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WD 2005/ 092335 PCT/ GB2005/ 001089 COVBI NATI ON THE The

Wﬂoﬁ?@d}%ssi nvention relates to a nethod for th
pr ocfuc I'on of an antiangi ogenic and/or VaSC§)|Cé.r GB2005/001089

perneability reducing effeqt. in a warm bl ooded ani nal
such as a human which is optionally being treated

W th ionising radi(%mhmdﬁm_ I A et hod for the

5 treatnent of a cancer;, —partrct cancer

| Mo biserg idvehfibh delbtdTld methldd Ebr tho PRYdusEsn b antiangiogenic
adm ni stration of AZD2171 in conbination with a

and/ot ¢aserlar ng&bi!inﬁM%@ﬁf@éin tyapadladdss anisetgvghsdsidhuman
. AZD2171 . - 1. L.nat | d
sk RER TR B R i i RO SRl FE B e

treatnfeht 61 L&OBNpartibulari d FRied inveRinBA sdlftiinidyir, VIS ERBYpriges the
a kit conprising AZD2171 and a taxane; to the use of

adminigtppion of AZdD21 71 ax eerebinatiarhwithrahaanes toragpbefmagguical composition

di f in th i f an. .
compiifing AZFPA gL AR » Sidnerio pSulioR erdtBisbianitising AZRR! Fynd o
taxanéfd 864 i ImBtheRLMBAERAESE ARMIMB orSitihlalBsods bYURSApYMG & Rit

is optionally being treated w th ionising radiation.
comprigingAlZD1il age adéwiane;db dyesuseoliAIR 7 rand adhxane in the manufacture of

ot e BB  S  SIEAY SR0 BRI
reducglg REREUS bl Wi m BB oA s it such/as & B3k i @Y is PRGN 9 PehiY treated

gl ogenesi s has been associated wth di sease states
with ibmisingaadigtiati. abet i ¢ reti nopat hy, psoriasis, cancer,

rheumatoid arthritis, .atheroma, .Kaposi's . sarcona an
iR epesitplays 4 Imppyas rolf ig ALl REessPSes efiing
3 - : ; r i 5 1
o SR 550 SO LA B i
functianr Undedinbleairipathotogiel asgiodggnastibhhobienaksasinsi with disease states

incu b T 79DaSBi BTG, Ghers JPBaES) EF Ao, Kaposts

: . 10 e
ol S8 LAT DT B 151090 1008 naBRUBI 8oy Lo o705 oo, 1995
Naturp Mytidihe §: 2081V iAleriioncofhvassulardenhedbili is thooghido plyy a role in both
acidic_and, basjc fibraoblast growh factors (aFGF & .
normy) pgtpathialpgicad phirsiglogirl proressea(Cullingtubve atcﬁlof99?\c/E§33°ﬂn°1°gy
: ot [ han: i4.902_
155 GO a8l yab o0 SRS MURLESE KRG, (4399320 sevr
polyp6stities &gth ih it addottieliaheslFgsb®th prontoting tabtieityhavp deérdf identified
towards endothelial cells. 25 Recent evid

including) aeiicand bsic VcHastgremihi ejors GROE s PRGF s} vaspulgiandothelial

o358 oA N800 62 A8 BERSSIS, Rl gt
activify GFASEGEARGRhtriRe $6 Hat bf the BGFsSig rélBtiNely %cﬂfﬁ&oﬁléﬂi)i e_ﬁm‘tilelial cells.
vascul ar perneability (Connolly et al, 1989, J. Biol.

Recertisgidencxsindicawe that ¥F§a#is an mpeagentissmudston g tihrermsh angd,

equestr.ati on VEGE wi ant i bad e h.
pathoRGHiAn o Brrrgrs (ke Hhad 3| RIEroIEd T fapiogen et
1995,388ast CBHc3Res84dN andeeapidaim, 363(1398151? akd Raseakr pEhkbility (Connolly
are inportant in the transm ssion of biochem cal )
et al, 1989, J. Biol. Chem. 264: 20017-20024). Antagonism of VEGF action by sequestration
of VEGF with antibody can result in inhibition of tumour growth (Kim et al, 1993, Nature 362:
841-844).

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

signals across the plasma membrane of cells. These transmembrane molecules

characteristically consist of an extracellular ligand-binding domain connected through a
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signal s across the plasma nenbrane of cells. These
t ﬁr])ﬁé rane nol ecul es characteristically '
WO&E z ?“l’r%ggel | ul ar 1igand-bi ndi ng domai n conne%gi'(?fi&}ms%msg
t hrough a WO 2005/ 092385 P¢T/ GB2005/ 001089 -2 segnent
in the pI asma rrenbrane to an intracellular tyrosine

segmebl, BHE o SRR arsonkipl o Breq P ol e BERRY chinding ofigand

to the tatePRl RRultt MASitnAGIoNfitHe Wabtbr-adseeated tRosine kinase activity which
phosphoryl ati on of tyrosine residues on both the

leads toaﬂmpplmrylam of thessiniervesidiss|on ot the medepton b oﬂwh adracellular

MRS T TR P———

vanet{r 8§6€Tﬁf>ﬁ§esp3ﬁ’se§| atrg daRl af 182 hinkt<Rs UREACRBK isibfandRilds, defined by
lies, defined EJ am no aci d sequence honol ogy,

ammorm;ubsdqeemeuhdmw&ogyl, bave haqle lmtlﬁh@s@ns obthgse submiliss is presently

compriieg gty e RS oSt es-arapiar 1! dSozetpeed Pras VSRR 1, he

kmasekﬁl @oﬁﬁﬁ%h’caﬂﬁ%&é@@f‘ RADRI(ANGo FeBGRRA B as V@EFI(—Q' ot ¥lk-1), and

rred to as Fi kK-1), and anot her
anothdn frrs-likel«tgo’sme ibiaperaceptas & IWQBCEWDM thep¢ telated RikispFlt-1 and KDR,

o AR v e o Rt SRR oo 91

t .
Term&ilcégpﬂqg9§ %Eiocl%%?‘lﬁ ﬂhlyggggé' ié%lﬁlggg 118%732 3379 EIS 9 %&%?g of VEGF

to thedéa€Beptdre eklbressed nmhapltodngoue xglisdss been assomated MAlﬂagdnaBgeS in the
cells has, heen ass ted wi th changes i,n t he

tyrosing psprylsHeR sfagis 8? War e calegin fpxgs. pr ot ei ns
AR iRl sftﬁrﬁfh?ss or YESldgenésid e ailtg JPehésss. FPiis cytokine induces a

vascul ogenési s an angl ogenesi s. Thi's cyt oki ne induces
vascular spfouting phemutyepby induigpéneotiteliglecdilyprotifuatiang protease expression

endot hel i al cel | prollferatl r ot ase expr.essj on
and iggting PR PURCIBERY CSBBNEARAT SHBAA) BER b HERERPE @sek, 27,

Hause&,? %rf)aléfi’ﬂ' lg arS)énideﬁ (‘W%ﬁ]én 'f JFeder "Pu%ﬁ& Co%rBlly, D.T., Science

anzo, VT T en,
(WaslGagwonlDg), 1367 130&13@21,(: €989 \Mmtnreegt(o rw [D.(;)Fltzgdlﬁld M E., Reiner, A.,
1309- 1312 1989; L
HastyRKi e @0 d £h ar lesiS<T- y%/lnllr)(rro%ggcx gq:a éﬁa@? éé,zlg)(é%%gﬁpey 1\% S., Montesano,

R, N%’Bﬁ{ 283 @gﬁ%, aﬁ%aﬁ%?‘“‘éﬁf Jﬂ99@myﬁg&5}8{m}_'\49’3 138-162, 1996). In

additiMaSEBGFiindubedsigniBozytestilat inneabibty (D38rakGHLF. 1D8iay, M., Claffey,
In addition, VEGF induces si ﬁ&f | cant vascul ar
K.P, b@gwdam veR g T R anfilf‘_é‘engm Aflieagy Imyaupol., 107: 233-

235, %Ba 5 )e_)r(g;lri_} %ﬁq UGt bmjfog Eag%g%gg%hs’llggg P atogg(Lond) 533

263—2@2 O200ﬂeé}ir6inot|ﬂa fornfationy of fa. Eypeppemi¥able dfmnatike Jascular network
yS|oI (Lond.), 533: 263-272, 2001), pronoting

whlch°mphmctgnstm‘of@aﬁchaé@ngi@gmeéls i mmat ure vascul ar

twor. k .S_cha t
TS e S i Yoo AR 154 8 et B BHoGRY ppthe major
phendty 18 Beshnses i VEGENInchii &i&éﬂ%hﬁl éell rolifeutidh) Migration, and survival,
phenot ypi ¢ responses to i ncl udi ng endot hel i al

and thaehtiuctpn@lf vhssngr pglrmeabﬂgy ﬁMieym‘, Mayfolawssy M- Magpple-Bfienhuss A.,

Walt gl%glg Bg Ir}%lof Vaﬁﬁés %P ef\/fmﬁbl | bt,)ﬁu%/bl),/ ﬁ., Rtha, 19—]62%%8 Dehio, C.,
EMBO J., 18: 363-374, 1999; Zeng, H., Sanyal, S. and Mukhopadhyay, D., J. Biol. Chem., 276:
32714-32719, 2001; Gille, H., Kowalski, I, Li, B., LeCouter, J., Moffat, B, Zioncheck, T.F.,
Pelletier, N. and Ferrara, N., J. Biol. Chem., 276: 3222-3230, 2001).




