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COMVBI NATI ON THERAPY The present invention relates to a
nmet hod for the production of an anti angi ogeni ¢ and/ or
WO aws0p203 perneabi l ity reducing effect in a  PCT/GB2005/001080
war m bl ooded ani mal such as_a human, which is
optionally being treated with ionising radiation,
particularly a neth f t ? eat rw'erctyof a cancer,
particularly a canc i t unour, whi ch
co
COTDAY ien i - AU HL AU BRI i dfinogen
andiar vesmitarpatrhenbility réduCRE-efftct iandvirhebladdédrirsmbiaduch Bs fhuman,

d
whigh S ST BENE LERpb b GO B8 FH BB AT & niém%lfm the
trea?rﬁ&t%f%gan%%@aleﬁ‘gﬂa &hlerihy dol%?@ o 18 Wik 19‘”\%1011 &ompnses one of:

to a conbi nation pro conpr i si ng’ one

the Mﬁﬁﬂs‘tfatlan of BZP21 7 AED2dnilinavish Wit 5 5L theadndaRlidd oﬁRQDZNl in
and CPT- use in a nethod of treatnent of

°°“g> inioR 118 CR i 1r1raﬁndo@'e peynistrasion o) AZIR 191 it cosbimphionswith 5-FU and

P4 s EE o SRR AT A0 Ao

and A2 17, land 2152 P, anB 4020 éhd @PT - CF To bleomBidti O PlGd: RRhrising one
in the manufacture of a nedi canent

of: g%PZJJ@eaIiKhS-EﬁI@ A&%ﬂé tapg @Paf'l kirengd 212 agd iU andlCIT-11, for use

YR ATIAF Ly DA g comprisins s

AZpprilcad|S-FUPAZDR 11T edd @PTW 1t Bnd AZDR1 NP aARSUFY ARICPT-11; to the use
Nor nmal_angi ogenesi s plays an inportant role in a

of opepf: AZDDF/ 1 ind Seildx Dﬁd;VlJ@lnm@PEfiﬂ; yrhAZDAéV el 5rERY and CPT-11,

d one ts.of femal.e
i e L R B et 1 R BSh i Rcmbigraagento andro
vascall@ ipeBea® ety rdmsine ReRcAR F0FArAL oM d i hSRRE &s £ hAh8S which is
i ncluding diabetic retinopathy, psoriasis, cancer
Optlemeéh'r’cmng tepagadywith tonisingetimtiona. Kaposi' s sar coma and

A s 4 T i
i

ot oS S Sk Nl e
funcppnc Evdesirapulripatietogial engid ganksis h&Ren Rexdotddnedilp Giease states

. 9.837; Senger et.al, 1993, Cancer and

incl ’E‘%Q&aﬁ%ti%feﬁ%% PSWIS@@@S@Q&)@M@%WH%?%@&% Hagosi's

[ t ﬂ
sarciih d Buchdrieforl iRh o6, P Tapncl MBSO 67 otiaman, 1995

NatlhraMadldmdﬂl 3Bt Adtepation dfaasoaia péﬁﬁ@ﬁll&y BREhughatslplay a role in both
scyl ar endotheljal gromh factor (VEGF). By virtue
nomg! ap eathekogﬁalcwléfdmé%waé@gqcswe@{culhganrse@qﬁtcaa,sl99Bh1éndocnnology

133.9{%9%@%5%%6} gftl?l \}gyygépa}e{gﬁéffetaét 1scﬁn&dé\%§ﬁgé?ﬁ)# F?@I %everal

polypéﬂtid‘és WiRhGR mizrcestiddeiRiigl dellbre@ihgsoibahg ﬁ&ﬁﬁy'tﬁv@ﬂeen identified
i pportant stinmulator of both normal and
including, acidic and basic fibroblast growth factors (aFGF & bFGF) and vascular endothelial

growth factor (VEGF). By virtue of the restricted expression of its receptors, the growth factor

activity of VEGF, in contrast to that of the FGFs, is relatively specific towards endothelial cells.
Recent evidence indicates that VEGF is an important stimulator of both normal and
pathological angiogenesis (Jakeman et al, 1993, Endocrinology, 133: 848-859; Kolch et al,
1995, Breast Cancer Research and Treatment, 36:139-155) and vascular permeability (Connolly
et al, 1989, J. Biol. Chem. 264: 20017-20024). Antagonism of VEGF action by sequestration
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pat hol ogi cal angi ogenesis (Jakeman et al, 1993,

Endocri nol ogy, 133: 848-859; Kolch et al, 1995, Breast
w@awse923Resear ch and Treatment, 36: 139-155) aneiCT/GB2005/001080

vascul ar permeability (Connglly et al, 1989, J . Biol,.

Chem 264: 20017-20024). Amtagonisn1of VEGF action by

of V%ﬁf“e tl ﬁ yo{aﬂ\é%t}tné n&%{ (r)]rt( I&f ﬁﬁnéu‘r: g{]oxgtﬁgggn @I b9r9é°» Nature 362:
8413@4). 841- 844). Receptor tyrosine kinases (RTKs) are

inportant in the transm ssion of biochem cal signals
ac Reseptohiyrqsinesisasaedrian aroimposiapkin ttrh@rs@mlssmn of biochemical

transne ne m)le ulescar teristica t of

signifs AE00T M ameTRen b At SR R e b SRS
cha&&éﬁé%&%ll?c&%@s%f‘&n éﬁra‘c@l@tﬂﬂl l?g?aﬁa—b‘i'iﬁfﬂi’g a&ﬁaﬁ&oﬁﬁbcted through a

intracellular tyrosi ne ki nase domai n. Bi ndi ng of
segrhérg amthetpdastiremerabmpe b ar ingradclular yresinekinasd domaif. Bhwling of ligand

receptor-associated.t i ne kinase activit) ich .. .
to e GeerRIT 5ol CRHORGIRIAT OhiG [eCeRPDarsReisied  asie MBiegastiity which

r
leads E?%%oggﬁ&kﬁtf ?ggf}ﬁ%ﬁg{g?g& y%{ﬂﬂ%‘(‘ g}% rF%EIﬁLt(Iﬁgaﬂg Sther RS Ellular
molsiudpsalThesechaagasad éyrbeae pingpharyhtioa inithty amﬁgnaﬁiﬂgwamade leading to a
| east nineteen, distinc

varig e%?a‘#f ﬁtrégsTp%ag% ?F@cﬂaatﬁﬁy ablersi gingtsel LtBGEREE Eﬁm g?fy defined by
amif¥&d pﬁﬁgn&e%dlg %’9 ﬂ%\&e%g ‘i’(ierrélﬁﬁé eond BE AL L Zalﬁﬁles is presently

presentty conpris I'ke tyrosine Kina

compgisitiyothe fib-lik tyresisekinadeateptbr] Elt&S(aMEﬁ&rbd to etsWEEGFR-l) the
ki nase i nsert domai n-cont ai ni ngl recep tor
kinag@fnsert demeis-eestajEag Fecepier, I@PR@ 50 feef%edaﬁ‘?cﬂs ﬁ/eEG Rn% qruFIHErl) and

ool 505 IR REEPRL L o YL B R L o

havédbedh sBoWh o bind VG iithshig affihity {90 ¥rieSei 1022 88ience 255: 989-991;
989-991; Terman et al, 1992, Biochem Biophys.

Res
Terrgwheh al, 11992, Blpshem 1BipphyssBey. Copimdi39g. b37: \]!é =1680) H?él?,@ng of VEGF
[S ex

to th§§es{§§?l’§?r§ gx etssﬁa (% gﬁtgroétl)1 g%f]ils {;%qu?%; ?)S%If ?,]sgocmtefil w1€1 c%anges in the

tyroﬁﬁé’ﬁﬂ&@h&ﬂyﬁétﬂoﬁ @ta‘b&s&lﬂééllﬂﬁr Iﬁ@{elmsl ahd cRIcRig fligesand
cal ci um fl'uxes. is a key stimulus for

vaSOUbb trenkeyi @malﬂus ﬁmgawbmm& amimlglqumﬂks nkhip aytakias induces a

T O TR R S T —

and %aﬁ%ﬁsﬁﬂ&'%ﬁﬁse‘é}ﬁ&ﬁm@ﬁhéa@iﬁan Ge@l' 115 fobmf PhpiBlary tube (Keck, P.J.,
capi | lary tube PJ., Hauser, S.D., Krivi,

HauSan 8., KKriviyAi g Gﬂanzdl,' K., Fédeen, T., Ffahlj I.‘plambl(ﬂgn,no[by,TD T., Science

iSRS a0 500 1 LS R, FRBa . Refne, 4,
Hasf?gggﬁ\ %lelﬂ! c‘HAﬁEAM%ST % rovaddl ther9§ C29- @319985§epp%9 "¥3., Montesano,

pper ntesano, R, Mandroita,
R., Manilroita, SAndOMasEakid Vassall,,]. IE.an;nzng’thanm 494938 162, 1996)). In

138-162, .1996.). ln addition, i nduce nlflcant
addifig. Y EGF la@rq%ausmﬁw V@W&@mw ity (Bxp r1§1 Detmar, M., Claffey,

KPQ@%&WA *éa?de(v?ﬁ?r N C@Se efi’ergy il Rk, %11ei§§&u5%réol 107: 233-

235, 1995; Bates, D.O., Heald, R.I, Curry, F.E. and Williams, B. J. Physiol. (Lond.), 533:
263-272, 2001), promoting formation of a hyper-permeable, immature vascular network

which is characteristic of pathological angiogenesis.
It has been shown that activation of KDR alone is sufficient to promote all of the
major phenotypic responses to VEGF, including endothelial cell proliferation, migration, and

survival, and the induction of vascular permeability (Meyer, M., Clauss, M., Lepple-
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235, 1995; Bates, D.O, Heald, RI1., Curry, F.E. and

Wlliams, B. J . Physiol. (Lond.), 533: 263-272,
WQ@O®3)923p3 onoti ng formati on of a hyper- per neabP&l/GB2005/001080

I mmat ure vascul ar network which is characteristic of

pat hol ogi cal angi ogenesis. [t has been shown that

. activati of KDR: al,one .is f |
Wiefliepifa MESROREnbr (UPe e Bon sEor e BBy Reite, B
7., ald"Bekib et EME@'J' 18 963-8%4 abboZeng] B, @tahym,,s and Mukhopadhyay, D.,
survival, and the inducti'on of vascul ar perneability

J. BipM&hem,, 2\7[6 327144329 19\ Q011 Exilte, N Bowalslsi, J.ALL, B., LeCouter, J., Moffat,

Wl 1 enber J., Au tin
B, 2l T, D e A Terkty Mool Enenpyss 3222 290, 2000).

3 6 @u%lazéhnel@e?%auz&r\ﬂhlcﬁ'are iRiIBYHEs of ¥ E@‘féc%&hf‘?&‘i’&\’lﬁﬁase are
Chem , 276: 32714-32719, 20
desclﬁbwirs]lntemahonall_ﬁ’aﬁe@Appﬂleﬂmm]hfollca'tlon Nof Wa QO/{BZ 212. AZD2171 is

Zioncheck, T.F..  Pel t| e

descibed i WApY/AT5i2kends S ersplsiz AV SuBe0. AR AL dp foge-Muoto-2-methyl-1 -
r [ [ QU ept or

mdo?% PsAh o t#%é%%i*?%%gé%“ﬁ? e AR P et ent
Appllcatlon Publ i cati on No. WO 00/47212. AZD2171 is
described in WO 00/47212 and is Exanple 240 therein.
AZD2171 is 4-(4-fluoro-2-nethyl-I Yol -N
5-yl oxy) - 6- met hoxy-7-(3-(pyrrolidin
zoline: AZD2171 AZD2171 shows exgs
the in vitro (a) enzyne and (b)
described in WD 00/47212i?\
I C50 values for inhibition

i activities in the

and Flt-I me;h '
enzynme assay <2 nMand 5 2 M respectively.

AZD2171 i nhi bi VEGF- sti nmul at ed endot helial cell
proliferation potently (1C50 value of 0.4 0.2 nMin
t he HUVEC assay), but does not inhibit basa
endot hel i al cell prollf§%ﬁ§ AN appreciably at a > 1250
foI d greater concentrat ’( I"C50 value is > 500 nM.
| r@j & etah@ (hYHUNET assays
Th oM IhGs Bulcoht RtivitTBHhe XPARGTE] dnrkihe Cpage 83) 255
that\wesdesmdﬂmddl ih SUO0/4R292 (pBRYB8A). IM9e ABDROW I(éso zglugsaﬁog inhibition of

of _once- dall

isolptegd RIS EME(AE r al F&b&éﬁ%],&txr%m%gm@ie aCﬁY;imQén %gfzyme assay
wer%Q géf LAPS b ﬁl\%%%pect"%?% 1LFD3951 Befs S\W—sﬂﬁmﬂtéd:éﬂdothehal cell

spectrum an ur activity 1n'a range o
promfephﬁbﬁ pbRhilp WOIgvARE 6f Gl 0/2 aVEin tARSTHIUVEC besay ) but does not inhibit
International Patent Application No. PCT/ GB2004/ 005359

basal endothtlisd cAlrpRliferation appreciabdy at aan 4224 ld erepisheonsempation (IC

SR S0 B, e PR ol AR R R o 8 o
model aéstcﬁﬁéﬁ fr w@ b@/@?Zl@f(pgéé"@) vedd BSHiBRGESy 49401 §8R™ and 91%

I ncl udi ng 5-fl uorouraci i'ri notecan.
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

aetivity in
assays that are
The AZD2171

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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Li WO 00/47212 it is stated that conpounds of the
invention: "nmay be applied as a sole therapy or nay

WO pwsl993 i n addition to a conpound of the i nvReL/GBRY05/001080
one or nore other substanceg and/or treatnents. Such
conjoint treatnent may be achieved by way of the

used Y phEPG R E R el FREREHE, 1 Bt S i given

inclRRAS T AM3rdulbl, BR%ecaRl t 0 describe exanpl es of such
conjoint treatnment including surgery, radiotherapy and

vaii &\L@ Oﬂ/ﬁﬁa& ttﬂs siaiedrthdh ecmap@lmds of thyanventionl udi ng
5-fl u ur ac and LI not

“ma AR el mannyolis i AR s tadpPiand gf the invention,

one GY4R8re/dkh@dbétiticet hn @Bk Qfiments. USﬁé-lﬂélﬁx?&ﬁﬂreaHﬁm%% Benachleved by
WO 00/ 47212 does it state that use of any conpound

way olfi thei sitmeltdrieons, sémeaiial onis¢farage hdmirtistedionef the individual components of
he groduce surprisingly beneficial effects. Unexpectedly
thet @Erpr|3|ngly we have now found that the particul ar

co ]
TR AT AL A kot fhelR ARl AR Mhd R el including
surgeu’y raidthéraGRidl tarioastypés ¢ilehamobtiERbeltic agﬁnbdmhxelmg 5-fluorouracil (5-

nlflcant hetter antiangi ogeni c and/ or vascul ar
FU)&B Hﬁ%‘?"laﬂég?éélbm ng effects than any one of: AZD2171

Wre 1%()]00]‘472615% S}geg fﬂﬂ%n%) tdatibh df.‘?%?lﬁ%d CPT-11 and/or

Accor I'ng to one aspect present invention,
SJWAaggiﬁ&dused in conmbination with one of: 5-FU, CPT-11;
and 5-FU and CPT-11 produces signifi cantly better

anNo“é’érﬁclerW@rQOé‘&%@thﬁsw atate Baussof anyespoundmf thg invention

there%’;’l b Otlé%? peoﬁn{r# ‘%mj%s en ejsjuﬁé;l‘% 1?%1213%%2’5@?[%&%; od It (rjl

C 0 mﬂeﬂpﬁcteﬂ Mt dmrpﬁbﬁlglfl wedardhowfduntthatahe partitdaggsinpound
CPT- 11 produces significantly better effects on solid

AZD2 ] weed intrembinajion vathos parigydarselectign p pongpmatiqn thamlesrnamely

wityape W ED PP AIS R SHU Rt R TG00t SARET REne
ant1é&4gid§eﬁ1@%n@/ﬁ)r ngc{ﬂdr péiteaBility ﬂaﬁdmﬁ% Eﬂe@@ﬂlaﬁaﬁ dde of: AZD2171; 5-

uces significantly better effects in col orectal
FU; é?&r’fela} anf 4rF' 4 agd GRE-1df usedzlopg.7 Acc@ding to opg agpect afribe present

invepit JEPLOR s, B A LR DR ST Bl T fgnd CPT-11

prodabs 2EAHOME txy'bbﬁéﬂa%ﬁ Jaﬁcer%@febts iR 0E beA BD21Ne 5-FU; CPT-11;
response ra the time to di sease progression and the

and §H andaCPTdtl eisedalphe.t Anenudingftd ext aspedt an threeppringeot m‘ventlon

AZI% 1(3?tursrg({1 1In c%fmbtittla%og e(g]r}e otn ¥ %?Jt IC‘F’]F H] H%GFU and CPT-11 produces
significantly better effects on solid tumours than any one of: AZD2171; 5-FU; CPT-11; and 5-
FU and CPT-11 used alone. According to one aspect of the present invention, AZD2171 used
in combination with one of: 5-FU; CPT-11; and 5-FU and CPT-11 produces significantly
better effects in colorectal cancer than any one of: AZD2171; 5-FU; CPT-11; and 5-FU and
CPT-11 used alone.

