a conbi nation preofluct conprising AZD2171 or
a pharmaceutical ly acceptable salt thereof and 5-FU,
f oAcarsding o furthet apdctadf the prRbere itveafiorathat 8 RraVided™ dBbination

body by thera According to a further aspect of the
produc? bwatising AZM215H of A eharmasewically aeaspteblecsebithaefond SFU, for use
1 PR oF q,l%m% : rmaceutically
1nari§%tl§86’%t8fat6%e satlot?at er e%%ﬁqﬁaﬁ%gpﬁﬁr@hml?l mal eat e

s ahtqordingltcba filthef aspettsof thepraseie investi@ thbfeddpRMted A cofhbination

human qr, animal body by t e.ra{)y. According to a
prodycf, comprising AC2131 of pphgimasewticallyieenspiable seléharedfexcluding an

i [ i Qn roduc oppri,sin D2171 or,
A e B P T B useP i o BBt itaoprer ahimal body
by thérdpy.for 10 use in a nmethod of treatnment of a human or

ani mal body by therapy. According to a tluther aspect
ofAqorEling tosfirthpraspeatiothe present invemtianthereds provided 2 combination

' - i Si AZD217
oo PIBR ReT SPAPL CRIRLSI A S
use " 2thod ofle@pieat §84 kumansk %aﬂﬂodyfbgrﬂé&ﬁ@/, in a nethod
ody oy

of treatnment of a human or ani nal t herapy. 15
Adessprlingtoraofuzthén aspens of teeesenbinvettnthers énproivited Atcofbination

produk B AT o BER R bR s ko mes s o
AZDAIT 1Ralbdte 8016 an®CPT- 1L forf Q6 it'S gé&bﬁf@& %t 8F 2 human or animal

treatnent of a human’or ani na er apy.
body oy therapiyng to a further aspect of the present invention
i ded a conhination product conprising

tA%%rfe .s provid | o
TP fupher asnect 6f MedrrsynHBLEioaier Scppvidhé A gombination
proc Gy A3 PEHE LRSS, S0 e Bt

met ho re
CPT- bhiforaiise i d ynetlyodt dfareapyent A€ @ Gthian gr hinal Hod hetheppect
of, t h%.g{)r esent_inventi gn there is provided a kit o
cOFpPTaLists aﬁéﬁﬁ PEPeSt ohthe pagsealdBYention there isrepidad k eombination
- ' t her. aspect
progleyEhEER1D2 71t lopa 00N, D0k ANSFASR85E
AZD2] Gl sitegpltAZiP3-FU ard @PPHAT forassin £akihyd a€ G8Rbd & a human or

. ﬂigﬁlﬁi)'th reof excluding an AZD2171 nmleate salt, and
animag bedy by %ing to a further aspect of the present

o CElo w36 o oyl S8 Bl BB i PaBpidg kit
comprig Azmwmf:@pnurﬁgcamcaléy BécePRDleAS R Adredi! addLFOI esent

inventjon there is provided a kit 30 conprising
Adepardingde ajunthes espectei the ardsyntdersapion these isgiroviteda kivf

compr?gﬁ‘fé M%ﬁ% PBr 1Z%eutically acceptable salt thereof excluding an AZD2171
maleate salt, and 5-FU. |

According to a further aspect of the present invention there is provided a kit
comprising AZD2171 or a pharmaceutically acceptable salt thereof, and CPT-11.

According to a further aspect of the present invention there is provided a kit
comprising AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171
maleate salt, and CPT-11.

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

comprising AZD2171 or a pharmaceutically acceptable salt thereof, and 5-FU and CPT-11.
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mal eate salt, and CPT-11. According to a further
f the present invention there is provided a
Wo%ﬁé)ﬁ&%@?fpri sing AZD2171 or a pharmaceuti cal | yCT/GBZOOS/OOIOSO
acceptabl e salt thereof, ant)5-FU and CPT-11. WO
2005/ 092303 PCT/ GB2005/ 001090 -10 According to a
f uhedeeding spa binrthef agpeet gfitbspeient mventidrometdie pfovided a kit
rovingglg ﬁkit conpri sgagf; AZD2171 or a .
°°mP%ﬁ§'ug af7'-on 3 phazmeceyficallVaceentable palt thereobwedludingign AZD2171
malefé AL 4Ad srmb gAf epgeft. and 5-FU and CPT-11. According
to a further aspect of the present invention there is
prisscouting to &fitrthebaspectufitlss presentinvadtidiliAdreqs pRyvided atkit

gigar maceutically acceptable salt thereof in a firs
COMPYHIE: dosage form b) 5-FU in a second unit dosage

AATSF - Al S contaihing.said fjrst
o) AZITL oR D QRS AU R bt her el B b i Bitani o
b) 5-Hf it ineccpneé ariidosdpe gori;@Adt here is provided a kit 10

conpri Si n%: a) AZD2171 or a pharmaceutically
¢) confipermepsdoregntaining saidiirehent sedond desegafodsy1 nal eat e

S - Frst unit sage form b -FU in a second

U%H“réfé’é%%eg ?J%t?lﬁli asgﬁca og&ec]%ﬁsteg} mxen greﬁq)prowde a kit
compfisingai ni ng said first and second dosage forms. 15

According to a further aspect of the present invention

a) AZDRd 7 b or 3 pharewacesivatly Réceptablersplt tlsirens ex alndiNgBA WADDI7 1analeate
. ical acceptable salt thereof in a first

Salt’lﬁg?%&g%?a%goéa%eotjf)ﬁ?’ b) CPT-11 in a second unit dosage

b) 5-HDInE seeBall it 865k R af®ans for containing said first
~and second dosage fornms. 20 According to a further

c) congiprrgreans fortnontmnise said ifintend sevond esage ifsmpt ovi ded a
kit, conmprising: a) AZD2171 or ,a pharnaceuticall )
aleey 8 aséa%qaerﬂﬁﬁ?"é 8%@9&?8&%% Igyension Abarp mwdp% aki

compéthg:, in a first unit dosage form b) CPT-11 in a

second unit dosage form and 25 c) contai ner neans for
2) AZD3hTlapma pharsaceiticallysscceptabls ealo titrebd vag irst anitosage form;

0 o595 B AL B o o e et TN
c) conﬁﬁ%r%%ﬁyfdrq,?girami@%@ﬁﬁ? bitd $Rbhd hOGELE Armisn @ Tirst

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

X

comprising: '
a) AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171 maleate
salt, in a first unit dosage form;
b) CPT-11 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 in a first unit dosage form;
b) 5-FU in a second unit dosage form;
¢) CPT-11 in a third unit dosage form; and
d) container means for containing said first, second and third dosage forms.
According to a further aspect of the present invention there is provided a kit

comprising:
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b) 5-FU in a second unit dosage form 30 c) CPT-11 in

ird unit dosage form and d) container neans for
WO%W%F?an said first, second and third dosad&TfH2Ag5/001080

According to a further aspeti-of the present invention
there is provided a kit conprising: W 2005/092303

a) AFST1 B QHaB0AR8Hcally bbciptat? 5B R dreBF efbl\#di%%(zgf %P%gl; | maleate

pharmaceutically acCeptable salt thereo

salt, nzpfisyunihdosege mgal t, in a first unit dosage form b)
-FU in a.second unit dosage form c) CPT-11 in a

b) S-ﬁimasa?ﬁnpu&g g8 and 5 d) contai ner neans for

c) Cmmlﬂﬂiﬂﬁ%&ﬁﬂ&sﬁééﬁh- sficond and third dosage forns.
According to a further aspect of the present invention

d) contaigree niegngfoo vomteidire daid first; seqont ahd thirdJosdgdRDimd, or a
phlgr rra&euti cal Ly acceptable salt thereof, together
wi 4-F0 T pPsel of thepregssi Hyentienhersiis provised a kit
compeRfdgt €7, in a first unit dosage form 10 b) 5-FU
together with a pharmaceutically acceptabl e exci pi ent
a) AZ3215aror iagharrhaventicutig anebptubld salidtheragh tdgethat wath@ ghhrmaceutically
ntai ner means, faor containing said first and second

acceplipiee G IRt A camies,dp @ifikg wndf dosagerforar aspect of the
i ' [ [ a ki i Si L.
0550 TR 3 LS 0 i

dosagelfermeadndexcl udi ng an AZD2171 nal eate salt, together
wi th a pharmaceutijcally acceptable excitgi ent or

c) conigingr meansiar ¢onfaiping spidifirsthad seeonddosage fhyms- FU
t : ticall) bl. i pi ent
o PR W 4 AP RRLIRE Ul -E 80| N BRETAER I ek oR T

compfisingai ner nmeans for containing said first and second
dosage forms. According to a further aspect of the
a) AZRYdJE gt 2 phyrarcewivally agospiablesat heateaf exchiding anokiid2 Kilngaleate

s, e BT S G Wt PGRo0ht o e

form;excipient or carrier, in a first unit dosage form 25
g}( CPT-11 together with a pharmaceutically acceptable
b) 5-Fd toggthenwith a phamacentically agceptablmekcipient or dasiar én h o¢cond unit

dosagg'f'cgnn; and
c) container means for containing said first and second dosage forms.

According to a further aspect of the present invention there is proﬁded 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) CPT-11 together with a pharmaceutically acceptable excipient or carrier, in a second unit
dosage form; and
c) 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 excluding an AZD2171 maleate
salt, together with a pharmaceutically acceptable excipient or carrier, in a first unit dosage

form;
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c) container neans for containing said first and

S osage fornms. According to a further aspect of
Wotzﬁgﬁ(g?:‘eogent invention there is provided a Ki tPC%GBZOOS/OMOSO

conprising: 30 a) AZD2171 ot2a pharmaceutically
acceptabl e salt thereof excluding an AZD2171 nal eate

b) CBRIU todelite inithra MhakidaceuBbaly RESHABIE BkdipieACs@RERR! i8 2 second unit
exci pient or carrier, in a first unit dosage form WO
dosagofosmp@rB03 PC / GB2005/ 001080 -12 b) CPT- 11 together

o) colghnér ey " BORBOUTAP oL P SSaN JBPER Rt o)
CORLRIMAE td'R Aftthel RépecOYtRS PleBtht Biedtifn fhote id PrhvERIONE:
dosage forms. According to a further aspect of the

compisgEent i nvention there is provided a kit 5

o) AZI BN Grithouicenfenly e Py Al mear Lygedher vith a pharmacentically
accelgsl?lé @ﬁ&ﬁféﬁﬂ: &ah¥er, AGCHRE ﬁhtfos@é‘é:foﬁhe nt or carrier, in

Irst”unit dosage form 5°FU tbgether with a
b) 5-PUaogrtloe withcaphaymacaipalizbiceesisle pkepienor casrierj @ra setdhdunit
second unit dosage form 10 c) CPT-11 together with a
dosaggioFRuceut i cal |y acceptabl e excipient or carrier, in a

. . r B [ » .

) CELAE SodlHel w35 ind Rtk 3o fblat P BB or FRAAE i D i

dosaggcfoangandy to a further aspect of the present invention
there is provided, a kit _ conprising: 15 a) AzZD2171 or

d) coptagien eaRLior cenipinngsaidishspeond gnd Qsage Br@p-udi ng

an . . . .

orisfertiad b SRRt Socieins bR ISEatbA Bobisprovied it
compristigt unit dosage form b) 5-FU together with a

har maceuti cal ly acceptabl e excipient or carrier, in a
) AZI22

b Pramharmagsyepdlyfageapiabipsadt thapat axeludingearnd 7D T hmaleate
st GREHEPEYE bl BRGS0 AR RSB by RS Bt i oBe

formgontai ning said first, second and third dosage forns.

According to a further aspect of the present invention
b) 5-FHdegetlies vithophisaacandicallyeaceeptabdz prdipienter carrier, in a second unit
d ge)hfar maceutically acceptable salt thereof and one of 25
084, O

By,

c¢) CPT-11 together with a pharmaceutically acceptable excipient or carrier, in a third unit
dosage form; and |
d) container means for containing said first, second and third dosage forms.
According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and one of:
a) 5-FU;
b) CPT-11; and
c) 5-FU and CPT-11
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 one of:

a) 5-FU;



b) CPT-11; and c) 5-FU and CPT-11 in the manufacture
f nedi canent for use in the production of _an
wogms?og@?ogeni c and/or vascul ar perneabili typéglﬂgpq.?@omso

effect in a warm bl ooded anjyml such as a human. 30
According to a further aspect of the present invention
b} N@PE11Sarfer OVi ded the use of AZD2171 or a
pharmaceutically acceptable salt thereof excluding an
cAAPUandiGRTedt e salt, and one of. a) 5-FU, WD

. 2005/,092303 PCT/.GB2005%/ 001080 -13- b T-11; and. c)
i the Ry S el ARneh or i R PRSP of e BRmaRADis Bpdlor
vasoulpelfledtifty PLARHA! dift: Afa PAnR0IbAAOLEARI o 308 hRnan.
vascul ar pernmeabi ity reducing effect 1n a
5 wekevohiling thedlfiathienzspest e thegresenthinvamtionbthéed o prbividgd ttlee wse of
farther aspect of the present inventjon there is
AZD2} e derharpaccytieallyraccoptable sait hereaf gndenepfeut i cal |y
ceppt abl e salt thereof and one of. a) 5-FU; b)
P 11 i
-11; and c) 5-FU and CPT-11 10 in the manufacture
bpfCRT-Iredindament for use in the production of an
anti-cancer effect in a warm bl ooded ani mal such as a
hwridH and&Fdrdl ng to a further aspect of the present
. ' ' . ] Vi .0 7 71 or .
10 in the AR ER AR A AP b daProfufl s bluliiagin no
warmfBlbededlanitableate as@htman.and one of 15 a) 5-FU;, b)
CPT-11; and c) 5-FU and CPT-11 in the manufacture of a
meticerdingito & fwthguaspeet of e nressabisreionchergrs piovided dheese of

G T R R T N A T

and oh®ef:e i s provided the use of AzZD2171 or a
pharmaceutically acceptable salt thereof and one of:
15 aja>-BUFU; b) CPT-1 1; and

b) CPT-11; and
¢) 5-FU and CPT-11

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.
20 According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and one of:
a) 5-FU;
b) CPT-11; and
¢) 5-FU and CPT-11
25 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 one of:
30 a) 5-FU;
b) CPT-11; and
¢) 5-FU and CPT-11
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c) 5-FU and CPT-I 1 25 in the manufacture of a

nedi capent for use in the production of an anti-tunour
WOLMNLPEWn a  war m bl ooded ani mal such as a hEf&fFB2005/001080

According to a further aspet4-of the present invention

there is provided the use of AZD2171 or a
in th@BRANBEEH dfeahbdicAR&R BrARE S 8RIrodRE6E 6F af H%; i

AZD2171 mal eate salt, and oneﬁb? 30 a) Ségl cﬂ%gﬁ_@?tma
warn-blogderl animgl such amd h@REn11 WO 2005/ 092303

PCJI/ GB2005/0Q1080 -14 jn the manufactuyre of a,

PRORTRET  BIFNSE espe Q1{Re BeS BIVEBROTO MRS apvided fhp bye of

AZDEIT Bt pibrRacelBEA PR aat a human.