10

15

20

25

Wal t enberger, J., Augustin, H G, Zche, M, Lanz, C.,
Wo%gtst/nerS M, Rziha, HJ., and Dehio, C, 30 ENMBO J.0
05/096%5374, 1999: zZeng, H., Sanyal, S. and PCT/GB2005/001089
Mukhopadhyay, D., J. Bi oI_.3_Chem, 276: 32714-32719,
2001; Glle, H, Kowalski,”J., Li, B., LeCouter, J,
ffat,.B,., Zioncheck, T.FE.. . Pel ier, N and. ..
E@P@&?‘&Wﬂe}“ﬁt?"eﬁsiw ch %ﬁ&hl?mz%el.’ s???%@%%%&i}?ﬂ%ﬁf@
i TARA3Ean TP PR BRI $0A PEBlicatidn B, WPB/47212. AZD2171 is
descn%gglﬁvatives whi ceh a?lge)1 ianhi bitors 3f VEGF receptor
descrittedrin SV O00K4 724 8 endiiscEx gl 24O tetréin AZD2AAhis btafluprat2methyl-1H-

_ Application Pupljcation. No. WO 00/47212... AZD2171 is
mdd‘%’é!ﬁ’(i‘b’}’géﬂetﬂ??‘}v%(%&ﬂff)g@? HUPFPOEDGHRNZOEYD ¢ her ei n.
AZD2171 is 4-(4-fluoro-2-nethyl-1H
i ndol - 5-yl oxy) - 6- met hoxy-7-(3-(pyrrolidin-1-yl)propoxy
)qui nazoline: 10 AZD2171 AZD2171 s 9\ excel | ent
activity in the in vitro (a) enzy :
assays 10 that are described i / 947212 (pages
80-83). The AzZD2171 |1C50 val ues™ or [i nhibition of
i sol ated | CDR ( VEGFR- 2),n
ki nase activities in t'he @
5 2 nvl respectiwvel I i bits
VEGF- st i nul ayedNendst heQ al ~cel IN proliferation
potently (1C5gvalue of 0.4 0.2 nMin the HUVEC
assay), but does not inhibit basal endothelial cell
proliferation appreciably at a> 1250 fold greater
concentration (1C50 15 value is > 500 nW The growth
of a Calu-6 tunour xedd@Z in the in vivo solid

t del described. in 00[47212

| AR 7L R sepa Gt iRl Qb A ATERC assae
that ard @éserited HGLO B8jal7Y1 P (RAked §RBS)TEIHe AZDDI AL 185, Balagifobinhibition of

mg/ kg/ day AZD2171 respectively (P**<0.01

isolatc@ R DRO(VEIGHR-2p med Flaill (YEGFR-43 tyyosineiopase rctiuisiepithe enzyme assay
wero ST ke o e 3 A A AR YD el il cn
proe BT U el BnP Nl RREAUVIRPL ! bbb

basal &ldatiagial bl proRRZikioh Appiceiibly stal>t 1260yfokl grpgtbr @ohcastragion (ICso

sole thera or maybe used with one qr, nore other,
value &b 80QnYRs Thagraythiof 8 SakeAtemow yenggragin dierjgvivo solid tumour

modeld SRRt S 0 T2 el oY el BB ™
followifig 38 AhRbiidiRt-dgidPaUReameht Wik 1i5)3end bony/kg/day AG®2171

applied, as a gole therapy or i nvol ve, in addition

respectiyely @orPAlaR GT0. 000 preiaiier ofesD). dHEDZNT L hgh Bosgr Togvn o elici
oS 55 B AL P A 0
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

p assay were <2 nM and

used with one or more other substances and/or treatments. A list of other substances is given
including taxoids of which Taxol® and Taxotere® are named.

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

one or more other substances and/or treatments. Such conjoint treatment may be achieved by
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_4 way of the sinmultaneous, sequential or separate

adm ni.stration of the individual conponents of the
WOIAPHER: . WD 00/ 47212 then goes onto descr iPhd/GB2005/001089

exanpl es of such conj oi nt ‘il-_r eat nent i ncl uding

surgery, radiotherapy and Various types of

chenpt herapeutic agent. 5 Nowhere in 0047212 .1 S
way ofthe sigpdiapequs, SHBIHLET iShaigHe a%éﬂlf?iﬂ%\n/@ tge Fék"df]?éal Gempenenisios
the tresigest ed. Nowhere in WD 00/47212 does it state that
use of any conpound of the invention therein with
OWIDE00/4 7 Hiat tirem pseswinl tb dpgeaitia eparsplepof sichgobyjolng treftimentincluding

ef fects. Unexpectedly and, surprisingly we have now
surgery,saHatherapy and ¥ameysityRss of cherd Bﬁaﬂﬂl%l%ﬂﬂzozln used in

CORE K 10 WplaraF BARE pel e R A0 7 Rl g pane

suggestéd. h a taxane, produces significantly better effects
than any _one of AZD2171 and a taxane used a

L )
Mo herglm WO RPEI2Y] desdbistals taig s ALAIDHAROERC &I e dektion

| thereixfﬁrﬁﬂ Wfifer tr%iltg{yn{si @B&&%@ gﬁ%ﬁ%m%:[}f l?éﬁ%ﬁcigf‘ef?&si. d tunours

an any one 0 axane used al one. 15

AhéxpeaRaBrandfshgeishgdf wahawt tued foufhd thea dieemticuddr dohgpound
present invention include, but are not limted.to .
AZD23A} psediinsombratien path 4 praticudasslestion fem the sembingtion therapies

) di gr.ess; e ' . :

st S4BT ] g e S ot s than

one of AEDEIM1 dddvelakaused alodélen puticudirg AADI2 171 obddeid combination with a
i nhi bition of tunmour growth, tunour growth dela

taxaner ygdienss signifisantlnbeiten effeeinpn pplzdameurs tham any o AR 1 and a

t timé o regrowt h of tunour on cessation of treatnent,
axanSHe Iat%ehg of disease progression. It is expected that

WAGH-AnéeR hebts OfF a icBiaid eMicathier BE tHerpessnt invernioarihdlode, but are
is administered to a warm bl ooded ani mal such as a,
not lirhiteveto, aritivtueasy ebfects rtharasponse ree, the Hmede disggssinyegigssipn and the

. splid id neth i
survivgPeb ASTE o3 T B o SRR e et MR
but ard B6t 16%#&Mo, Rhiblilin 8ffulndut BRIWth &lifneet grotiile deleg pregession of

rate, the tinme to disease progression and the |
tumouwsshvinkage ofdtmonr\indreasedtine te fogsewth affemeneon cessation of treatment,

o SRS a2’ K8 BB el LS o e e

inventid}Els QdhiniBleRidi 16 4Gy AniBlobRM dnthal Su6h BE 9 Bthgibo A n6EA Eftreatment for
ant 1 angi ogeni ¢ and/or vascul ar perneability reducing

canceefnfvelving msalidtamonhseiddeethehofimtatmenttwillprodich @meffect, as measured
whi ch conprises admj nisteri to said i an

by, foE BT RRS AR BEE Obh et pf i ooty Rkl Blppype rae, the

time tgﬁ?s%ﬁgejm) %‘eﬁi‘&ﬁ aﬁd‘tﬁ@ CQfvivaPEhO" nti RhARE efFécts include prophylactic
simul'tdnedusly wt a

an effective 30 anmount of
treatnieak anwell Ac tteatthengofiexidting diseesent i nvention there is
provi ded a pethod for the Ipr oducti.on, of a0 .

According to the present invention there 1s 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 a taxane.

According to the present invention there is provided a method for the production of an
antiangiogenic and/or vascular permeability reducing effect in a warm-blooded animal such as

a human, which comprises administering to said animal an effective amount of AZD2171, or a
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anti angi ogeni ¢ and/or vascul ar perneability reducing
n a warm bl ooded ani mal such as a hungm
Wogqlf)sg@tz%égnp” ses adm nistering to said ani mal P&WGBZOOS/OOIO”
effective anount of AZD217%, or a WO 2005/ 092385
PCT/ GB2005/ 001039 -5 phar maceuti cally accept abl e salt

pharmgpgsEatly £GPl o BB S dinEan ey rolealf i Betgpe gtr o
simulfaASARE wiflt &P MYe Eﬂoﬁntfd{fattﬁﬁneas pect of the present

invention there is provided a nethod for the
t Aeeondingtto effursher aspsst of the @resamtmamrmonl @tbrammvldgha; method for

T, T T G TR E—

adminPSi RO 84l adhd 1 Yin REGERL zﬁﬁ&ﬁn sazpNel eph phzﬁ'ﬁfa@élﬁlcally

after or sinultaneously wth an effective anpunt
acceptahleasalt mermfcbnfmengftdr or alrmdtanhmmbawpban efféctivia @mpma‘sdﬁ taxane.
i nvent,ion there is edamat dforthetretms
o RGO isite i Hores agpabh DL Seksa iy Hgon S tsHEo ARG Hiettod for
the tréélﬁa&ﬁ of QTR deP B w IHO%E@ bhifeh E@hSRIathu@inWhicRRomprises
effective amount of Al D2171, or a phar maceutical [y 10
adminsterdny talshid aaahil anleffeetife anaolnt off AFDX] 7AZD2aphdrmadcetcally
bef ore, after or neousl wth an .
accep@h ketal Hraecd o thtingrn A kb ARG SR S EPTE PR PLfpppneously
wﬂhaﬂse?%ﬁgv Lnélﬂl?opﬁ?ﬁtgﬂé invention there is provided a
or the treatnment of a cancer involving a

s Alccokdingto urfuitieraspaet of th poctent ianémiph tisare ks pievmlechal meethod for
whi ch conprises admnistering to said

the tregfment ol ¢ SangeH UPIVARES Asqbyt trmogF my2 wmﬁ% ik siiqhyas a human,
b@'?llcﬁmﬁT &#Qﬁ Eﬁﬁf aqfaﬁ %?fect?‘feta?ﬁoﬂ[ o AZD2171 ora

aneous ective anount a taxane.

pharmAcegtcd]ly @cobptablefs alt tﬂwéofabdfemt aftdr o bﬁntﬂfaﬁﬁ@my witly emeffective
there is provided a method for “the treatnent of a
amouglpf@daxXangyvol ving a solid tumour in a warm bl ooded

a | '
e i SR SRLE 0P 3 AT IRE S5l
the trdh&ﬁér[’f&if@léhm&ﬂidvyﬂmg?@ pélabfuenonald a vagh-®ddoded ehiuthl Bgrhads a human,
AZD2171 nal eate salt, bef or e, after or sinultaneously

whichgomprises @m@@tqrme te ¢ moiral an effsctiveamont of aFRg1{b g a

pharrr{#%%}?% cp Pré%]ﬁ salt #l{]oer?e&x e%éﬁg}rng Gaﬂvwﬁf)ﬂ 1&191%5@ slil? before, after or

sunulﬁlﬁ&mr},gwmmmbﬁe@ﬁe/aﬁfouma@pwtaaﬁneper meabi | i ty r edUCI ng
effect in a warm bl ooded ani mal such as a hunma

wHicebrdingntorai fogkeraapsch p§ themirergnt igvention therp mroaﬁed amethod for

t of, AZD2171 l.
the ottt in < BREp afp o FacHfd polp AP gIeRERY thER th ¥ warm-
blooded AMbiaRRRAUS |a)hu}‘ﬂahhwﬁiéh%t)ﬁ®§i%és\/aﬁlnﬂﬂﬁtbﬁhg@5 saad hgial en effective
wherei n AZD2171 and a t axane may each optionally be

amouniifi AZB2 Eflewt atphganmmvalb'racaemﬁdﬁ aaltdareot defoye, after or
s1mu1ta(r:1goe1P iya\?r}tﬁ ﬁJe(g{v% r;ttmo%t ofc a {axane wherein AZD2171 and a taxane may

—

Whlchsciorlrlﬁr

each optionally be administered together with a pharmaceutically acceptable excipient or
carrier.