Anti-cancer effects of a method of treatment of the present invention include, but are
not limited to, anti-tumour effects, the response rate, the time to disease progression and the
survival rate. Anti-tumour effects of a method of treatment of the present invention include,
but are not limited to, inhibition of tumour growth, tumour growth delay, regression of
tumour, shrinkage of tumour, increased time to regrowth of tumour on cessation of treatment,
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but are not limted to, inhibition of tunour growh,
tunmour grow h del ay, regression of tunour, shrinkage
W@Boos9303 , i ncreased tinme to regrowth of tunoRCT/GB2005/001080
cessation of treatnent, sl owsg of di sease progression.
It is expected that when a nmethod of treatnent of the
I .
sloofl O heds DR, B 1ECHCHA (Bl Shch Aol R AER%S the present

inveptioe & adnvihistered tow waratibload&icdnimiak sneh us a hemaol inab&O6F ©fatment for
treatment will produce an_effect, as neasured by, for
cancsy i e wisheut grsolid Fanesr; saidiuethied of fregimephwilbprofiga anpffect, as
f , y ' t [
mesbEEBL ot B SRARSE o Bt b Bl A8BAFentet, o sspons

rate, thé titdao AisepR)prégtéstont dndaherBitvivabrates | AntRBariceCeffedtyinclafle
exi sting disease. According to the present invention

prophilaetc ireatpient/asduel] 25 thastaent of existirgdiseaseuct i on of an

ant, angi.ogeni ¢._and/. or vascul ar. per bi | i r.educin .
o1 AEORRAE Ep ARG a S el PR At A ifppion of an
anti @G YehReRd AR Fhstu e PEin@bility feau@hn? RFfE®! in @Rva@int68ded@nimal such as
amount of AZD2171 or a pharnmaceutical ly acceptable
a hugant which cemipris¢sefdoriristering & sapd aginaliin effietivs gnownt df A8fD2171 or a

phasgiasgiigaly albiple A BRI Ceio. 1R oprrRlimerusbiid o ofibrive

amotifesfonkSFPr ovi ded a net hod for the production of an
ant i angi ogeni ¢ and/ or vascul ar perneability reducing
®f Bdl; i n a war m bl ooded ani mal such as a human, which

0 [ ses gdmnistering to said aninal an effective
&ngﬂ)rrit'fgfanazml?l, or a pharmaceutically acceptable
%alét_ﬂtjgﬁ& fr_gxcl uding an AZD2171 nal eate salt,

efore, after or sinultaneously with an effective
anmuecbrdidg tortke pleserd jnvenfrdd) theje i€pToviided samethod fa-théjpm@ddction of an

_CPT-11, Accordi n? to a L,urt her aspect .of the present,
antigngingepic dion ¥pseufas PemRsRPHIbYTeduGBE KHRCtiB A Yare-tlpeded ppfal such as

s R S

phargfacewtidallg acoepiable saft thefEdFexdludingan @D P avblestalshly, before, after or
_ acceptable salt thereof, before, after or
simtapeoushhwih an pifogtive agoupt olcneiofe anount of one of : 5-

)U;S- T-11; and 5-FU and CPT-11. According to a

urt'her aspect of the present invention there is

B @HTded aadnet hod for
c) 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, 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.
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the treatnment of a cancer in a warm bl ooded ani nal

such as a human, which conprises admnistering to said
wa@niosmp23an ef fecti ve anount of AZD2171, or a PCT/GB2005/001080

pharmaceutically acceptable salt thereof excluding an

AZD2171 mal eate salt, before, after or sinultaneously

wi th an.effective anount .of one .of: 5-FU, CPT-1]: and

5. PSR R R BRI s i entigh tp draropted f@nethod for
the tRIBHERf R RYERE IBRRBIVRES Soll BtulfoRY ifle fradn FRIJACH ahitfal bi%: as 2 human

treatment of a cancer involving a solid tunour in a ?
whickagomis]sopatbginistering to said anbsal an leffstive anbunhof AEPRI 3E6r a

adni ni sterin sai d anj an, ef fecti ve anpunt_ of )
pharggpiea e hlcaPiehf <o uieaihy it Hist oh Sl neson Vit o offective
f . S0 | Mith an effective
amofff dPcfic of AL gFTslslr%ﬂji SELAN P s Py and OPT 11

Ac decatiding tb @ fartherraspeet ofihp pedsentifintdntiop tiese istprovideds in@fhod for
t here B?ﬁprovided a method for the treatnent of a

the tiegHReH of AGHISHT Ol 1as? pold O I wWarmhlaeded sujgadisuch as a human,
s U AP R sy SRR AR AL AL, 0

pharpiaesutieakyiadcepthbly salc depdodlek cludiak bn WKV ETT 18XN64te 8411 BeRKe, after or
AZD2171 nal eate salt, before, after or sinultaneously

simulfapepugly veith e effcetiva amannt offong9& oFY; €PE)1; @mdrS-F1J andh@PT-11.
5- | - A i .f .h t .of ., th
o BeeApiaTET e AR 000l 308 AR e B F bl fmoa or

the tica@adnenNtolofecbtMicecinal waaNERbIédardmWEdudh B 8 988En, which
ani mal such_as a human, which conprises adm nistering

comprgses adminasiening togaideminaahanadicativuamowt oAABDLRATL o aa
pharBBELFRARAL S B RER TSl S ERbeoob i ay et

amo@it®fehe o SHUY; CPT-11landeneUom¢@ng; CPT- 11. Accordi ng
to a further aspect of the present invention there is

pr decardingdo adurthed asneet efithe present imsrentior theod ispeatidéd a method for
cancer |n.a m bl aoded ani.na uch as hupan, i.ch
the oEBEF ok 1 GaHRl PP ng g uap e ST Sish s haBippdiicn
compHERY AdmRHistda%d &did Bfma aRRABREEMHhhiRbE XZP089Pt AR €
salt thereof "excluding an AZD2171 nal eate salt
pharpedeytieallysdceentalde salt thatepfmeduting amiAZID2A 1 efdentd saltebefore, after or
. nmount. of. one of: 5-FU, CPT-11; - FU and, CPT- 11.
simuf{ER el R B o lre PG ERE 06 F R tieCp d4 Bt FRVeR GR-11.
t N&EGréing S RilreHRe aﬁve%ﬁﬂgﬁ{e%m’c ﬁrﬂfénf?&g el ik 9%‘@&ed%ethod for
ant i angi ogeni ¢ and/or vascul ar perneabili1ty*reducing
the pefduetén ofaneantiangiv idnioatetioraraseriir (e babality aedusirgne floshinchwarm-
jmal ,an effective

blooda RNl GO Rt YRR b SO EMyo e Geldmbal an efective
r ' ] n

amolol AZRENTD br o BAlE e RLl hocBhiable BALIRREI e o1

simulBReolisly withemesffecAwdidtdiint ob ofd bASFTCRIPTL1 1 1@d £RTnd CPT-11;

optjonally be adm nistered together wth a
wherein AZD2171, 5-FU and CPT-11 may each optionally be administered together with a

pharmaceutically acceptable excipient or carrier.

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

maleate salt, before, after or simultaneously with an effective amount of one of: 5-FU; CPT-
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pharmaceutically acceptabl e excipient or carrier.
According to a further aspect of the present invention
W0 b@s©92383 provi ded a net hod for the producti onP@F/G&R005/001080
anti angi ogeni ¢ and/ or vascul7a_r permeabi lity reducing
effect in a warnbl ooded ani mal such as a human, which

s SRR G D ShSA R A AL L] e LY

adm%ﬁéttereﬁ hegeand vamcd ﬂ%ﬂgce%ﬂcﬁ%'%yp%amg LeabRne&H darrier.

before, after or sinmultaneously wth an effective
arrdxmmdg{g toracfucther at&pé‘dﬂof mébidsenhnwjerﬁmﬁlmaa ds [@B¥ided 4 method for

e| n D2171, 5-F T-1.1 eac p nal |y
the (A UHRH O ACRBL ! f DB Lo PRI SHEh SedcaoHare qp compriscs
admﬁﬁ&@x@ﬁ |s%1deﬁiﬁ1'n91f ﬁ%}ffé&ﬁv&%{)ﬁlﬁrof Am@@ P% hrnfaceutically
furthet aspect o e present invention thére Is

acceptabld sdidharemfobéfort, hfter drhﬂnmltmdmﬂbnmthfan affeativeermdunt af one of: 5-

o R A e AP P AR s

opug}égag]ozla @ﬁ(ﬁ)ﬁ&g@@ﬁﬁﬁﬁ%ﬂ@f@&&ﬁ@@ﬁiﬁ% e@g@% te%(%/lgfeﬁ%r carrier.
ampwobrdifg tonfutther eﬁpeo?b'ft}@li}feséﬂL inediion-tidde &$kokdEd 4 ndethod for
wherein AZD2171, 5-FU_ and CPT- 11 may each opt ionally

the tratraeftoh psrRGeE I ¢ Bganigodai animel srckraseduinans whigh coniprises

BB SR A SRR AT A8 e

acceptabld sdR dhaedfrixbRdideGin A2B2171eabeRBe a8 befors AdFee br ifu@ancously
war m bl ooded ani mal_ such as a human, which conpri ses

Wltha?@rﬁff@pts‘ffe&mwgltpé onapR SAATRRT-Ah; a1 =EViand Ciﬁba; htwhrein

1 rmacetlcall C tale t he eof
R ity Cob i R G hifonty BE SEBL S Waednt B
pharﬁiaﬁbﬁtic%]%ﬁ_%b‘ébﬁébl@éx&p%t ef Egféd ve amount of one of:
5- FU; : and 5-FU and CPT-1 1; wherein AZD2171,

5- E@cmﬁﬂlmﬁfmhmpmeﬁthc nymsgmtanve}ltlba tlamimsrprgwdﬁ@d method for

e RIS e BB R ESH b SR BBEA B s o human,
whid¥ @88ised MRtk QM o848 ahﬁnaﬂ raﬁ\éffgaﬁbeammhefwzmwhsr a
treatnment of a cancer involving a solid tunour in a

pharmmcentichidy eedptabliersalt tismedd, lzeforz, #ftaman sinvifaneoustynpith sesffective
adm' i ster] S ffective
g obrs-B0 BT and Pell sy Eu st Sbere A7BET He et and coT-
f
egglt?o%t ntglr?{é bg dﬁir@%&&@%ﬂﬁ%* ?(Ilt‘gn g?fg%c%g{rll léé'lgllﬁ?eiplte%ble excipient

orcamhe:r ei nAZD2 171, 5-FU and CPT- 11 may each optionally
be adm ni stered .phar maceut i cal |y

ac &EpYTARISdo é@ﬂ%%rggfécg o e prent vetion ah%wtmmgded a method for
the tgérégbgg of QZ}Q@C‘%} erglxéulé?a ?ﬂgﬁtﬁ{rﬁtgg% fr}rlt\; 51'11?‘31(}0?%% gmhﬁll such as a human,

whidhroeadprisegadmiaiskdrihgtto Baid anintul an effedtivel saaiatoPAZDRI 75 e

as a human,
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;
wherein AZD2171, 5-FU and CPT-11 may each optionally be administered together with a
pharmaceutically acceptable excipient or carrier.

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



10

15

20

25

30

whi ch conprises admnistering to said animal an

ef fective anount of AZD2171, or a pharmaceutically
waeweprnind e salt thereof excluding an AZD2171 P@El/682@5/001080

salt, before, after or sinmulganeously with an

ef fective amount of one of: -FU;, CPT-11; and 5-FU and

T N F A R R T

11 nRi2BR6F10 a0 bk ¥dAGH §iBled R SR Gt aeﬁﬁanﬂﬁce%ﬁﬁﬁllﬁcc?ﬁt?%ﬁ excipient

According to a further aspect of the present I'nve
orcarhier.e i s prow ded a nethod for the treatnent of
col,or ect al rina r m bl ooded ani such, as
arshorcis o anmasBed ol reRony yonchasicrandege mathod for
[ [
e ab e et o By Wbt pRioged BRTRRRUL uSfnah, wich
compfisaslatlmne stashy tordaiharamakirf effdctive ai umiofole]ZmHilpﬁr a
5- FU; CETII d 5- FU%%nd CPT-11; wherein AZD21
phargiagejitisally asopbtab SﬁJégihEé [P eigdingRaIAZDRE 1amﬁlieﬁp§@lérb@a>re after or
simﬂlﬁﬂ@&tﬂﬁ[ effedti¥f raﬁﬁ)‘ﬁﬁ%f (%@chtfyS PEC %@Iafl %Pg ;[S—Cfﬁ? Ial%[] bPT-ll
or car ccording to a her “aspec

whem[reAZmWn\/SeFUl aod GRTBL Bmiag e@cﬂﬁwptiﬂﬁadll}’abﬂ'@drhfﬁ&htér@d tdgBher with a
treatent of colorectal cancer in a warm bl ooded
phw%xcagmawea@ I¢ SHEipiERt ONPATER- conpri ses admi ni steri ng

to f. AZD217

AR Eb b Ty B0 LS LCE 5 SRR el i DFR I 4 T Rogpicat
comﬁ@i’dn7\izhm|ceﬁlﬁoﬁs§sa‘kZDZbﬂf i a%haﬁﬁ&@ﬁtl@dll'fd B%P:Hﬁ@ @éwtﬁlaﬁéof and 5-

wth an effective anount of one of l;

FU ig apsgeiatign opth-4 pharmpesvsirallyeomtable escipiontordatier- 11 rray

I d
€ ﬁg‘?&%@% In%a he*%e (s:]?‘r;lecgI oL ? ér?vtgeg?% ﬁ%ﬁet is grovc}%ﬁ,cﬁ 3 @}armaceutlcal
comﬁéisﬁtﬁh’rﬂ\bvﬂlgh b@m@nﬁé{kaZEBZ 1 'ﬂ&ﬁ%cﬁhaﬁﬁadeﬁﬁcdlﬂf\’a%é’éﬁtme kdethBreof

I's provided a pharmaceutical conposition
excleding an AD2A7 bpiateptasalia alphérfhchmaamcmiohwlammlat@ucauy
here and 5- FU in association with a

acceﬁtﬁlﬁlntﬁr?gﬁ&ﬁlﬁ 85?We acceptabl e excipient or carrier.
Ac A@é&ﬂﬂ% th @ farthet bRt oAHP %Ienﬁén e ik @y&ﬂ&édoanpﬁalﬂﬁﬁ&uma1

is provided a pharnaceutical conposition whic
comwittmn whish AZIDP1IFER MDAImMramamqeuad;ally aao&mq.’nﬂakﬂlﬁhereof and

It thereof excludin 1 Ieate salt,  and
crreftity eudonariivg Bt s s brRe e @maaem/oraceﬁr@ﬁt abl e
ex AcRBRk 104 fafidrafect 6RO ‘irﬂﬂgﬁgoﬁ ﬁ’le ik #ac d ai(gt%ﬁﬁﬁceﬁflcal

the invention there is provi a phar
compmtpmswhich nompnsﬂs ALY e s phafRdcéitianllyacceptable salt thereof

armaceut i acc p e salt thereof, .and CPT-1
exehidhig, &L LD 9@ y5alh mﬁﬂlﬂ“ﬁéé ge @wmay%wéﬁtpéﬁneaceuucally
acce El'e%kﬁgkn%r él.l er. According to a further aspect of

e invention ere i s provided a pharnaceuti cal

According to a ﬁ,n'ther aspect of the invention there is provided a pharmaceutical

composition which comprises AZD2171 or a pharmaceutically acceptable salt thereof, and 5-
FU and CPT-11 in association with a pharmaceutically acceptable excipient or carrier.

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

pharmaceutically acceptable excipient or carrier.
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conposi tion which conprises AZD2171 or a

phar maceutically acceptable salt thereof excluding an
WO\ZID2072B03ml eat e salt, and CPT-11 in associ at i POI/GBRGV5201080

pharmaceutical |y accept abl e gexci pi ent or carrier.

According to a further aspect of the invention there

' ' i cal ifi whi ch . ..
core TR o3RO BT 18 Brer TR AGion fherd B et e combination
prodsad doniptBiRoAZDAIM &r-a pHdrBebubibiltyldbcéialile 8416 iaE0P And% IR, for use

. a Bg?ir maceut i cal I%/ acceptabl e excipient or carrier.
in a method oif frgatmenk of yRwRa ozanimel basly byttherapwent i on t here

I RN TS T P ——
prodaed doniﬂaﬁfr%ggrgpzmt&i A YhaffadGREAR lacBIAAL Sa1b@kicor %C&g‘ﬁlqn;g an

5- FU and 11 in association wth a pharnmaceut
AZDZAd ¢ & pradasitesabiy e -ERL faruse dn » imethodaxfdredinnegnt bba hudam bhatimal body
by ashgct of the present invention there is provided a
Y HEERS1 nat i on product conprising AZD2171 or a
pPhaceRERth 6 Fikher a65ePSAAL %re%@éttinﬁﬁﬁf)ﬁ ﬂ{eréﬂg;ré\?iﬁ%ﬁ Efé{‘lbination
h a Bd y

use in a net od of treatnent o uman or dani hma
prodiygt cohgrisimg. AZN2ZGH diragohiaomacehticdllyeccasghde salithetebfand CPT-11, for

use a330Ed e RS SARED PL 2B bOsPRCRR cal |y
acAeeYra g%S §%%.ththe][r gﬁfe@%f thé Héé%t?%a%ﬂg@é@?elig t]prré%b&g% g%mbination

sal t, an ) Fuse Ina ne trea
proditrrampoising1iZidl 1 Taay ghprrhdventigly abeaptable st thereaf excluding an

f her aspect of the present invention there is
AZD&%{/P’& fedaliond é%?ﬂénf)% Heriica metbas of tpatgentlziumasy orgnimal

b d},g%qhgagﬁuti cally acceptable salt thereof and CPT-11,
© for usein a nethod of treatnent of a human or ani nal

bodycdaing e fpther Aqueor ofl thgpiesert ifvehtibetheasB9Edviddd 4 &fnbination
esent, invention there is provided a conbination

prod%:t&a%fw@s W%l 7 @ Apberrapewiically gpeapiablesaltithereofand 5-FU and

f [ udi . 7 | eat
CrT5E NS i S A EERAT
a Acgordingto & firtiel adpeeyofhie pREEME Mteni6E Ml I8 Prdvaded a combination

further aspect of the present invention there is
prodygit gomgEsing AL I 7h or pohapmasduically eeqspiablarglt ARBRAf AX cndireg an

t Y ce [t t.hereaof 5- FU and
AZDR R RS g ORI 3B bop o ieo B oo g uman or
animalioddgbyhRayppy t herapy. According to a further aspect
of the present invention there is provided a

cofveronding ta prthdtiaspeetorthe wricsant Aeatiatlthere iaprovided a kit
har j.cal |y accept.abl e salt, .th of excl uding an
com3RgRE DAL (8 pteBRECHRl R uoBpeihte S Soreo SR S g0
a A&dobdiflg & a furidt ARt FithSprBsiRihvehtion there is provided a kit

comprising AZD2171 or a pharmaceutically 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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ani mal body by therapy. According to a further aspect
of the present invention there is provided a kit
W@ vpnIsing AZD2171 or a pharmaceutical | y acceptEGB2005/001080
salt thereof, and 5-FU. Accqpding to a further aspect
of the present invention there is provided a kit

co h St eutical ly acceptable..
R L B e B e

comprifingy ARDA17diong pharngackuticallg bcapBRsaRfthdrbsr eﬁk&ﬁﬁ%%‘an AZD2171
i nvention there is provided a kit conprising AZDZ171

malegte sgltoangd frlibleandi GBTH1Y. accept abl e salt thereof, and
CPk- : ' t th t of th I .
AR AR g e o

comprisiag:phar maceuti cal | y acceptable salt thereof
excl uding an AZD2171 mal eate salt, and CPT-11.

a) AZPR b hempphasmacquticallyeaccepphele salbthetdod irpa fiset nhit idosegs tforan
A [ ovj ded a kit conprising AZD2171 or a
b)sg 5%%&%@% |%%ﬁ$§m%%%ﬁﬁt e salt thereof, and 5-FU and

c) coatiinet IneAGE rEon@idifs id Hgs:te gﬁ(gsé%ﬁit?(?g%sa L fdhg. present

i nvention there is provi rising AZD2171
or Agcqriingrie e dutliar abpeyt afthe pteatriténwemtivn thees Bafrovided a kit
excl uding an AZD2171 mal eate salt, and 5-FU and