Accor deilﬂ%g tgca ?u%e%glggectmg#eot?@%ﬁ%fgnt i nvention

a) eF¥;i s provided the use of AZD2171 or a

h eutically acceptable salt thereof and one of.,
by @;ﬁi%“f b) CPT-11; and c) 5-FU and CPT-11 in the

11 B : of a nedicanment for use in the production

cjg?ﬁqan agﬁﬁ;g{ncer effect in a warm bl ooded ani nal

in thesmaimfastue dfamedivdngsne ifor sk én thapesiuciion af AOAMI-&6ked effect in a
10 According to a further aspect of the

Wm’%&?@gg‘;ﬂ animyeich ha hivaes whergs Bigicaeqsr isecalerscial cancer.

: i : ab salt thergof

7R bhtngle £ AR A RSO bl R o
AZD2tAlWr dphatitdcetficaludcddialde sdit fheteaNek BRling dn AZDNG1 maleate salt,

manuf acture of a medi canent for use in the production
and og¢ ofn anti-cancer effect in a warm bl ooded ani nal

a)sujqf; s a human wherein the cancer is a col orectal

cancet. According to a further aspect of the present

b) OB 04hdt here is provided a therapeutic conbination

treatment conprising the adm nistration of an

cefFEbtand €Pdrblint of AZD2171 or a 20 pharmaceutically

: bl [t..th f, t lJy.together. with .

s R S R A At e A e

warmt hi8o@iNinith it sudh hON hdhar Whefelhb ioifoef [OHY 1016 taPe drkkr.
optionally together with a pharnmaceutically acceptable

exeioprding tooy fucther dspect of thespresentinvbutmettiere is provided a therapeutic

combination treatment comprising the administration of an effective amount of AZD2171 or a

pharmaceutically acceptable salt thereof, optionally together with a pharmaceutically
acceptable excipient or carrier, and the administration of an effective amount of 5-FU,
optionally together with a pharmaceutically acceptable excipient or carrier, to a warm-blooded
animal such as a human in need of such therapeutic treatment wherein the AZD2171 and 5-
FU 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
effective amount of 5-FU, optionally together with a pharmaceutically acceptable excipient or
carrier, to a warm-blooded animal such as a human in need of such therapeutic treatment
wherein the AZD2171 and 5-FU may be administered simultaneously, sequentially or

separately and in any order.
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ani mal such as a human in need of such therapeutic
treatnent wherein the AZD2171 and 5- FU may be
WO NP er ed si mul t aneousl y, sequentially or BEIGE2005/001080
separately and in any order1525 According to a further
aspect of the present invention there is provided a

t NREGREMEHG a AR LR Otné RSB ent
ad§n ni st ;‘?f"on 5 aﬁ%%@? ae | veﬂ{?%eﬂnt ke,sis%gmz}q&i a therapeutic
comihationstoentrhént abinpriamg dind zaimhlmsnahdm d)ihmﬁ'ﬁctme( atratitrod A’ﬂD217 lora

Phanﬁlﬁmﬂ%lhﬁc:c%g?ﬁ gglet@’@bqo (AP 3&%&@%8@ R 1 g ﬁ;’gﬁg‘m&ﬁﬁy

S T Al i e S G R R R g

optloﬁ,mlly tUgelh"er with a(phaﬁnztdeﬁncalliyacozep%lme)&cimenteﬂ camllefmb aswiei-blooded
as a_human in need of such therapeutic treatne

amn%ewhuaﬁ atiymaprpacriofsneh @ﬁlraeewwg&m'hﬁr@@éhee@zmm and

o S SOl O e

ACAemdmg td @ firtier bideer ofthpprbeminvehton rRseRprovidaly thefpeutic
there is provided a therapeutic conbination treatnent

combipginn tedatrgent rempeigingitke adinistation efanegfiestive emoumipfZD2171 or a

bl I
pharfuo Y s fiafle sRb BARE KAk b AZTEAR) AREE P, pptjonatly
togetBEICRIth 8 Phamexehtiati tac&b?ta@wdxbﬁﬁent af sazhele and the administration of an

adm nistration of an effective amount of CPT- 11, a

effectipe amnumtl of GRIgét.rptionaliyogetheravitne eharimeaeuticaly aessptableexcipient

or i35 PR L L6 RGBS OBk ol esmens
whefeﬁﬁh@ AN 91 A4PEPTL1 PRy bERImklsteBY shRulfaBbudlys &uRhtially or

si nul t aneously, sequentially or separately and ih any
sepagateﬂjeandmwuloddmg to a further aspect of the present

| TSR & BBk U SRt VRSN e i SRTRALE bpcus
comlﬁﬁﬁtf&ﬁ&ééﬁnéﬁf‘%ﬂfpn@fn AUk (ihisBatiéh ofidh ﬁ’fé@ﬁﬂ‘@ﬁﬁkﬁﬂtc@l&ﬂﬁlﬂ ora

acceptable salt 't her eof excluding an AZD2171 nul eate
pharmad;etu,tlcaib{ dcoepthbly stlogetdoérophibnallystoptibenaitie a pharaiacgutically

accept abl e exci pi ent atrier, and the .
acoepiahlp RFaPIeRt Prsana. i (g AIBEYSTAToR 85 m&scrtlveram%t of S-FU,
el
opticBity RGN iR AhARacthi s LOBLIRL BRIIER okl GRLD
admiafstratibnioban éffectiee dmotntsf IPT- ]e,ro@penml}aogethatwmﬂnn pharmaceutically

wh the AzD2171 and b tered
accegtaﬁl%%%a@aﬁ%q %am%rewg?r Cg 64 a@%la&gﬁgraa@ ufmgﬁﬁ nged of such
thera @Q(tlco& %ent@ﬁ}%?élﬂ' AZBZf‘ﬂ %rlflb d gﬁ’ﬂefﬁ gb& Q@mmstered

esent 1 nv ere 1s pl' oVl

simu@t@ﬁé@iu@l&l seqUeritialigloresparaelyand &i oy drliér. admi ni strati on of
an effective anount of AZD2171 or a , pharnaceutically
acéé?ﬁréll@géo g&mhqr encsbet the prese anyeption frernisproyided ytherapeutic

con B ESARAAD6F2abeP6EA B RuIFL B B E BB 7171 o
pharRBEuBiBAly sccéRaise B thardof eﬁcl@dlﬁg BRAAD1 174 Ithyleft€ 40 bpﬁcbrﬁxlly
exci pient or carrier, and the  adm nistration of

togetspr wih a phammasawtically acreptable exsjmiens oarayier, @gétlmdmmsﬁa@n of an
effec‘il g Ellrlrl%ﬁl?tu(}f 591%' ,l gptlonally together with a pharmaceutically acceptable excipient or

carrier, and the administration of an effective amount of CPT-11, optionally together with a
pharmaceutically acceptable excipient or carrier, to a warm-blooded animal such as a human
in need of such therapeutic treatment wherein the AZD2171, 5-FU and CPT-11 may be

administered simultaneously, sequentially or separately and in any order.
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accept abl e excipient or carrier, to a warm bl ooded
tal . guch as a human in need of such therapeutic
WO Baad ' herei n t he AZD2171, 5-FU and CPT- FET{REp0pU001080
adm ni stered sinultaneoustye-sequentially or
separately and in any order. 25 According to a further
as BeembHatioh SreRfmBHe 0F thic PY&BhH iRVeritiBR b8 dbAndAHAVdid Eﬁy"’be achieved
therapeutic conbination treatnment conprising the
by waylaf the sinpultaneonso§equentisfl foe sapiaxate adrpinistratién AZIBE Iirdividnala

comiRBERI 71 S ERraehs S ORI B LRPGPent Gating NPy be abplied as &
sole ?1%%%9 sl licRIyY s@é&? Bt ﬁiﬂhc@?@?éﬁ o ﬁl@ddﬁfon%ﬂ%%?ehjgm_ﬁbeﬁ%qﬁc agent

e admnistration of a ective anoun
in additiondo alcbmbimtjen lreatmeint bf the pivantiec eSitrgerginhay @ageist td step of
.excipient or 30 carrier, and the adm nistration of an
partighor & %P{;’ée WEOURTesgrtionppLiar te, dghie 5 pier the pdmarisEtioniof the
comlﬁnat%acféﬁﬁﬁ%}{t&ig? EZ??P?&EQQ Fhérdif! P ent or carrier,
to a warm bl ooded ani mal such as a human in need of

S uOthet tiemagikertpentic ragertsrortoptibued] @serwitha cAdiBadafibn tRatmént of the
and m ni stered sinultaneously,

CPT-11 may be admi ni ineou; .
presegpHYERAqraPFipde those descrbed in WIHOG/A72Rywiyelyisrincanpprated herein by

S R PR O s AT ey

may) dikeramitingyegenidysways ioéluling v&édﬁldr&@@&ﬁif%gcﬁt@,q uenti al
or separate adm nistration of the individual
cdiip syiestatic agendsi d treat nent. A conbination treat nent

as;..daf.i erei n. my.be lied,as.a. sqle therapy or
o O BBl o TR BPEERIE T end: i 11 o
¢ heviinkiBs dipeUb Sxanidédrecdlomatsidadd on to a conbi nati on
treatment of the invention. Surgery may conprise the.
st @pamfprolifgrativelantneaptastic drugs bipagenstthereof, ps wssd in medical
onco{:o . d ritﬁ% or, af.tser thet adm nistration of the
AT BT P eAT r%fﬁge%a{% AZD2171 descri bed herein.

G@granﬁmﬁ@ﬁ{@@dp@@g‘uti c agents for optional use with a
conbi nation treatnent of the present invention

i @iipgenettherspy atgsoachbsidniin WO 00/ 47212 which is

i ncqr.por at ed herein 10 reference. Such

c S’F?%urné’ ﬁ@?farlwpew ®five main categories of

t NERARRM dxGrmPOR B chéthdth&ap&lticabhtd R R6 $hihG &@Rhation treatment

i ncludi ng vascul ar targeting agents; (il) cytostatic
of theapresant invehiion arsiraltibgkerh etopesite vimretbitief pastitaxel, docetaxel, cisplatin,

oxaligyfarEsTsiAbTE: S ohigbinfiohs 416 cxpesied o bé partictlsrtysetul for the
eeot . i . |
e 55k 8 OB 510, 00 o s

stommhdcmixeovary,tskgqro'rmt’, biaddgemt] panaeas vi ) anti sense
therapies; (vii).gene, therapy approaches; and_ (ix)

i mgb@olh%@ggﬁ)&qombmatlon of AZD2171, 5-FU and ionising
radiation or AZD2171, CPT-11 and ionising radiation or AZD2171, 5-FU, CPT-11 and

ionising radiation may produce effects, such as anti-tumour effects, greater than those
achieved with any of AZD2171, 5-FU, CPT-11 and ionising radiation used alone. The
administration of a multiple combination of AZD2171, 5-FU and ionising radiation or
AZD2171, CPT-11 and ionising radiation or AZD2171, 5-FU, CPT-11 and ionising radiation

may produce effects, such as anti-tumour effects, greater than those achieved with the
combination of AZD2171 and 5-FU, greater than those achieved with the combination of
AZD2171 and CPT-11 and greater than those achieved with the combination of AZD2171, 5-
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20 Particul ar exanples of chenotherapeutic agents for

| a conbination treatnent of the presen
W‘W&é‘%"gn are raltitrexed, etoposide, vinor elPEiTz%lz,zoos/omoso

paclitaxel, docetaxel, cisplatin, oxaliplatin,
gencti t abi ne; such conbi nati ons are expected to be

FU aR@CPTCU . arfeyadesififsthtidiOsf 4 Mltipld @xibTBfonf AADEEN , $FU and
the lung, head and neck, colon, brain, thyroid,

ionisingaadiptiorvesdBRA Gl CPTs1 bawtionising railiation onAZD231,$-FU, CPT-11
.breast, ..blL adder and creas., 25 The admpistratjop of

and G ARSI B P AT DT GIS. REBAE PRt SiraT BPer fg those

achievBd bt {88  ShbifdidRl A 7108 T 11h daBAising Rhdihtiteh, cAfieR tHaAMh e
AZD2171, 5-FU, CPT-11 and ionising radiation may

achieyed shitheheédrelainatjorsefhFHsind menising nasliationf freatesthay these echieved

.. than those ieved with, any_ of AZD2171 -FU, CPT-11 .
with g}?&%%@ﬁﬁﬁﬁrhk ahiopsing tafiation, and greale E'?aﬁ‘i thesegchigyed with
FRIRE. 690 i 0N 4 1, 5-FU and
ghie c%ﬁﬁlgﬁ%%gg?gt, on1 gfﬂdslgﬁlg%%fﬁégg T-11 and i oni sing
r adleairdiag tothe prdsedt dhyerfhiohther€RIprdvidad d methddsfon the production of an