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

maleate salt, before, after or simultaneously with an effective amount of a taxane; wherein
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According to a further aspect of the present invention

t he .S provided a nethod for 30 the produgtjon of
Wogtﬂoioﬁﬁsgngi ogeni ¢ and/ or vascul ar perneabi | i FéT/(yBZOOS/OOlO”

reducing effect in a warmgbl ooded ani mal such as a
human, which conprises admnistering to said animal an

AzDa L B4 iR an SRY e B TES wothis R OB Bhipageutically
acceptBStk bxcipRhPéoarddrt €r or sinul taneously with an
ef f

ective anount of a taxane; wherein WO 2005/ 092385
PATYopii2e 0% A (0168 9speceo AepIEyeant dpvention thermie prayjdaedercpethod for

optionally be adninistered together With a .. .
the iR e titoeer eomt oo b Aol oupiph gpmrises
adminfeRizdb B4l tafinfal faH e tB&veasRRGt oPAZDNE7 PHES Siirmh SeiBAllON

there is provided a nethod for the treatnent of a

acceptalalncelt thereod, hedone dfien ousicnudtanenaislysuithamsffestive Ameuntgfiadaxane;

where PR P B b A B e rap R e ATl loBb Tl €
pharmé?éuﬁcﬁlﬂ%c%@é%%lﬁt%&%?ﬁnt & da@fieror simul taneously with an

fecti've a a taxane; wherein AZD2171 and a
t Axeordingry adarter agpecoofthe prasentaaventios thereis progdedemethod for

TR P T e e
admini:s@é{-ﬁl, tb thidt 8 ARG SE5hR oMREING 7{ Ut 2 phirhdiRutically

[reat'ment of a cancer in a warm bl ooded ani mal such as
acceptablewsni thersdfiex bludimgani A2 1 74 dnileats salt,ivefpre,afionomsimmltardously

i L S TR P\ TE o DR E S
adminf’s?%r%d %&@{h%{' Githd fHafmMenfié aE@é\mﬁﬂé EXcipidhtld? caftier.
eftec t* of ane; 1

-

Ve anoun a tax erei n ‘AZD2171 and a
t Axendingey adacherappécootihk prdsent iavertioh shere eschroviged marethod for
with a pharmaceutically, acceptabl e ex

: | pi.ent .or
the treghment &f 2 CHLFCAHBOF RSS! BmoyF %%W%‘E}L@E‘e@ﬁm{% such as a human,
: p r
v AP0 S B S e e
pharmééiitichilp acteptable sai theseuthbeforeaafueronnsimul tanbaislycwith an sHective

adm nistering to said animal an effective a nt of, .
amounzIi217FIans; whereBhAZRa L ElLtndohiargne B grc &pgogaggrﬂ)e administered

t her.eof . bef or t sl QH&ely W th an
togeth(gf ?Nét %R%m%%%ﬁﬁ%lg{)afcgéﬁ?[g?(g%@eﬁ efcel n AZD2171 and a
t @é@&ﬂiﬂ%&& FRaheaRbécdbatleprientidnemiostthere ds FOvidodemithod for
wi th a pharmaceutically acceptable excipient or
the treatmenitexf 2 cABes irNOhgNE & salid [mayein agisartblended paimyl guchgs a human,
.Jnvention,there.is pravi
which Risen i o B A R R LB ey ok AD2171, ora
pharm¥RENdalIP Q6RGtaBIY 5B thérbsiexeRding unAAD2 1 Thinalzalecaly ties@s, after or
adm nistering to said animal an effective anpu

t of

simulAABR K with an sffegiveramaetiof & taxpye; sdwegin AgiR214 blagd a taxane may
t h f | udi D2171 mal eate,.sal t .

each QBRI BEnEIHRS ERelGEr g R B e BRLTE Sipigyt o

carricR taxane; wherein AZD2171 and a taxane may

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

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

composition which comprises AZD2171, or a pharmaceutically acceptable salt thereof
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each optionally be adm ni stered together with a
utically acceptabl e excipient or carrjer.
W%%@%ﬁg to a further aspect of the inventi gﬁlrﬁ%zp%smomw
is provided a pharnmaceut i_c.la_l conposi tion which
conpri ses AZD2171 or a pharmaceutically acceptable

exctud e bR B i SHRSE e bR SRS Tt Dufhaty
acceptﬁﬁgg{%é}[g%oggagie&urther aspect of the invention there
s provided a p

armaceutical conposition which o
CACHRElIBE® ATEREY dspecirofdhepprasentimeentiaethere iaprwjtedial cgmbination

salt thereof WD 2005/092385. PCTI GBZOE%/ ORJf€89 a ¢ f
produck gemprisiag ALR2A7 bet 7 Pharagsiitisa L pecepihte saltiigregigntl  taxane, for
use in AERAE Bt Br Qhﬁlli‘@:iﬂp&ﬁfﬂal &yl by théﬁﬁf.pt abl e

excirprent or carrirer. According to'a further aspect of

t Recopdieg &4 fiirthee adpeciro fithepresdns inventiordthereds prvidedat dogrbination

product. conprising AZD2171 or a pharopceuytj cal .
produci sempriging é%,%lﬂ 1 0p @ pharmaggically a%gn@?laef b ‘L@e%ﬁfé"%“ﬂmﬁ a
f_freat 0 ' R imal
AZD2FFL B TS DT s a1 b o i
body byltH&#sy.on there is provided a conbination product

conprising AZD2171 or a pharnmaceutj.cally acce bl e
sApeording fed furthes PIReriRf tb%preﬁ@bzwﬁl%@@gﬁ 18 pg%‘ﬁcﬁe% il a

t axa r use i q - than or
comprg 2L Pt ot E6hdrlafeliEA ot G TRt g AR
agp&rdingto & REtHRE a§Rot of thy prebénd invehtioethiese fampomiidieh kit
kit conprisi nghAZD217_1 or a pharmaceutically..
comp BBI'4l exa pharmepasivallargeniahls salhtereohcxdhdipg gn g 171
1 fur@’her %%Pe%t of the present invention there is
maleaigsall; 49d § It conprising AZD2171 or a
PRBEIRIGE Y h EdtHleY agifeest thbbrsanliivention dafe myrowidédakian
AZD2171 mal eate salt, and a taxane. 15 According to a
comprisimg:her aspect of the present invention there is

o) AZBREN iRty SRR Rt fle L AR L 50 i dosape form:
b)a tastiid in @QS&GR i@ d9sagdfor@; dxane in a second unit dosage

form and c) contalner means for containing said first
c) contaimer swraoh fbr ¢ostaiping sniddirst 2ol weend dp5ege fIME- f ur t her

aspect. of the present jnventi re.d i :
e R B R
Complg%qut abl e salt thereof excluding an AZD2171 nual eate

, in afirst unit dosage form )
a) AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171 maleate

salt, in a first unit dosage form;
b) a taxane in a second unit dosage form; and
¢) container means for containing said first and second dosage forms.

According to a further aspect of the present invention there is provided a kit
comprising:
a) AZD2171 or a pharmaceutically acceptable salt thereof, together with a pharmaceutically
acceptable excipient or carrier, in a first unit dosage form;
b) a taxane together with a pharmaceutically acceptable excipient or catrier, in a second unit
dosage form; and

¢) container means for containing said first and second dosage forms.
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b) a taxane in a second unit dosage form and 25 c)

C iner means for containing said first and second
Woozgggé@égkspr ms. According to a further aspect &CT{(HE005/001089
present invention there i s provided a kit conprising:

a) AzZD2171 or a pharmaceutically acceptable salt

thereqf, together with_a pharpaceuti call accent abl e

AcPphEho iireg: fopet of it HORR et tirs s B GG
compri@n a taxane together with a pharmaceutically

accCept abl e excipient or carrier, in a second unit
a) Azmgg?e afpharmacauibatly aceeptabiavalt theankextndingom AZR2HY maleate

sali irst_and secopnd dosa foros, WO 2005/ 092385
salt, tos@wr@@@eshm%waﬁ%a%@%ﬁ@i PGPSt 9T P B2 gg%lf dgsage
form: L N€ present invention there is provided a Kit

> conprising: a) AZD2171 or a pharnaceutically

b) a tacameapietiir evitiad pharineceatitalbxacceptablg exeipiaZBR LATiansin@seeond unit
q salt, together with a pharmaceutically acceptable
osagedfPENpaht or carrier, in a first unit dosage 5 forns
0 conlip Bt TRl NALD ebrBE R AL D |

dasapdi : f'n_ £ o afurthis 8 flaspectarfithepressnt irvansorf thereds previidedithe use of

sai irst and second dosage forns. Accordj to a
AZD2{ i exrophampestionly Redthle SRIICTSR i # ¥R o pmifacture of a
mesic 920 B R SR MEbI R b PR psaanicy
reduciﬂgeﬂéowﬁwmnﬁ?bl@dedaﬂinmmwajmmmﬁ in the production

of an_anti angi ogeni c and/ or vascul gr perneabi l.it

é&dytge use of

r Agenzding tep fisther pypegt QULRAPISFEY YBETHPR HEFS 18 PEN?

n. Accordi.n r
o PRI 5Pl R 1Ry s AT s
and a AR B nh@FhdtireasTaantdibdreers @rtust hethephodactibmdf g an
AZD2171 nmal eate salt, 15 and . a taxe. in the

antiangiegertie ged/prvaseular prsmeekibbireducing eidest itha PREnBlandad apigpl such as
ahum0f an antiangi ogeni ¢ and/or vascul ar- perneability
Pduci ng effect in a warm bl ooded ani mal such as a

hRERdinpas 8 eting atieceof the pheentasywstion deré hereridsbtht use of
invention there is provided the use of AZD2171 or .a
AZD2pRberapbuniacaiticpllnawsepieblsi salt shereofiand pdwrang iythg manpfgetire of a

.int manuf.act ure of 20,. ' ] '
ol R U S8 n B PR Al
as a h@Rhgal such as a human.