1% 1. Accordi ng to a further aspect of the present

AZDYENt b0 pi ki | ' L &hE 9
) AZDLSI eSSttty R Sultbre CPORIMGLE A2 g aleate
salt, ima first imig tosage fordpsage form b) 5-FU in a second unit
age form .anpd c)_contai ner neans for containing
b) SfEQiSiH%FF?%nfl ospedREM¥age fornms. According to a
. . ' tion.there is
O e e R b Gl P REP Al sl OO ol
phacomadiegto ¢ filrther aqrepdfabd presat inviehgseokre kaididic @p

AZD2171 mal eate salt, in a first unit dosage form b)
COMMISHE i n a second unit dosage form and c¢) contai ner

9 AT b BAELOS kel R SER 5360 o
b) CETW i & ssvohd enie dosagpfewi;dad a kit conprising: a)
AZD2171 or a pharmaceutically acceptable salt thereof

¢) contgingr pyepns for ﬁ(prttalgglggﬁg@ firstrand 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, 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) CPT-11 in a second unit dosage form and c)

contai ner neans for containing said first and second
waelowage3ddr ns. According to a further aspect oPCT/B82005/001080

present invention there is grovided a kit conprising:

a) AzZD2171 or a pharmaceutically acceptable salt

e f exgludi ng, apn AZD21 leate salt, in a first

o) Agh 75 os SaBetie iRl fopoTe At et crauina R IaG | maleate
salt,[iR b Frstamst dobagedBiRI ner neans for containing said first

and second dosage forns. According to a further aspect
b) 56fU trhesqooed emt dosagefirinpn there is provided a kit

71 or .a pharmaceutically

npri sing. a) AZD2
c) Cﬁ%&ép‘?é’ﬁ dgﬁgtfiof%é @gEand a first unit dosage form

5. ' i o in a
D oqtfinier ol i AREARe Wi RE0R A Al tbsdETorkdy,
c o cadrdinporosafucthér aspéct of e phckearidvétiondheto sagevided Bkit

According to a further aspect of the present invention
COMPHERE is provided a kit conprising:a) AZD2171 or a

9 ARUEATE PR RO R S b B Rl Sty

acceptabld dxdipierss ©€ Caifiet) i & fiekD9AWAoda@e Mrng) CPT-11 in a
third unit dosage form and d) container neans for '
b) S-&Eghiogethenvyits aiphammaceytically eenentakiecexcipiony ot earsige if asepond unit
di to a further aspect of the present invention
dosatéﬁgogen’iag@provi ded a kit conprising: a) AZD2171 or a

¢) coplifidraseint f&radohaiae S ABdt and Mdcbnd 6480 Forndsoget her
w th a pharmaceutically acceptabl e excipient or

cafcr@ding ta afurtheraspaghpf thd presget ifvoantion er&ispuoviderbs kigr
comvvi.t.h .a pharnmaceutically acceptabl e excipient or
%%ﬁl?g‘_er, in a second unit dosage form and c)
a) AZDDI R 84 plﬁ%ﬁ@eufti@ﬂg?&%ﬁhﬁlb B8t ﬁ@fé%f%k&ﬁ&ingaﬁ' AFEPANY maleate
dosage fornms. According to a further aspect of the

salt, presthenwithraphatmasuticrdlyecteptabloei adiientaor loptriec, dnprfirstivmit: dosage

form;

b) 5-FU 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 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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a) AzZD2171 or a pharmaceutically acceptable salt

t hereof excluding an AZD2171 nal eate salt, together
wowrdk/oge3phar maceuti cal |y acceptabl e exci pi ent BPCT/GB2005/001080

carrier, in a first unit dosgge form b) 5-FU together

with a pharnmaceutical ly acceptabl e excipient or

ier, in second unit . dosage.form .and c) . . .
b) B3 Livkeeriuhg DhaTace sl D Bl IS O Fhrige i gecond uni
dosa%@st@xgz‘f— da@rnms. According to a further aspect of the
esent 1 nvention there is provided a kit conprising:
¢) cajtaiAZDRAdant farcoatgitiag swd dirstiand Istoond cosgpe dhuings. sal t

t hereof , tog r wth a harmaceutlcal y accep \tdﬁ‘s

ex dIEPENRS 92 fl@&ﬁ?n aspect .0ﬁth§ hreseat lnvmtiond &5 4P %}t
comgﬁlm 1l together with a pharmaceutically acceptable
ient or carrier, in a second unit dosage form

a) AAMR1G) of @ phmeéutmanjn scdeptableaalt ahareatptogether With & phamthceutically
second dgosage forns. According to a further aspect of
aCC@PF?é’I%@@Qfé?ﬁt OF RS i A fryiapg dosagsdomded a kit

t) SEATRIgeor i R by o B BERHRY B8 i, i g gpoprd wni

dosa%@lﬂ,mnt ogether with a phar maceuti cal ly acceptable
excipient or _carrier, in a first unit dosage form b)
c) Cepi litpgetbegfavitepr pmrmacgltpnay Aecepiablecaripiens et egstiem frea third unit
exgl ient or carrier, in a second unit dosage form
1%‘} 8nt ai ner neans for containing said first and

d) cSRERBEMERETEEcInedintg sAidaREtdbdeend Sndthirdrdobse fasRect of
the present invention there is provided a kit

codmepsiingyto afjirth@nepact ob thegpresient imsendionitherk fiyprovided a kit
acceptabl e salt thereof, together with a
COMBHSNEn ceuti cal |y acceptabl e excipient or carrier, in a

a) AfZD'2qt71 'éf‘h%)hﬁﬁfa@&ﬁlcfaﬁfl B&cegi)abﬁé salY thReTieREIudMctaR A7D2171 maleate

pharmaceuti cal |y acceptabl e excipient or carrier, in a
salt,gegatimet with 4 pltosacmititalhynacceptaldpexdipienberatatmiar, inia firstumit dosage
m{ghar maceuti cal |y acceptabl e excipient or carrier, in a
fornghi rd uni t dosage form and d) contai ner neans for

b) 598 iGHeHeP #ith 2l fhatthdcihticall§GRADt MM ecibd of 2R ih 958nd unit
dosage form;
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 animalvsuch 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;
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According to a further aspect of the present invention
there is provided a kit conprising: a) AZD2171 or a
w@basoeasesti cal |y acceptabl e salt thereof exclRdi/e82@8/001080
AZD2171 nal eate salt, toget tlSr with a pharmaceutically
accept abl e excipient or carrveér, in a first unit
lgo e form b) 5-FU together with a pharmaceutically
c rhbladexci pient or carrier, in a second unit
cﬂ%ﬁﬁ?aﬁ@b@r- CPT-11 together with a
harmaceuti cally acceptabl e excipient or carrier, in a
in themamifachirt ofl@ sedécafrentfor agdindhe prodietionest aieatisndi®@enic and/or
containing said first, second and third dosage forms.
vasculag peransahility redupingerest ingpesm-Rpodadangnelsanh a3 ahenes.on

there i Vi { of . Qr . .

pnar rab B RGBT ety il pa propigeg o scof
AZTD)1 7% oF Wphbom4cBiTtidallly adeeptable SitfthérasfhndFhe bl i n t he

manuf acture of a nmedi canent for use in the production

®f Sdfant i angi ogeni ¢ and/ or vascul ar perneability
reg;gﬁl_ﬂg effect in a warm bl ooded ani mal such as a
]ﬂu A&I}grdi ng to a further aspect of the present
ANy bADCPiTerie is provided the use of AZD2171 or a
phar maceutical ly acceptable salt thereof excluding an
in thaapmufacture bfamedisament fondseindheprodugtiop-dfdntanti Cricer effect in a
CPT-11 in the manufacture of a

Wmﬁ%ﬂ?%ﬂ%ﬁiﬁyﬁgﬂabﬁ%mﬁnﬁe production of an

antAlBRAiRA8 Bl fartBAdspdct ¥ RRE PrAEntIRVERBRIthdrt ¥s fre ¢l B8 use of
effect in a warm bl ooded ani mal such as a human.
AZIX4 bod a phatnmacautiaatly hesepteblrasatt tiidredftexclumdamemt AZDY EHL ineleate salt,

dtherifrai s provided the use of AZD2171 or a
and Maceuti cal |y acceptabl e salt thereof and one of:
33}) 5_5£.~(EU; b) CPT-11; and c) 5-FU and CPT-1I

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.

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-FUand 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.

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
¢) 5-FU and CPT-11
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in the manufacture of a nedi canent for use in the
production of an anti-cancer effect in a warm bl ooded
wapioyed23glich as a human. According to a furthePCHEB2EE/001080
of the present invention there is provided the use of
AZD2171 or a phar maceuti cal l'y acceptabl e salt thereof

I 171 | eat [ t, d f
in thg Sqglipiteha predapniior o (e prodagian of i apfjgustour offect in a
wmmeé&ataaﬁlﬁalgﬁc@amﬁrﬁa{mm for use in the production

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

as Aecchudivegto aAnctherdispept bbthe preschhieverdmehere of prokftled the use of
IS@resent i nventi on_there |zep§)row ded the use of AzZD2171

174 s pahrepacqrticelly pgeeptediprididheedAnd Rofeof and one
%a- 5-FU; b) CPT-11; and c) 5-FU and CPT-1| in the
nu a’cture of a nedi cament for use in the production
Wf GRT-ahtandt unour effect in a warm bl ooded ani nal such
as a human, According to a further aspect of the
Or &584end fFdntli on there is provided the use of AZD2171

in th8'm Al 0BG ﬁ%g%a%}{t f%? ggefxnatﬁé rio‘fiﬁéﬁo tct}eahea% cam}er effectina

exc U I ng an

wartd=tt6bded)anfoill-siith astdBlirfidn Whéreinathe c4xfEr islal doldrb&al cancer.
manufacture of a nmedi canent for use in the production

of Awqotiing tOtaLﬁmmr aspecs of therpr%sewﬁinmrﬁioadh@q isprowded decise of
TR ahe TRt Al ol st ARREE R A B3 mpmpipate s

and@ﬁe@f phar maceutl cally acceptable salt thereof and one
I)J 5-FU; b) CPT-I11; and c) 5-FU and CPT-11
a) 5-F

b) CPT-11; and

¢) 5-FUand 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 wherein the cancer is a colorectal cancer.

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, 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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in the manufacture of a nedicanment for use in the

production of an anti-cancer effect in a warm bl ooded
wa@niosmp23szich as a human wherein the cancer i s BCT/GB2005/001080

col orectal cancer. Accordi ngj]to a further aspect of

the present invention there s provided the use of

AZD2171 or a pharmaceutically accept abltg salt thereof

exd1GEIARE o Mrthenaspeqhel iericseal nyention (Bee ipprovided a therapeutic
com%irﬁg?n meatﬂfe);l;f {;Am r?é?ﬁj ﬁ‘ﬂe aémﬁhj?t?d?ﬁn%% 'effeﬁﬂfetatﬁ?o tof AZD2171 or a

manuf acture o aprred$ canent for use 1n the pro&llﬂlc?l on
phaiacautically heptubly saitftheredf, optianaliptopetileo oitach phiaimadeuticutly

as a hunan wherein the cancer is a colorectal cancer.

accetably Ficinient oF samigh.1and theadgupistrafion ofanaiiestys amowt of C8A-11,

e

anin®dl sl Hur@n id iR bNaRA WidrgRutiy raserat whbRis@EtAZD2171 and
thereof, optionally together with a pharmaceutically
CPTatt ey dbladmanistiersid simulianceusly, isequentiglly eifsparately and in any order.

admj nistratio f an effective anmunt 5-FU, . .
oper oot 0B RrraRPedtion 85 mrt S DU RlonhR )¢ Hovidse appegepenti

com®itfatibh G8Atn{¥ht Sothpristiig the @dﬁiﬂﬁfdﬁoﬁ!e@ afl eﬁe@wemmﬁumgz@zn lora
a human in need of such therapeutic treatnent wherein

phamniasewZBHY AdceptablessalifheraefiexpdmgranhdPel Bdmaleate salt, optionally

i mul.t aneousl .sequential.ly or. separat el d in. any.. ’
togelieh yih SRR ICRIEY S5 rRiphIR ErctbieRiCaiers g thy edmipgshétion of an
effebtiveemidu@l of OPTE 11 Spiiany d8kiRr WiteraRetthiGuaIR! R8dptMike excipient

treatnent conprising the admnistration of an

or cafifrg ¢t b varmrdooted ahinddd BRAVAs ahumsarpinaread ofsitchdbdrhpeutic treatment
accept al t reof excludin n. 2171 nmal eat e
whesiy e SapTLTCanA CPEGT b R R s e entiatty or
Sepaﬁl%g@%a% gll}g&gglpi ent or carrier, and the
a

mni stration of an effective amount of 5-FU,
o ptAcorlihgtotaofyethbreaspedt olfi the grésennmeentitondhérk ys proveled altherapeutic

xcipient or carrier, to_a, warm bl goded. ani mal suc
commgingtif N FeHL SRS aflwgp%t&élepgoga{l st A 2D2171 or a
phalfeftcaf] AcocpBbical TR, PRI kSt Fth o phammeceutcally
accepidbly exdiydaitdir ogrier) aad thy ddnenisasiecdf anfeffebtivparasaniof 5-FU,
Invention there is provided a therapeutic conbinatjon

optippallyttagather sHp? PRATAGCRIISAIRHRACARIARIE SXFIBIFIBPT Gafrier, and the
of fect | of r ' | :
san 6 AT R AEPEACRP, G R TREBHS! S gpramaceuicaty

accdpheblTRCRIENt 02 chrYied a6 & RiadiaHidogiediapingdltsuc asColivrh@{ in r@ed of such
the admnistrati on of an effective anount of CPT-I1,

theragsutio trapiment wherchethe WZADR 15 L phEhanddeR T-4 A may hecadapristsrad

simtltanebust r:tsec?urenﬁa 'i}; &resreapartaf)elyaanm{l Th Io ge d

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, 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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ani mal such as a human in need of such therapeutic
treatnment wherein the AZD2171 and CPT-1llmay be
wa@evsndsver ed si nul taneously, sequentially or PCT/GB2005/001080
separately and in any orde[.6eccording to a further
aspect of the present invention there is provided a
t herapeuti ¢ conbi nation treatpent  co ising the .
adr ﬁ‘?@'?maf_t“i’fb‘ﬁeaéme%trf)fég? DRy BV ARATES NG Berpmmay bachieved
BpaHeladh |
by R T o, B P B A v b PR lon by iR
compbadmeaeyaid Ledthyntak ehbinhorexedtpbsris definedblidréiarmayebechpplied as a
the admi nistration of an effective amunt of CPT-11,

solegherphet gy Iyglersarscly envadlopIEPeE et eddtipral chemeibemppiic agent
: e . 0
i Pl B el R B R SR PRl 5y of
partiall 6r AERA3E huRbar ©FCtidd Fior s dadny o stt@rtReadministration of the

si mul taneously, sequentially or separately and in any

combimgtien tragioentivitg AZP3 Hludestited hgisébt of the present

in tion there |j r oyi t uti.c conbi nati.on

BBk Lk B SPRER GpBHRbL B o e
pres8hif i864itoR iRTRItho & dehdiollid VPO 08/4T2D RAEALE ifdkpotated herein by

acceptabl e salt thereof, optionally together with a

refeysinae. nBlechshiematieyapyonasprorbt Bvemsingsiatageriey ofghenapartic agens:
th?. ag%irnitst ration of an eff.ecti ve. a unt of%rg-_FU,
op) G PyTrsIRgeRis 2sne ircludivitranclal ractive dealiept abl e
eX¢{ipéRottatR ageis! i €r, and the adm ni stration of an

ef fect’i ve anount” of CPT-11, optionally together with a

phdiiibidogicdatippnscmedifiats (forexainpleanterforongarrier, to a

war m bl goded ani mal such as a. human in need of such

t hé%ﬁ%ﬁh‘?qdéest(?(geﬁxﬁ@ﬁ e %@P&Wb&ﬁf‘gﬁumln, 5-FU and

CPT5) antfpRiie a@gyg'lxﬂ'rfeb 65t Gy RUATPERMBIRANs AR BLA ¥ medical

or-E\s’jepaﬁﬁz?\(%'le-T;}l an Fn g%y ordgérj. Accor di nélsto a Tusrther mediea

oncelsge cind other hategoreseitgémamnt i on there is provided a
therspeuti c conbjnation treatnent conprising the
adr¥iratiseass BarapteSan ef fecti ve amount of AZD2171 or a

%3&%&%‘;‘@%}@@@?@ ahie salt thereof excluding an

optionally together with a

phaixyaeeiinbthetdpy appoagieabl e exci pient or carrier, and
the adm nistration of an effective anount tgf 5-

: FU,
opthagailarexagpies REphspatherapgyHa PRI SR UsaIVIt) acombinasign dreatment
or kB -yt Pt b0 IIRRIFETAL 0y o8B, it

oxaRplatifyaesicithisias; syiclacaabihatids sexeipetted to be paticulasy usdfal far the
war m bl ooded ani mal such as a hunman in _need of such
treatrpgnt gpeancerofithe ingehead\gnd negks cole, uamp thyyoid greetym, gesophagus,

CPT-11may be adm nist.e Il usly, sequentially

Stor%‘Fc};s‘éeﬁ‘élF(a?‘éw Sgﬂnd Bfeﬁgtaégg%%gg}rf P.%{?nga%bi nation treat ment
of tHaedpfigiseiton dTwaRhipR mbielion o AR, SEYbad ionising
achi eved byway of the sinultaneous, sequential

or
radigtéqraorAZD3 i, (iPSH-1 heandbiensing mdiationpyAdL3L 71, 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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conmponents of said treatnment. A conbination treatnent
as defined herein may be applied as a sole therapy or
waoreapsiovesad ve surgery or radi ot herapy or an addpP€T/6GB2005/001080
chenot herapeuti c agent in qqgttion to a conbi nation
treatment of the invention. "Surgery may conprise the
step of partial . qr conpl.ete tunmour_ resecti | O
FU g, CRiiLnd he pmirhiFaioR 0f 2 MRS CPmbirBon pf A2 71, 5-FU and
ioni QT PR AZISATTECPTW L RAGHGHE tadifRAT driegbie1e5! -
lom%q%d%g%gﬁwzerapehtrc agentls %ogl‘%ptl onarl useﬁv}/i’t hq;% CPT-11
and tonidihgediation niaygirodee effects hwach peasitumow effectarpreatel thatethose
those described in 00/ 47212 whi.ch i s incorporate
achigvadavith Hie qogfbél?aélﬁE@%\g&%Wé RadiRmingRdiatey. sreder tha those
. . € . te | .
oL I SRh o SRR iAok o B e v
withat#le béimbinktion oLEP DI aind Gordgiag taliation| id gresbohae dose achieved with
response nodifiers &%ﬁr_exanple,interferon); (iv)
the combip@ivinesf ScFdr CRYkddand iedsiag midiation) ; and (v)
antj prol.iferativel antin t 3 .
corsERRtnE RUR} el PRBORURH s Brflidiaohind fprghg progugion of an
anti SgienfcHnG MR VhQulR hed@RBilitpfdlucing ieffeatrih aSRAEEblooded animal such as
therapies; (vii) gene therapy approaches; and (iXx)
a humamuwbichsoapyisesadninisteaisg tpsaid prinlaben eftentiye egognt of AZD2171 or a

chenot her apeut i c agents r. use. W th.a.conbination .
pherf RPNy PR GliaRure’ PHoth Enthe A B PR i o cffectve
amoBhORCRFdend WeRRé, ekt Gﬁsimﬁﬁﬁ{dohﬁz &th AOFRA¥CAimount of jonising
cisplatin, oxaliplatin, gentitabine; such conbi nations
radigtian. expected to be particularly useful for the
treat nent of . cancer .of the_lung, head and,neck, , col an,..
br A ROTR PR PHS L iR ST G % DHEEHG Te/dG Pipdition of an
antiﬁ'}(?%%nicsﬁl'dfb_r VQ§C%?&§%6 aﬁﬂﬂf ?ed%@%% R#RE iR ASwarhi8looded animal such as
admmi stration of nmul ti pl e conbi nati on of AZD2171,
a humalwhitt doopirisesneglnrinidicaing cmsad awif2R a7 ¢fediP®-amotmbefdAZD2171, or a

phamEARFShaRGy PP R o s A2 7 el gats, betore,afe o
sim@Phkal<IBHG B EHEEIE siBRbES FNAM URAS AR B SYARaMIGRLy with an

any o 11 and 1onising radiation
effettpethnaduan ef iohisingaddiatiost rati on of a nultiple
conbi nation of AZD2171, ,5-FU and iqnising_radiation or
AzBcrprding forthe presery dnyegte thege xsaa?‘a@t?%msﬂwa%wi}? production of an
.5-FU - iani S| Lati f .
i e T2 0 S0 R PR Ut nimal
a hu@s @ hathogipeidesddntinistt@ing 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 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
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.