. radiation_ my produce effects, such as anti-tunour .
antiapgipgenie andierawrp@tan neamet by dednaneRtisgt i & Warnprglooded animal such as

iynat i . —.ELJ: r ]

o hus 0 SR s SR i SRR P S 202171 ora
pharfictug 1Bt Reeptitae sdlhheRod bleicey,eifterbit dimultgneonsth vt dnosffective

of AzZD2171, 5 WD 2005/092303 PCT/ GB2005/ 001000 17 .
amovngof Lo betare, atkes o simuitasequshi with ar eHeqhiye @mouatof ionising
radiaﬁgxrfbi nati on of AZD2171, 5-FU and ionising radiation

or 'AZD2171, CPT-11 and ionising radiation or AZD2171,

5- K&bor&Rg tdl the padidnt iapérfioAGhéradh providsd BREtidOY &R production of an

~effects, such as anti..tunmour effects, greater than

antiangiogenic adiorexasenlen penmestiliygadiong ¢ffet ura wapp-biopded gnimal such as

i oni_si. radi ation, .greater than Qs .achi ev '
ahuniuﬁé w}dﬂg ompTIsEs ad nnés??._r_ ﬁ‘agatﬁ éaﬂdgb%u‘lsllh%él e?fg%?x% %}%%Qm?gf MUI, ora
pharfaatiesllyt {20ptato 54t Mekoe¥aduding b AR 190 fkildndd §aMNbéfbre, after or

CPT-1 | "and ionising radiation, and greater than those
simuBarrdously avithi anreffective aomted 51 and beforrpfiarr simuliaggously with an

' r.adi.ation. According to the present invention

t.oni Si }Q@ -
effec TH@ O %ﬂ%?lﬂ%ﬁa U0t hod for the pr oduction of an

ank b QARG 45 e HraRAl Y et RAGHB ks EYIIBARIndthod fo8 téGir8duction of an

effect 1n a warm bl ooded ani mal” such as 10 a human,
antiangibgénic amijei weenladrrmeshility rduaing effictiiremwaenh-bigoded animal such as
a hwg%{?e : éggcgggrhﬁemug gq.qué'nllof 's@%}%zgltéépigi:ag?mépapareqlﬂecﬁyé elmc‘iglgnlt %f AZD2171 ora

b Bk ' ffefistt Rhnddhsiy itk &f\recti
pharBAHEANSRUSBIABRE ek, s oP RN Pyl B Wiective
amowanofi 0P Teof1 andrbeforagpfter ad siatultaneoudtycwitld ameffé¢ative lamount of ionising
. present invention there is provided a nethod for the

radia PBduction of an 15 antiangi ogenic and/or vascul ar

pe ! r i I i .

AR A el B Bl of
antiafigiogerdl hiichbr vadcilhf eginiextsilipmedudingéff? d Warm-bloogled animal such as

p

armaceutically acceptable salt thereof .excludi n% an
a hupgmuingh epmpriges administening tgrsaid apimal,angifective amount of AZD2171, or a

pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt, before, after or

-

simultaneously with an effective amount of CPT-11 and before, after or simultaneously with
an effective amount of 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
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si mul taneously with an effective anount of 5-FU and

after or sinmultaneously with an eff i Ve
wogﬁésg@%’ogf ionising radiation. 20 According tZ’%&H%BZOOS/OMOSO

present invention there is-pgovided a nethod for the
production of an antiangi ogeni c and/ or vascul ar
a hurf&d, Feadl doniptisee Sdthiniderffef t6 Ghidl ahirfal Waeffe Bl ROHESUR BF AZD2171 or a
such as. a human, which conprises administering to
pharrsageytiegilyragrepiable salebeiood bafrseraflener simpianeously vath an effective

ha rcal L.y accept.abl e sal.t thereof, befar
amouliy Bf PTE eloh etk ST EP Ao ey BieERya aming ghCPgr Lt and
beforeHftet br sith1ABERUSR: witll L€ BIiGtive hohhPITaOMiSInY rifiktibrAn
effective amount "of ionising 25 radiation. According

t cAcdeedipg tosbaprésamtdnyéntion ttheze & nrgvidede intbéttbdefonthteipoatiuction of an
. f th oducti,on of 1. anti angi ni ¢ and/ or .
et P SR LY AP T R - bfooded animal suh as
a hurd¥8{, Wh@él%ﬂﬁﬁis@@éd]ﬁﬁﬁs%&ﬁ% t832id AntHMTBA e febY v it TP 51513252171, ora

admnistering to said animal an effective anount
pharmaieptidally agcepiablepbet thracefli¢iohalingy arnAZER Abhmlentd dalt, before, after or

. hereqf excludjing an AZD2 | eate salt, before, .
simuliiEgRe s PSR IFENYSHBO o) S ReR b et HBanousy v
effec@fér arhodA3E CPEL O Snd BURSR! afftr of SITHIARREHSY¥h Y gﬁectﬁr@ amount of

effective anount of 1onising radiation.” According to

lonisingeadiatdiment i nvention there is provided a nethod for
the pr gducti on of an antiangj ogeni c_and/or vascul ar

perFRIEENE fq the pesgertiAendien dere ispravided amsthosderthsitetnent of a
cance?\mlﬁfg wArm Wbl 0 %Qﬂl%g %ﬁ&o%%se}?dﬁnwm to said
i ch conprises adm ni steri ng o sal ni nal an

animaifaheffettiee ansunbf aZD¥DP b¥ 4 phimacetivaliyracptabloadaltthereof, before,
acceptabl e salt thereof, before, after or )
after g siyuitarronsiy Withan ¢ffogh ve pmewntiof §-Fd sad hefors, afermy simultaneously

with %%ﬁéc(ﬁ\,e ?ﬁlégﬁl_%oégigg%%&%%sl y with an effective

nount o oré, after or sinultaneously

Wi Advoading fdf the presentdnvtantibn eHerd Brrovided 4 attiaid forthe Freatment of a
Accor di ngﬂt o the present invention there i s@&zpyi ded a
canceidy i y@rnaroqdsd apinand sueh asrp lyrmag, whight qomnyisegedminisieringde said

e R R M —

excludihiF i SXP2 i Tombleats ke, bRIdreBd fre Br ﬁﬁfuﬁaﬁéowslyevmluﬂ{ ef@dctive amount

AzD2171, or a pharmaceutically acceptable salt L
of 5-K ené befoes eftercirsimultenaguty withanlcéfgciévesahount péfopising radiation.

affer _or . sinultaneousl. i th. an effectiye nt of

5 Ao Bhg b Prep BRI i i e el Y g roRlment of a
cance® id £ Hatd D1GIRH Rhinedl stélaslalhidish, R @mpHsb@idhinistering to said

simul taneously with an effective anount” of ionising

animaladi edfective antound pOAZP2131 phe phareseetticeHy ecreptable sah ¢lrezeof, before,
I S.provided a.peth .or the tr t of a cancer in
after o B 1550 S T SHpe iSO of CRTnEnend bt €56 ses
simul@BRbIN heth ' GrleOtiiAdburf BF FRlsindlrallaliBfil | ve amount of
AZD2171 or a pharmaceutically acceptable salt thereof,
beAarosling fo thé prsermtrinwiniivh thenesypsdwided 4 methoddbf the tiieuiment of a
anmount of 5-FLT and before, after . oQr sinultaneousl .
cancer in a warm-blooded anima suc?h as a human, whic comprlr'luses admm}]sten)élg 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 CPT-11 and before, after or simultaneously with an effective amount of ionising radiation.
According to 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
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with an effective anount of ionising radiation.
[Ng to the present invention there is provided a
WO%&Z(%%&QBN the treatnment of a cancer in a PCTGB2005/001080
war m bl ooded ani mal such asl®- human, which conpri ses
adm nistering to said animal an effective anount of
anim AR Tebtiof ardowttaf AT @@'a'pha@%@@ﬁc’&ﬂg Qcdeptabld AREGEof, before,
20 excluding an AZD2171 nual eate salt, before, after or
after ef mwtanmg'l witlwir effegtive pmeunt ofS-Bidhatere, affer Br Figndtadeously with

an e i g Pa: LG ERATRRT Si of i v iy Fetive amont

of iollki8g @atiaticivent i on there is provided a method for the
treatnent of a cancer in a warm bl ooded ani mal such as
a Acnoading whibe presontinyension dlkre s powided g ntethasiafodthedreatmadnt of a
an effecti,ve. agnount, of. AZD2171 or,. har maceutj cal | ,

canced T & St OGRSt &5 Byg, SVhi G allniies fiminieiorin to said

im ! R hRAGOMB b o WEIN 76 drepitakRackiRelly REodtiRT:
ammbefore, after or sinmultaneously \%&{Eﬁ arY et? ec;[?\g/aétﬁ%()f
excludimpamt AGD21 dihingleaty sakhdedidrie pafter Ac sianudiangpusly witteampeffstint amount
royi ded a r eat nent

invention.there is thod for t t
of 51, betoreq e or sl Vb ae algivedmosnee! Geta ] radhptore, after

- i &@ygg ' }y ' ki ani mal an
of Sﬁé@#ﬁl@?l e a%o%g%{é %ﬁe@%?fﬁgsﬂaﬁ% %%P?rlgceut ically
ackaptdihg e thalptestiitaneaitiol ther & pravided amefeldXdy the treatment of a

mal eate sal}f, before, after or sipultaneous]y with_an )
canceg Argalying @ SS% tispour dg a gaym4blogged aﬂéﬁ%irslé?h #¥4 Wmay, which comprises

admiﬁiis%}ih% SR Hhidhal b Effé‘d?itv@fa Shhi S P o rRﬂa%H&f' 811y

radi ati on. ccording to the present 1 nvention ere

acceptsbl@ salvihdedf, defort, ididr H10dimuliendousigtwittivn ffective ane@it of 5-FU and
a warm bl ooded ani nal such as a human, which conprises

beforg.cafich P& sigriltaaequslysuittyaneifeetive Amoneiod imgTineprtigBm001080

R AL FOEAE o e
cance? it Wlvilf asbhidhinddie s armiBl8odre 2afh A Ghily e ARBHA, which comprises

5-FU, before, after or sinul taneousl¥ W th an ]
admiriptesiog to eidanmal awneffegive ampuahef 48Pt H, ont pharmaceutically

acoeppatfy st RO Eenkilipdint A 28217 F el PR Dol neh R siilfigeousty
with AP eVt dRduat ST POUNH BEford fteF SAIMBRANCBHSIR withehCefecliVe amount

_a warm bl ooded ani mal such as a hunman, which conprises
of iordging middateomi ng to said aninmal an effective anount of

Rt LS BB S R PSP BB 0t g o

cance? ifPYIViAR S QUEA Yuntiuk i A aBhIR6Sded anBRR WL asf hidndiwhich comprises
before, "after or sinultaneously with an effective

admigistering tofaiCRTinkl in effcttive hooant @fAZD21T @ra pharmaceutically
si.nul taneously_ with an effective angunt of .ionising

acceriahly _%?El? 'g‘ﬁr.“g\é’éfﬂr@ia%ﬁf P THARROBS YAt SRS AARH O R T-11

and bRFRY, figf oﬁsifﬁ'ﬁit?&%uglg Wit dfRatERRbufRior '§rﬁgfa%‘iat°on.
Involving a solid tunobur 1n. a warnm Iooded ani nal

S Wtdroading tdthapresenttinvdntion thpre sgaovideldra mediodr fonthetti@atment of a

sai d_ani nal _, neffective% unt, of AZD21 71 or a . )
cances YRS gSpld fungour n 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 CPT-11 and before, after or simultaneously with an effective

amount of ionising radiation.
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acceptable salt thereof, before, after or

S eously with an effective anount of 5-FU and 15
Wooié)ﬁ%#%?d}after or sinultaneously with an ef f e AGH{fEB2005/001080

anmount of ionising radiatiopg-According to the present

invention there is provided a method for the treatnent

Of ARcorBRBEE thel grYRhY inBntfbontAbreGs fraURILH alnfetBod for the treatment of a

war m bl ooded ani mal such as a human, which conpri ses
canceinivolvBiger solid timowand vearimloodsdl anihalctich es ahmmar, wifich comprises

AZD2171, or, a. phar eutical | bl e salt )
admipfeierigto s g gn Ao ps TN o] S208  Lhpt & PivgmgFatically
h . o v . _ .
acocfiabRisa@inctedl borGRLgHE of sibtithedhs BTy Bl WE Lol BRI of S FU,
beforf hftatdreamdtmenisly with o effsdtivg atrmahadfi OPT-1Aaad befohg after or
ihe present invention there i,s proyided a nmethod for

simtRRequely FYifeAt efotiye amaprie 19MHYiBE 1AdHgioR- sol i d tumour in
P e IR

canc&4R¥dlvihgersotid plrasirea audresbloydedandasiantiahd £he@bi, which comprises
thereof, before, after or simultaneously with an

admigtsteing;tg caid gpimal ap eifeptivepmoughaf AEP31EL, oxpphpmagceutically

Lol I » t] u f . Loni sin
oo R oD 80V AS 2RSSR B D S aneouty
with bf epe@itied@tbuat 6B3-FON béfe, hiter drisRRLIERBbUSY withGAREREtive amount of

involving a solid tumour in a warm bl ooded ani mal such

CPTdd andfvgfrae, afighpihmabagnonsls svitheamngffectiveamentiof ienasing radiation.

animal..a fective amunt aof AZD2171.. or
o s FR e SRR seB S8 EvlaRtsf canger udi ng
anAfededihg to BRLERE Bspedl &f thOBFe8ER invehti6H tHfe is provided a method for
simul taneously w th an effective amount of "CPT- 11
the prodiictiest of an andibngipgenic sidfon taseidenpsinpeatiility redncidd effict ina warm-
unt .of Jjonj i.ation. WO,2005/ 092303.