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

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

and a taxane in the manufacture of a medicament for use in the production of an anti-cancer
effect in a warm-blooded animal such as a human.

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

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt,
and a taxane in the manufacture of a medicament for use in the production of an anti-tumour

effect in a warm-blooded animal such as a human.
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According to a further aspect of the present invention
t e 1s provided the use of AZD2171 or a
WO&H@%%%UH cally acceptabl e salt thereof exc|PGa{<%sz°%ﬁ‘P°1°89
AZD2171 mal eate salt, andga taxane in the manufacture
of a nedicanment for use in"the production of an

anti-cancer effect (n_a warm bl ooded ani mal. such as. .

= AR e drneh agPehobfe BreRiPtriedBn fhesf 1 avigRLE dpibination
treatrieRY €otipring A8 h8miirfistRitioH iof 86l eifRive athovht oAKPBRTH &a @

phar maceutical |y acceptable salt thereof and a taxane
pharmiageutivellyraeeaptablewsal theied, optietléaiogether with agpbainmoeitically

acap B RIE PR AP o, A S B B0 R o o

an effésiRRGnovht $MEtaRiRS SMEretY 8RAMay BRichall§ bR 2@kl BSether
use of AZD2171 of a pharmaceutically acceptable salt

with a phareadfeutisallyadcenjatde exkdpigdt ot camiesat e salt, and a

t axane Jjn the nanufacture of di canent f.or uyse in
to a wait-biadadl v, Sugh s R IE g oF Sugh fisgqpepic eatment.

Wc%x@ir%qg SGuARr Bhect HEthe ??es@nthﬂ‘&@ﬁon\f@rg AdéBBRombination
PCT/ CB2005/ 001089 ©~ 9 According to a further aspect
treatmehit ¢dveprpiesthn adinmigrdtionnf ti effective aprommt deAZB2171 or a

phan‘q%gglg{qg t;ug:gpqab esg nen%ofgg%égifgmze 1%“512&3%2[13 toipt?cr;nally
: ' . f i
togettRp MAATRIhERU LRI R B B or SERE PRl (Rl

sequential ©asdpaeate admihidtiadios bfrad ¢ffsvtioe smoartiopfarthiale; wherein a taxane may
. Separate,adm nistratiqn of 5 ctive anount, of a
optiona iy

. f éfhm,m%tpr@ ﬁogﬂ@e&;@gﬂp& Wg‘%‘lﬁg‘h& qcyemgbaie excipient or carrier;
to a wafipl E? bifith A1 QG A6 hunnli} n@e@&%@ﬁ‘ﬂ%ﬂ\l\%eﬁﬂ% FrXatglelat.
acceptabl e excipient or carrier; to a warntbloode

Such therapailiticStueima®t iacladetan antianpgegenizf arsliwrtvabdidargpanéability effect, an
. treatpent. According tq a further aspect of the
anti-cfcgt ghigct ppd, amantsHmME e8ests provi ded a conbi nat i on

R U Sl B O30 2l moy e petived
by wagof ¢pisihikareals, stqienhtisifor syiratd @ irdstralidRdT Tk indiviiate

salt, optionally together with a pharpaceuti.call )
compepeatsAfapiddrealiaei dngonghingipntreatment gy defiredhesein D @gplied as a
ol QEHENHE DS RO A5} L) 0 G DFLAREHNARe e

in addoratdri doinifdiRE tiagRédiof theiihvenBiophar maceut i cal |y
accept abl e excipient or carrier; to a warm bl ooded
Surgenhingy Forapidse the stap efipahial or ceswipte funeqie esepieprn peor fogduring or

tnent.. 15 h ther. L cat ' I ;
e o S8 o B PSR B SERLAEDS ORI 8p
aUther¢B8H6theRbERId agdfd foropidhhtisdFE a dthBi@btiontreatment of the
conbi nation treatnent of the present invention as

presentdnyansian rsiulerthoseydeuined i B/@ 0/4G3 ¥ yvhish if insorporated herein by

refereﬁ#ﬁt{qﬁ{éﬁ%ﬁa@psa% lilnear}]/tcloecler f?vre mai acg,f%tggric%dor}]tﬂérg,lge{u% Iagenn’c:Of

(i) other antiangiogenic agents including vascular targeting agents;

=
A,

(ii) cytostatic agenté;
(iii) biological response modifiers (for examplé interferon);
(iv) antibodies (for example edrecolomab); and
(v) antiproliferative/antineoplastic drugs and combinations thereof, as used in medical
oncology; and other categories of agent are:

(vi) antisense therapies;
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conmponents of said treatnment, A conbination treatnent
efined herein my be applied as a 20 sole thera
Wog%o%ﬁs’qsnvol ve surgery or radiotherapy or an PCT/GE2003/001089
addi ti onal chenot herapeutic agent in addition to a
conbi nation treatment of the T nvention. Surgery nmay
ise the step of partial or conplete tunour

.fgg@rc%ﬁnsrﬁ?ef@xaaprqasgesaaﬁ ng or after the _
g@@hﬁhﬁgﬁﬁﬁ%g higegonbi nation treatnment with

) 171 descr herein. Oher chenotherapeutic
Particaépesxamples obgiteiitadrapentic ugdnts Br 0qWitRatcb@Bidafi8R iBRMHent of the

of. the 25 present invention include those described in
preseqfintiigh Siralitiexh RO s Horrahies: Rieplaiin, dualiplati, gemitabine,
irinotéhGCLTCH % al(??ﬁ-t u%%ﬂ?&?ﬁgﬁg%(eu@yduggo {a%%c(‘i%%}/r?e))n;aslugh combinations

categorie 1 erapeul _ .
are expacted togheompeticudarhgesefid fonbb udathgny Sadt@of gy lgﬁg,lllféﬂd and neck,

agents; .(ij) cytostatic agents; (iii) biologica
colon, ‘%&‘g‘% ?Eaugraﬁxrmdg Pesophagusestamptbe ceivixe o ey oskin, braet, pladjier and
pancr@d&?i bodi es (for exanple edrecol onab); and (v)

antiproliferative/antineoplastic drugs and

c dirbadratriigration bes edile combitateh bNAZBAI TRla taRe @h@ Bhising

and ot her categories of agent are: (vi) antisense

radiationdpayreduce\ieolsonich 9o aus: cHedssroga0an thoss adhieved with

e ches: I XJ) i nmunot her a . )
any o | e R R AR g Bl L gl iglen B s aghieved with
the coanprtion b AZIDVA 7Wahd a dax@aEHredérithih thoQAddMRREd RhthithEcombination

resent invention are raltitrexed, etoposide,
OfAZ&ZEZIr #djenisingpdigtion,ancatesthan thpse dchieved mithtthdéamhination of a

| L ecan_ . -] 1) and 5-fluorouracil (5-FU,
tﬂmé(%dﬁg?%g@gga%%&i tabine)) ; such conbinations are

eXpedtieg t6 thelieseat inlventich th¥re USHbWldell Q.rmétﬁ?d for- e eﬂfﬁ@ﬁcﬁom of an
. _of cancer of the lung, head and neck, colon, rectum
antianglogemyc aJ@CH?]i- Wisenlavesrmehbilinsredudinmelfdvt icewaim-blavdad ynimal such as

B L T S

pharmbeoudiosllyededeptalile SAIPtheddd £NRE B ARP o BAURLRDUSE vt SCLfsctive
such as anti-tunmour effects, greater than those

amouny Of p éaxene gid beforgngfteyfor ADItEREqusly with aneffectiVeianmingi ojonising
radiatip di ati on used al one, greater than those achieved wth
‘e conbi nati on of AZD2171 and a taxane, greater than

t hesediag b @ @ebstht BvEMRnIRERINGb1 -
. ioni $ilng r adi?,getsi on, Vgr egt e&‘;‘f@{lﬂ%&b@ﬁ%g?e&[ﬁ%é& p\%&gﬁtmn etan
antiangipgenéG sl oraasatargiermeatii htyanducimgeffeoninsd warmii-ditioded @fimal such as

o humdy o RGP bR uREinE S S aTRRL B P EBFNG pmout of AZD2171, or o
pharmic}%?ﬁ@d‘ﬂ@! RSP %%Qfeoi’%&gﬁi%?xpgz@?% b iehed s%ﬂyl%fgl%, after or

. ect "in a warm bl oode such as
simultaneously with an effective amount of a taxane and before, after or simultaneously with

an effective amount of ionising radiation,

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

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

the treatment of a cancer in a warm-blooded animal such as a human, which comprises
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a human, which conprises adm nistering to said aninal
tive anount of AZD2171 or a pharnac | cal
Wo}@%i‘k%%%le salt thereof, before, after or ?’%Ir}c%%({syoomw
sinultaneously with an effegtive anount of a taxane
and before, after or sinultaneously with an effective
. t -i,({)l"' i radiati rding to the
gon pres ¥ %ftuﬁ\fe“ légﬁ%{fﬁé&? a?%ougé 8\/3%9??2?% aseutgally

acceptabledult thopddf @kclading an AZDII70 Gedlédte SdE beford, ageHbdimultaneously
permeability reducing effect in a warm bl 'ooded ani nal

with ag gEgotiye amput pbm taxend and befrprafise or siniltanenuelyiwigh ameffective
[ ﬁ:’qi | 4 effective amount of AzZD2171, or a
amoung%g?onaceg%déagﬁ%fly acceptabl e salt thereof excluding an