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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conmbi nation of AZD2171 and 5-FU, greater than those

achieved wth the conbination of AZD2171 and CPT-1 1
w@eesgesat er than those achieved with the conbPCEHGBRIVS/001080

of AzD2171, 5-FU and CPT-11.,,The adm nistration of a

mul tiple conbination of AZDzlffl, 5-FU and i oni si ng

a h%r adi ‘?a( Jfﬁ régr%rp{_]’sAé 1_7il%1§tegﬁ-é :[qlélﬁi‘(? %ﬂﬁ%?%gﬁf%gwg aﬁrqqui agt tl gtn Af]r)2171 ora
1 - r . .

o RGP SYlodn S AR LAELSy 3} B

amoanicbfi SeRUsbafgrer afikirat ismmyltage@styewith harffedivesenmunt eVERT-11 and

with the.conbi nati on _of 5-FU and ioni,sing radjation,
befogs, égtfﬂe?f Y ﬁwéwa@rﬁnég%aﬁw oy oF @&hﬂg% JagAnof
Rl SR A8 L i PR Aol 19 BRcion ot
antidngivgenicgnd/ad ivadculan perheabilidy redutiag effect(in @ seimin-blovdudtandhal such as

there is provided a nethod for the production of an
a hugyn; whigh se@nTises adEmyisteyng k53 apehenefiectivy ameaniceifyZD2171, or a
. ol .
ot a0 NBEID G G SO o A B MRS, o
simArBeRisiyolithdactive anduahef STBUSb fora hftet crGhiftabbesly with an

salt thereof, before, after or sipnultaneously with an
effeifveamaupkoligTnid and beforey afiggonsimultancongly srthgin effective amount of

. .Sl mylt aneously with an effective anmount of ionising
lomsﬁ%é%%giaﬁ‘lgﬁi According to the present invention there is

pr a\ctétaehgao MRS frecknt Bivehtiéh MERAY idvadtd@ métod for the treatment of a
ant i angi o%enl c_and/or vascul ar perneability reducing _
cancef Mg wainpbipoded milabswbds ahumah, which camptisésuadaminisishing ko said

. C r.ses admnjs j to said animl..an effecti
i3 R AP < ALY KEP28 1 g hstmfc b MGt sl Bereot, before,
afterSeHsimb1RREeRy X laH ERSH R hrAWa? 7 -FUPd RIS Rore Bdfter or simultaneously
before, after or simultaneously with an effective

withsameiifectivf arBotritiof raidheg wdetionf t er or si mul t aneously
e 3G b B Al BB Mo ks b RSP B e emmntof
canceBiPFarfn®bldoisd RiRAVGIChQR a¥hnAR, Which e&ggﬁg&%ﬁﬁﬁe@ﬁﬁg to said

vascul ar perneability reducing effect
animah emefitaiyd @athoani oftAZBRAtH @2 phanuaentically acheptabip salsesreof

adm ni [] tQ sai ni mal _an effective_ anmpunt )
excl Pﬁﬁ%ﬂg? &?Z?%Piﬁa Priom, Pﬁera&régﬁv%?aeeu%rﬂﬂtﬂtaﬁ&?fféwe amount
t <] A . . @ “ e
of S Blvete Bl P AR @ B bl op edinion
W Alscandingfth ¢t presenbinventiorotheteas peivitipdraadeéthdd €or.the treatment of a

According . to the present invention there.is provided a .
cancgpinfotamgploohed givghsichsn abpman, which spgpasssdarisigripg to said

v _ Pt L bl ,
in 3 MR SRR AL Y RSl il st e, bt
afterag Birilsnesusigwith af affdctinei adunaof €PT A tand defor)Wifiler 6f

. AZD2171, or a ) Lo o
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
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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pharmaceutically acceptable salt thereof excluding an
AZD2171 mal eate salt, before, after or sinultaneously
wowdols/ogasoef f ecti ve anobunt of CPT-11 and bef or ePCEHEGB2005/001080
or sinmultaneously with an effective anount of ionising
radi ation. According to the present invention there is

aninf3) &8 efitof Bl 2P} £ el BBt bafly fBptatig el greo, before,
afterfdr sifbltdddods ol PRERE BRbIRbT 54 bléﬁfi‘e, haR Oy sifﬂﬂit&&ously with

conprises admnistering to said aninmal an effective
an effadivetanofunAZD2R Tl 1emd hefone raftec e dimokinepusly et aabdfective amount
.sal.t thereof, before, after or sinmultaneously with an
of iopisiRg ad{AioBpunt of 5-FU, before, after or
S | a . o -
pep e R IhY ek ol Bl By mE o b ulfhent of o
cancafinLivagii-blcaded amignat subhas iadmmafc whicticomptisest ddenipisesiag to said
.invention there is provided a mnmethod, for the
animgl gp gHectyie amroughobNEDah G 95 8 hharmasantisally geceptahie salt thereof
| r . .
exclSER AAD L AU B8, Bk RE Lo b HRIHBL A0 WA YRl amount
of 58U, veforamfef besinuitencdsiyRiithodn AFHR e dmomit off CPT-11 and before, after

pharmaceutically acceptable salt thereof excluding an
or sippiianconslygyidh ewelegtive apepelof omiing radigtiofi. nul t aneousl y

O LS PR R Pt o SRR lgpencors

candReiVbRingd §&id ot A Wwameslsddyd Wikdal aithek hettiaviewhich comprises
anount of ionising radiation. Accordi ng to the present

admimsterng orsatdanimal an gfestivelamownt o N7dL If7d or piphammasgetinatly

scoefp i SR BBt BRSSP AREB -7 and
befotd, faaet éﬁfs@mﬁﬂ”ﬁi&hslﬁ WitV HRAZERA I arfo R} BF TOREEMS FadithibY.

acceptabl e salt thereof, before, after or

si wkomlirgptoghe/ present invenedrf tets iv pravidadra methoé {athardatment of a

before, after, or sinultaneously. wi.th an. effective .. ;
cancgRYAViRg = Sl TRGF FLfu S BISOUSL AR FishiES AP, whigh comprises
admiﬂ;g&sﬁlﬁg Rsald Riifal s BRI IRHodht R AIASh 179! ort Diohalh sk ABALy

of a cancer in a warm bl ooded ani nal such as a human,
acceptabixsattdhgreo Sesluddry ani ATB2 1 Higmbleateanld, teforapdfteanr simultaneously

..effective anount AZ 71 or a pharnmaceuticall )
witheelioetye amaugtof é??té# é@f%%fm a%?rrﬁﬁ S%ulr&zmsziwné Pl gffective amount
. sal: are, after or sinultaneously with an
Ofmzl?futé%rta?%fgg{é'rrount of 5-FU and before, after or
Si Mcb@ineiozhy prekdnt irventidi thetd iy eravidedrit method Gvithé trgatment of a
radi ation. According to the present inventiogn there is

candgf BYPHRE ashst HBIQUF Bra Yaen-blacdedraimabsuch a8 aheigian; yhigh comprises
adm £t%@%@oﬂﬁparﬁlgb@ efgaldﬁpe ﬁﬁ?&t Ry 21¥RIoE ] ﬁ%{ij’iﬁé[c%%tfeﬁlly

admnistering to saird ani nal an effective
acc &l thérest, péfordyaaidrisimhltneanstewithhh effs@tive dnaimeof CPT-11
efore, after or sinultaneously with an effective,
and heform efterorgpmultancewsly yithgn effegfteamaynt of ionising radiation.

According to the present invention there is provided a method for the treatment of a

cancer involving a solid tumour in a warm-blooded animal such as a human, which comprises
administering to said animal an effective amount of AZD2171, or a pharmaceutically
acceptable salt thereof excluding an AZD2171 maleate salt, before, after or simultaneously
with an effective amount of CPT-11 and before, after or simultaneously with an effective

amount of ionising radiation.
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si mul taneously with an effective anount of ionising

radi ati on. According to the present invention there is
w@e@gioehsod a net hod for the treatnent of a canckRCT/GB2@5/001080

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

adm nistering to said ani mil?V4n effective amount of

AZD2171, or a pharmaceutically acceptable salt thereof

ex dragarding terfhoaprssent inveatien theresis providrsk amgthod ferdghe geatment of a
cancéé% ?ﬁ“oi\@ﬁg? F )] r(i” taMouP's ?Wa Gl %f(} dgc? aﬁﬂ%‘t’ Qﬁchoafs £l U.-%l;'ll \ éw%ﬂ;% comprises

or sinu HEOUS

admaiiBeihg ©F sal Datiidaleh sffsdtias mnaunt/écf@czm 179 o @ phBendveeSEIly
[ nventl on there is ?trow ded a nethod for the treatnent

acceptable saétrtb@rpof, hefaresgftes o3 sipalcancapslywith en elfestiveamenm af 5-FU,

ofa |
befoffrafigr SOTRLIBTRp AR Ao R of ERITH axlhesore, after or

sim@EmeHisAPRh 97 Ieffeéth%rmfunt bEbaIsthg r@(fhbﬁdin or
simul t aneously wi an effective anount of 5-FU,

b efAncerding toghe presglt innentior thesd iy puvidedsmmethpd dor the treatment of a
of CPT-11 and bef or mul t,aneous .
candiy POk FUL] U TA MR RETSPIORH GHAG FURt Ao which comprises

admAE§IeFiAl RikalPadiiigl B SERAVe hRYERIIFAYIHINEN Eorl épk%ﬂéééﬁﬁ@algr
met hod" for the treatnent of a cancer in a warntbl oode

acc@tabﬂm:*.altsthcrhofa@(chldmgmhAZMil'éhmabﬁﬁﬁrsak@f@dmﬁﬂr ot sinmuligneously
id ani mal ffectiv am)unt ofAZ or.a..

witt e efu R o S Liar o Atee AY SRRy St ftieg g amount of
CPTF{Yuld Dofl, Biior SiltanblRlehl fith 30 APl aHloiil SABRAUR Hdiation.

si M bticelattieycandet inveivieg & eclid twencanzumoloredtalGiafiedl and

before, after_or sinultaneously with an effective

andAReprding ﬁoanﬁug?lﬁgasp%iogf ed)ﬁeseﬁ Haysntionghers is e vised agpgthod for
the PRk Y oh At o Coic RIS oo lHE pOIReab Tty FelBoinp ERELTRY warm-

blocﬁlﬁﬂ ahimad sudh B MwhlchMMSwdmmmngmm ahietal ag effective
said animal an effective anmount of AZD2171 or a

amogma@%%laaﬂ lcen 4 Rhagmacsytigtlveaceentable palt hgreot, hefsp.after or
mm@faégﬁ%‘s dw@h leh@&ﬁ%%ﬂ&ﬁn%f §‘ F l;e?o% ! a\ff%r ﬁf.ﬂﬂﬁﬁtaﬁéously with an

erore, ter ‘or simil aneous y W

effeetieatiidun ofivalsitig rafliationivelingn ARDHI7I and SAUC aiaficach distionally be
the present invention there is provided a nethod for

adrmméteteﬂéggqﬁmﬁwlﬁt a Hwé@ﬁ@e@ﬁwa Hascentaje sxapiepioragiisir i n

crﬁzlog({i)l . dgl%{t er as g@%ﬁ%&%&gﬁt 1(#%@) t@%‘ g!;%rgg{ﬁ% ]a%%‘:thod for

]ﬁ%@@é‘tﬂa of@h afti gﬁ&&iﬂﬁ!& Fhdcuilar pEeRaBittPreviating ehRetenth warm-
excl udi ng an AzZD2 nmal eate salt, before, after or

blocsledrahinzah senksisya lwiman, a/hwiafqoemswdmb@twns ftO SaId: eniated an effective

amogiit o AZBRL T 5 S PhE TR CeNatlsidle A <RrptiEan agD21 71
mal%a?ﬂé’ gaﬂf, befdrd, RBEEO S BRAELERH wikthFB tefRtieldmdude of 59 ARIefore,

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.

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

simultaneously with an effective amount of CPT-11 and before, after or simultaneously with
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cancer involving a solid tunour in a warm bl ooded
ani mal such as a human, which conprises adm nistering
wao o00savdonni mal an effective anount of AZD2171P@T/G&2005/001080
pharmaceutical |y acceptabl e,galt thereof, before,
after or simultaneously w th an effectlve anount of

a0 e B RIS GRS %ﬁl%ﬁfﬂ?ﬂ Sl e bl g et optionally
be afifEniftERE §0etid? \6&?1{1111:5, @ﬁrﬁﬁ@eruﬁcél ﬂ)fé‘tﬁ@ gX(ﬁ?l@ﬁ{ SdrdLr
nt o ance g a

e treat |nv d tunmour In
a warcorddgiodefirtaed axpéct oifi tie passeat mummm tidre chproeided aseghod for

admnlsterlngto said a effeclve nount _of
the prpgyetipn of gp aaﬁw&?a@%%é é{ﬁw éﬁntﬁéf ngteﬁfé?téafa warm-

on IR PR B8 o055 Sy sy

amdaﬁ{ w&ZDame br 8 phainbiitivakp aceptabletshlt dreredffercluting an AZD2171
amount of ionising radiation, According to the Er esent

ma1¢afﬁwaiﬁs befiare, BB ereor] SﬁnblﬂWP@FéﬁWéF mitehigetiepmaumé of B3t lteapd before,

aftera?ir SIJ,.}E]J. nCeﬁsl' nv uer%%ﬁﬁveiﬁh&ﬁnt%i"m%ﬁdﬁt ﬁ@%\?@%&ﬂ%Zﬂ 1 and

CPTLO1 ﬁﬁy@aﬁf%ﬂ@naﬁlﬁb@ﬁ&ﬁﬁﬁdtét@d foethei wﬂfl aAhbattutidallg acceptable
pharmaceutically acceptable salt thereof, before,

excigfenter eriegi mul t aneously wit h an ef fective anount of

ot Pep R b Hsots of WP BhARGRY Slorhird ifhgyided a method for

ﬁﬂoawtfoar&gﬁ ShifartidenRMhn@fok 9adculee paimiabllitPfedubink $Fe& in a warm-
radi ati on. According to the present invention there is

bloquled whitked sechmastatosndnp whidhesompeigesnasiministeriag éa paié pnimal an effectlve

amoydl &t SEHa G bt pabeSenlir stk PRieg R At oF
s1mﬁlﬁinr sl}aﬁltﬁfafl %@f’ééﬂ’\% AREWADEE LFUNBER ! Afterddr sBnultaneously with an

maceutically acceptable salt théreof excluding an
effeétﬁ[é?ah?dmtraf €RTd Isaldthefdrefaficeor sifmbanconslyiwith dneeféstivé gmount of

e LSRRI P LR B s
to é?l?efr%lfﬁ O@Xa&ﬁﬁcéﬁ'ﬁcﬁh’% E}?tﬂ’fﬁ@ WRdiYiehl drfbaftibref f €Cti ve
g ORI hg radiat n particul ar the cancer

I NvAdcetdige ® sfilrthelr dspoatof theﬂ)resnh’om&eﬁtain theredeprovided a method for

According to a further a pect t he pr.esent Jnv t|on
the pu@éucélqnsogfap@mlmoan vassplay @m&agaﬁxad&}ﬁmgfe ¢f in a warm-
o P S80S ARSI PRERRRL ) s i e

amdu@ief AZPS 17 Bt Biphi@idcegidally acieptabli saft thaeofektbdingwn AZD2171
amount of AZD2171 or a pharnaceutically accept ahl e
malgaie salt, hefoso pitener imultangpydy Wé"lh agj g v reRRInt pf SittCh byfore, after or

mmite{a%ﬁl ! Vglbt ;{;@{mct?‘ﬁe i ué%ft? '?\ellfeloarélﬁg)ﬁﬁ{ré ga;ﬂep br s1multaneous1y with

an RSNV drRdunt WRMGiy Adlatdd lVl@d&*@inml%YSWﬁd CPT 11 may each
optional ly be admni ster ed together with a

optiphalhyneecadministerdd togetherpvidbh phamerpitisatly aqcepiablejegipient or carrier.