bloo r@zsblﬁlg fﬁ:@ﬁ{g@%ﬂ, rvﬁ}gﬁh_ Cotpprisey FWB]W exiu}getopsplélsaéliWal an effective

amour? b€ A2 71 BEA BhirtnRERIca e deRpiiBlchal tibof! Hisfole! 8@ RNt
of a cancer involving a solid tunour In a

simuitemeoubly vatheah efficted amoait od$-FJ budrbefprophfterrorcompltinsessly with an
dm ni steri.ng.to said ani mal ect | nount _ of .
offeof 7ttt 1t |GG 0B, PLGEI AZREL LpRiA-EUEHRY cach Sptionally be
admih{3er&Plogethef WK a pﬁﬁﬁﬂceﬁ{caﬁgqﬁée B8RS pYentol BarfiBr.
effecti ve anount of 5-FU, : efore, after or
si Auddrding dais fiyrther tdpeainofahé presént énventdomtherd is GRFHdell zamethod for

bef or.e, after, or, sinulianeously with an effectiyve .
the pPEadGHen Bf 20 BHAREIREPH GERCET BRCU I ReETEI B TEIYINRE et warm-
bloodétﬂlva‘fﬁﬁlhl%cﬂ hes ﬁmhﬁn Rbid 9&12?1% g?&]ﬁﬁﬁ‘stérﬁ{ foP\Gid BRI R Yeective
of a cancer rnvolving a s g tunour T a

amous bINAID G brarphaihackutitelFuceeptabiasnlt thixeshexehudiig S£487D2171
adm ni stering to said animal, an effective anount of

maleatpsplf, oeforg,atier pheipwansously ayifham effegtive pmapntcofaF Y and before,
i 7 . . . b
o G RS, B0 PR B 6 b T a1 71
5-FUSnbjeach@iptiogallyedet @inifikstetdd b bétBaramiush phavhiabedivally acceptable
_effective anount of CPT-11 and before, after or
SXCIPSPTHON C&M€bus| y with an effective amount of ionising
' aglcc%trclligg 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, before, after or

simultaneously with an effective amount of CPT-11 and before, after or simultaneously with
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In particular the cancer involving a solid tunour is
col 9rect al cancer. According to a further aspect of

WO B¥dent invention there is provided a ne?ﬁgg;ngqs/oomso
15 the production of an ant2mlngi ogeni ¢ and/ or vascul ar
permeability reducing effect in a warm bl ooded ani nmal

an effdéfibe ARodnt VTG sin¥pdsdioR ORRECHEAZDAN NI CPTNY rhé) 38k Hptionally
animal an effective anmount of AZD2171 or a

be adphiaistesasktiogethed With a phamasbitivally beceplableentipidng bocarier.

after aor simyltaneous| ith an.effectjve .anount of

5. 1};@0‘5. Be if er asme.gtr Xféﬁ% pECAE frarﬁg‘ﬁ%{hgrw p]:PVé d a method for
the pif@g%ﬂle{ﬁn?}@an _H:E%o én)llé /o x{)agﬁl%ﬂiae%&@gy\f%fcﬁigufect in a.warm-
bloodedninimaltsacleds 4 bgeamevhivh ¢dmariseh admicsteririgtalshid animal an effective

BT R T L e
malef¥e QY %%?or@ JHet ngla‘;uﬂﬁneotu?l‘g vfiflp:ﬂyé:f?écﬂo% o} of CPT-11 and before,
ant1 angi ogeni ¢ and/ or vascular perneability reducing

after ef fianiltah¢ouslywaithiran bffaride dmanhiafliossiap rakatonhwierein AZD2171 and
[ conpri,ses adm_ nistering to said ani mal an

whi ch i , :
CPTd1 rraast Gagh optiersdisbe gmipisipred together vityaphagaacautiealfy ggceptable
SxCi @&T(i%p{:ﬁ%le salt thereof excluding an AZD2171 25

Pl eate salt, before, after or simultaneously with an

ef Aeirding tadaitter 0dpebt dfthepsdig ivfettion tibtesk peyvided a method for
simul taneously with an effective amount of 1onising

the progiyrtien ofran ambiengipgeniy mpiqrivageidar peripepbikily redustng effect in a warm-
tionally be adm nist.ered toget

blooded Anihdlseh 5 ROa olicth mapeis ot Apigpal a

amou 6PAAIDIA 71 6r & phatidabeitical 86depabletshR thfeTERfoleN¥ @ ok ON
there is provided a nethod for 30 the production of

simulianeansly avith angrsfectivaadpont of 4584 beforpeafies absimutgneously with an

offefipionht G Te it Sest e SPRRIan B e 4% i ampumt of
ionisRig rBEhINE wiRERH AlZISN 7AZS R hdTP -1 P Ry BREIeUpticiAlLY Ye administered

acceptable salt thereof, before, after or
togethenmwith apbauslcyutivatly acospablesxripient aneamer. of CPT- 11 and

before,. after. gr sinmultaneously.wt 2005/ 092303
PO aEpRL) b 6¥Hiss oot Brepet inohlon tief o Brov i Ampod for
i i o 1 N 7 - B . _

v 81 o B Bl At v
bloodddamiraalesuth asd hyma odptlabdreprises agipnstering toaaid amimal an effective

Accqrdin o a further aspect of th resent .ipventi
amovyy, e? é@qaﬁwiad@anaa%tl apsqptahlw?&fﬁsr&a PioYHIS %252171

: oye 61

mle BRI, Pk RS P SHROD b 006 Wl st
simuitineohsly evith drseffecaderimbaiterfiORT -1 basbbeforenaftaxior aimultaneously with

ef fective anpunt, of AZD217]1, or a Ehar nmaceut i cal I% yﬁach

171,
an effaetivpampyrt of onisipg gadiaiione whergl AGDR7 la2pMd pad Grdr

. f OF t [ S0 T ; i . .
opichFLhy RERTrflooeflsy P PAEHRBRISHY abtdboRngioiet o e
Si Abddraing @s!s lfiyther hépeatofethé prbént emantiom theed isipeovidédmethod for

radi ati on, wherein AZD2171 and CPT-11 may each )
the tigpmieahef 2 ganser indnvansblopded adgeat seh agp hRmgn, which comprises

admiDRBTBSS Wik GRIn oA CHERAIANEhOoPXTDRY P1br £phtRlabbally

acceptable salt thereof, before, after or simultaneously with an effective amount of 5-FU and

r.with . a . . .
uésr'ﬁ?nr%%,to nglrdralngpelll an effective

[@ =)

before, after or simultaneously with an effective amount of ionising radiation, wherein
AZD2171 and 5-FU may each optionally be administered together with a pharmaceutically

acceptable excipient or carrier.
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According to a further aspect of the present invention

there is provided a nethod for the productign of an
Wogtﬂqsfog%@?ogeni c and/or vascul ar perneability FEE’&&ZP{E""”OSO

effect in a warm bl ooded -&24mal such as a human,

whi ch conprises adm nistering to said animal an

efA&%&dﬁigto AIRMBE aspbetDE Bl Tdsedt e BRAshiovRled i method for
acceptable salt thereof, before, after or 1

the tredtmeht efireemséryin aivammehioeded evithalsuelnaymhuroén, SvHieh comprises
.befare, after. or sipul.t I ' f tive,
aamsSsahE o A o T BROURLAE D A Sty

accepfdtid szﬂf‘th@feBP&lcilﬂfﬁnsgaﬂ)AZDZQ’?l mafAteSdatObeBrdl AkdrdR simultaneously
erein AZD2171, 5-FU and CPT-11 may each optionally

with freefiettivaiastoenteaf 5-Fdged beforejiafttr ar sphaltargoesly withl dnyeffective amount
. accept abl e exci pi casri . Accordi.n a. ..
of iorfigpg | atiggpuberelt Egﬁ%?@r LU mgra &ntlpﬁaéﬁyqu agministered
togetﬂér%iklggﬁhﬁrﬂl@édﬁegly &Ucc%tgﬁetefaapf%hp ign of an .
ant1 angfogeni ¢ and/ or vascul ar permeability reducing
ef Aeotdihg toa Aather aspbad ¢tk mosembinvemidn thereds provided a method for

whi ch conprises admi nistering to said ani nal

the treatmegt ohacangsrdi At ash-Hoosed Apime)sugh phavmee dfhai@amwpﬂses
R T o

acceptitiesdli thereaflbufoie, afteberdilnubafcously wifht 2 effective amount of CPT-11

si mul taneously with an effective anount of CPT-11 and )
and bgforeradter e simplteeouslwitheanedlestiye amewnt o4 iqpisipg fagdeatiopeWherein

ARl 5T AR AR A R Ui focenias

accepiAtl€bX@pichd dritagiephar maceuti cal |y acceptabl e exci pi ent
or carrier. According to a further aspect of the

prieserding fo/efrthenasppetrod thespresesy inyeuticn sarovistedtaaethod for

t reat t of a cancer i I { . C
tho eife R oalberi ESMHEFrwbloed AR B RRT S uta) it s
admifigteSihl &6 §did eniniaP M Effehivo 4R hrtlofXZB2 PN bR pRAt aeélticylly
30 acceptable salt thereof, before, after or

accepgable baltiersaf excludingam AZERA ét maleatesatiubeforsf afiermy simeltancously

i LRy 8 T DS Sy v
amougt Eﬁoﬂﬁ‘ﬁlgeﬁﬁﬂati&lﬂt\ﬂf&?@ih W?Qﬂﬂ TEL el ffdyeAGLsHRhally b

pharmaceutically acceptable excipient or carrier.

- admiviflepRIN6£GBA30iTh POTUrEBRANGANYI@SDtableZXciptand pritatgen o a

25

30

orASAORbEE I Bt hetasst: ot Chepierea ERor ety 1 Bipyifediamehod for
the trﬁ%ﬁﬁhp&f)@%geﬂﬂ 'a'%mgﬂsgdéﬂsinﬁg%wg?? as YMiinfibn, GRTEK b&fﬁﬁises

mnistering to sard anima ective anmount o
admiRiZazihg 1o said asinmah an effective ianmiuhtof AZD2 T ladn apleahaceutically
ereqf excluding an AZD2171 nul eate sal .before

th , ,
accepiyhle palbhersoferosnadias prImulRaqusly Ve aé’cfff?%vgmamt 04p-FU,
beforgi r3F gin%&ﬂéo%;ly%&i#ﬂ?ﬁn Qﬂ'ecﬁ'v%gﬁm?ilmﬁgé‘gi@fére, after or

ectlve anoun lonising ra
simuRetad sty vathchnoeffebtiveaymear bf apiidiognaldiayiohewheteint A ZD21 Ad 5-FU and
together with a pharmaceutically acceptabl e excipient
CPT-d{ meayrqack pptionally ga efginigersd togoathes Withspeharmageufigally acceptable

excip?én?%?%ri'e{.“’e”t ion there is provided a nmethod for
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 excluding an AZD2171 maleate salt, before, after or simultaneously
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the treatnment of a cancer in a warm bl ooded ani nal

such as a human, which conprises 10 adm nistering to
WOMH92#B el an effective anount of AZD2171 oPCA/GB2005/001080

pharmaceutically acceptabl4 salt thereof, before,

after or simultaneously wth an effective anount of

with S%F-F(ffért}llve %&%uﬁ% 9&01% afdlr o%' @ﬁlﬁaﬁ%ﬁt&%?%%ﬁe&ﬂe amount of

ve anoun |on|S|ng ra

CPT-AZ [284 Béfoas) AfieFor s1éﬁ1tmuﬁz©ﬁth%tdfﬁﬁﬁl+é sméent of ionising radiation,
adm ni stered together with a pharnmaceuti cal |l
whergiadefP 2 le SéSLeEmpd eRt- ldrm@aeach@ptwqaélm@@dmmﬁ reddogether with a

resent invention there is

phmﬁ?ceu{‘%aélg agg?fé?br]i%axcﬁ%l K& F eat ment of a cancer in a

VaA £8opdifg e sl fitheBdpestsith@predent Ui Ationhiefd s pRividddsefethod for
adm nistering to said aninal an effective anount of

the tregtmeataf a eancer ipyelyingceiolid danoyr in aovasprblopdedsaimal such as a human,

h f . udi D217 |t
whic $E56 s S tietie B el 17 SR T ERPPUte IoRT o o
phartfhtbufidal B cRANE Ealt MbEBY, bRfors afhet 6%911&&%3}%%11% effective
effective 20 anount of ionising radiation erein

amoutZ DR3-FU ancbe@ire, 4ftdr omaiymatavepusiyt witin it Effedtive amount of ionising