AEPZokdihge b Fdtieer S8iiekt oflthé ?fe@en FFelifioR thefdis provided a method for
si mul taneously with an ef

t effective anobunt of "a taxane
the tregiaepnb ef @ paiceninyelvingra solidhiimawsiogsyyrmwblobdedumieshf sich ay @ human,
. camount of. i.onjsing radiation. Accordin o) her
which S0 be-RoryifleB R € el effEiE AeRat g Soply 5=
pharmB®ulieslly ficepthble silf BRFTEWefRE, ek BPGRIhAeRsly with an effective
war m bl ooded ani mal such as a human, which Conpri ses

amoury @fri2 ixgne pihbefors, efddrdr asmutaneaslewitk et ieffectamountuntéf ionising
di t.AZD2171 or a pharmaceutically 30 acceptable salt
TadlallPPer eof , before, after or sinultaneousl y with an
eAt&slingQo A MRy _aﬁjecﬂofttﬁé(?i%@ent nR6A Hefe isPrdREed method for
si mul taneously with an effective anount of "I oni sing
the treptatiing of @ panceriovolvitigrgsolid tambwrinhevarashleotedinitnhkbsuch as a human,

.. present inventi.on there.is proyvided a neth t he
which BpE s AR TR AL B RHIR! B 6 SOl A2 Ll s
s R AR TP SRR AT o, ey e

simultafcoaslyiwith aneffactive imARDT 2 1axane and péfarayafiendrisiablkaneously with

accept abl e sal.t, t hereof excluding an AZD2171 mal eate
aneffeé’gﬂ"? ,Qmﬂ‘é?t&fé?m%wg 1800g; | t aneously with an

: fter
SALEFAKS SRR B PRSI e AT o o

the pradadiian ofHan antiadgiogerds agl/drovaacilurjdmmeatsiipaeduodig éffiet in a warm-
present i nvengi on there is provided a nethod for the
blooded,aaipplesiveh 8¢ a Bumamdch erBprseh giRINHeTRe fosaistanimal ag offective

amoqll\g’gf NN AQ94GH 33%06@%%1%}’ Qngﬁeﬁtaaﬁiégp gh?rm B&o&o E‘l?éri or S

mnistering to sal Ctrvé anoun

simultafeddf)¥ Wwith of effectiphanhomtfbitoaht yndbefors, ahbeorsahiiltancously with
thereof, before, after or_ sinul taneoug‘lp% with an )
an effeghiyeapyit of opising radiation; whersn AAB2bE} enda tagprenaypeach optionally

' - AM [ unt.. ionising 10
be adnihifttko AOREME) Wity bllartfhe B EAY ooyl of iR
PAesRdihg itdy EiitHe BspebiedfRhé refdd ihviatlon tHEd RYEoViddd a fbiod for
treatnment of a cancer involving a solid tunour in a

the progiiehemelactiengipawtic sukier wscwatnemeabilirreduringeffict Beswarm-
bloodea%gi\-%lsfhg% 'Flsn hﬁrgaﬁ:’, %ﬁcf@dmn&liseg le%}cngs%glpnllgv fo AL al'lllri]rglalogn effective

amount of AZD2171, or a pharmaceutically acceptable salt thereof excluding an AZD2171

maleate salt, before, after or simultaneously with an effective amount of a taxane and before,
after or simultaneously with an effective amount of ionising radiation, wherein AZD2171 and
a taxane may each optionally be administered together with a pharmaceutically acceptable
excipient or carrier.

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

the treatment of a cancer in a warm-blooded animal such as a human, which comprises
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pharmaceutically acceptable salt thereof excluding an

AZDgl?l mal eate salt, before, after or 15
WO P Reousl y with an effective amount of aPCEsCH7A05/001089

and before, after or si nul_tlgrleously with an effective
amount of ionising radiation. According to a further

P t,of.th t . ti ere.is provided a
s R Bl G RRA LA S
accepbaBRCialtaRer B HEBRI hitdor sBANEBSusB} v\f{ﬁﬁtcm lefe@iv¥HnBunt of a taxane

bl ooded ani mal such as a human, I ch conprises
and befere, aftertasimgitaneossly withnn mifkctie aziduatof ioaisidOradiation) twherein

AZD2171 or a pharmaceytjcally.acceptable salt i
AZDE1 505 Wl e RO bitongly b Aministes Kiapth Faihrpharmaceutically
accep@bleaitipyét 8fBihL,, of a taxane and before, after or

si mul t aneously with an effective amount of ionising
r Agrerdingtp avfhethariaspokZ DPthE brasant iavdnaioa tigeretypréwidbd a method for

optignall be adm nistered together with a )
the tregfinentof a Gineenin 4 WarEelodey auigel st Topnzearhicheomprises
dminf\& 1ot RGidtaRirBall ', - r [0V, Lon
B e A LSy SR oI b iR
acceptableznlt itlzngsif egelniingandiab2 VAsnaikate sgleberab) dfiek ¥r simultaneously
clng effegé in a warm_ bl ooded ani mal such as a

with o GHECIV e auis B s SncHoRToR ST gl Gneeiil vt M Eeive
f n . ' euti |

amoufl o RN odRIRHI e KPBRL 1 ol o AL IB SO el e

admingstdred tdgethor with affhermaveutidaiylateopedlisdncipieittor @Brrier.

effectjve anpunt of a taxane and before, after or
sfAREATiLg o A durjheiasnechaf the presentrveation therofs irovided agpethod for
the treh @R bl o i/ e i e, My _eac
o kB PP B M By o B0 BB A s
whichpharpniseseadhiiniatekiyig & s baiglad an effedtive aftoudt oLAYDDET1 or a
Accoréjll ng to a further aspect of the present invention

pharmpggutigallycacsenighlg st theprotrhsdore cafter pheinmulieneavshytwith ameffective

TR e .
radiatienlnwhdrsiheXZDYl 11Cangai tedx &13iImi@y) eadh offibrRilyibédAnmNeted W gether with

AZD2171 or a pharmaceutically acceptable salt
a pharpgeguigally aeppiplele exgipisnt or cagtiernu| t aneously with an

i f d f . af
LSS, AR ol B8PS BB RS e o

the treatattngbdf Dancuhiawelivihg £« ithoadid A AAXBRBIEPMiIRALHCh as a human,
ptignal |y be adm nistered together with a

which g'alapﬁﬁg?eﬂdmi@iaﬂeﬁyg tssaad eaiprahm effestive pmennt ot AZB2 1ot a
o QESREE 0 S Wk RRRS s 9 A DL 527Dl B o
simult@RBES With & MU OhABGRGrank IRk aﬁ&lséfo&? aﬁemfégﬂultaxa{@&ﬂl‘y with

conprises admnistering to said animal an effective

an effegifpripmowtt ofmising radgation, wheeineABDR1 thind/a taammenbydich optionally
salt thereof excludi ng an. AZD2171 |l eate salt, .

be adnfielered ViR Vit = Shiirheaiss L Rreasbla orniem or Fisger ve
aREodinSto & filrtheR A el ¢t tREpREGH iffehn Mersls PAUVIARGRY Ridof

with an effective
AZD2171 or a pharmaceutically acceptable salt thereof and a taxane 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 i
ionising radiation,

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

AZD?2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt,
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anmount of ionising radiation, wherein AZD2171 and a
thl\%ax%&e mey each optionally be admnistered together
N3 ar maceuti cal |y acceptabl e exci pi ent F§r1/GB2005/001089
carrier. According to a faysthher aspect of the
present invention there is provided a nmethod for the

ot O RS A oA
antian@gRhic $88/0a ¢i8cilab bétlcABilitPredaifly BfFbdT®) a %nﬁtglg&&eid‘éﬁimal such as

amount of AZD2171 or a pharmaceutically acceptable
a humgg vhighhis beivg treptefl ovith ioafsingradiptien.nul t aneously with an

1 e bR e g o
AZD2adioahipBRmaBRICEIY a&%?gﬂbl@saﬁ Risbréofiaay %ﬁ?}%}aﬂ@gn 8% Manufacture of 2

.optionally be adm nistered together wi
medicpignihiec vee indhd prodegioepifablasti-exciep effadt ime veamrblesded 2@imal such

Accor di a a further .aspect qf the present invention
as a hippay cg‘quf’%}%%%{eé\w t! gm\gﬂiﬁ‘ 12life treatnent of a
C ARESHingnY QNG adpeePbf tﬂeahl 0 lindehtifn W& GRS télrgiurs]% of

ani mal such as a hunan, conprises admnis
AZD2131 gup ghamiaseutically afckptablewselt theenftexclddZRAINAD2 DH raaleate salt,

s SO STl B o et B e
cffect M & Waftfl.RSJIRE bhikifal SHERLRL, 1R AR NLA-BAION A i6Hilifg
ective anount o

_ or sinultaneously with 25 an e
radiatipnni si ng radi ati on, wherein AZD2171 and a taxane may

eﬁgh tional l be admm ni stered together with a
D ?‘Hﬁ_@&&? F%&F%& SRRt p PEsednnERe there sareYided the use of
AZD2AG L Bf Qbﬂﬁnfa@elﬁ‘i&él‘y %J%@ﬁtaﬁl% %gl‘tf Ehe%&?@ 2 Q%x%ﬁg H the WFRERRe of a

there I's provi e use
medicphentrfacesstin dal grydwtion pf ab keti-tahdurtdisteiafa wieh-Blobadbstmal such
in the manufacture of a .nmedicanent for use in the .
. ah‘H?%IWgW dhbsdns teptedhwithAopisgs mdiationd/ or vascul ar
bl ' - 0N | oode
R L N
AZD21%hosa pliprmackuicalinaccépable @hln thetdd faxdluding ah AFDEICH ileate salt,

the present invention there is provided the use of
and a taygyein the;manpiariate pf @anedieamany forgise gt tisipsodustion phar adi-tumour

ot SRR G55 e B R G e

radiatian.redi canment for use in the production of an
anti angi ogeni ¢ and/or vascul ar perneability reducing

e FeBEIng 0 a Mugtherpapesiorfabe pisseniinvention there is provided adhepeutic

oS SRRty 0 e Pl ESRRA IO A7 o
pharmdeaitalBchcbéiratils SalOthefeo A OB drlallyab g&h&h_ﬁ‘iﬂf‘?%ﬁﬁﬂa@éﬂtidﬂy

acceptable salt thereof and a taxane in
acceptahlp gReipient @ cofries, andghie administration ofisweeffertivh emountiofct taxane,
. n.anti-~cancer effect in a warmblooded ani such
optionZly AN GAPIRmE TRy PR B P RwERh g e

adminis@ ki@ 6 effective amount of jonising radiation, to a warm-blooded animal such as