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

the treatment of a cancer in a warm-blooded animal such as a human, which comprises
administering to said animal an effective amount of AZD2171 ora pharmaceuticaﬂy
acceptable salt thereof, before, after or simultaneously with an effective amount of 5-FU and
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 production of an
wa@niosayddgeni ¢ and/ or vascul ar perneabil ity redGBas/001080
effect in a warm bl ooded ani,gal such as a human, which
conprises admnistering to said animal an effective

o APCePKHE O TOETATPIHS O RPPRT AN H RO A S Spyided § method for
the P&HALR of fctg.{_%%a ?rgerl] gv'a b IR YitinYal Whd as3 ufehdre $ni h&omprises

amount o bef ore, after or sinultaneously
admwii$tbrimgtoesafdeantimeleanceffeotive ahowmif A1 174 dorad planmaceutically

s SR % FEAPY, 0 S0 A a5 simutancousy
wit aaﬁﬁ%ﬁetcﬁpé Sm&dft'oP Fgﬂg afld b&Bte Lt or%ﬁﬁlﬂfa%&%é}s Rith an effective amount
ur t there 1s

er aspect o e preseht I nvent1 on

of idnisdvg chdihtian ®hdreid A0D2 1 HeandrloBUchdyosachbptidhally be administered
anti angi ogeni ¢ and/ or vascul ar, perneability reducing
togeger aeth 4 phagmogautirallyrseedable Praipiei RIIPaEETa human, which

T R RN
the tséthentiEaeahcer e Mafm-biddded afimad isidH 4saitamnsl, Whidh ddndises

effective amount of CPT-11 and before, after or )
administeningiecssishanima) areffective amenief A7 1o aiphamagcgyfically

radiat i rein D d CPT- C
scogibl CilRorode Sy e S MRS phyby B R ot ot CoT-1
and BERITBABUST el dheBEHERitB L R FRR¥S drfdint BF iohRind @biation, wherein
According to a further aspect of the present 1nvention

AZDRHE end CHI-bV mag @ach onsionally bordministpedtbgethienwithfa pharmaceutically

ant i angi ogeni ¢ _and/ or vascul ar perneability reducing
amx@&%&??%ﬂﬂ O0EPHBY ooded ani mal such as a human, which

CONRICbRES: RATuRhSt BpEA ST tHR praveft RPEMRI tBéte & Hr8¢ided & method for
anmount of  AZD2171, or a pharmaceutically acceptable

the tseatmenthrfaeahces uth wdimglendedZDdal suchedsedivananawhich comprises
before, after .or. sinmultaneously wi effective ..

ARG e ApiTal ST ORBO e AZI0 T Sht Ratrefigally

acce%atbﬁb At t5EEEESI MR U Dgiﬂ' ReaienditREhRL AR or simultaneously

ereln AZD2171 and CPT-11 may each optionally be:
witheadneffectiv e amdudted €Pfiel 1 md befarepéftar masiautlianedusly with an effective

accept ab) e exci pi ent or rrper. ording to a..
amoppt QiHepIsEHg FatatioR W@%A@@A? ?%éﬁﬁr rmeyieach opgionally be

angl%genl ¢ and/ or vascul'ar perneabiTity reducing
ef fAaebrdifg @ afartheldspad edtlepiresht mueattioaghere inpranidediinedthod for
conprises admnistering to sajd_animal an effective |
the taeabmant off2 cARYS? Iya Warmblonded saeal S1ehads 3 huaRate BHygh comprises

al.t .ther : i i t .
st 18 ! 8 SRl Sl ORIttty
acceptdbid aNBOYSE, Yefotd, Afiaroralheitinevasipnitinh edfectGRRlardouht aNSHFU,

efore, after or sinultaneously with an effective

befogeymdiar otimiliresnsly withdnaatfestye smetnsioh CRIpbhang beforey pfter or
simATheSHely with TEXrEAGT 2L PORL %G B A zD2171, 5-FU and

CPT-11 may each optionally be administered together with a pharmaceutically acceptable

excipient or carrier.

According to a further aspect of the present invention there is provided a method for
the treatment of a cancer in a warm-blooded animal such as a human, which comprises
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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together with a pharmaceutically acceptabl e exci pi ent

or carrier. According to a further aspect of the
wWEe@smeym303 nvention there is provided a nmet hod POY/GBR@®5/001080

producti on of an anti angi ogeigi c and/ or vascul ar

perneabi lity reduci ng effect*i'n a warm bl ooded ani nal

~such_as a human, which conprises admnistering tg said
withzam; effectivganaeyr of P vEU.1eberas aftsr onsippiitareougly vgith an effective amount of

i call | ' -
I T
whewit A7 161 f 28U and CPDU Nma?feaéh GpdionbRY be edmirfistered egether with a

simul taneously with an effective amount of CPT-11 and
pharyceitically pecsplable excipignt gneastisly with an effective

amgunt of ioni sing radi ation er ej -

and Baree Ry R B A oFbiedosg I Sl M gyl Y method fo
the trRHBERRT aWahdbr 2RDANEBEEH fugluk ¥n 26aAAINEIIR] QXihd)is@dH as a human,

or carrier. According to a further aspect of the

whighy eesamises adreimistering thepid animaylrap eifigeliv camet 08 AZEX2 17 her a

treat nmept of an [ r mx bl god i mal h .
phagpag Gyl arrepoEainraedt Bl raoer ritg gRLlR Bl eftteive
amoft &5 POtanY ®e R0 Wier 6f sifiédebbs19 with MNFFIBEEMhbER |0 Yonising

acceptabl e salt thereof, before; after or

radigtiony wheresroAZD2 11 aid SiF lbnhy cadhvaptignaipnive asimibistereditegether with a
bef or g, aftertagi simul taneously with an effective

phargaseHicaly aPosRIZ0IG G CHAE 8 FBHST wher ei n AZD2171 and 5- FU
m%&@ﬁ%ﬁ@?gf&ﬁﬂéﬂ ééggﬁ o2 B JHRhEMPEtIoRAREB ES prowvidRd @ method for

phar mace y accept abl e exci pi ent or
the eatmemtrof Acanced imgpl¥ing a sblid tuneur as peetmdiodded apinesd eweh as a human,

d.nvention there is provided a hod for th e nt
whigl CRRSiSRE 4o e T UL A FTe SERR 2E AL o
pha%@%og%%cﬁggggéﬁég%tlea%?t (t)teé'x'cfhglrfrgoags B2 e ﬂﬁiea@@lalt, before, after or

2171, o pharmaceutically
simalemepisipivith aaleffetther mafunent 5-HHll axg teforaziidt 31 sinailteadomsly with an

salt, before, after. qr simultaneously w_th _an .
effeelf vecasquik O biopisS Tafliaton Whgken m&}ya&fléé‘%h gay each optionally be
i | ' ; ; ) L onising
s AAORRNE Nl b Blo RN, LGP Rl e
optAgeBalihgtoefuatie: aspsdtef @ great neentivinithera is provided a method for
phar maceutical |y acceptabl e excipient qr carrier.

the iseadmenti afg qeac IRVALYIRG @ sglig Berousfin ¢ marmgrideqdet anial shshyss a human,

.t.h I i .
BtrerROeBREe b N A
phaﬁﬁ’e[E@ﬁﬂie%ﬁ? a%é%?gtdbilééaﬁr th&t@of, Befosd, dftardrshhulameeiidlgoith\wa effective

anount o 2171 or a pharnaceutically acceptable Lo
amaiat of €WErld and bpfore adter orf simpligncouslyithanediostive sinoynt ghionising

.effective of -1 an ef or t . .
S A2 o ERTS Tl R SR fifgsgosctir it
phaﬁﬁ‘é&eﬁttiéaq{?’ac%@ib% Sofpibid bf barieel CPT- 11nmay each

optionall'y be adm nistered together with a ]

phakeranding focafurtrenaspegtodthcepresent iivertiondhersds progided a method for

the treatment of a cancer involving a solid tumour in a warm-blooded animal such as a human,

which comprises administering to said animal an effective amount of AZD2171, or a
pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt, before, after or
simultaneously with an effective amount of CPT-11 and before, after or simultaneously with
an effective amount of jonising radiation, wherein AZD2171 and CPT-11 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 treatnent of a

W@ 2006092300 a war m bl ooded ani mal such as a hune@T/GBRi06/01080
conprises adm ni stering to_s idanimal an effective
amount of AzZD2171, or a pharlmaceutically acceptable

befsprtiis a LHRergPh LR SIEY! Iy SHOR NG Falioyifad a method for
the tAERHE ofh Sk ﬁl]voﬁgls%g’ SRS Bm Rt 18 wlFm DIJBALH RGN Soh as a human

wth an effective unt of 1onising radiation,
whichhrengirises@iiRihisteragdo €Hd afiinatay efactivemhdvmbal AYDRE71 or a
adm nj stered together with a pharmaceuti call . )
phm’g@e@ﬁwaﬁy éccéR@g%i Séﬁ fheggofcbetpreppitcr gg éw@taﬁaowﬁy with an effective
- ¢ . o . ]
ol eSO POAEE: adR of SfmfHiBy il SREIRAY e Mool ST CPT-11 and
befoys aftetdraid altareousiivith unleffzstive dhuewan of ivnistip @A SESerein
adm nistering to said aninal an effective anount of

AZDRARD 157 ¥ Usmnd Livrd | mayeaeh eptiqnplly be agmippstered fogether sithor |

f ' i th ff [
pharl b BalfhocehiaBle A BOBRIE Y. i Ml ameousl y wi th

an Aetéraiig te@ fanmeinkpdet o RE pidsedtidvdition tifere &f frevided a method for
simul taneously with an effective anount of ionising

the tregtimentiod a canget Myolvingosalittunpurin awamebiooded apiynabsiech as a human,

-optionally, be. adm ni st.ered toge F Wth
iR ARy e St 8GR hginfas ap171, ora
pharfae&itithINgadcep@blelhk RRedFeROGHIng fan tAVED PIASRAEath BME B8 after or
there is provided a nethod for the treatnent of a

simudtaneauslyl witth ametfentiye eowuat ofifi-HH) beforshafier ox shruttancousty with an
onpri se 1.0k St er i tg said i mal _an.effective

ette RO o b 1 3T btk pfler hstniinearst) Wi b i amount of

ionis?ﬁ’% fadlafi8h SRher8MMCA 9 T, 3IFIAGR AP T- MTBh§PLRh SBtibnally be administered
before, after or simulfaneouslyw th an effective

togetepwith aghasnigntitadly eacesptabie excimentsir cadricaneously with
an_effective anou of .CPT-11 and before, after ar
si RPTEAEH Fyvamlﬁocac{?d@f%%ﬂl&amﬁn cplsfreeghsgneer
ragdicadk WBH R Aspe P8R e predeftin o Herd s JFBVidEAHR use of
opt1 ona be adm ni stered together with a

AZDMdi oae pharincebiticaly eeepablesak tiargofeant] SelfU datheineanufacture of a

Accordjing to a further gspect of the present i|nvention.
medicagept o5 U35 B hoRigdaction:H 38 aptsngiepenicaadiopyatculy psrmeability

redugiﬂg %ﬁ]’ecti iR \é%a}f"}nnlﬂoﬁdeﬁ%ﬁrgaltsﬂﬁﬁ Ha hﬁ}nﬁ'n Wéﬂg? lbgiﬁg ﬁgatcd with
anPmal” such as a human, which conprises adm nisStering
ionidigp sdiatioani mal an effective amunt of AZD2171 or a

phar maceut i cal I%‘ﬁacce table salt thereof, before,

af feporgimedp mfpkarasrest 9 e Presenf iayanbien these termsavidedibe use of
AZD%IEPO?Q@hB%{a%Iﬁ%ca@ E&reﬁ&ﬁle%aﬂ%%%m%h%%%t&ﬁfﬂ 1 maleate salt,
e ecti ve anoun O I oni Si ng radration, erein
and $FDPihAhe aiadufactulé sftymedicdinenttoonalih yheligoddiion o b€ igtthngiogenic

together with a pharnaceutically acceptabl e excipient
and/eyf vasetlpy parmeability reducing effect in a warm-blooded animal such as a human

4

210
y

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 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 which is being treated with

ionising radiation.
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According to a further aspect of the present invention
there is provided a nethod for the treatnent of a

W@ 20068/092305vol ving a solid tunmour in a warm bl oRCIEGB2005/001080
ani mal such as a human, whi 35 conpri ses adm ni stering
to said animal an effectivé“dnmount of AZD2171, or a

ph%rfma eut i cgllnlét\{ accept g&l@e sal t. t hereof excludi ng an
AZBSSF TP dtEDe Aspect gEg PEcseRiripwstion taerpin nravided dieyse of
- , r

A7 R R B R A TR AT L6 D0 1 Ml s
and CRA} Etindie maheheiure FZ0AdMdamed (&-sbline peédilttion of an

.optionally be adm nistered together with a _
amtHELARE augio spscylapperaisebibiferedieing pepat inp weamrbleeded animal such as
ahu@%ﬁ%%mg beRedreh ﬁ%ﬁ{'oﬁﬁgﬁf%dﬁ{i j.he present invention

ere s pro%c?e a metho or € treatnment of a

C apeesrdinguola\ifiliraspat bfitht presert ihvendionaide B (20@a6d the use of
ani_mal such as a human, which conprises adm nistering

AZD23 7§ ar a rhamgputioglls pecspiablesali thaseafl anfl 548 Dand CPr1lain the

uti eal cept.abl e salt. thereof, before,
manf B PPGEL AR b 6550 2Bl o PR Rl e vasoutr
pernfedBilitylrediéing effedten a HBLb166dediafithdl BREPMS] Hukid WhiR is being

effective anount of ionising radiation, wherein
treatpd7mpth 7anising radtionl ray  each optional |y be adni ni stered

toget her wit har maceuti cal | vy accept.abl e exci,pjent

or Ak fingy hud BT P ERG pffprefeiER R Birtonel fRuse or
AZD19$ 8Pk phathRioédtRANY R&eBtabR sBlt %&ﬁ@x@uﬂﬁ?%%ﬁ@ﬁ 171N Raleate salt,

treatnment of a cancer 1nvolving a solid Tunour I1n a
and $vdithandl R4 d imHiemainuaotire &6 a mddiasent fob ushingherpradsetson of an

.admni.stering to said ani.nmal .an effective a nt, of .
antizRGagRHS And(pr SestaF PRITISAC HOLAYPINE T ibh o/ o8Rloaded ppiggal such as
a hu@Xf WhEine baih ﬁ%a%&mtmhﬁ;%g%aaﬁan. before, after or

Si rrultaneousgy with an efféctive anount of CPT-11 and

beAocadingfto efurtirer sspust otthe presént inventiontheed fserdvidel the use of

nt of 1onisjng radiatjon, wherein AZD2171 and
AZeRTH 912 larasficaly poaieply 38 hedkat and seiLtn s gemione of a
A Bntk i A ‘ - i
medith B ToP ARG Rl A SERL AP o 4Pk filim Hlonded anima such
as a hnmuanwhioh it being trestedp wixhiiokdsing radedtiomd f or t he treat nment
of a cancer involving a solid tunour, in a warm bl ooded

anPReardiag dn a further pereshot th Prsrent dmysatigr thexpiiipre g det tha gse of
! ! . >
AT 0L RO AL SN R TR 2L B9 A et s

and $FUeh thy mamifattifsfausedicathdnd fanse id @etprodicto®unNin &fti-cancer
5-FU, before, after or sinultaneously with an

effech f1f e weiydlopdsd aaimsd seghmas prhumeg Wil isdeing trestedowith ionising
radia%lio | taneously with an effective anount of ionising
radi ati on, wherein AZD2 171, 5-FU and CPT-11 nay each

OpAt&draink Yo BEurdithiiasicet G tBE ped@f ilkRhtivh tHeréds provided the use of
pharmaceutical |y acceptabl e excipient or carrier.

AZDR¢¢beid pleprmaceutically sseptablosalt thefeof hrd EPdsknin themenufaciure of a

meditcg:r%grﬁ forude i Yflledpergduactch)Ireltorfl(a{rtlj arfltclj-gancer 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 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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the treatnment of a cancer involving a solid tumour in
a war m bl ooded ani mal such as a hunman, which conprises
wa@eivsndsvering to said animal an effecti ve anoR@t/G8R005/001080
AZD2171, or a pharmaceutically acceptable salt thereof
excl udi ng an AZD2171 nal eat@9sal t, before, after or
simul taneously with an effective anmpount_ of /5-FU,
befseerding fp@rfyuahersasmt Phhedueseyt ify eHion there isproyided the use of
T .
AT e Bl Qe B0 S DU e
manwheties of ftledibdtentfoFlbesin dhd3hbddckionayf aa anti-cander effadtliy a
be adm ni stered together with a pharmaceutically . .
warmchieqfiedninalstippenhuman whichiitbeing Heggd withupriping padiation.
war oded [ S | l
s ARG B e O (R n e TR B AT SR P SR e use of

AZDTIVE It iaPhatrh@ketid Sty CoptLbddsalthBerdsfexefudhpl AZDAN 7 Bmaleate salt,
har maceutically acceptable salt thereof and 5-FU in

P : . : .
and 61 apchGPActluindhomanu ecairranedi¢aspent; £ ysa i the production of an

.productd on_of an .anti angi ogeni.c_and/ or vasgul ar. .
anti ek vt te § R RPsR a PR ot AR o Bling rspgpa with
joni§iHE fadddtioa. human which is being treated with ionising

radiati on. According to a further aspect of the

pr s particilay thetwarm-blhedas dnémplrspoh aeaihimen haseccobdrep@inanger.

or a rmaceut i cal |y acceptabl e sal.t thereof .

ex AR B b orb ot Beirsosent oY ehtion BSEEY prgvidd the use of
AZIR RGRE A RloufcalB A CHIM saltQherd§Cands-Flan PEOHGIh@ire of a

of an anti angi ogeni ¢ and/ or vascul ar perneability
mediedeot fog ued ingtbe praduatiomefmnnticddmdunefientin & wetmddomled animal such

human which i s hei neﬂ treated w ﬁa.h .ioni sing radiation.

as aﬂB@@Pd‘_{mﬁ‘ ‘lsé’e’_élgft{ﬁa{ SLIOBISEE T8HaL pr esent i nventi on
t h?’[c%ofcﬁnﬁfooav Er 4B6ct 8% heQFreRhAtdkioA thée isdprovided the use of
pharmaceuti cally acteptable salt thereof and CPT-11 in
AZDYE 1renyhanhaccetici lyacoaptibtasattrtherbof exchrlingart AED2171 maleate salt,

producti on of an anti angi ogeni c and/ or vascul ar .
and §fUrehibe manyfaciye of 4 ge P@@gm Ruse HAPGRISARTPPL AR Rt tumour
. . . vy P
offoftifl P LB bk hch 3 PRt WHRRE Bt g LNl (D8iine
radihtiveent i on there is provided the use of AZD2171 or a
pharmaceutically acceptable salt, thereof excl ud,i‘drég an
AzBpondingiocsfiethenaspect oh hegmasentyiny shtoRdheFg ALPTRY egise of
dic far j '
A T s s eD b bl B RS LR 1% the manufacture of a
med@dadhft foris@inVhe Prddueneted mnintietun®ue Bffas irfa armblodtied lAnimal such
is being treated with jonising radiation. According to
as ajufmantitech isdeingtregtediwith jonisingtediaio®nt i on there is

g(r: %%S}iﬁ?égg%@%ﬁﬁ%spgé% %gprg{eﬁﬁng%%{o@%r%ﬁé fr%klﬁég the 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 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.
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manuf acture of a nmedi canent for use in the production
of an anti angi ogeni ¢ and/ or vascul ar perneability

w0 esod23ge ef fect in a warm bl ooded ani mal suchP@yG&2005/001080
human whi ch is being treate%twith i oni sing radiation.
According to a further aspée 7-of the present invention
there is provided the use of AZD2171 or_ a )
phdkasarding focafurtheraspeqol Biedresnt inyerijoadhere ie proyideg thayse of

te.salt - - '
Az TSk bR RSBl I b R e A 2R gl sl

and SIF1@Bn@CPT NG IBERiatu Attt e0of arasdicdnient Ber¥e abtte gryduction of an
reducing effect in a warmbl ooded ani mal such as a .
antifiumew qﬂtgﬂc tin 4 watseblogded arimabisughap aibgmiasiwhych isdicins tenated with
. Accorgding to a further aspect of the present invention
1onFIfE 1EFUSO%]erovi ded the use of AZD2171 or a