R L A RN A I —

phar&é’éeﬁﬂ&fl?%?%ﬁbl@Exdlﬁ%nipcfrec%ﬁ{gr invention there is

provi de d for the treatnent of a cancer in a
wah cnooding thea fiathierradpestuaflthapresent inventiomthiershis pmvpdedmethod for
adm nistering to said ani,mal an effect

the trggimyeatal apangeriR¥Rlga fond Appguris am%@sﬁ%'%ml shh 25 a human,
wich it REARKRng}d g ] BRGSO AI T o
pharradeutitAlyeosptablokdlhthareoé éfoduding en Aml’riﬂ 1 efaléaRTsalt] befork, after or

simulsaHALY SR Y RIGEHYS RRORTER STFD AMLPAPY: ADwst P ighpgysly with an
effecﬁ{)gmpﬁ%} }cz W zﬂloﬁp&rh%ﬁll A?DQ 724 fE'FJtlﬁﬁ Peheh o tlonally be

armateuticalTy accepta excl p

admifisteged togéther With Aphmmhcagwatly acdeptablecsxcipdgnt ot cafiet he
present, i nvention there is provided a nethod for _the

t rdeaciding top futhenpmert effhapiraantibicaber thesms RERVidadmgthod for
i ol S t n
e g OGO R AR S0P Rl AR
WhCB@@lﬁPh@é@bﬁHﬁlﬁhknh@ﬁf %Xi ardival adéfigtias az‘hZﬁthlc;ﬂAm Edt@ a
salt, before, after or sinultaneously WO 20051092303
pharpeentisiosraaigsalt themofibeforaplisr perultancansly it effective

amo PTG o b GBI L 8588 gy ot nising

radlaﬁbﬁrbwﬁe@éiﬁ@mbmw dnld GPT-¢1 higlehdEoitaUENY behdimiditetd Ggether with a
adi ati on, wherein AZD2171, 5-FU and CPT-11 may each

phannmelutlmilyl qccema'tdd nxmplsn@r&amwget her with a

' 45
I I R DR
the ttreﬁ‘tﬁ{e%t bPa PE[n‘é&‘ ﬂ@&vﬁlg@éo'ﬁﬁ(imﬁgﬁr intaR@artd-BRbARIUNIMAI fich as a human,

cancer involving a solid tunour in a warnm bl ooded
which complisesiadmisistesing tovsand 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 CPT-11 and before, after or simultaneously with
an effective amount of ionising radiation, wherein AZD2171 and CPT-11 may each optionally

be administered together with a pharmaceutically acceptable excipient or carrier.
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whi ch conprises admnistering to said animal an
ef fective anount of AZD2171 or a pharnmaceuticall
WO e salt thereof, before, after or  PCT/GB2005/001080
simultaneously with an effeggive anmount of 5-FU and
before, after or sinultaneously with an effective
anmegddiaf té §RirfeP spbtt Jrasl Bl invehBSEiH rdat;ggo]s%&edaﬂg thod for
5- FU nmay each optionally be adm ni stered together Wit
the traatrmn’a@zﬂamen’ inwlvingacobg tiahbwr irxovarinebiboded anémal ®Eh as a human
. Accordin to.% f.uré?her aspect of the present invention

whic ﬁglpgr@eg i gdng SFHQ akan e fme amauntof AZI217] or a
phanﬁ&{éﬁﬁfallyrh\éﬁép‘fdmsaﬁt hefebf b&\ﬂ)lﬁ@ Yhtet Ot ﬁn‘ﬁﬁﬁﬁl{&g%%? ﬁﬁ@[dan effective

ani mal Such"as a hunman, ¢h conprises a ering
amound oS S, hafong laftenoresitheltdrievesiamithren effeciRdcint 06 CPA- 5and
maceutical |y acceptahle salt thereaof excluding an

h . 2 .
beforggatey o1 sipyltangauslyyyifh aneifesiize amppriof donisigg ragiatisne wisicjn

i 410 [ nd. fter, or
AZDRHA S Ehd EFT! MnAP B opfbndtn il AMRREI A BeciBir i §
pharmadiddallyraccephebletippddadt ¢dmiend 5- FU may each

optional ly be adm nistered together with a _
pHasREdBg tq 2 Brthgr aspect of s mre%eng inyewstian theredgpravided a method for

- i . f th ' '
e BB O Sl DS SR 5 Y EEBSR b S 7%
whiclc esingrisel aRinistagnStosald dhirbINBRUSecveaiSirTo? AZISET 1, or a

ani mal such as_a human, which conprises adm nistering
pharmageutigally apeaptablesalidhereef axplndingamAZbR 1 Azmaleats solt, leefore, after or

. i_cal .accept ab t .t hereof , .before, .

simulBAB0MFRY G A3 et ACHERP BT UL ot BT s itombstgpvith an

effectiRTarldun@ 86 CPRL 1A 21d HRfdrErafRf oSimulthARRSNYSHivh M dffecRfPe amount of
effective anount of ionising radiationh, wherein

ionisipng ppligtiona wherePTAZD2 kBl Sefdld land G Tohhiviay et qpdivhallysbeadministered

her, wi th h ticall t abl
togeﬂée)% g‘,ﬁ%‘, agéﬁavrvl'gpce&@ﬁzl?ye&%’k@% gg‘f‘h’%%{ CQ%%%E Ito h 2r gs pect of
t e patieSRP thel WiBDB1b6dedRENHS! dush B @ Wind&s hay d&‘%@&gl daQker.

the treatnent of a cancer involving a solid tunour 1n

a Aeserding voddherdspedt o thelpressntinivemtiom, theratis provided the use of
rises admnpisterin 0 [ d api n effective
AZD B TR RS R eAT She Pl ekt Dy S Bpnafiature of a

dich#eh f i Rk , .
e O B O S b RS B pepmenbiliy
reducingoefifect infa VERT-blbodedthrtiahiosueh aah hemanmwisdinis beimgeaskdyvith

. ..wWth, an effective anmount of ionising radiation,
10MSIRR EAGANPNAZD 171 and CPT-11 may each optionally be

SR R P B RS g e o
AZD21/7632 @ @hAGGceRkcally 2dceptibly ditribereof excludifder AZBRETL mafeate salt,

tlilig_ present invention there is provided a method for _
and 5{H{Lin the magafactuss oka madicament{onnss ingheprodngtiontof gs antiangiogenic

j . 3.1 whi ch
of B0 B AR AR S 5 Rl i B, o
whichaisbeing trehteAGbhliodisg radiaph@r maceut i cal |y accept abl e
salt thereof, before, after or simultaneously with an

efeendingdos furtoer spast obtheprespat gy entioafthese isprovided the use of
AZDZSIWWA‘ 5%ﬂ§19ﬁ’a%lex¥tic‘ﬁ'i1§r QccaeBta%Ief s%ﬁttﬁé/rgo a'ﬁ%’ﬁ"r-‘fi in%-er_n}alnu?a%glre ofa

medicament for use in the production of an antiangiogenic and/or vascular permeability

]

oN

reducing effect in a warm-blooded animal such as a human which is being treated with

ionising radiation.
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before, after or sinultaneously with an effective
anmpunt of ionising radiation, wherein AZD2171, 5-FU
WOLN5/83$311 may each optional Iy be adni ni st er 8§T/GB2005/001080

together with a pharnmaceut2sal |y acceptabl e exci pi ent

or carrier. According to a further aspect of the

pr ind R ' r &l ' . 0

e T e vetich Bl 1E By s e of
AZD2l Heorra iHavnatedtieailynaebergabie salstharebfiesmidydingv AXD2171 maleate salt,

I ses adm nistering.fo said animal an effective
and Gl bhin IRABSLTTC obg mgdlcawamrfgammé%ﬁ prpdegtioamnian e
. f, ' AR eat a. .
anfi ge%%ernglﬁgdﬁg P 5831?41-‘{% |hﬂnf£jaibt?i gﬁeousfné]e\?\ng%ﬁ%nﬁe 'iélt@P figd animal such as
a hunzamowiinth of bemgd-tckatdibedith donisifig eadiavionsi mul t aneously wi th
an effective amount of CPT-11 and before, after or

sifasrrding i rstugther aspeetof dicrrresent @ventinmrthersfis nrovidsd tled wrg of

i ati . ] -1 ac
Aot G BmAISIEND LR S SR S CBYAFESD
manuftairses & ulddamelit B a&Pinahe froduiddl &M ABfiakdéden® and/d? vascular

particul ar the warm bl ooded ani nal such as a human has

permeabilyy sedugingsalseidn 2 Wt bloaflehpninabsuthas hbnmas péith isbeing
r t _knvention there is provided the use of
Heatewn?%%gl% rga%ﬂgl}'naceut ically acceptabl e salt thereof
ancbebrding fon fubBer@mpedtat theRedeht AveaRioNaabe 3BAYide@ thd t{E of

in the production of an antiangi ogenic and/or vascul ar
AZD R e atphermaceutiealiyicerptabld sadt thensofexstudinghiroAZBE | Ahinatlate salt,

o sSHSRaSEAT0, MhR S AR A SRS A 0100
antiar%iz(%gi%tlanﬂ}b‘{ QRdcuRR pbhedaBility rdduemk dedciing v&h'}ﬁﬂ-}tﬂfy?%eéiragg?ﬂ such as

| or a pharimaceutically acCceptable sa
a humanothueh 1sdetng traap@with rmiséeg ®diséibn, 25 and 5-FU in the
nuf acture of a nedic nt for. use.in, the production

oPrLgping to 2 rthelmpect o e dressabintpiion ushasiioyided the use of
AZD219d ¢! ' |91RY i3 Wil

hgrmn a%%%%ca%l&a%éf@}?a%gﬁﬁ%ﬁt Eﬁllraojr:ﬁs{ilﬁg r agllﬁlaf%ugﬁ .Ofa
medicaneot © nge indhapfodnttier ofmpatitcanbertefiectin esearn-blovdsdt dnnal such

there.is .orovided the_ use, of AZD2171 or a
as a hyan whish 1 bEIRE Fated Y BB A other eof and CPT-11 in

t t j : ] i n:

PSR @Sl Ao AL B b oo
AZD2i€1 e alphhiniacentéiaily iaogepedbicesalt thereaf exatudiny MOAZED2 871 m@leate salt,

h as a human which js being treated with ionising
and 5 H{imgh g 52 wedisergemider wssin disy modwdion of a5 anti-cancer
' t C . | F t.i.on
it 1 05 Wt By Lo N o SERGfn Qi 101 ggRba WSO
radiatjolhar maceuti cal ly acceptabl e salt thereof excluding an

AZD217]1 mal eate salt, and CPT-11 in the manufacture
oAceOTdEN; te Arfrtherraspect; 96the preseat ipyentigattheyn isgrrowided the use of

AZDZS?? igg? %P%%%%ég%c%ﬂg ég%ggagfegs%?t%?rggﬁ?%’f‘-ili Yo %Ja(%liu?a%tme ofa

medicament for use in the production of an anti-cancer effect in a warm-blooded animal such

as a human which is being treated with ionising radiation.

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptai)le salt thereof excluding an AZD2171 maleate salt,
and CPT-11 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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5 a human which is being treated with ionising

radi ati on. According to a further aspect of the
WORIREAE03 nvention there is provided the use &FT/GB2005/001080

AZD2171 or a pharmaceutical$g.acceptable salt thereof

and 5-FU and CPT-11 in the manufacture of a

. b&ﬁ\'ﬁﬁgtto b Gdrtés 37116& dfie PeOGH %{\}eﬂﬁoﬁ)glefé‘its rovided the use of
ant angi 6geni ¢ and/’or vascul ar perneabi[i )?redﬁum ng
AZDelTeat a piarmavautically aceietablavalttieredfiahd s Thakd/ORT-1Win e

IS beeifqr}g 10 treated with ionising radiatjon. According
manyfactirerql apedicanagis £9r use 14 the pprdusten of s AN sasen eifoekinia

i : f. . QF.- [ i
warbbROUHE itdPotthes Aiundaf Vi is Boir ARTIREEU S salcon
saAtcordiapdo & filrthed BsheCFOT-tAd phebert iteyertion fhRed id hEovddedahe use of
nmedi canent for use in the production of an

AZDgGh{} w@gmwﬁﬁﬁlénl/ aicentalle alathle{ﬁ@f gEaipding en AZR1J1 mepleate salt,
i i . h .
and GEORR T MEEE mRisBRRER, B FRkicBG Plurdp Ty biBBktion of

anti-A@EaT ifebtint Owami-Uldohed arimbPsich @6 ahiifhaR Mese s beitig@ithtedRvith

~ there is provided the use of AZD2171 or a
ionisiiggadrali@ut i cal |y accept abl e salt thereof and 5-FU in

t nufacture of.a di cament for use in the

o BATELLi Tt B icPae BT Nfreg etumitBiban Ao S b g

anh fodrdifg €da figtheR akPebBdT tMhrebonit Snvieiti oW tHef Lid pestiddd the use of

i onising radiation. 20 According to a further aspect
AZD31 71 orea phazmeeruticallesrcepiable kalt thereof pnd§iFikih thh eanufactfe of a

AZD2171 or .a phar euti.cal |y acceptabl.e -salt thereof.
medigEERR e i RATRAT GoR QY Bt SR PR & Yy HopdRe amimal such
as aﬁiﬁwf@ﬂkﬂiﬁbéﬁﬁg &ea[l&ﬁvbvﬁﬁ'i@%ﬁ!éiné PldidiRa. i n the pr OQUC“ on

of an anti-cancer effect Iin a warm bl ooded ani mal

s ubtroading tha fiethenhspebt ofshdpiesat imveatiealtheid is prondesi thguse of
oL S e B b B B Gh PESh Glo A s st
and Sgﬁg%éé%g Iﬁﬁmﬁ"a&ﬁl%rdf%‘}ﬁélﬁéaﬁﬁnk Yor%%é: gp&lﬁgg&iuét%ﬁ of RELRRfmour

-11 1 n the manufacture o I canment -for use
effect im & Wwarnpbtudded bimabsuchras ahiiinan awtd el iséfefredireatad with ionising
. war m bl ooded ani mal such as a human which is being
radiafipRat ed with ionising radiation. According to a
fl _ . g y
o AL PSSRl 5, 1525 SRR DS s o
AZDatTept aphemaedutichliesceoptalsds shltithersyf and SPD2117ih thetmaatfacture of a
salt, and CPT-11 in the manufacture_of a nedi canent |
mediggpenider ysg ip Hie ppdistion oban epti-BEnQiH effeptin doyarmeblpadad gnjmal such

r g ' . n which is being
as a‘ﬁ%%“é%l%ﬁ’f‘ﬂ&?%ﬁ?%%ﬂﬁ lr‘léﬁsu“g?fagih. 2005/ 092303
PCA¢SPdia0 b 0 B0 aspedbofALE priesind hvication therd REovadqdadt use of
of the present invention there is provided the use of

AZDAYpar7a pharmaceytigalimecseptplle sali theeaod sxelndiag ga1AZRH | augleate salt,

and (?Igld -1?_ir'1: {ﬁeanqgnu%% 1 %%f b rﬁletfc%ment 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.

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and 5-FU and CPT-11 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.