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

together with a pharmaceutically acceptable excipient or carrier, and the administration of an
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According to a further aspect of the present invention
there is provided the use of AZD2171 or a
WOMAYHE&Buti cal Iy acceptable salt thereof excP&diGRIO%YPO1089
AZD2171 mal eate salt, 10 ?‘r‘wd a taxane in the
manuf acture of a medicanent for use in the production
.0of an anti-cancer effect in a rm bl ooded ani mal such
effectig aout of ipme optiomglly togeipLuitba PpTACPEAaLY Ageeptable cxcipient
or carfi@h@ M OHmiRGHAICH Dl FrRtifd hhb&t ?gﬂﬁﬁﬁ &fdia'ﬁ%ﬁ, to a warm-
present invention there- 1s provide thes ise o
bloodedzppnalisuch aga pixmamacesstiof abdhythempapicatdatnan hetdte e X ZD2171,
" aag]g.a.t.axan(f in the mapufacture of a 15 nmedi canent
axanecaif 1pIRng radiphionmay et shred fimulaneousiyotaquentiablyor peparately
and in@ny@fde bl ooded ani nal such as a human which is being
treated with ionising radiation. According to a
f &rvrdrerblaspelcanimb] suble apa beean whivhdnbéiag tlelted evithSonising
. .provided the use of = AZD2171 or a pharmaceutically
radiatiC e Para blqodefl apist e AR A BATeRicd e Hmnising
1ati [ ' nt
R O S A R L e R T
combiiaticn twatmerilcomgeiding M7 174 wal aasxane hBoBEkamMpleshid onising
. .being. treated with ionising ,radiation. According to a
radiatipn, mag b ehesnde saigivarmeblppdedamimslisyeines phumpewihinghe period of a
' i ¢ caomhi ' t t .
B R e S
comprisingAX7D2T71 ard #taxpiearTHE Reinsthdt AZBLCAP L #Ha8e 8@ fonising
. .thereof, optionally together with a pharnmaceuticall
radiatiom iy bg RN CA SFRrElA @ fousntiplbrin aas @rddicor may be administered

. i [i.S ' [ iV munt, of..a, taxane
simu G801 oo B0 S G BB Oty SRS g1 71 o
taxane@xd rqlistiun shhuli@&idously. and the administration of an
effective amount of ionising radiation, toa
gaRrEng Buiere asnpahel thauspseatinventinmthaidnisingrsdiation syasministered
i rein th 171, taxane and
beoreEEERO171 REFHIRRL VS ok RooEPELLda b

sA¢vokding enoed a4pe@ oF iRPrbstht MvertichaRG o $hy/radifioh s AMYinistered
der. 30 According to a further aspect of the present

or
before patheh@Ph7 t #ik taxangnrafierbeth AZP2Y 74 padtai taxaneorbi nat i on

AGBRIRL o GRTBRRA e DB S P ol i o a wamm.
bloodedegRidlabbeths ahimdl et B&h tR%eddUAiNBnAnAERGESE. Mol eat e

salt, optionally together with a pharmaceutically
eecepling teeanofeir pimeat ofghe preseritdnventin thereffect of a method of

S TR MR R R s e S

effects ‘Mf%ibh%tﬁﬁ@é&ﬁ%&iéh{s@lséi}i tRAGRR: A L6 ¥ b RObf edeh of AZtD2171

carrier and the adm nistration of an éffecfive anmbun
and a teifane unédsaloge oraaficath ofNAZDA 1l waaxane ahd dntsingradimion ssathalone.

e B R SR oo
treatmdPR¥f B RIS eI 850 IA0 BO \idater HRAGHE HdiRbA ¥t BE effects of

separately
each of the components of said treatment used alone, that is, of each of AZD2171 and a

=

taxane used alone or of each of AZD2171, a taxane and ionising radiation used alone.
According to another aspect of the present invention the effect of a method of
treatment of the present invention is expected to be a synergistic effect.
According to the present invention a combination treatment is defined as affording a

synergistic effect if the effect is therapeutically superior, as measured by, for example, the
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5 and in any order. A warm bl ooded animal such as a
Wowg@zggi ch is being treated with ionising radiation
war m bl ooded ani mal such as a human WKGTEHBZ0€5/001089
treated with ionising radiation before, after or at

the same tinme as the adm niStrati on of a nmedi canent or
AZD2171 and a taxane.

. . ¢ ot piiol
extenfOfHHL NARGRY, E Fab IR raif e it Ao dhagien o e pupial
periodi ab chavadhidvabRmMeTbsBi o1 lor St ofthe @oxﬁ?{ﬁge?ltét’ﬁfetﬁé Bothbfation

period of a week before to a week
treatmghtifsonyentionalgiose. Redixenpim themffecomithe admbimation treatment is
D2171 a Thi s nmeans

M Y S GINER R
taxan@6iioRisfigeh@idti SENBhAL BlvheP ths 8GAE BE ﬁélc}%ﬂﬁbﬁfgaéi%ﬁﬁe%%{ is

or may be adm ni stered sinultaneousl

- synergigtionif B lbgurfisinl affectes obtained xpe pioep of petimntethbeddes @bt @8gdnd (or

of AZD2171 5 taxane and.r.adi ati.on sinultanequsly.

respols BB A7 Y W ATARIS 57 NV HDANR aldvpe it AGROPRALS offect
f the iceibiafien frasthhi Qe | £ i - 8o Rf

O R e e ey 26 o o of the
compeuextsrie dogkd @bitsl conyentvormh dosesind the athert donpmesifs)tis/are dosed at a

i nyent i the ioni sSi radi ation i s adm nj stered
reducd R0 b Fiihtansiils St e o for SR P lop izt pfitha

38 Gha rd ato; lidagel i i Ak
RS by A G RS Rl Bt
equivalerd del dut aghiemableafnt dosinghenaaitivns] daasmbasthé teap&tni dftthe

d1onising radiation. According to another aspect of the
combinp iAo i Pafictin SEireE dpmad Ik aseat I the eomieainal dose

£ AZPD11 D6 PSR Vr ibRYER A RSd 10 !

of Az DR g SRR PG iR Bbirlfp b gne or

more ¢ftthe extaptarfeing wsminss ahelraspant maeitheiind talddesgse pré@bssich and
of ., each of D2171 25 and a taxane used al one or of

surviv ; o Pagipplar yithont detrypent i, theidgration o theargsransa hutiwith fewer
d/orak&n L1 r t h r esent
endlor A bl e bR AL ARG e, ol FiBlca ey cooh
compgmeriseatsddnventi on i s expected to be greater than the
addition _of the effects of each of the conponents of

saf stated @hovethe codbmatipe freatmentsiofithe presens iviknisen #saisfingd herein

) ch of..AZzD2171, ,a. )
awe of fHlétoft fol BUR IR AP Voo BRI e ABigpongss
and/ortan iAdredsB & vaspRE per@icabiliey RpR&etiniafVigB iR ofldRefelsBiids

of a nethod of treatnment of the present 1nvention is

includigig canges Gnelydisg lapkegwis, gruiiple nefeiases anddymphdingl didbetehgsoriasis,
o] t iy i_nat i. t t is defi .
rheum B REEHrit AT O HRL AR AR (b 8RN Rl SPhIqRgthics,
atherombparfepialiteseabdiy) attoRafiuas disdiedRBs i SThatibn rlyrﬁ?l%@fﬁlsﬁa,
(0]

the WD 2005/ 092385 PC / GB2005/'0010$9 - 15 exten
endomehiosisedyrdinstional weeringdiending andtosylat fiseaseswithoetitizd vassel

prolifepaﬁﬁgrh?aﬁﬁigg ager-retleﬁgd facular’ &!generation. Combination treatments of the

W=

present invention are expected to be particularly useful in the prophylaxis and treatment of
diseases such as cancer and Kaposi’s sarcoma.

Combination treatments of the present invention may be used to treat cancer,
particularly a cancer involving a solid tumour. In particular such combination treatments of
the invention are expected to slow advantageously the growth of primary and recurrent solid
tumours of, for example, the colon, brain, thyroid, pancreas, bladder, breast, prostate, lungs

and skin. More especially combination treatments of the present invention are expected to
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period, to that achievable on dosing one or other of

wot ﬁﬁ%@g onents of the conmbination treatnent at its
A onal dose. For exanple, the effect of C{{{g#2005/001089

conbi nation treatnent is _gynergistic if the. effect
Is therapeutically superior to the effect achievable

stow gAY ke By B OB R S o B, o
examplé @RfsBBBliorhs anSNGHEERAIBEAIFluhf c&&?ﬁ@?@ﬁ@ﬁ' Mbfd ;%ﬁﬁcdlé#z /such
a

obtained in a group of patieéents that does not” respo
combipation Hreamenid oF gmonve)a}mn ere/gapRated tainhibitt sy dfen of cancer associated

it B R B R e 8 e
inhibiSthe @ &S dfehddt heslary dnd¥REuednt bHIK SRTRORERE Srd §s§<?§§t€£with

at its conventional dose and the other conponen
VEGE, g#pecinlly¢lhesd temows whicheute sigdifibesiéy dependdne oh VEEGID forttheir growth

ef fect S asured by,. for exa e, .the extent of the.
and sp %@S Bifluding é%"é@@&r@émﬂ’a@&{wﬁfg@{“’r ¢Rlon gnﬂ}lé@&é%cmm), brain,

thyroidHEERES WSS, bidA&, Srokihley RlngP el S biid
" t h@fﬂ achi evabl e on %ﬂgsi neg cggvent’i gr#a%da{ﬁrrgtunty@}g?gqﬁg
cbmyotlenaspeot oftthe presartivaeatipn AZDAAT mrd b taxiane, optionally with

o R HREE B T R ] o
tumouil'ﬁﬂh@h'a%‘asﬁ@éia@@ witBAHEGH e%égmgtth&@ttﬁﬂa&?ﬁ tyHich 40 @iéfﬁcanﬂy