Phay¥Bfen foCfukthePdsp 8t o flesrrtht inkBtiddCherd Aglpovided iafherapeutic
the manufacture of a nedi canent for use in t%e

compimation treatmenf campriging the adméristegtion of ah gffactiveramdyinbotidgD2171 or a

i mal h h ich | [ treated with.
oSl SR e b el b gt ey
accéREb%léJé&ﬁﬁéﬁt o Y81t 1298 i inAnisGatisrPdt Medrdchife MRsuftof 5-FU,

D2171 or a pharnmaceutically acceptable salt thereof

optiexadlyutdgatigeravithdz pldritbeemiceldy eccspihble eacigicht el Larmertand the

manuf act ur e a nedi cangnt. for yse in the duct.i
admgstgiog il 10 CHREIEYE AATBLE! PRISPEANAN Y30 ASE IR edegupel such as
a hufri'ﬁga&Ein USRSy éﬁgfé Blrdp2ufS rbgnth 6t &6inthe R 7021 7@,{ %gu and ionising

iation. ording to a further aspect o
radiptic@s@ny bé adraimistand tinardenésislyr sagueithllytoe sepsaeatolfy aAd DR dnjlorder.
or a pharmaceutically acceptable salt thereof and )
S PRopbr e et ASBIRLOF BSos B PR AT Oprog Sed a dherapentic

com%aﬂfa}ri?gﬁg%&%@?%@%ﬁﬁ%%&hm%&?ﬁfon%fﬁaﬁ%ffeé;cﬂle ount of AZD2171 or a

uch as a hunan which is elﬁg
phainigatitedlviatdeptadle siltrthereaftxatudaty, anARZDL 8 Ingaleateasalt, optionally
further aspect of the present .invention there is . . )
togatheswyithetiphanmacpyiicgly sepentable expipigni Py oapc cAd the pdmpinistration of an

et GEFEA A SEST oG o R BR R MBLS oxipent o
carrfe@ and 8@ ddmitibatinasiuatdffettivef anddund 6f ionBaipcratiadbih,a6 b waim-blooded

~a warm bl ooded ani mal such as a human which is bein
animgleueleas adurnan inrfess a§suchdherepaytic Nealsraat whotcin @eMDﬁgﬂ, 5-FU

aspect of the present. i nvent.i o her.e | I OWI -
and 5858 oot a8 Ep R e O el iy EF Sghitfety and in
anyolgreof and 5-FU and CPT-11 in the manufacture of a

nmedi cament for use in the production of an anti-cancer

ef fAeording to avirtirebispocted thenrasent myenticnsthereispiovided iadherapeutic
corr{b?na i%inn attn{e% E(?rgpr\i\éirtlgh thie% | ?riligtgatlro%doif %Elie?fgétive 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 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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According to a further aspect of the present invention
there is provided the use of AZD2171 or a
w@basoeasesti cal |y acceptabl e salt thereof exclRdi/og2@8/001080
AZD2171 mal eate salt, and 5-,GU and CPT-11 in the
manuf acture of a medi cament "Tor use in the production
cancer .effect .in a.warm bl opded a

togeer & B RIFTRATSOHALD BSCAREPIY PRPE Qe G faminietiation of an
effedtAdiadfdudPof ?PTﬂqr bhifoth By idoBfeV st %h@.ﬂgf&uﬁéﬂl cc%‘t’éme excipient

as a hunman has colorectal “cancer. Accordi ng t
or cdrriet igirthaadantistofion o€ apefedive amovandf 1omsmgeadiatucm to a warm-

provi ded the use of AZD2 phar.maceuti c
bloofed @am%ﬁ@hs@athumérnéaﬁeé?éush mamu?%e%ﬁm\aﬁ%raméh%ﬁzDZN 1,

cr 12y B ARl 58y LR RERUEAB hequepily o soarcly
and LamBorddi ch is being treated vvlth i oni sing radiation.
According to a further aspect of, the present invention

t héyesoidingrtofugther aspect gggle@;resmxwlo@rthge is provided a therapeutic

com 3R EHEEPL o ASGERL ARS8l on LPEE ERLCRACkUALNOr 8700171 ora

pharfRGEQRARY bcd‘epfabLeSsaltltlibréd’f?ommduy tdgethepivithn Iﬂiaﬁhadeuﬁ@ﬂﬂly
effect in a warm bl ooded ani mal such as a human whi ch
accep@bbe@mgn@rrt@apmewanﬁ theqdminigatieaonzn; edfectiyeaaewnt g S/,

SO TR R
admﬁﬁﬁ%%ﬁ@f@n sfbdtivieRiRat oPORT TR Topkionkly tdpethePwith &‘}ﬂldfrﬁ?aceutlcally

a nmedi cament for use in the production of an
accea‘rabler axgindent oef:arel@t, and the aderinstshtoudeigneatfentye yneunt aicaising

.h whi ch ted.with
raciolitFo ot Har-510peR Rl S8 iR i Boh bRk Bk sppement
wheI'J‘l? it AZDP{ AV '5@@' ¢PE1Y9Rd i EYalioﬁ ima#¥ be administered
pharmaceuti cal I'y ‘acceptabl e salt thereof "excludi ng an

simABDEdkly, Heqteaudbstm separately a0@1n 2dy prlet.he manuf acture of
a nmedi canent use in e producti.on
A PACEORRELP RO SprFt B RS e S el BiOEiHeq8 thprapenti

comgﬂﬁﬁg% WG lnt @ox?;ﬁﬂ fhk 88k &HstMtoN of R efbaf eAfuat 4ORZD2171 or a
ccording to a

er aspect of the present 1nvention
pharnieeewtidally pcaptabk&althberasf&xo]‘udﬂ@%]ﬂ@@ﬂlamaleate salt opt1ona11y

phar maceut i cal | ceptahle salt thereof and
togegiervith 4 PharacSHiFA| NeRSPRREDIE PGP Rl T Ca iRt aﬂﬁéh mﬂSﬁfaﬂon of an
M
e PRIV 9T, PR s AR gecmibc cxpint o
carrief, @ati ek adniifistration ofg ¢ffudiing arnourkat @RA1-hY optiosalfytivgetier with a

aspect of the %r esent invention there i.s, provided t{ge,
phameascgically Bpcep tablsy SXEIMEH O BREE @e‘éthewdae@égmﬂﬂ o ag gftective

amoulﬂf3 cr>f618nls§1)é%&ign!1&g &8 V%%}Jéde@hiﬂl %u&?is a human in need of such

therapeutic treatment wherein the AZD2171, 5-FU, CPT-11 and ionising radiation may be - -

administered simultaneously, sequentially or separately and in any order.

A warm-blooded animal such as a human which is being treated with ionising
radiation means a warm-blooded animal such as a human which is treated with ionising
radiation before, after or at the same time as the administration of a medicament or
combination treatment comprising AZD2171 and 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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and 5-FU and CPT-1 1 in the manufacture of a
nmedi canent for use in the production of an anti-tunour
we@bdoso92300 a war m bl ooded ani nal such as a huneeT/aBR@K/001080
is being treated with ionisiqg radiation. According to
a further aspect of the prég nt invention there is
jprovi ded a therapeutic conbination treatnen
CPTe

| t L.
bhpFlis megng that AGR2AT515-BYi GR1di and igmsag radidtionsmunbe
. ] Ut i .
R0 o sRIHTASEH TR, ATFERAAR SR ipptancouty.
The 2@ 6dled aaieil phBndxpefieallid &fect afichchlb€ AZD2171, 5-FU, CPT-11 and
;adm nistration of an effective amount of 5-FU,
radl@mmaltwovwet her with a pharmaceutically acceptable
exgl pi r rrier.and the. 100 SEr-ak. . . ..
B Ehe 5o A5 R LR B 8 st
befor@bie 6l ABOLT7 1243id6He oFUS-FUREPT - Y ABd 5IFU AREAPL] 1S UEAfter one of
t herapeutic treatnent wherein the AZzD2171, 5-FU and
AZDAi sind gne afiSafVioRP Ry ; bred Sdifd and<ERF-@4. si nul t aneousl y,

sequentjially or se tel nd in any .order. Accordi .

* o APt raeniet oo piesfrunllof I/ BhE s e RERLS B Rinisered
befold &Y SHeslzv2 1 hesraRR rCs-FODIPTat l; @Rd SIFRAAREOPT-11 or after all of

conprising the adm nistration of an effective anmount

AZIw¥17A2D2 v7d of 5-BUpGBTFd ¢ end 5-¢8] and GREdpt abl e sal't

t her eof,. excl udi D2171 .mal eat . [ |

{ o QeI ProHe AER e BE P TepTa AT & Blbfiind o o warm-
blooBEd %Ma(ﬂ)?fteg tlﬁzé%ihﬁﬁhﬁddeeﬂ 'tr%&t%&‘t)ditﬂrioﬂgin?ﬁacgﬁﬁcﬁﬁt ive

anount -FU, optionally together w
phasrstetelishiova thecomtiingitontiteatrents pf thepresentgavantion, thatds AZD2171,

the administration of an.effective t [ oni_si
OPU?@ZWI%H@W rgdighonncambied vt ?I?‘Fa‘?f? g%iﬂ C&’gir 4l wﬁéﬁ‘pﬁg qnd CPT-
1. RS RSABEA A S SR R Al prmcaity
effeasinAngidpenesid and/fonliricaersaliedsyylaspamedtiligl ik pregent in a wide range of

. separately and in any oqrder. According to further
disegseréries ippluding cppess Bt tingdriisagmia HEtle qysiosA @eldymphoma),
. I L i. i t . i i { .
oo DR L in AR A SRR DRy S chronie

neplabpdthies, eitfidrerah,| ytetigloefibaddis astalmmihedieadses, apite diftinndation,
together with a pharmaceutically acceptabl e exci pi ent .
lympoedemns.i exeessiyagodrermation and pdbgsians, @xdonstrigsisedysfygetional uterine

nount, of T-11 i i
oleeR A Bt ks B RAP st pRAEAom bl age el maculer
degdnbfatidd)l OdmbinafidPReRinedts of tHeqRtdeHEinaeMIoAtar®bxpeoiti 3o be

radi ation, to a warm bl ooded ani mal such as a human in

particalady asefLintthe heophpletisiand treetmentei digdasssaiuph aheancer and Kaposi’s
AZD2171, CPT-11 and ionising radiation may be

SarCYfi ni st ered si nul t aneously, sequentially or
S e AR ARG trhéht PEHhE pFARENt IMeREbA hBg beiséd folttdabencer,
aspect of the present invention there is provided a

partichlkerlypeanéer involving a solid tumour. In particular combination treatments of the

invention are expected to slow advantageously the growth of primary and recurrent solid
tumours of, for example, the colon, brain, thyroid, breast, prostate, lungs and skin.  More
particularly such combination treatments of the invention are expected to inhibit any form of
cancer associated with VEGF including leukaemia, multiple myeloma and lymphoma and
also, for example, to inhibit the growth of those primary and recurrent solid tumours which
are associated with VEGF, especially those tumours which are significantly dependent on
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conmbi nation treatnment conprising the adm nistration of

an effective anount of AZD2171 or a pharnaceutically
wae@sprahd e salt thereof excluding an AZD2171 Pel/6B2@®5/001080

salt, optionallytogether w tPB a pharmaceutically

acceptabl e excipient or carrier, and the

adm ni stration of an effectiyve anount of CPT-1
VEGIp{qrdher gxpwitly ged Wawl%chldé%#v?a ERAPRI oA tym@eesefﬁtﬂaeo?céon brain,

ClLR dkie administration of an
thyrg]?f %ﬁk)sem%teuﬁ%é ‘?Hl ont si ng radiation, to a warm

bl eededdidniorsak aspeehofthe @rdsemmwannomem @imtingtion treatments of the
t herapeutic treatnent wherein the AZD2171, CPT-1 1 and
invention eteregpecter] torslom advantagsousiviheissevethad Peimasy pachssordayy

|aII ar ly and in any order. According
(rec%%g &H} %ngi%é&%l aﬁéet?he present invention there is
p r Ql‘{ bﬁcﬁﬂeraas%)&ﬁ baRRPrésenCianditivat AZID2 171¢ aptigially with ionising
risin he adm nistration of an effective anpunt

radlmtiommqrmofoﬁ -FU; (PRiF-rhcandt 5-EHang Cé’@cbbﬁr&mxﬁecégi {o inhibit the growth
of tépgg rgﬁglfgfiﬂ aéﬁérlgg 1 aulult %(Elt lguntc A el l\é\lﬁc h el ggi GEHNEEE e%emally those

tumBS WHiGH a[r@tsigﬁfﬁdafltlﬁﬂepféhﬁ&ﬁ bh\’\ﬂi@mmtﬂhelpéro@ﬂ'f khd spread.
optionally together with a pharnmaceuti cal Iﬂg acce tabl e

ex a@quﬁhmg toranother aspect afitbe pﬂ@@enadrvienﬁlm thate et affa raﬁhod of

A NS T L RN e
effebd gf B4l JPd &fi‘ﬁlﬁdih@n@fof 3N d Hehiditdnt Mé%d%'[ﬁﬂénfhapfs oRALEbNAZD2171,
radi ation, to a warm bl ooded ani mal such as a human in

S-Ffdﬁ@ETdﬂ mdm¢m$1hgratba11ﬁnused alen¢.nent wherein the AzZD2171

FU, .CPT-11 and i oni Latlon e
L ORGP EATGIHTE PRl 189 DS GO HE figgt of a method of
treathi7dl B?fh% ﬁ%?%ﬂﬁnjvéhtﬁ)ﬂ% Pefeted tc%@ el &&%@addﬂﬁéﬂ@ﬂ the effects of
aspect o present vent i on ere i's provid
eachi btha petipoenesoviishitatéatmenttrused atemd, thed g of sachg)ftﬂfd)ﬂﬂ 5-FU,

adm ni stration, of an effective anount of AZD2171 or a
CPIyhhepdtosiingradiafion usedalang- e salt thereof excluding an

AZ r

T
treatriéht @ﬁfﬂeliirés‘eﬁﬁ&wéﬁtloafls axpeefeties be u eyrmengistid effdct.5- FU

optionally together with a pharpaceuti call acce%é]gbls u
ex d}x(ﬁwréhtlg torthe aresertinventign alsamhEion Bestgentis dgfin ffording a

ef f I
syn%rﬁlgﬁ %f ¢ F}%’/Ctg% E:he p% %t:lcallg Bﬁcéegf?)g,ne{sx%éra&%gg ??rfo}%{ Op'?le the
exténf 6f B %é@bﬁé@f ﬂiel répobife @fe, afefthnd iowdisasdpiogreaion onihsistgyival

radi ati on, to a warm bl ooded ani mal such as a human in
Perlné,etd tmft aghicveblhen desing ore qrrasher 9 e cpfmoBFHS Phihie combination

weeALAf 04 e Peen st er e e BF i g Lot Ratment i

syné%ﬁﬁ!’: M 18E ¥rrad1Ss ihBrapBticallf Sliperi®r t@ﬂh%ﬂ%&%dﬁdvﬂﬂé Wwith AZD2171, 5-
sich as a human which is being treated with |on|5|2% L of
get of the

FUyGRT-a1 j A UremdrGP B 1 haorrioniking dasiationi used alone-hFardhes, the

ch is
combmat{g)n trea‘Enrlee ?tlses%rng\#ggstlc ifa ﬁeneﬁglal effect is obtained in a group of patients that

does not respond (or responds poorly) to AZD2171, 5-FU, CPT-11, 5-FU and CPT-11, or

=

jonising 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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radi ati on before, after or at the sane tinme as the
adm ni stration of a nedi canent or conbination

WO e@anymsns conpri sing AZD2171 and one of: 5- FLPCTZBB2W5/001080
1; and 5-FU and CPT- 11. For,,exanple said ionising :
radi ati on may be given to $atd war m bl ooded ani mal
such as_a human within the period of a week before to

compoRgaofihe epmbipationtreaiment, Ap particular, $ynsray tsesmed & be present if

e G ST SETRCATLNY SR Oy B
mayAé BRdubtd whthbbk deBRihertto anelof eptsoiithe saehtdfitbaresBonstghe response

adm ni stered separately or sequentially in any order,
rate,dhe Hmptie disgeremregrassion ad surviva éé@sl%m’g‘ﬁ@f\mmﬂub fgment to the

o8 P TR B O Pt 30t Ak SR S RERA e e
occur viRAoATREIGhalosésof eRtIEE@RoneAvAB b t he i oni sing
radi ation is adm ni stered before one of AZD2171 and

ondhefcompositipnsaiereritied herrin Blaybe ang faprsuitabledpr ert administration,
for %%P?ﬁf %S%ﬁg%%{%ﬁ C%ggl{kg r]fgl‘nlggsglsag%g{tl{sg? 1{1}1(%' dgfrgglgﬁgﬁoﬁl%yairﬂﬂalaﬁon, for

exarhP¥ @8 hipBWdbh& dofitiofl o8 phrdftierH] ifBction (ﬁﬁ!ﬂdighﬁﬁl%%ous
before any of AZD2171 and one of: 5-FU; -11: and
subdBtaakbes,) tht@RMsdular, intraxfscelar gt Infiesfior)Jor@paipld asmstenlagolution,
of .. 5-FU; CPT-1l; an - FU and T-11. . Accordin 0
SUSPGRRIOR QL AEYISH o é%?f@ aRDEn ?‘?prfﬁ‘aﬂfb‘ffff quighitnt or cream, for
rect@AMniStRloadot Sxatnpl@hdR KlppOsRely BPiILERbuIRHF SdminiEra@ibh BBY be by
has been treated th 1onising radiation. As stated
directhnjeetidrhigtocthaiimentr aybytreganabdalieryp br bhbcplrdedigeaty. In other

et B0 e AR AL b oL v
O e e L Ry Ay ypavenoaly,
subqneamﬁaiidby, Ilmttapeﬁfcfbn{exla:l_lfor 1mnguglenﬂl$ltys _Paﬂfeiiabl_ydAZDZ Edsie d?mlnlstered
vascular perneadl | |ty IS pr ent I1n a wde range o !
oralky; d gereraitht eampesiiqng idﬁ%jfn@ai ﬁ%rpm(rpmbweﬁgeﬂ 8uk gentional
) S P R oo 051 B pr B i

advaapeSudy fresirtedinqumieiRagfaihi es, atheroma, arterial
rest enosi s, autoi nmune_ dj seases, acute_infl|anmmati

20 A@I_P,%)lﬁé éﬂl@mrmg&)cb@g mi@isgegg} tof q)wm-ibbwdg(h gr.umal atoanﬁnit dose
wittf B R 1 s GRE B b Hhélre S5 R RO B, 35 dimpie approximately

i Seases’w vesse

0.03P1.9hid/es At 4 Bindd. N& ukHidegE agke faﬁg@tmﬂeﬂm?ﬂ@,MOI-l 5Smg/kg, preferably
degeneration). Conbination treatnments of the present

0.03+higtiigdn cavisages pad thisismerraa lpmtherapantigel ly-cfisetfva dosp A unit

oo Tl SRR De b PRI Mol AR E AR g roctiv
ingr&iedth ®rHERABBNY ddiRNRES ioMe Fige BE 003 VI5the/kb ieahplegaser .