10

15

20

25

30

manuf acture of a nedi canent for use in the producti on

of an anti-cancer effect in a warmblooded ani ma
WOEI203 5 human which is being treated with PSF’@ZH‘E’OOIOSO

radi ation. 5 According to afurther aspect of the

present invention there is provided the use of

AZREbAdaRo £ ABRE HRREL 6o elerR AR P SR loy A0 Lse of

AZDZPT} drla pharinhecutivallif &ctptalsle odlt thersadexduding ah AZD2I91 inthleate salt,
the production of an_anti-cancer effect in a

and 5\7\5%?{‘16 (Sdabhinathe manugbne aka medisanantAar ese inghampaeption of an

anu"élvar m EI?OO e%Wdﬂ p ﬁ%(?é g_h&gd 1 @ﬁé ﬁl'ﬂ% @85% C i a?‘eattedewnh

ionisih@R&diation. Accor di ng to a further aspect of the present
invention there is provided the use of AZD2171 or a

phAeaerdingtq & firther asp@etmfatm leretmt inviendoreieredn grayided & therapeutic

comtyp SR FoRneing e TGP TR ek ol S s azp2171 ora
pharrﬁiUeﬁﬁJ:alEf%Be table @alht%&%ﬁf %t1§ﬁhlly&o%’6‘lhéigmﬁf @ﬁﬁe&ﬁa&wﬁauy

i onising radiation. Accor di ng a further aspect
accepgdble h:gclptpetscemamanmdtth@ adrinéstratips oparveffertive emountsd SefU,

r mace aII eptabl e salt. ther of
optioB B GAFHE! wiin RoppTcentigeid pecenBpfe Reliert of Batic
admﬂﬁ@ﬁm&%%eeffé&u@e ﬁﬁ&hﬁ %Ffrﬁﬂﬁsﬂg)fad}hﬁ%n' 04 at»bﬁnpm%e@éd drPRal such as

of an anti-tunour effect in a warm bl ooded ani nal
a hursarcin need af sushdheraputib tiestnizel wherenetht &ZRE K7, 5-(Fh] andngmsmg

. r.adi at 2Q According to.,a furth ect
radiafipn. may e@ﬁ%ﬁitpr@ S%@Fag‘w% rseqneaegﬁw ee%réte& and 15 any order.

ARAin gl PR BRSSPt o

combiimatioh érepinohi compnsmg tlwmdanmmamnmmﬁanea’ffeemf: amowunt of AZD2171ora
war m. bl ooded [ suc s..a hu ch.is b .
phmm%@atl%a&lymwtfﬁ@ﬁ ?@t thgrepherciiding, w H& lgagp sat optionally

T

effecﬁ@e:aﬁmab lo€ 5 toptibaalBob getked with o gham%éi%m;l acfmbﬁble&xmplent or
salt, and CPT-11 in the manufacture of a nedi cane

carrier gpd thecadmminisiation %P@cqffeeﬂvmlnawtmqmilwatloeftp@cwmmblooded
M-y
i S8 3 2 QORI AR oS00 (BB 1 £7b2011, -0
and ibnEinp eddigtRetby B addigidired ﬁﬁiulﬂaﬁétﬁi@l}ﬂ, &n{ubﬂitﬁﬂl@ or Separately and in
provided the use of 30 AZD2171 or a pharmaceutically
any ogdetept abl e salt thereof and 5-FU and CPT-11 in the

uf a arredlc ntf se..in.the duct i
or Sk hEF% By TERPERTRL freb R e Bl Bapoutic
combsﬁ)eﬁiamaﬁeaﬁném kigi tﬂe%dhmu@ﬁaﬁdxﬁ@ﬂ@%mﬁve AARIE P4 7ZD2171 or a
radi ati on. 05/ 092303 PC / GB2005/0010S0 -27
phannmgti@ﬁllrygacc@tabw salt ttherccfaw@mallyftogertberpv@s@pharmﬁmalbn

acceptzrtﬁe ex01p1e roor\é:la1('j1"1ee:(ii zgn & %Jstratlon of an effective amount of CPT-11,

optionally together with a pharmaceutically acceptable excipient or carrier and the
administration of an effective amount of ionising radiation, to a warm-blooded animal such as
a human in need of such therapeutic treatment wherein the AZD2171, CPT-11 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
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AZD2171 or a pharnmaceutically acceptable salt thereof

excl uding an AZD2171 rmal eate salt, and 5-FU and
WORR/P23037 "t he manufacture of a medicanent f&CT{{ER2045/01080

t he production of an anti-284mour effect in a

war m bl ooded ani mal such as a human which is being
to getﬁér%ﬂ?&' H\éﬁlﬁcélticﬁﬂ‘j' 8dcBptablR GxaibicAPor ARAEY, Bhdheta@mbnistration of an

further aspect of the present invention there is
effecpvmmdmn ofl GPet hpptmmal y tegatliir véith @pharmeesutieally acceptable excipient

an effective .amun

or cafer R e PR S o B Ry B ARl  wermm-
bloodeB &L BR%1 sudPhd Qﬁﬁhﬁﬂ/ inlReE Bhﬁfch%éere%tle rﬁ%ﬁﬁ?&l@ Whefed th¥ AZD2171,

accept abl e excipient or carrier,
CPT-Admhdiimtisiag raghation naxy twfafdanmstceedaanmuhanamﬁsls, degnentidlly or separately
optionally together with a pharnaceutically acceptable
and i@ 2BY gydht " or carrier and the administration of an
ef
Waém g({h}ig P@e dﬁﬂ{anlfel rr%{pegtf}{:f'ﬁﬁé sén@ V%%%&P%’l@%egg rovf1ded atﬁerapeu‘ac
combiiftioafiratient comptising thevda]ﬁilmlsmaﬁdmoﬂhﬁ[&ﬂelﬁve dméiht @fiAZD2171 or a
ionisin radi ati on_maybe adm ni stered si nuj t aneousl

phar@wuﬁ?ﬁll%aacpgpt&le sdplerspeoptionndlyitasasy voteph armaeeHignlie
o8 oIl ARyt LGBA RGN MR Ol 6 S

optiofigitiptogethBigwith @ pasiiiaewtidally acuephbleasxciiiém of carticn andittic
of AZD2171 or a pharmaceuti cal I% acceptabl e salt

adminigatiesr ofaucatiegtivjaaenniebEP T 1l lngphenadlydagether apith apharmgeeutically
accepéé%ﬁgtg%‘c%lem Hhc ha?nd m&#igjf abXn g fo@c%% faﬁféﬁ{npdﬁ%smg

I on

radiaBoBYHk vﬂfxm%lEMed%hhﬂ%@bﬁ ¥s 4 BERARI nééﬁb'ﬂ sich therapeutic treatment
phar maceutical | y acceptabl e excipient or carrier and

Wherclnéhamlgt,r% oﬁPEfllaandeem@@guraﬁbatmmmm b pdmigtephg

{ta% at ! u Warmbt3 ode Al E%‘%Hl such as a human

simufta Rgﬂ& 89 f’ﬁ%‘?’gﬁi ’lnrélgt wherein the
AZNEbtding %o & EhrtiRPEspetitifhdigres el idich@6n tHRYDIE provided a therapeutic
adm ni st er ed sinmul taneously, sequentially or

com‘mmmmateahyemﬁdmpnsmgﬂ;p adndmstrawmmﬁ@l affpctive amowntofidZD2171 or a

s SR B SE R A7 oBAGH, oonay

togetﬁ%ﬂﬂ‘l §§aﬁ{ﬂa@9utﬁfall§‘ Ecc%f)tfaﬁﬁtéx&%m@l%fiéﬁmef a2 hdhiMstration of an

5 pharmaceutical [y acceptabl e salt thereof,
effectmd: amnmitlof 5Stiddedptionally togetherpiidin aphmmaccuida;ly acespabkeisixeipient or

cari e o aton oF aepRlys Snci oina 1 Pelge s Pesghervit o

phanﬁ%&nﬂfifgﬁfa%!ééﬂt&lﬁg layc@egqgtﬁa@e? ENGhOh &R IniHHatiGRAbF hEEFRRYe

tration o ‘ective amount of 1onising
amound 6f Rinisimg ratiatian e rany drhnelldededeamimal sushak a hsman ihoeed of such

in need of suchther eutic trea(;l: q wgereln e, ,
therapguis freptmesbyihereinghe 4 zwng 13 CRfilden FP%R}g ation may be -
adm@g{ég&a%%{tglgeﬁgbguée ﬁ&ﬁﬁﬁ 0¥ Sep%%géggg%l ng to a furt her

aspeedrmoblobdel aiﬁmsledubh amalhmhmowhtdmas being tieated ivdthdonising
t herapeutic conbination treatnent conpri si ng t he

radlaagmmws& amﬁ losded anigad sah ase haymamvhigh 1 Yitlyjongsing
rasfRLARSE e GRSl &

comHikat{ FB2ZRARRERQRbRPHEsing AZD2171 and one of: 5-FU; CPT-11; and 5-FU and CPT-

11. 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 treatment comprising AZD2171 and one of: 5-FU; CPT-11; and 5-FU and
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-28 together wth a pharmaceutically acceptabl e
excipient or carrier, and the admnistration_of an
Woezf’?sé‘g’tz?o\?e amount of CPT- 11, optionally toget REX/ G20 $p/091080
pharmaceuti cal |y accept abl e2¢exci pient or carrier and
the adm nistration of an effective anount of ionising
radi I
O e A B e S L ol (HTTRE
admifkidieed/sbparateiPar deqiiemiatly irnmysirder, pemiapbe adminigterbé simultaneously.

adm nj stered sjnmul t aneousl ntia
The Gk PR A ey eapReBrebp oAl e }'rfb‘J‘{%B%l?lu?t%rCPT 11 and
radlaﬁﬁﬁ’giﬁiulﬁﬁ Ju'gﬁr present invention there is provided a

erapeutic “conbi nation treatment conprising the

admw@ng & bienaspéctad tief freseht ineedtivnitht icifisidy/fadiatidbn &4 adininistered
phar maceut i calaac)( acceptabl e salt thereof, optionally
P

beforp@@ép é.ZDﬁ 7h pastadddt G ! ﬂyanﬂds E_Uca@g -41, or after one of
Azpﬁrﬁe 4de L Y 5. 59 rdp%‘f %1%%8 st F&g Rigtration of an

i ve anount nal iy together with a

PhAsioRdifE td 62 Asyseawﬂmxﬁbéeﬁt @(I@ﬂtwn&ﬁé icHisig@Fadi8ibn iPdiEninistered
the admnistration of an effective anount of CPT-

11,
befongpay GhALPY17bged pes oS ki s Vs GPT-1 L orafeal of

AZDggﬁf%} s?qgaqfe%ﬁwﬁlgf@égtw @ the i oni si ng

I aflbkdifg to b1 ApY@IoTHR] esatindentich AZDQWlai% a@miiBBFeditd a warm-
need of Such therapeutic treatnent 15 wherein the

bloodsARpir7al afisr ﬂa@ anipmat Ims beeariteatagivigh mynmmadtaitlon may be

A ABERD S PABIRFGT HefncnB o/ Merbiny SRiam et is AZD2171,
optloﬁﬂ%eﬂth Xnidihe rd?l‘ieﬁﬁﬁnéomﬁﬁé‘d‘{vitﬁ Rk BErEFUSCPTOM: Q&I’S-@" U and CPT-

t herapeuti c ~conbi nation treatnent conrprl sing the
11, asdefined hierein,iapnohifiteaest frfthat antengiogemit and/onZBdgdulad paymeability

it A B SR RGeS B 4 it oot
dlseaeéaaﬁ@ﬁﬁm%ﬂe@@mmlﬁgiﬂmamﬁw&hya%a 'aﬁ& w@ma)

he adm nistration of an effective anount of
d1abab¢st pmmhlbyrhbmgmbidemhmtshKapquasmrmuthaemhlhgxoma,(wpteaﬂnﬂehromc

exci. pi en carrier, and the adm njstration
neph@&)ﬁ@g% Eefsﬁ’é‘u?ﬂter&ﬁl resteRog1S, ARG lés’?aieéggéﬂﬁe?‘}lmﬁ‘“an
1ymp{1ﬁégcfeﬂﬁ Celek G dokr f&&gﬁsﬁm@cﬁéﬁbﬂé %H&o:ﬁétn‘&élé rdysﬁmct%iﬁl uterine

fn nistration ective anount I oni Si ng

bleedimglaral doutur diseas®s wathneetihal wvessal pmhfmdltl(ﬁl.(u:rtchahngagwwmned macular
need of such 25 therapeutic treatnent wherein the
degenezgipom) .1 Combingtioppreatmenis,of the present dnyention atesHPFisd toce
partl%gigll at‘%gﬁ i ﬂxe? S%ﬁﬁ{]seﬁ@gérﬁm%ﬁ%g?ﬁe%ﬁ% 'sﬁ( g;fs cancer r':l.nd Kaposi’s
sarcoptdch as a hunman whi ch is being treated with i on| sing
radi ati on neans a warm bl ooded ani mal such as a human
whCembingtien weatmgnigiof the pasent wgentrcaunw benscde et cancer,

particﬁa ' %?Pé’ﬁ? t 18%0 egls’g?an%ém ﬁ%‘tnP ue I{'l ngrtﬁnga].ﬁ IOI?I%{H%{rIbIg &ﬁﬁﬂwﬁts of the
1nve1ﬁ%Q?a¥3 SxpRBéd 85 106 advﬁntﬁgéouﬁl’ﬁhé-émwfm df ﬁirﬁbi'yr?ﬂﬁd réé‘ii}'rent solid

. For "exanpl e said ionising radiation néﬁeglven
tumos afafod exemphebtho cdled, brainythyreidcbreass, prostatgningyandikin. More
part1§ﬁq,ﬁl)ﬁ§ 8?’35}?%8? glétﬁgeﬁi o e?]]?wgntlonea%e expec{edttcr)] Shibit 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
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or conbi nation treatnent conprising AZD2171 and one
CPT-i 1; and 5-FU and WO 2005/ 0923
WO& BT 1o 80 20 CPv 11 This moans tha?’%légzi pu1080
5-FI T, CPT-11 and ionising 3®diati on may be
adm ni stered separately or sequentially in any order,
VEGH fof'fi¥ir %?ov@tﬂ"ﬂnﬁ'sﬁfeﬁ& §Hc1adiap férananpyr Mertan:f Hﬁnours of the colon, brain,

war m bl coded ani mal ‘may experience fhe effect of each
thyromd bﬁe'@zpﬂtﬂstatés-lﬁlg vaRzatdskind radi ati on

,gu c?qu oItR/us %'}sgﬁctg%@quglfﬁ%g} inyery 12931 sﬁfz’]& ggﬁlpglgtlon treatments of the
inve‘%%?r“ﬁ"‘* LA o DR U RioRly MBS i S1HARS il codnlinty
(recuaremit) meows in Solbtdrtallihcer. 1; and 5- FU and CPT- 11.