5 nore of the extent of r ésponse, e respon
dependent en VB(@F forrteeit groditls embsprpadogr essi on and  sur vi val
a, in particular wthout defrigent to the duration
ofbsaunpnsliion deseried Boaprre et o fowa/saiiale gy oral sdminisration,
for exdhplelak 8IVB 3 'c%ﬁshfcf, fc?‘%&l%hﬂﬁhigﬂjﬂﬁﬁ A AGEA n\ﬁggﬂhalation for
conventional doses of each conponent are used. ’
exampde at 2powdance solhtor; dodparatteabiniectiah (aoludingfinfrhenpiL s ent
b i nvent. %n as defined herein _20 are of interest for
subcutapequs, IAMUSCY A JaRRaseHaAY o nfusion) foprexpapleas s sterily solution,
8f t i ' . | i cul ar
susperlor e <y 409 IBRRE! SRRl in AR SAERERS B b ERCY oRlam, or
rectal sirainésration 6iredimplecancappdsiton) eithe ehukesbci@ithidiration may be by

i 11685, At terial
b S5 RO LA REBI SRS 9 ot oL U0 R RE b o

deliverdeyl mptcsedpically, 2iratraclsally inasieSionsls berottaheialy, HuKémRsly,
bl eedi ng and, ocul ar di seases with retinal vessel

subcutgnequsky efniapesionaally g intgttmeurpy. aPiserahl 4Za)2171 is administered
' [ nat i t f the t
raty S5 BSO8R b o

mannet 0Sing coMPetigud] Sxéipints! GeBRHpositiondbfIBAHRTert WHRnAS are
cancer and Kaposi s sarcona. Conbi nation treatnents of

advantagpouglydsesentef i urit desagerfiynbe used to treat cancer, 30

p [ I a neer i nvol vi asolidt ur.. In .
BREDRETh St hoBRER0 R Bl o B s Plgped pimal B a unit dose
within iie/@REe OT50RTS L ¥RRES Rdtrb BodY AMa JEURULRARAOE le¥ahiPR approximately
row h of primary and recurrent solid tunours of, Por

0.03-1 g)@gg@;gép athiymnap o lAomnit dosgi in, the tange,i for expanpde,db@l - 1 Sl preferably
reast . prostate, .l ungs and.skin. Nbre iall .
0.03-0 35588 13 RERSIBA SR SRS S oAV e, A i

dosageePRCHRH k@ tablet or capsule will usually contain, for example 1-50mg of active

o

ingredient. Preferably a daily dose in the range of 0.03-0.5mg/kg is employed.
Taxanes include paclitaxel and docetaxel. Paclitaxel and docetaxel are commerically

available.
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WD 2005/ 092385 PCT/ GB2005/ 00101+9 -16 sl ow

adv2nt axgeously the gromh of tunours in col orectal
WOAIRAEP®and in I ung cancer, for exanple mesoff&{GR3HEH/001089

and non-smal | cell lung cagger (NSCLC). More
particularly such conbination treatnents of the

ipventian are expected to inhibit any form of cancer
agls%% eg?o St [ﬂvﬁseﬁ]@vgﬂ}%ga %EH}?ZI% ﬂ?‘éﬁta"h{ll tiple
NtEd RN Rdem nt 67 (Y ReRAfinebfton 4 t@katfé)i@gﬁ’élﬁaxetl.o S

inhibit the growmth of those primary and recurrent
sAl thxpne mpesihesdoapd adsording tedeowingoeids of adminidEGHon and dosages.

especi al t hose, tunpurs which.are si.gnificantl

dg% eeﬁ(a%mﬁ)ké/ %aﬁﬂ%é@-_m?% € 3qms te.d?cl)g& ap LPTSQNEE a@’egod of about 24
hours b lddiofa35-000@ %A dRry TREHAL MIEHIRNES B eﬁéﬁgplg Bhdiflaxel may be

_(including rectunm), brain, thyroid, pancreas,
adminjsitereidies an infiesiot gvepppstied ef ablouhd) hows avadosekifrl 3422 5mg/m? every 3
rticularly NSCLC. |n. another aspect of the, present _

weeksl AUler Ry PR per SR LR e SUBEIHEE R S0 gver a perod
of abouPNh&urH aldags &t 3R0rAY/B> B¥RGHRH ﬁ}i@a&ﬂ%&'oﬁ‘ﬂe@% ?%ﬂéﬁ‘hﬁively

of those primary and Tecurrént soli t umour s
for example paeltexe mery e adminEERdes pedifakioy ovamsperiodnafabsut 1 hour at a

7 S T e T
as an ifR¥idA®VePa Bedi @ O abdhit SPhdurf X a Wstlor @?@ojrl E?}rgg@?t &vBR 3 weeks.

for exanple as a tablet or capsule,
ddedetaxst may bedosed indodondiag math larwmroiteh af adrhiistrafion and

15 _exanpl S a wder or. sql ution, for .parenteral
dosegqsy FOE FFEPPIe FRETE Y DAGHEHENETed 2 s idliviah evtia: period of 1 hour at
a doselof’55 ABRAhAEver) Bifearascul ar or infusion) for exanple

as a sterile solution, suspension or enulsion, for

tRyslicthtrapyl mayibs tadatinistoretl accedingnbd ehedsonm praditce® i clitical
jstration for exanmple as a

. .cream..fo rectal .adm nj . L.
radiot os"ﬁhleé%?a&?ﬁ oF fomisTrs diagen Ak DA f1o8¢ Kowh foreipe eclipyjcal

o P i O (S
and/or dlie diheted dgivbty dfitydEMidOfforh hediAdbdbdsl Ofhet fBms of DNA damaging

conmbi nation treatnent may be delivered o
factorsese) alse apslvded iy the nreseat inyenfica suph as micrawavdsemdY-irradiation. For

Nt r-avenous bcut aneous
exampREKSHAREOHE en iR AR EROLOL X 2, G 4 BB -6 weeks.
Normafi# 23141 frastickdtdddosé RilEHe irOthd kdnge 45060080 SiAle Id8er doses, for

ositions described herein may be prepared In a

(0]
exampko’m@ﬁy iesydle admanigieredasipay of asvelst obresiotherapypi Single.doses may

be adm}{iGtcE O RABNI AR FiRSERRRERS raoikiEa G o b ubophergby smai
doses cyﬂiX&aﬁ%Mhm@&e@m§Wéﬁﬂpé&&%n§fw GDGFPkr hour

at a unit dose wthin the range 1-50 per square
over a ppmber dfaidys. aPesago tange foamadivisotoper vasy siqely and depend on the half-

it of RPRTRH Tt 0 F o i Sk 930
"H XA TR [ i gi%‘ﬂ I1Sed
?1" hefsél%eut [ cgﬁeyﬁ eeﬁh\étgta?%q’ osgs Hﬁhgﬁéll t§0 rgcgé g%gd gltle %rr m
prophyiagtin tregtnzent afib partioulacdipsase etatsl will nesesshiily beontiad depdnding on the

ex le 1-5 of. active . . .
host treate%crﬁle route o(% a mlstratlton 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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ingredient. Preferably a daily dose in the range of

0.03-0.5my/ kg is enployed. Taxanes include paclitaxel
WOLNP/03% axel . Paclitaxel and docetaxel are PCT/GB2005/001089

cotnnerically available. W) 2005/092385

PCT/ GB2005/ 001089 _17_ In“0One enbodi nment of the

sent |nven Jon xane .i s. docet axel on
B s EpR e et B in G a8 P B eneithAAI9517L or with a sal

ofAZmCWllt @ﬁucﬁmtsan%mmbﬁ HRRGR 4fcording to known
routes of adm nistration and dosages. For exanple
p&tpaltlaudet thepyeskint iackmition s¢lates tb esntanationt of b taxany efitha form of
theA%ﬁg gld of about 24 5 hours at a dose of 135-200ng/ng
BeQRRs. Alternativel y for exanple paclitaxel

NBYREof AAND 1M 15£:8 ﬁ@m c'eﬁﬁ%ﬁ E%ﬁ%’s}%s%lﬁq{é pgﬂnﬁzgc eutically

about 3 hours at a d ever
accepiablsieslts, Aut ethengaity elay Hemseﬁakm@b prcmlacﬂmﬂ GxeZDORYl fel its
h adni nlﬁtered gls an infusi on ov a period of about 1
phammageptically acogpieble splts P happagitio spigile Raltsgpay, for axaaple,
nclu f. r | .
T R a‘éﬁ*f KA oY PSS (B S T, BSrgenic
or orghia acids aﬁ"oﬂi‘ihg:idmmwcfeuﬂ@ﬂlmdcn@ptdﬂe aiofls W ks with hydrogen halides

natively for ex | e palltaxel may be
or with SBHILE} e epbotedie e AF o weaceacp@ma releigiseid: Toeddition
harm3O&HR ftQHE’ ¥
P annDocet g@ea&ng‘g@% S%osegylb(% accgr thn'éélei\gllvlX ﬁga%ul%age which
affordef phahmacelsliuaﬂy aorepaablt citisagBach dabts \x&m&ﬂ@*g@md@@ etgaR! bases

includg i bl e Stob sulh Surhsfossysh gt potastis salgpd an alkaline
earth ﬁaql OHNQERRY 2 BRYiuhEs %ﬁkﬁﬁhﬂaﬁd according to the

known practices In c [ radi ot herapy. The dosages

oAZDiﬂ 7% iy beagtthédiasd a\ct:cbx’dufg&o tHOs0cdsBR\MRsdriied 4 SV OM0/47212,
ni cal . radi ot her apy he radi ati on therapy used

in Pa“\%ﬁ“llﬁf thefedgeraibed in Exgnﬂe@@w@%@@ow y2rays, X-rays,
AR Il SRl BB e ROl R grooP e dprgribed n

MtemairoelalaPz&antlApﬁhuﬁiﬁleG POE/GBXDRWO535/ent i on such as
m crowaves and LN irradiation. For 20 exanple X-rays