CPT-11 is also known as irinotecan. CPT-11 may be administered in accordance with

any known route of administration and dosage.
For example CPT-11 may be dosed at 350mg/m? as an intravenous infusion over a 30 to 90
minute period every 3 weeks.

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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particularly a cancer involving a solid tunour. In
particul ar conbination treatnents of the invention are
wezpenyBml t o sl ow advant ageously the growt h of POI/GBaG0§/001080
and recurrent solid tumours _gf, for exanple, the
colon, brain, thyroid, br eaé? prostate, |ungs and
skin. Mre partl cul arI y.such conbj nation treatnents of
For exampladdii mey bagvea %ﬁ)é‘%tr’é’@"?@“ﬁ A bmﬁlsaWyOf brng/ke d@@ted in 500ml
of 5 ef(ﬁéi;eass i@&nagéggf%b]@%vgﬁfmh %ﬁ gﬂ% :&glg gﬁ%ﬂbgmt}ravenous

1nfu§19n | 0 HeYate Ifl10 Ao nihute bOéﬁl duirsyer Ynfased dvee 80 Ee60 minutes; or
solid tunours which are associated wth VEGF,

as a dsifyeeinginhgust mﬁ@@nm’ﬁb%ﬁ Bowgpi Ehe daily dasgaf ﬁwFééﬁtrpgprmnended not to

el RETISL SONEET o R B4 80 250 siven

this Qé'rﬁhﬂxtest dheBlifde 0P 5 GRS It iPisRsL prh&ticeltd Ngive ¥4 6 ave@laﬂbetween courses
skin. According to one aspect of the present invention

of 5@&11: hAtembiivedy 5-dt) meghe dmwlsbyoﬁtramoummtwm at sadase of 12mg/kg on

R BT TR 5 OB
alter%%%%i% 5 FOovRHas #%aﬁ%ﬁﬁée &se bPS-1BHRA By inRHob®hjection once a

optionally with ionising radiation, and one
weekf AltEPﬂéWClSZE:IFU inaydegivenfby ininale@PTS ibjection afea<<rln§ct0§ d5mg/kg once a

weels e Suioh OF (I RHETL S IeAE0] LAY 6o VB dgsed Iira-arterialy as a
{ [

e R BR b O3RIR P ol SR S0y o bo dose

oral]&QtE addingf 1@k biera wegharrtat o tlogchef ISmedlenfor sixvsantdssime days

the effect of a nmethod of treatnent of the present
fOUQWﬁdémliwg/k&mé‘i&?e\i‘?"é‘d to be at |east equivalent to the

ad ot
28 PPl 805134 PR’ B BEIPAGRS Rbubt e
comb&HR a1 ﬂreatﬁteﬁtd of @¥Tprédenaiidentiun intinde trdisabi 6FWshen given with, or
al one. According to another aspect of the present
w1thont;é¢ucpmm he effect of a method of treatment of the
sent i nvent [ .
e e
dosa%' Fot EQMPTE Nucoilih Bhpheadrinaterédorally. ¥aeh 1éd in combination with
D2171, 5-FU, CPT-11 and ionising radiation used
5-F@) lon@vonuc@mm@emby adveinistarehagralqiugleqoqeorin aadgiyen intravenously.

entio t _of net h tr
For (AR A ook LB pE elEh 4P o I “BHERE gl Hivavenous
inj e&fcfne e 1lovARGRItHdNel) By LU BY ASiRftial UO3EASTI70MerM by intravenous
nbi nation treatnent is defined as affordin

inj esi}me (Biestjectiaf 6f&leucavbrin Heowdd helche given merearpmd?y tham pyer 3-5 minutes

oo oF Besaifaan SO oL S LioP B PR pr i B Qhibtlor s
con&rcﬁ%‘y oguﬁ’é'e L4348 cSMEM A} b@ﬁ%f@&lﬁerta(%réaﬁﬁéntﬂfééllﬁt‘éﬂm 6f21-28

one r ot her of 'the conponents of the
daysonbi nat| on

Alternatively the following regimen may be used: leucovorin 500 mg/m”> given by 2
hour infusion every week for 6 weeks with 5-FU 500 mg/m? given as an iv bolus midway
through the 6-week period.

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

22 hour infusion, repeated for 2 consecutive days. The cycle is repeated every 2 weeks.
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treatnment at its conventional dose. For exanple, the
effect of the conbination treatnent is synergistic if

wao b@sedf3exrt is therapeutically superior to therPef/GBei05/001080
achi evable with AZD2171, 5- 4fU, CPT-11, 5-FU and CPT-1
1, or ionising radi ati on used al one. Further, the

o iR s SR Pt e S e s o S st G adi o, tegatir, or
TS- I h@ L?e@ﬁsﬁn@fgta I%Fa%ipeisicﬁoﬁ%gtdi&a@ A0SDpPRRiNG cdrBarAPehidh functions

CPT-11, 5-FU and or ionising radiation
as am emil:ly athoirgstered pmbwirstor ofi5-Hlh eCaifebléainn@my he admiristeratl iacsording to

oo o S e S B o
S SN A B 7

by Cofnbinatien iimehimentm tha presént dfventien mehye tiseysetdfe- FU when given

response.r the tinme to di sease progression or
in an foyRyaRCl Pg B@@&%ﬁ%i%ﬁ?ﬂ@%ﬁe%? conieried kb? @wastemlcally

w‘i’tﬂlzjotﬁg tLﬁx%Mf %Heﬂ%%lﬁ%{é&t\ﬁa Qﬁy o %%Méﬁgavsen%ltﬁ rb? without,
I 'nati on”’treat nent particular, syn
leucommimed to be present if the conventi onal dose of

AzD2171, 5-FU, CPT-I1], 5-FU and CPT-1| or 1ionisi
r a&fpatbir@ﬁowa%niwab%reﬁw iia@ptl%tmiqﬁiﬁ e pss Bk o ?1 or SN-38
e oo B0 ot SRORRS R B3PRTSGRIAHf o s

systé)ﬁhbhlﬂy‘iw withinithdwuioud etd indRiding 1§ dsbaldfefatilationg)f whéifadministered
response, but with fewer and/or |ess troubl esone

Vla%li}’éi@méffects t han those that occur when conventi onal

???“’ é?@'cl% mai;/1 SJSLGI&{ acggﬁg%ios e bl V}’nggl;rsélgﬁlceg 31 plinical

radl@cﬂéFaﬁy STI'ieadds@gbs Jfe6niSiNA ARl RioASHill HeadRdRknOHMABPSIE!if clinical
for nasal admnistration or adm nistration by

radwth¢rap3at Thevadfation ehezany Lseéwﬂii inshwidor arampdt tneivsa of f-tays, X-rays,

e nj ect udi i nt ravenous, )
and/BEE dirarEd delNery ot Sfistib a1 s lkped e OHAF Tagms of DNA damaging
factdr® S @heihi@dd fﬁ)%ﬁfrglle@erﬁ FenBbe i Zﬁs %ﬂgbeaQQS and UV fadla’uon For

suspensi on or emnul Sion or topl c m ni st ratl on
exaraplaXptays amyde dosad inelatly stes Ear8-2.0Gy, § énysalweek for 5-6 weeks.

et G AT Yo
?@ﬁlﬁ};‘?&% i'ins?éf ggi:gragf'@i}a el ¥diGhe y.I gﬁﬁlle doses may

er e nts of the presen

be adhﬁilﬂméredi ihttabperéﬂmgt7Hypérﬁhbtﬁ)lﬁﬂﬂbadlaﬂliempym%dt&ld whereby small
¥be del i vered endoscopi cally, intratracheally
doses g Kalaps aus Aagistersd T e gl heoNes ia;perlpqli of tvenion §xaymple 0.1Gy per hour

OVGI‘%L{HJ?I&B Ef R%E}ﬁ%{a@é’eg rﬁtl?]ilﬁs?é oé)gg @afg%dé‘i&“él%‘cie 6111&/ 1pn the half-

life 6fhBe BOHPOShE bRdEtIlQsTypd BflradRkieh Bmited, b@d ot ﬂt@aiimkelbiy calls.
conventional manner using convent i onal exci pi ents. The

c o?ﬂ?@ gize phihe dese efrach thesanyrwhiely sequireddpethe therapeutic or

pron T BRRRHR oo heatt it b R it piing on he

host #eat@d URb foul®8Ladministration 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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within the range |-50ng per square netre body area of
the animal, for exanple approximately 0.03-1.5 ng/kg
w0 poog/ovpinmn. A unit dose in the range, for exan@i/6B2005/001080
0.01-1.5nmy/ kg, preferably 0.03-0.5ng/ kg i s envi saged
and this is normally a therg' eutically- ef fective dose.
A unit dosage form su$ as a taplet or capsul

wi l |
us U&e combpatian Freatmsptsot fhadresant ByRRHQI coRpRIisg: 12171 and 5-FU;
S LUEEBEH X oo e s i

radiatidn) QZ@8¥AIN1, COPT- llldﬂiﬂyorﬁﬁngdmmmmt AZE? 117 h, BBUCHArKIeand ionising
with any known route of administration and dosage, For

radigtiqanpiihe agents thoreiy ny hecdaunigieregsepgpivly rsseqientially m any order, or
r.av ver a 30 to 90 m nute perlod
mayb\?eard%@g%%%kéﬁw%fegﬁﬂ% s a sem -synthetic derivative

of ThepRisehtieedntioaREmipSisssioaibdativasiof 5-FU MCRD-1ar 5—FU and CPT-
active netabolite SN-38. 5-FU is 5-fluorouracil. 5-F

11 mﬁyAEBZéahwwgh arsal ohALE2dV thmﬁrt&iwarwﬁléwnMDéle maleate salt,

| stratjan and. .dosage. =
Rl e R Ry O PR o O SR 111 and S-FU
andeP'IunewhraféQ@ehmfAmmeweQﬁeesol ution or 500m 0.9%
sodi um chl ori de solution given by intravenous

i nfSaks ohAZBR17 hﬁ)r ua¢ i pfarmaceyties) somppsitipraivil ks pharmaceutically

acosblq it ful PHHET St s e Srou Sl heBRe 2L Y
phaz%aa%bhﬁoaup @&%mﬁre%ﬁs nPﬁarhﬁc&?ﬁ%ﬁ’l%dachptaﬁl'e ishitd Sia %Sﬂilaé)ia.‘thple

gl ven ly 'n one of these ways until 12-15g has been _
inclgdevesid aiddtlcufnai;ts c Bndlt adidi ediditiomsalts onnlede fof e&nﬁille salts wigh inorganic
e to Ieav 4 to 6

or oésélr@l aelgs ag{foifcﬁpg] B]Elq.l‘glép?}l Jga]b(p V\@E%J&Elg tg,l\i%yas w191¥£yc§fo gen halides
or vxjit'ﬂtsﬁg)\hﬁﬁe H?pﬁ%b?@&ﬁ(% égc‘i?? Yy vﬁtlﬁﬁ%lﬁoﬂ)facét%”%ﬂf(goﬂﬁal%ﬁra%ﬁi In addition

cons tive , ‘owed by 6ng/ kg on days 5, 7 and
phandceutomlly heceptabieesatte hdagn}m ﬁgzlzddt\eutlnat Moz, orfomgaIm/Me which

by a_naintena ce dos -1 i ntravenous
oo GPTBRF BRI GRRADIC 9tE0r AR ooy g PrGRiy ergishpses
j [
incife 0P AP Tk 1O, b B £ORGulor bR NS By okaline
eartlirmetailsslosmﬁ asl:as:alzbmmbrmagnésanm sdlty as a regional

perfu5| on at 5-7.5ng 4 r conti nyous
i nfARPBH. W%S%‘ga%er 6?%9%@}6%5%51‘1%@@ WO 00/47212,

Ro/ kg f
1npé1§§%l’ka§@1lo\9/£ egays 0\/\/@?%&) 5wg/®/4%220e agvvegrk SISXFU

is ALZ]DITDﬁl'rMalaﬂmsﬂt ﬁb@@yﬂﬂlésﬁseﬂem&mgﬁmthe@me%m described in
avoi dance of doubt the conbination treatnents of the

Intepratigrsd Paten Anpliestion Ng. BE/@R20QKUEH95- FU when gi ven

with, or without, |eucovorin.

The following tests may be used to demonstrate the activity of AZD2171 in combination with
5-FU and CPT-11.
Human LS-174T colon tumour xenografts in Nude 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



Leucovorin may be adm ni stered according to any known
route of adm nistration and dosage. For exanple

wo ewwso9303 N may be admi nistered orally. Wien uB&rGBR005/001080
combi nation with 5-FU, | eUQ%§qri n is conveniently
adm ni stered as cal cium | eucovorin and given

nt rayepousl y, For exanpl.e,. cal ci.ym |l eycovorin Y,
o T doRE St e ) 3o a8y oG o) AR GRRS 0L AZD2171
VM @E Hdran, 'r(@%»cb'_atl 'y by 5-FU at an initial
dose ofr 3708%0%{9%%}1Snt aven?us i njection. The
o Forj@otp antheftreamsn ¢onsistedsdfaudailympod. alimigstvaionrafrAZD2171 alone at 3
rapi dly than over 3-5 m nut &cause of the cal cium

b
3] ipgirating faro) W&?wl%&;ﬁ& B me Al ALD3 ) evasgepared as a
s HSbdshn ) BPOSFRUL By RLAR1E) (TVPRRINSI 5 R8I0 sorian

fansolehlctiadeiise@ matdre fol | owi ng regi nen may be used:
| eucovorin 500 ng/ n2 given_ by 2 hour infusion ever

Q E@é&ropg!a, theiksataenfcensistedol ymgq.@glngmst@qtiog§f d\fz_rp:{m alone at
fﬁ@%ﬁ(g{?%&ra&l@ﬁ%&gﬂ éolﬂgec%g\g@ gérggﬁ&f Q g'13 . [{fﬁfgtdldkfaesl ﬁéepared asa

ow ng redgi nen may eucovorin
SpTio iM 8Po Polybotbate 8O e. aPu &/ P soldtl dnt lyexy&thileheh@0) sorbitan
Mg/ N2 i v _bo(l)gzl_follome by 5-FU 600 ng/nd given gy v
10 mondroleptei infdgingad watgskat ed for 2 consecutive days. The

@ GG LRI SR AT i b o1
dpgedutive d&s (8 b — 1GRBSEDIBR WG tivd i¥. [tfdctibhy 8f 5LFU at
non-cyt ot oxi ¢ Tl uoropyri m di ne carbanate which

Famgkg/ogection, emday @khd/7.adni ni stered precursor of 5-FU.

N
15 &i%n‘é@dﬁtiﬁ% /ﬁﬁ}bsé’()dﬁyy\(f) cq 3? 2&3&1%& AaMItY8l §NinjdBiofs §8-Fy fose

of 2500 m 2),” for ays followed by a rest period
Himgkgayjsctiofpod dapa® pxxh7.t r eat nents of the present
invention include . the use_of 5-F n.given in. a
3 ERIm TepTLRL R g Bt _ogﬂﬁﬁ?@w@@@rgwﬁﬁ, ey g 7
The NSRS S of AYROEM SR IO GO ons 204, The
injectfonwdlinne bf 5FelUway ©0.0 ml/kgd20 pbfor @20ty mensepnOs dafs where animals
present invention_ include the u&teﬁ_ of CPT-11 or, SN ?g ) )
20 rece%ﬁ:é,bog} ALR21AL %5{&}@? S(E[ﬁmaﬁla alli’ﬁarg@pd)@uéﬁﬂfter oral dosing with
Azgeqursor forms that are converted to SN 38

systemically or within the tunour and incl uding
I i posonmal fornulations), when adm ni stered via any

route. Radiotherapy may be administered according tg
Groupe Miweatn prGembined ijn Admai clal r & ot her apy.Norhe Days-
nga?ﬁg’ngg T n:(ﬁ‘glgsdoggs ' ad{'(?uttie on \Llirlezlltn?e%tg hofr%aknqgmdafyc " interval
(mg between
base/kg/inj.) treatment
(Days)
1 Vehicle 0.0 p.o. 14 p.o. 1 p.o. 1
of
AZD217
1
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15

radi ot herapy. The radiation therapy used wll include

for exanple the use of g-rays, X-rays, and/or the
walmso9203 del i very of radiation fromradi oi sotPEEEB2005/001080

O her fornms of DNA damagi ng%‘%actors are al so incl uded

in the present invention su as m crowaves and
U-irradiation For exanple X-rays may be dosedin

2 dail A¥D2d3¢s of 31. 8- 2| 0G3:.0-5 daysf“ap Q\;eek for 12® weeks. !

No Illy total frafptionated dose will|[lie in the

rapge 45- 60Gy. Single | arger [doses, for|exanple 5-10CGy

T AQP ni s{ered art of agpyrselof 1mp.o. 1
3raoll ot her apy. %I ngl e doges may be Igldrri ni ster gd

i njradperatively. Hyperfracti onat ed radi ot herapy nay

| _betused whereby-snal—doses \1 afe—agnt-ste c"f

41 e OZERNY | oves far per OE'OOErtI 41?) : exarrpl Ro10y of for p.o. ‘
hodi a (pRPY O] 3% )osagquanges fariy 7 for i.v.
ra(ﬁo%\ég opes vaf{/1 w defy, "and depend on the haIfI|1e

of [t he i st per StIE sti,lvemgtsh and type of radiation
em(tted, and on the uptake by cells. The¢ size of the¢
doge of egch therapy whifth i§ required for the

y.