According to one aspect of t he |nv tion.the
i O 2PHGT AsPEFtATithnPIeSenE HeRt %ﬁ@gﬁﬂepa%a Qf‘ylﬂa%omsmg

a0 08, or, 5 0 £ T S S g b g
of theweprimdriJand tbeiRdnt sblid Actaursiivhirhtave ansecla&ﬂmth VEGFlespecially those
present invention AZD2171 is _adninistered to a warm

tumoyrsowkiel e grficantly dependenton YHT Hasthg growthand spreadlt h

t PRU e 158 hordpect S b BHLhi ¥ Roh oo GREPLTLSY of
treatr@piiti of e prsent ifvehiddH i8icRpecteitto dkiaoeastaqubvialactionht bdditien of the

of. 5-FU CPT-11; and 5-FU and CPT- 15 11, as defi ned
effectrenfepeh olkihe comppRanks efeidstiratmens usedalona daat dy of pech of AZD2171,

ef fects. Angi 6genesis
Ftﬁﬁgﬁ%l ?‘ﬁﬁpgjg or[‘@ r?}l?%rd a})(}élrerreabl lity is present in a
W AEcording o Mothél 156 6f ik phedsntiidntich i EFARE 6f a method of

(including | eukaema, nmultiple nyel oma and | ynphoma),
tréatuiprattyd tlespregrns hivastien isiel toibg ezeatanithan the a 8 of the effects of

s SRR B B B hSB G af 0217, 5,

CPTAY!AH N8 HB/RMRKed alodé.e | nflammation, 20
| ynphoedens, excessive scar formation and adhesi ons,

endoeneding 6 amthdyaspem of themadsenrinydntion the eféatt afia method of

ocul ar, di se .th reti esse rat| on
Bt i Gl G BN 5 KRR @S I BERBRE TS

CoRpiRa E}g t}{g eﬁ@steﬂﬁi‘ﬁbéntfbfn £ QB ARE HeatrRUR N déﬂileé%@affordmg a

expect e particularly useful in the prophylaxis
synexziticteffeett ifitheteffett mltbaamhcdmpamrgwmeasumdd)%ﬁpmsamme the

sarcoma. 25 Conbi nati on t eat n? é t he esen]é\ﬁ_r .
extent 06 STPEIP IR D LESRTSE T8 tiS BRE 1 e PrOESGS ] Uy Vil
per B ERE ALPASLL A Bap bt B ol RIS oo
treatinentsdt diwcethentibrd ok | Eortelaanglepﬂnb leffeét qfrtheﬂmmblaaw)n treatment is

recurrent solid tumurs of the calo
synergisticrif theipfies ig theﬁ%l@aaﬁallmrlwoatt%thq "sa%lifd{aélﬁu"ﬁth AzD2171, 5-
I
Fu, $BE ) PA1S RLCBELN, PSR HRRNAR) ORSIGR! TR, o i or e

comSiates tre’h&ﬁ@xﬁth@bﬁﬁr@i&ﬁd’if h/EEiEeﬂcM effdétrigobteinkd éima group of patients that
mul ti pl e nyel oma and and

does not respond (or responds poorly)yto AZD217 1, 5-FU, CPT-11, 5-FU and CPT-11, or

ionising radiation used alone. In addition, the effect of the combination treatment is defined

as affording a synergistic effect if one of the components is dosed at its conventional dose and

the other component(s) is/are dosed at a reduced dose and the therapeutic effect, as measured

by, for example, the extent of the response, the response rate, the time to disease progression

or the survival period, is equivalent to that achievable on dosing conventional amounts of the
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al so, for exanple, to inhibit the growth of those

primary and recurrent solid tunours which are
WO&@%@F ed with VEGF, especially those tumouPST(24/001080

are significantly dependent3zpn WO 2005/ 092303

PCT/ GB2005/ 001080 -30 VEGF for their growth and

[, tal .

comgTRES Bt He¥shitiailn Sk fhETR! frticuir, Slbee Ftkdeath bp Bfesent it
the cama@ntitaab dogsoafoA DALY 1t, 6-FIACRS-b b,c&-FUfanﬂi(ﬁ’”inl €8 dnising radiation

nvention such conbi nation treaggj\;nts of .t he

may i)wéﬁfqddﬁltm defiment enedr aesg,oh the£xteng abilisrgspepss, the response
rate, ﬂfe‘%ﬁfn{k ocilse% sﬁgﬁim? ?'lhd/ata'5 i &l intﬁo&tlﬂgﬁﬂﬂ t to the
n col orecta ncer n anot her "aspect o presen
durationvefihé ﬂa@peﬁﬁ@ﬂift’ Iithofptvieoaal/ drilessitionblegdin s kidg-effects than those that
radi ati on, and one of. 5-FU;, CPT-11; and 5-FLT and
occmwlrera@na@@n@ﬁb&qe@af eashicamppRant ereeisgdownt h  of t hose

R TSR MR SRS s
for e)ﬁihg)lé hgitablet op B%Eéuléeﬂﬁ mee hdBthisaEon be hdrhit@itratieh ByMrhalation, for
an

spread. 10 cording to another aspect of the
exalnpleezss@mowdw ensdlution, lier nafanérel infechoménelnding ﬁntrach@caISne nt

r esent |nvent|o d to be
subcilindoll R ERular e Glarl ot (FRBRE) BF ek nblE 28 steffiopytion,
suspdnbidn &P BRANEHH, Forabpisall dinlifiSRAtRIYor yf-ﬁlgplah@a?pm&ﬁ@dt ot Sream, for

of each of AZD217L. ~ B5-FU, CPT-11 and ionisi ng
rectak agiiaisiraton fos dxanpln @s aAupwﬁﬂOIUg)rtthﬁ rante dfedmasipteationahay be by

el RIS BB B 4 EL et e
embcﬂhﬁ@ﬁt? bf fh@ 2&s€ﬁqn€8ﬂioh'tﬁ’é‘AZf)2'i feofihb @6iBimtion §8AMeAT may be

the conponénts of said treatnent used alone, that 1Is,
delivered enddscaficABDRtAlractpaly) intralBSionally, dutamuusllyrmtravenously,

radi at.i on, used al gne. . Accor di t not h ct .of,
subeytAEoRT BT HYRAY O T s TFe b g 10 5 adarinistered
r SR ei,gf‘egt
orau%y]%%giag% tlhgfcgl%l SSIHB 20 %%%F%%ﬁ?g I’i’e pr eslg% coftvéifiofhl
manrienuging cmveat1mm1rbxmptentsn The eampesitionssofdid preswiit &s7ention are

affordi ng a yner istic_effect if the effect is
a Va‘%"h&ﬁ"&ﬂé{t}?ﬁs&% gé‘?ﬁag? orfs neasured by, for exanpl e,

: pﬁZeD?ig} gl ﬂém{ah bk %ﬁfﬁ.‘ﬁﬂ&gredtt@ Watm DG d aRhfal ab ngt dose

1d| sease p?ogresm on or ?he survival perio

withih Ghd faage BEDig\Rbkguaenmens body aaeobhithe ahinexl, fof etdneple approximately
conponents_of the conbination treatnent at its

0.03-¢ Srpelks Fﬂbﬁ hpmges A, unpflose Ehibs range; fos exqmple; 0.8} 1t5ﬁ@/kg, preferably
0.03- B%H‘F e Ulfsaé %laaﬁﬁ'ﬁ% 1§ ﬁor&%ll?wﬂtﬁg%ieﬁ# #ﬁyt-éffetcﬂse 85 e% unit

ape y super1or I éva

dosagh¥ fobin AddWds/altablet ofddpsil®Will hisuddlyfcbhiafif] féiRkathble DSOmg of active
I oni SI ng radi ati on used al one. Further, the effect of

mgredwgt biya daily desean ﬂ@rmngesoféwﬁeeémlfgcls iepappyed.

B Y i
any kﬁ&%‘@%ﬂt@ of adimidistfatidn add dosagklU and CPT-1 1, or

ionising radiation used al one, In addition, the effect
For egsimpledEloirb impatbieslosed a 36 hmgim| as apahiraeagous infusion over a 30 to 90

minute period every 3 weeks.

=0,

CPT-11 is a semi-synthetic derivative of camptothecin and is metabolised in vivo to an
active metabolite SN-38.
5-FU is 5-fluorouracil. 5-FU may be administered according to any known route of

administration and dosage.
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30 as affording a synergistic effect if one of the

C nents is dosed at its conventional dose
Wooz?oﬂsz(&%gnponent(s) is/are dosed at a reducedpgg’ggzhﬁzﬂomso

the therapeutic effect, as 3mpasured by, for exanple,

the extent of the response, the response rate, the

] t i ] r 3 CAvy i :
For e?c%rﬁ?le 0r@ nZaﬁ?%teg(l)ﬁE and a?ﬁno%lr %a‘il Enfdﬁ%}i 0¥ 3bmBAL BRhted in 500ml

equi val at achi eva 0si ng
of 5% GErterst selatibn anilimilD. 9% sodiemWbl@Bizso08®BEven by intravenous

PCP/ GB2005/ 001080 -31 conponents of the conbinatiagn .
infusiong gt therate of 40 ¢rops P?;rdmé‘i“‘t,e@?ﬁz lh@l}l‘Si Qr g.ggﬁ% avqr@%ﬁg 68 minutes; or

1 j £ ti-anal 2 =
o S ERimhy ot B0 ol 088y s R by e ot
exceddeli CRHUME hbipuy giiehrdaiiy i odemfohse avaysontl 19F-13gdieasdetepiven and
of the response; the response rate, '

] the time to
this cgnsiiuiseops epressefi ohUa Mds genal pragticatiergavei hiofay eeks beyeen courses

 hout . t ) _ |
ot 54t M PRI OB RS gLl Blctf £ EFPRomeng on
three lBAdRchidRSEyE BlloweE B empikgdoncgy 811 nah@ie dnthe shroé futlaoling

conponent are used. The conpositions described herein
alternage/ddys, foHowed by mmainterdsice dessrofor Bimg(kigby inravgrqusanjection once a

for., ex e a tabl.et or.capsule. .for I
wesle, GHITR VP T B o B on B PEEPSIRS it cion B R of lgmefie once a
weekSSATHR| RrAnd FRVERIen®d trédnbht. GIFUTRdy % Bhd@edintra-arterially as a

I njection (including intravenous, 10 subcut aneous,

regiohaltpeafusion @t 57, Sglkg by 24 batgontinudusfingision) 5157 mayagelbe dosed
as a,sterile solution suspensi o r | si.on, for

oral 35 e S5 rvoRiRGtoRat oo BF Sk P! oo B T it e e cavs

f0110&5@ﬁy1151§1g}rk)§ dnBEL leepdNM ni stration for exanple as a

supposi t or the route of administration may be by
di §-Ethis coneoniyadnintsterédneith lewoovory. Hoy thesayi ke of doubt the

comlggalquxpérl A p:gérgggf tlhg%%?r%g#q\éﬁrgx e eh fﬁre qfﬁg%%h%%ngtiéen with, or
withGRNRLQALEAN treatment may be 15 delivered
endoscopically, intratracheally, intralesionally,
peLaideorapmay e adminisiered eccokding tesartydutosmeoutslof administration and

dosager e PRI CAEHONVER B8 b SQRARGted ol NP g bombination wit

5-FUS i’éﬁB&?’c{rfd i %ﬁn\ge%f’e‘hﬂ. B8R RGERE3s @Xiuﬂ?leﬁf&%heﬁd ig,’ﬂ/eﬁ intravenously.
¢onventional  Tmanner using conventional excipients.

For ekB@plep 63lcisint leadtsrofih nidyehepiveseatta doss ef200mmg/ar by slow intravenous
advant ageously presented in unit dosage form

. ,,20
injechgmafeliawed immpdiaiel 1y,5-BY aaniniiakdoseal $ {rag/m’ by intravenous

. [ X | . .
TR R SR, g ot OB s MDA By e mimts
becafseTRhEcAGRMVohEat 6f the sGufidn. 1THis Wetkgent it rapdatuddaily Aor 5

unit dose in the range, for exanple, 0.01-1.5ny/ kg,
conseuiive days ySubgequentoconrags 1y bs sbren afighe treaimgnt-fpg migval of 21-28
normal |y a therapeutically-effective dose. A unit
dosage form such as a tablet or capsule will usually
C OR |t8inBtivdlP theTS BOWING rdgiRRA beakbd Meucdvotin g0 eighnit Eiven by 2
Preferably” a daily dose in the range of 0.03-0.5ny/kg,
houriisfusioplewgmydveckid: 4 weeles vaitls 5-FkhdWhmghn’| giverpeseaain bolus midway

CPT: 1. may be admi nistered in accordance with any
thm%&r“ﬁ%é’eﬂ?&adm ni strati on and dosage.