LH,I pegt IUpH/Idbl tiTea t—of=a rcuatar

Sdi g @@Qﬁt at eI 3\# necBs OFI lly bfe 'g'riAed degg#éfi ng on1 forp.o.
t he hosfutlr egreg 71 he Ap#1g19f adniwi stati dni.and the7 foriv.
seVerity af the illngess being treated. Accordingly fhe

optli mum dgsaQéorfelUbe idefasSmijned by the|practitionef
whg is tregating any )ar(L]Fi ul gr patient. [For exanpl e,
it [may be |necessary or irgble to redyce the

6ADQVaNERToNed sgoses | of jkhe dompongnts of thejy, 7

confbinatign treatnenis in order to redude toxicity The

conbi nation treatnments of the present invention
conprise: AZD2171 and 5-FU, AZD2171 and T-1.1; . .
A Datp yolsieel AR CT asesseAbiepsivies Wesaney Pl ¥grnier caliper

mear%%%lg%ﬁ}%%ﬁéa@%g %%ijg%h o2t lon qu dp ! dgfbsﬁ a tﬁﬁfoﬁ Bnd width the

andl ni si ng I ati on

corr@%@ﬂﬂlﬁ H?El@dl&llﬁﬁa}éa@ﬁa@ﬂ %ﬁg&lﬁ&foﬁﬁuﬁémﬂi) at(Bngthot width) x the
quen I a in any order, or nmay be adm ni stered

squase rook bﬁﬁen;gﬂ}sk yv1dt'hhé3quv@g ihibitiery Eam the ster b ireafazent was assessed by

comgigrtlns%nn L ocgﬁfel%frlc% 15 og%\éﬁ){{ml& et%rf 2 o?%lt}ro"i‘%g% g‘rp Jted éfoups
Addﬁﬁlntall%%h@&f&?sqgf]c%ﬁlﬂﬂitﬁ)ﬁtt&aﬁﬁérﬁ arel A3sdRgddt byCabn@farinB €umor growth in

Invention relates to conbi nati ons of 5-FU,
the @Bifp dflardamdlsTedeiving d IEPIﬂ-u& AZIMIHI aviftothentustion grewAzDAhg groups
free base. Salts. of 171 use in pharmaceuti cal
whe&%@@btr?@h‘sedmale "E’&nb 1 cally acceptabl e

Sal’[fké&?#&or 1?:?% stufifdy fQIeAlZWCI% dnfl 4] RYIREMETAZID2171 was

ar maceutical |y acceptable salts.
dosddhayr 3reE e 1Simgrled isysmmelpthgimes dadnkls2. rrﬁyatlsﬁ@ﬂ stguafiqaines was evaluated
include acid addition salts. Such acid addition salts
usingracingdailedoivoeseripht efotal ts wi th inorganic or organic

ac Ic’lﬂw ggn{kﬂ aﬂ ﬁgfc‘l? %3% W ﬁ%%%fl@lll&éséfﬁgmg‘l@é SroaléANSsignificantly
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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or with sul phuric or phosphoric acid, or with
trifluoroacetic, citric or maleic acid, hi addition
w@basoeasedit i cal |y acceptable salts may be for nedI/aBREv5/001080
an inorganic or organi c basgywhich affords a
pharmaceutical Iy acceptable cation. Such salts with

b I f
@ TGO Gedb GLIPT 5RRER LG si Tn o d e Rupitazma 7
aél'ﬂbl@tbrquke@hsdaﬁue@a §a@yt@L1§)alt such as a cal ci um or
magnesi um sal t. may be synt hesi sed according

o Fa Guogp |3r th@é@gmendj eaisist 4 daily®.© @AmiigsiPgtionrof AZD2171 alone at

R R DB LA, s et
FEE ) nS DRSO oS HEERE BB it i

mohd-oleategn dewnsedwptdte used to denonstrate the

o Eoptiiphe 3 ettt sons ] Ot CORR, S ONRGPARESTAHNGATA alone a
%?k#%ﬁnﬁ&tfaﬁé% £ ébﬁlsé‘cﬁhjv d (&, @ngj 2%1]?/??%701 was prepared as a

aneous into t I"anks
s(uspdnsmngnm% yqdysorlﬁam 88)i.ariad&o (W%)eimlutmmf polyeagdteylere (20) sorbitan
vqu %100 fo,200 mB (10 days after the graft),
1i’aén §iRB5RS ¥8t1)- nt o groups (15 per group) and

a %{oo gtéﬂ?%loup 1§' ?oe ég?%,%lg“f Bg fé@%ﬁ]taa Eﬂl%/lﬁ‘g?ﬁﬁlﬁgtratlon for 14

aasscotisé datsi(day ©F 1A¥mﬂﬂliled/®ﬁth¢¢ve i.v0inj ébﬁoﬁ@ﬂs@E'Dilll ue
days (day 0 - 13). a For G oup 2, the treatnent
Sigert @ﬂa@@?&i@?ﬂ . adm nistration of AZD2171

] (?%)%9 %d@&l%é{%&%g %%nrfi Et&eﬁfoncee)ri} éA’rZéﬁdz a‘f ? %ﬁesg(glyg l’t&iﬁingt%%?on for 14

cb%smhyé@mqa@ @0 1(3; ccﬁnbmed%thwm Vsmﬁdétlb@s'bﬂthPT 11 at
sorbi tan nono-ol eate i n dei oni sed

&m et hyl ene (20
&k an%PtlpnrO@%{fbaIEWthe treatment consisted of a

L. t
o GRuplRedtved iRty Tirdion? B Eha i 2ebelielRalbn onay ogma 7.
The adthlistrafiéRR 1l GSA BDEPAI Rk BH0 &m?%mm R a0 ghtuse). The
pol ysorbate 80 (i.e. a 1% (v/v) solution of

injeqionyokinag ¢f/CREd 1 (vm)loibmﬁkg 90 for 2@ gmouscu) di dayisydutre

aning rxz%z%ﬁo%%é/ G iinLf e el St ater oa

dosﬂéé%%th(ﬁ%y 1- 13) conbl ned with two i.v. injections of
FU at 50rTg/ kg/injection, on day O and 7.




a Goup 5 received daily p.o.

AZD2171 at 1.5ng/ kg/adm nstration for
13) conbined with two i.

walag0s/09303 O -

5-FU at 50ng/ kg/injection,

received two i.v.
50ng/ kg/ i nj ecti on,

adm ni strat
14
V.
_day 0 and 7.

i nj ection$ of 5-FU at
on day 0 and 7. The adm ni stration

i on of

consecuti ve

i nj eRCT/GB2006/001080
G oup 6

vol une of AzZD2171 was 10.0 m/kg (200 m for a 20 g

] e on[ Vo of b- was [L0. R
Gm‘?@)gﬂ}ﬁatfcr g gﬁ{gédrmuse . On days where [ani ?rNa s Days-
r eceiments Hotdrugflodds/1l| ancbube FY tThreatmérts waTreatment/ | interval
adm ni sterled 2 hours pfter oral dosing wifth
AZP2171. Tynor WBunes| (mB) wef e assessed at 4&ast | between
tw ce weell teral Vernjer caliper| neasurengnt
ang, taking KP gﬂ#‘@ be the |pngest di aneter acros|s treatment
the tunor and wi dth the corresponding perjpendicul arl, (Days)
calculated using the formula (p/6) x (length x w dtih)
1x {Mehiddedre rdR of (| edgth x| wi dém)o. Grlowt hp.o. 1 forp.o
i nhi bi &i on fromthe start of tfeatnent was assessed by
coppatsor] of the differences n tunor vol une ‘bet ween
cohirgjnr1and treated groups. Additionally,| the effedts
of | conbi ngtion treatnent are assessed by [conpari ng
tufror Igrowth in the group of animals recefiving 5-FU
pl bs AZD2171 with the] tunmor griowth in the groups where
an| mal s regcei ved sing e agent ft herapy al gne. The data
fof fati ongstudi £ AZDZT a o Wher g
ZMW\ZES dos%d at ﬁ)q{ /kggA:rp:mshovm |P1 Fi gyr nlsforp'o'
1 and 2. $tatistical SI gni ficance was eval uat ed usi|ng
L _a pne-talHed two-sanplet-testl The conbinationof
35- FOZRAA |AzD217 dosed &0 3ng) kg lpPeduced al p-o- 1 for p.o.
significantly greater|inhibitijon of tumour growth tlhan
5- FU all ong or AZD2171{ al one ( i gure 1). The inhibitfi on
40t | Wgmoygr grf@MAmeﬁuch) mEe ¢gpky. natli om ph.the 1 forp.o.
twp agentg AZD2171 and 5- s still grleater than
th 1+&%Lo%ﬁoﬁy(§f’ﬁ-heﬁzzly?éﬁﬂ al onzi.when |t hel duse qf 7 foriv.
AZDZlﬁ was redlticed to 1.5pg/ kg (Figure 2). (b) CPT-11
+ 71a The Tontro é’?’o{?g (IGroup 1) received a
da|ly orall (p.o.) adn nppfrgtijon of AZD2171 vehicl e
fof 14 consecutive days (day O - 13). a Hor G oup 4,
5t he AZID2AT m8Ifor AADRI 3t edpof fa dai | y4p.co. gdm hpst r at|i dnfor p.o.
of | AZD2171 alone at 3 /E%/admi nstration (for_ 14 X
copsa&H i QPd"%yn%Z AZDPEV1 wels pté&Pared akforiv.
a suspensijon in1% po y§gr}%§te 80 (i.e. & 1% (v/v)
sojution gf polyoxyethyl'ene (20) sorbitan nono-ol edte
i nj dei oni ged wat er). CPT-11
6 CPT-11 25.0 LV, 21.v. 11iv. 7 for i.v.

Tumor volumes (mm®) were assessed at least twice weekly by bilateral Vernier caliper
measurement and, taking length to be the longest diameter across the tumor and width the
corresponding perpendicular, calculated using the formula (n/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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a For G oup 3, the treatnent consisted of a daily p.o.
adm ni stration of AZD2171 al one at

wa 285993803 adr ni nstration for 14 consecutive dapeT/G82agns5001080
- 13). AZD2171 was prepared _gs a suspension in 1%
pol ysorbate 80 (i.e. a 1%)(@ V) sol ution of

polyoxyetn%gene_(ZOb sor bitan nono-ol eate in deionised
the ggop of aninaly gregiving ERAr Meblug 414192 [f 1vithy e tamor 2aewidin the groups

. ] ion for 14 consecutive
“mﬁgév@%%%gé%g%@sﬁg?é%%%g?%%%§%??%'tmn i.v. injections of
CPTheldagit fo2 sombkgitionjsarlidsofor AADAY AdCRIT-T1, *héeRUNZD2171 was

recei ved dailéég.o.,adninistration of AZD2171 at
doserl a g Rk Hohpwniin Higuses 1andbnsecut i ve days (day 0

- . ' Lth two. i Ve injecti CcPT-1 t

s SRttt Ve Rt usht S5t @R fho-imid chefy

t WTh c¥mbindii6€ bf OP$-1afwiiPAzDR 11 d8Saut Bave/ ity QCILL 58/kg PFoduced a
. day 0 and 7, The adm nistration vol ume o D2171 was
signifrantlyrgrerigr phdotien of wmoar govgh thsaddT-1Trlone of &A1 alone
F.volgned% CPT-1 1 was 10.0 m/kg (200 M for a 20 g
(]gﬂﬁﬁ @?. days where animals received both AZD2171
andnGidtobdud HeMbni agfaé uSint Mookt £ HRAcomBIfMich A ABD2171, 5-FU

oral dosing wth AZD2171. Tunor volunmes (mMmB) were
and §9Jeklsisdhigtanineaisnodehi ce weekly by bil ateral Vernier

cal i per measurenent and, taki | engt.h to

An g offeanEnEmegbe GRS e s kit el A4 71, 5-FU, CPT-

11 2RQi4RSROPRINGn RE e AT GIERN.I, Cal cul ated using the
formula (p/6) x (length x width) x square root of
(length x width). Gowh inhibition fromthe start of
treatment was assessed by conparison of the
differences in tunor vol une between control and
treated groups. Additionally, the effects of
conbi nation treatnment are assessed by conparing tunor
growm h inthe group of animals receiving CPT-11 plus
AZD2171 with the tunor growth in the groups where
animal s received single agent therapy al one. The data
for combination studies for AZD2171 and CPT-11,
wherein AZD2171 was dosed at 3 or 1.5ng/kg is shown in
Figures 3 and 4. Statistical significance was
eval uated using a one-tailed two-sanple t-test. The
conmbi nation of CPT-1l with AZD2171 dosed at 3ng/ kg or
1.5mg/ kg produced a significantly greater inhibition
of tunmour growt h than CPT-11 al one or AZD2171 al one
(Figures 3 and 4). An anal ogous experinent may be used
to | ook at the conbination of AzD2171, 5-FU and CPT-11
in this ani mal nodel.
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An anal ogous experinment may be used to | ook at the
conbi nation of AZD2171, 5-FU, CPT- 11 and ionising
WO a@saizeh in this animal nodel. CLAIMS 1. Use BET/GB2005/001080
AzD2171 or a pharnaceutical_lyy acceptable salt thereof
excludi ng an AZD2171 mal eate salt, and one of: a)
CLg-Ft{; b) CPT-11; and c) 5-FU and CPT-Il in the
facture of a nedicanent for use in the production
of an anti angi ogeni c and/ or vascul ar perneability
reduci ng effect in a warm bl ooded ani mal such as a
1. huigse.of AZDKE 1 of aARRiattutinally apdeptabtcsitttharadd excluding an AZD2171
acceptabl e salt thereof excluding an AZD2171 nual eate
maleaig salt, apiongel of - a) 5-FU; b) CPT-11: and c) 5-FU and
gP -ty i n the manufacture of a medi cament for use in
t’hé production of an anti-cancer effect in a
WargrIbl basdd ani mal such as a human. 3. Use of AZD2171
or a pharnmaceutically acceptable salt thereof
@xékﬁﬁi%@@ﬁ'h&%l?l nmal eate salt, and one of: a)
in th%’rgéil{,uf?c)curg%}:h edic%ﬂ'%n{:?or %s%: Mftﬁggroﬁﬁgﬁclﬂ? A dnfiGn 'o%enic and/or
manut acture of a nedl canmen or-use’in e production
vascdlar pBrnadibilitl weimoingefffeeicih al warth-Wlabdedodriadiesichas aBlmanch
as a human. 4. Use of AZD2171 or a pharmaceutically
acceptabl e salt thereof excluding an AZD2171 nal eate

salt, s =Y in the fact i t.. for
2 el AR S aheha SRR el B BN gt AzD21T1
mal¥é abhaveedomni mal such as a human which is being

treated with ionising radiation. 5. Use of AZD2171 or

@ pHEYraceutically acceptable salt thereof excluding
@Pcﬁaﬁgl mal eate salt, and CPT-11 in the manufacture
ia@grrent for use in the production of
Anaotijwadepgrieffect in a warm bl ooded ani mal such as
a human which-is being treated with
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.

3. 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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lonising radiation. 6. Use of AZD2171 or a
phar maceutically acceptable salt thereof excluding an
WQO\ZID2072B03ml eat e salt, and 5-FU and CPT-11 i n PEIEGB2005/001080
manuf acture of a medi canent for use in the production
of an anti-cancer effect in4d-warm bl ooded ani mal such
~as a human which is being treated with ionising
anti-camtien effent in 7 watgdlensed aning] sueh asra/human which ishesg Reatdd with
. .5 aqggg.mherein the cancer is colorectal cancer. 8.
1ONIYRLI2 S i ng to any one of clainms 1-7 wherein AZD2171
isinaformof the free base. 9. A pharnmaceuti cal
composition conprising AZD2171 or a pharnaceutically
6. actspoblZd2dil or & pbarewtewically diasptable sall Hxtdof eraludmigean AZD2171

salt, an -FU | ocj,ation wth hat maceutical)y
mal oy Bt S PLand T T BT b anaigihing oF a RpheARIFeb ot o 4 the
produiROS 4l Hfi-GABRTIARENY ACRGLEho8Ed ShiRBALRRESH hiftdh Which is being
acceptabl e salt thereof excluding an AZD2171 nual eate
treatsd mtith iamidingPadidtion. n associ ation with a
phar maceutical ly acceptable excipient or carrier. 11.
A pharnaceuti cal conposition conprising AZD2171 or a
p h . t ! -
7 R R LR 2. 25 ind CRhGBIm B Pt £ ol
cancar.cept abl e excipient or carrier. 12. A kit conprising
AZD2171 or a pharnaceutically acceptable salt thereof,
and 5-FU. 13. A kit conprising AZD2171 or a
: ph i C } h ; -
s Dy VAR ER b GRETRYBH: 17 ShbeahRBTL 71 B0 ey Oe fre base.
acceptabl e salt thereof, and 5-FU and CPT-11.15. A
met hod for the treatnent of a cancer in a warm bl ooded
9. anPritharsacettiea] camposition couaPEHNE H¥htA1d bor anhermaseuically acceptable

an

i ' cklve . 1. of a
sate SRR E R AP 2L RS TR S 3o o
pharfvabEkiCAl1y B RplaBleertipienp 6 &rer. af t er or simul taneously
with an effective anount of one of: a) 5-FU;, b)

CPT-11; and c) 5-FU and CPT-11. 16. A nethod for the

10. " AR bRl oBSFTioh Sodaifhy 62uNE o B BudPtscSfchuf Socaptabie
salt feredf ERGEAiIME a MM 70 imafedkPdaltl andPCPR-11 in association with a

pharmaceutically acceptable excipient or carrier.

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.  AXkit 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.
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pharmaceutically acceptable salt thereof excluding an

AZD2171 mal eate salt, before, after or sinultaneously
waowndok/ogasoef f ecti ve anount of one of: a) 5-FU; BJT/GB2005/001080

CPT-11; and c) 5-FU and CPT-lIl; and before, after or

si mul t aneously with an effective armunt of ionising

radi ation th d I | ai
15. 16 w@mfomzrfeﬁ”@e%%?%%?%ph” pWgofs LBk 35 Fuman,
whidh CBRH lgf% g&gl g tS%El'&%ﬁImﬁfan%fﬁ@tW@e\[}%é {8£AZD2ITL, or 2

such as a huma mpri ses
phaﬂ%btﬁ’ticfall? atdegtdbie saitithereofi axaludan &fAEDEI’X/lemahsmﬂ ihlt,dfefore, after or
AZD2171 nual eate salt, before, after or sinultaneously
simylfanpoushy with @ effoeivermmnt o059ty and CPT-11. 19. Use
ﬁa 9?4221 7 1 maleate salt and 5-FU and CPT-1 1 in the
é tture of a nmedicament for use in the production
®f GFT-antdndngi ogenl c and/or vascul ar perneability

reduci ng effect in a warm bl ooded ani mal such as a
HupelflU and CPT-11.

16. 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:

a) 5-FU;

b) CPT-11; and

c) 5-FU and CPT-11;

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

17. A method according to claim 15 or claim 16 wherein AZD2171 is in a form of the free

base.

18. 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 maleate salt,
before, after or simultaneously with an effective amount of

5-FU and CPT-11.

19.  Use of AZD2171 maleate salt and 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.