Alternatively the following regimen may be used: leucovorin 200 mg/m? given by iv 2

hour infusion followed by 5-FU 400 mg/m? iv bolus followed by 5-FU 600 mg/m? given by iv

days

22 hour infusion, repeated for 2 consecutive days. The cycle is repeated every 2 weeks.
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For exanple CPT- 11 may be dosed at 350ng/n2 as an

intra enous i nfusion over a 30 to 90 mnute '
wogv%s((g?y weeks. 30 CPT-1 | is a sem -syntheti g@%de%gosmowso

derivative of canptothecin3hd is netabolised in vivo

to an active netabolite SN-38. 5-FU is

5-Alterpativelyes-FU. m&y bdadbinid@edorillfias bz@fe@ﬁa‘tﬁ@@@(eﬂbdﬁb’l) @egafur, or

ny known route of adm nistration and dosage
TS- 12@)(;3

paiigbize & Poigtiosbousy-aiater fluogwyrsrdiag g amaa vmch functions

s an SRl By Rl e fhsar o Pt sl Bllted gpooraing to
any kKBORTUOsY Forbismldh Abidlsr 1990 wid/@hndl ?\b@ %1@11 orally twice a day,

i ntravenous i nfusion: af the rate o drops ‘per

(equlmlmttte agaidy dqsemf@ﬁgolnehn Dnfor e daysfellordl bya mst péring &S, days.

aepgpnicn tretSto ) B RoniniGaT R g vl SU fen given
in any5 fd:ﬂﬂ (ﬁclﬁ&lﬂg Iokodrll Y& piRinlsyr fofm® it Ak ch\?‘e?f%d‘@@SSFU‘ Bstdmically

een given and this constitutes one course
or Wlthin Ehemnoun), whenminzihistared viaeey ton¢ smlwheh giverswithpdrswithout,
bet ween courses of 5-FU. Alternatively 5-FU may be
leucoyry py i ntravenous injection at a dose of 12ng/ kg on

t *Uo%%lﬁét{b%ed?é&mé‘xﬁs Qﬂ&g gmgsg{lﬂ RVERioR YnddiaY the uQéﬁ%g@y@-l%r SN-38

and 9 1e on the t lomng alternate
Whenfgvvdmmﬂy quﬁ (maludtrg;and:mg dod preotirsbe ﬂ)ﬁng thag amonverted to SN-38

i ntraveng ection 0 week ern tively
syste@m ﬁwﬁ 9@@% g wﬂ%ll}eosomaé& oo g8 dpinistered
aﬂy’sﬁm {kg once a week for the duration of the patient's
treatrrent 5-FU nay al so be dosed infra-arterially as
a Radegharasl mpebé aldihnﬁ)steﬁed Eecbrdiﬁg ke lyioR 4 platices in clinical
conti nuous i nfusion, 5- al so be dosed_  orall

radiotherip¥ e The dasagey (kfgl%lﬁ@é rad%%wel} bethoge novan for ui%wﬁmgctal
radlogll\%f:a&gI ng' ga%&}%%ltﬁg%ﬁ)%ssqd V\fllﬂ maﬁf@esg g}\é)éaéé%g tllfequs%rb??-rgys X-rays,

and/ok eeCaMRTe elitéy of liaionl ﬁ*’cﬁﬂ eRlisiotdpesb I0théreforms of DNA damaging
conbi nation treatnments of the present invention

factoisraed alseinchided geth@fprmmnméwnqmleaﬁ wicrowyaves angiiVhistadjation. For

examp 5 K5 P Dl 10 0B S R0 RO B -k

Nomﬁl‘lfe‘ 'E%tﬁl frfdﬂi‘éﬁé(t@& ldBsd el fi’@nﬁﬁ&ﬂdﬂg@ T49f6©(’}y0 @ﬁélé’ laré/é‘?'QlBses for
used i n combination wth | euCovorin is

examplerir t0EenaY pe admnmststedrae padof e abwiseiof tadiotiwrai rSmgid doses may
i.ven intrave For,. exa ciumle co n
be adfiy S IRV B SDEOGTCS SO Y TNREY Y PSFloHseeby small

dosed 55 DGR LML B AV 16} g
over & mmb¢ricfidays. Desagevamgesfos halibisotnpds vaey g'ldeday; ambdepend on the half-

ife of FRsibco MerHE G AGE PBT oL THGior b 08 hepoarey cels
ikt % Ao SPBAFLEnRYS, eguﬁé@wf% HERESRSy

may be given arter a treat nent e |nterva
prophylactic treatment of a partlcular 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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days. Alternatively the follow ng regi nen may be used:
I in 500 ng/n2 given by 2 hour infusi r
wo\@@i&ﬁ%ﬁ 6 weeks with 5-FU 500 ng/ nR2 given ag’%érﬁdqez\(ﬂsmowso

bol us m dway through the 634wek period. 30

Al'ternatively the follow ng reginen may be used:

| epedyitiRat e Qredtth Silts gfﬂ&ﬁgr@anﬂiﬂve%ﬁoﬁ QbinpHEd: WSAT9N 71 and 5-FU;

foll owed by 5-FU 400 ng/ iv bolus foll owed by 5-FU
AZDR0D1 and GRPTdily AZDAL 71 \5-F2and &eRT-1 hf AdP3h/ 1, 5fd and ibnising

T L W i L

radiafibh € Tﬁéﬁ%éﬁ?é tHherairhy Hgﬁ?é( 2B kPl 89 _qu ?e}iula_ﬂtiﬁﬁl in any order, or

capeci tabi ne (Xel odaTM, tegafur, or
may Bapdminisidred sinitdtaneovslyat i vel y non- cyt ot oxi c

flyoropyrimdine carbamate which f ion an
or bie grodinkitieutiar e Gormpagghst R U LR Ear i HEU and CPT-
11 wil A 252 840 Wil daega‘ftdof?@ﬁﬂj?lp .\ h%‘ticﬁ%’%éﬁ'ig?ﬁﬁ A9A5AGE maleate salt.
or exanple a dose of 1250 ng/ may be given orally
t wingeartécudiaythe presapt invehtion reladessto dambynatioseoHF-FU, CPT-11 and 5-FU

500ny/.m2), for, 14 days fallowed by a rest period of 7
and (5%%1 veg%q)qu@tqféhe {s’tzgygtl%%?%g*&ﬁe- the present invention

i t i i i n. : .

TSR A8 o0l LMt g A 96 Bramaccicaly
accepstatie @sltse tutt hér-sklts g be mbefal ihhe produdtidni of AZ02 11 ramd s,

when adm ni stered via any route and when given wth,

pharggpceie#bipeceptalle salipo Hharmacguiessiipianeapable salis maye far sxgmple,

: gels \' 1 o s .

nct Sl B0 S A DI S Rl g cn Tl g v

or orPAIBE H¢i8OAffdratnFhhaRadceati@lgabsepidbisiartionsTcB 8s with hydrogen halides
system cal | é or within the tunmour and incl uding

or with gidplairie orfrbeslioziciaeids pr with &iflupgeacstietcitrie ®r malegc agig. In addition

route. di.o AT ccor d -
pharpRe PR 38 1RV o ForteE i S TG BF REPEHR tiftwicn
afford9s ﬁ_ﬂz&ﬁla@éuti:cﬁll'%" gdcaptabRMafbh. OBuch salts WethtileiEenik BOBREahi8bases
~_use in clinical _radiotherapy. The radiation therapy )
include éat expmple ancilkaliemptol sadly awall as arspdivgser peftyssiugy salt and an alkaline
art X- rﬁys glPdl or .t.he directed deiti very of radiation
carthapeal 21 1Eh &% ‘b%‘é‘g‘m GHEFBIE "of DNA damagi ng

f agy 0N 7 BfRy Bk SPhthSi§dcdd8cbrigith thelro SR8 s deBRIRAIOWO 00/47212,

such as m crowaves and UV-eradi ation. For exanple

in patiquiarshoseyletreibdd seBxampld 240 pf BE3 88/43R12.. 8- 2. OGy, 5

* r AepRaEbteafrsel s 1o Dribefined Heoris Tae BisBegpes described in
Tntertk E@Até{tggipliémof B T/GBoA0RI085 35910y maybe

adm ni ster as part of a course of radiotherapy.
Singl e doses may be administered intraoperatively.

perfracti onat ed radiot herapy may. be reby .. . .
The fiRing (s 85 e ored Ryl ara SR HeTed &y SR AZIA L if sPrhigption with
5F ppq,of tine, for exanple 0.1 Gy per hour over a
nunber otl' days. Dosage ranges for radioisotopes vary

Humah @S 174 Tagolo xatogrdfes ihAidde mice
107 LS-174T tumour cells were injected subcutaneously (s.c.) into the flanks of

athymic (nu/nu genotype, Swiss) mice. When tumors reached a volume of 100 to 200 mm’
(10 days after the graft), mice were randomized into groups (15 per group) and treatment
started.

(a) 5-FU + AZD2171
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the strength and type of
and on the uptake by cells.

WOZMUU9H93¢ he dose of each therapy which is re8GT 4%0?56‘}”1080

the therapeutic or
particul ar di sease state wl|

prophylagtic treatnent of a

THE RSN (GrB8p 11R8éivEd £ahiBForal

adm ni stration and the severity

necessari

L% B

y be varied

[ ness

vehielstfer14 conseantivierdgys(deyn@ k)i nrum dosage may be
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where animals received single agent therapy alone.

The data for combination studies for AZD2171 and 5-FU, wherein AZD2171 was
dosed at 3 or 1.5mg/kg is shown in Figures 1 and 2. Statistical significance was evaluated
using a one-tailed two-sample t-test.

The combination of 5-FU with AZD2171 dosed at 3mg/kg produced a significantly
greater inhibition of tumour growth than 5-FU alone or AZD2171 alone (Figure 1). The
inhibition of tumour growth produced by the combination of the two agents AZD2171 and 5-
FU was still greater than that produced by either agent alone when the dose of AZD2171 was

reduced to 1.5mg/kg (Figure 2).

(b) CPT-11 + AZD2171
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Geoupdsicsecivad 8aitynp.bi admiihisyration of AZD2171 at 1.5mg/kg/adminstration for 14
consecutive days (day 0 — 13) combined with two i.v. injections of C?T—ll at
25mg/kg/injection, on day 0 and 7.

Group 6 received two i.v. injections of CPT-11 at 25mg/kg/injection, on day 0 and 7.

The administration volume of AZD2171 was 10.0 ml/kg (200 ul for a 20 g mouse). The
injection volume of CPT-11 was 10.0 ml/kg (200 pl for a 20 g mouse). On days where
animals received both AZD2171 and CPT-11 the CPT-11 was administered 2 hours after oral
dosing with AZD2171.
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Tumor volumes (mm>) were assessed at least twice weekly by bilateral Vemier caliper
measurement and, taking length to be the longest diameter across the tumor and width the

5 corresponding perpendicular, calculated using the formula (7/6) x (length x width) x square
root of (length x width). Growth inhibition from the start of treatment was assessed by
comparison of the differences in tumor volume between control and treated groups.

Additionally, the effects of combination treatment are assessed by comparing tumor growth in
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ﬂgg{b's c) 5-FU and CPT-11 in the manufacture of a
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c) heFébinde@RTUdi ng an AZD2171 20 mml eate salt, and one

. ., of: . : . . .
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.

B Use of AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171
maleate salt, and one of: '
' a) 5-FU;
b) CPT-11; and
¢) 5-FU and CPT-11
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.

4, Use of AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171
maleate salt, and 5-FU 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.

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

maleate salt, and CPT-11 in the manufacture of a medicament for use in the production of an
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a) 5-FU, b) CPT-11; and c) 5-FU and CPT-11 in the

manuf acture of a nedi canent for use in the production
WORPOSN2It i - tunour effect in a 25 warm bl ood€GT4rR24Ey/001080

such as a human. 4. Use of_gA/ZD2171 or a

pharmaceutically acceptable salt thereof excluding an

o GREE b 3 P L e RO BB i

ionisﬁ\{gtrhdiﬁﬁ&_il.er effec_t in a vvarmb! ooded _ani _na! such as a
human which is being treated with 30 ionising
radi ation. 5. Use of AZD2171 or a pharmaceutically

acgept It thereof excl]udin n 217 .eate
6. oo ORER. or 4 MRS Sr Al Ao s e TR Azp21 7
maledt§5alt 98d I50F W Bed DPPAUCHI tREmAhuRBLd ZRRdieALSH Jor use in the
PCT/ GB2005/ 001080 -41 anti-cancer effect in a
prodwetiomolb ko evke-darzoet effitct Suz waus-bdoddedmninvdl isedh dss: lmhangwhich is being
treated.with . i.onising radiation. 6. Use of AZD2171 or
tfeate&”ﬁﬁaﬁ%%%ﬁa#@&f’vy acceptabl e salt thereof excluding
an AZzD2171 5 nmaleate salt, and 5-FU and CPT-11 in the
manuf acture of a medi canent for use in the production
7. ofUsraceoddingtanng onedf daimsi 2) 425 wad Gwidlepsin €@ cancerds calowebtal
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cancdtadi ati on. 7. Use according to any one of clainms 2, 4,
5 and 6 wherein the cancer is colorectal 10 cancer.
‘ 8. Use according to any one of clains 1-7 wherein
8.  Adladdording to adly bo¢ of clhinishie7 wtefeiP ATZBD2179 is ifA a form of the free base.
phar maceuti cal conposition conprising AZD2171 or a
pharmaceutically acceptabte 15 salt thereof excluding
a t . B- j QGl.ation..wh.i h
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11. A pharmaceutical composition comprising AZD2171 or a pharmaceutically acceptable
salt thereof, and 5-FU and CPT-11 in association with a pharmaceutically acceptable excipient

Or carrier.
12.  Akit comprising AZD2171 or a pharmaceutically acceptable salt thereof, and 5-FU.
13.  Akit comprising AZD2171 or a pharmaceutically acceptable salt thereof, and CPT-11.

14.  Akit comprising AZD2171 or a pharmaceutically acceptable salt thereof, and 5-FU
and CPT-11.



13. A kit conprising AZD2171 or a pharmaceutically
acceptable salt thereof, and CPT-11. 30 14. A kit
conprising AZD2171 or a phapmaceutically acceptabl e
salt thereof, and 5-FU and CPT-11. -42- 15. Use of
AZD2171 mal eate salt and 5-FU and CPT-1 1 in the
15.  nMEsuéagzZDP €7 IohakRate¥8l bER BN addOCPDY€ ih FheligiPidedoFhon
. of an_antiangi ogeni c and/or_ vascular pernmeability
medicaragp g?rrigﬂeélﬂ thegroquetign g ampiapgiveenia Andrar vasgelpr pesingability

reduciﬂélgﬁ&:t in a warm-blooded animal such as a human.