For exgaple, thedfgHevingdey mﬂY)bedlﬁQ@@ dgmansgate tmaqctwsy@ﬁy@zazl?l in

ek Normally a total fractionated
Combl}é\ﬁ?&&%fl?%%ng\ﬁ t he range 45-60Gy. Single |arger

MX-1 80686 brdadl tunR¥PRBIoBrdft hof¥y My be adnministered as
part of a course of radiotherapy. Single doses may be

aﬁﬁnﬁmrgnml@@auompﬁmmwemapgfowp@nfrmac of drleast d weeks of age.

h be d d f X
roma A G ARh SRR et S FSE BB oy B oo hice. MX-
1 tumc &Fpheni - WY ir§1ante to %ﬁwﬁﬂ@ iée ﬁidrﬂ?l%{ve@fto gl%\évstg 0.7-lcm’ to

Dosage ranges for radi oi sOtopes vary w del
providg épecprdumnux tissupalhe dondréurpdurtsiveeré siopioply e)tdlmdsahd emgtlér tumour

d tted, h ke
fragmefi 0 Rne) wpaplacfltHoietishoRien tnbe st haneiot e
experim@fitd] 4B PmiOhiceh & wehff @RS BhibiCtuffour fragment implantation, when the mean

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

treated with either docetaxel (10mg/kg, intravenously (i.v.) once weekly) or AZD2171
(1.5mg/kg or 3mg/kg, orally (p.o0.) daily) or drug vehicle for the duration of the study. An
additional group of animals (n=15) received a combination of docetaxel and AZD2171, using

the same doses and schedules as used for single agent treatment. On days where animals
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prophyl actic treatnent of a particul ar disease state

W || necessarily be varied depending on the host
WO the route of administration and the PS&{H2095/001089

of the illness being treatﬁ , 30 Accordingly the

opti mum dosage nmay be det érrined by the practitioner

. [,S [ n ny articular_ patient, For _ exanple,
receivid SpliyArDERLL Bt Gefonf e doveibiot Pevadroissed pouB et ora
dosin | o7eg1foses of the conmponents of the conbination

reatments i1n order to reduce toxicity. WO 2005/ 092385
PTuMGBL 96InA20 $@BOasschbal qilesetwics Weekly by bilktetah Vegnitrcaliper
conbi nations, of .a taxane with AZi 72171 or with a salt

mMeaSY MBI royt l&%ﬁ%??q e dhe sartof freatgenixw ppaspessegh b a@raparison of

the di%‘gxlehcesl iR ARG voUrAE bét@@elp&ﬁ'lt%lﬁ)[' gn4 st #r%ﬂ]e{] Zf%f{;gof

mbi nati ons of a taxane w orm o

combineten restmenbw&elabses@fl bHLORIpAANE Qfmdis@rovith in the group of animals
. phar maceut i cal corlqgosi tions wll be pharmaceutically

receivie s B P P B AZE2 1 pLivitthriumozr growthyn te sigemsovhargaimals
receivld oF) ;g%ﬁgﬁt ‘%Wﬂ%%‘ and its pharmaceutically
a S.

acce e sa armaceutically acceptable salts

niiatistienl signifftahe, was evaluutd idieth AdhlléOfwSaine -R¥eh
acid addi.tion salts include for exanple salts with

The data oryrommtination sypdigsiviereiniAdED B flovas dagedatar prak Buefkgas shown in
. i G i th hyds |ides 1
i SORREZ0b, BNLATB D A5 o PRI e 4 81

combihafidd tbthe awehidits, NADA101 ahd ABE&ix] ahabwith BitB& dobhtQione.
phar maceutically acceptable salts may be for meg W th

afn; nalogans expnsrmeniguay be Beeddo Igrka thexdomriviation of AZD2171, a
MXmﬁ%HHﬁﬁ%:ﬁg&ﬁﬁﬁ$ acceptabl e cation. Such salts with :

I norgani ¢ or oféanic bases include for exanple an
al kali netal salt, such as a sodium or potassiumsalt
and an al kaline earth netal salt such as a cal ciumor
magnesium salt. 15 AZD2171 maybe synt hesi sed accordi ng
to the processes described in WO 00/47212, in
particul ar those described in Exanple 240 of WO
00/ 47212. AzZD2171 nal eate salt nmay be synthesi sed
according to the processes described in Internationa
Pat ent Application No. PCT/ GB2004/005359. For exanpl e,
the follow ng test maybe used to denonstrate the
activity of AZD2171 in 20 conbination with a taxane.
MX-1 human breast tunour xenograft nodel Tunour
I mpl antati on procedures were perforned on mce of at
| east 4 weeks of age. Human tunour Xxenografts were
grown in femal e athym c (nu/nu genotype, Sw ss) mce.
MX- 1 tumour fragnents were inplanted into athymc
mce and allowed to growto 0.7-lcnB to 25 provide
donor tunour tissue. The donor tunours were surgically
exci sed and smal |l er tumour fragnments (20-30 ng) were
i npl ant ed subcut aneously (s.c.) in the right flanks of
t he
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experimental athymc mce. Twenty days after tunour
i npl antation, when the nean tunour Vol
de\{é)egg@% random sation was carried out (1%"317(9]32005/001089
ani mal s/group) Animals wenpg. treated with either
docet axel (10ng/ kg, intravenously (i.v.) once weekly)
CLAWISAZD2171 30 (1.5ng/ kg or 3ng/ kg, orally (p.o.)
“'_'_d""l y) or drug vehicle for the duration of the study.
addi ti onal group of animals (n=15) received a

@n‘o ?%o%q ﬁf docet axel . and AZD2171, usin t he sane

- dbses & h&waphamagetically pesieptablagali thegeatiexcluding an AZD2171
t 5/ 092385

TP T et

antiangwgeniaxad/of hascalac péraxebilivwaedacing Bitedten 8 karmMIsdded ahin€4l such as
oral dosing with AZD2171. Tunour vol unes were

ahumgnsessed at |east twice weekly by bilateral Vernier
caliper neasurenent. Gowth inhibition fromthe start
of treatnent was assessed by conparison of 5 the

2. dUsé of ARDRS71 or 4 phitibcsi@ichilEadiehBRak eitkéTexdhding an AZD2171
ted groups. The effects of conbination treatnent

malea(f‘ve*ﬁ@ Peplazang lb;theclawpbfmth@ of| @n@@dacw@mﬁtr useiirt the pyrdmgtion of an
He y 0 a us AZD2171 with the
ant c%ﬁ%ﬁ?@ﬁﬂﬁﬁi?ﬁg&ﬂﬂ a?é c\%ag 31 Ui%ral s recei ved
singl e agent therapy alone. Statistical significance
was eval uated using a one-tailed two-sanple t-test. 10

3. THee abfEDRAY1 eonphanmacanticalyaticeptablesale tmremzmmngm AZD2171

malea%%ﬁﬁ Olan%t tﬁxfr{e 1& 5 r n%}y%%gﬁ%@%gpmgdlé@%eng iﬂguﬂﬁr‘s?e ﬁ’céﬁ pm:luctlon of an

anu-ummteﬁect\mahva&ﬁsolomﬂ%ﬁﬁ&v s86h & 2 hiv@ad WO agents,
AZD2171 and docetaxel, than with either agent aI one.

An anal ogous experi ment may be used to | ook at the

4 O RER AT e R B st e excluing an AZD2171

maleatelséit MRd b takdi® iR theAdiECuRora n?élﬁéaﬁﬁ?&?ﬂir'u@ fJ t}iﬁgfoduction of an

accept abl e salt thereof excluding an AZD2
antlanglagwmc amdionyvasend arrperineatiihey redunidgeffeot & mvaﬂn-lhsiiﬁjdedimMal such as
e t| on of .an 5 antiangi ogenic
ahum%ﬂw P’(’}?‘ 1?/@%‘%%&8‘?@‘%8’# HSPE AR ci ng effect in a
war m bl ooded ani mal such as a human. 2. Use of
AZD2171 or a pharnaceutically acceptable salt thereof
3l eHm ofAAR2 il aZOftbithacentitabt acgethble sattheteof ammﬁnfg An AZD2171
a nedi canent for use in

f f
maleatl 3l L RE0F M et A s @RregLfor i 8 the production of an
anti-caBrbrRbORGSHarf1b 10Ble St aPshich oY HaRian which is being treated with

ionising radiation.

6. Use of AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171
maleate salt, and a taxane in the manufacture of a medicament for use in the production of an
anti-tumour effect in a warm-blooded animal such as a human which is being treated with

ionising radiation.

7. Use according to any one of claims 1-6 wherein AZD2171 is in a form of the free base.

8. Use according to any one of claims 1-7 wherein the taxane is paclitaxel.



3. Use of AZD2171 or a pharnmaceutically acceptable
salt thereof excluding an AZD2171 naleate salt, and
WO 20034%23%5n t he nanufacture of a nedi canent forPCLTé%B%Oﬁs/°°1089

t he production of an antl-ﬁunour effect in a
war m bl ooded ani mal such as™a human. 15 4. Use of
AZD2171 or a pharnmaceutically acceptable salt thereof
excl uding an AZD2171 nmleate salt, and a taxane in

9. thRemBoYiRGY bSy e 6F cf@ﬂquﬁ&eﬁpﬁw I cfolaaaxel
production of an antiangi ogenic and/or vascul ar
perneability reducing effect in a warm bl ooded ani ma

. PR oA S e

5 accepﬁﬁ%lt&@ér@oﬁéﬂcfudiﬂ%eﬂDﬁ1(’P1| llﬁgifegﬁ saff, ﬂé%&zahe él d ame ﬁon with a

, and a taxan€ in the manufacture of a ne
phammgcutwaﬁy aeceptablepaxoipicnt bocartér.an  anti - cancer effect in
a warm bl ooded ani mal such as a human which is being
treated with ionising radiation. 25 6. Use of AZD2171
or, cent.

R AR ATIPT7) br A BRSO RafiFuLochABIRA thercof and a taxane.
t he nanufacture of a medi canent for use in the
production of an anti-tunour effect in a warm bl ooded
ani mal such as a human which is being treated with
ionising radiation. 30 7. Use according to any one of
claims 1-6 wherein AZD2171 is in a formof the free
base. 8. Use according to any one of clains 1-7
wherein the taxane is paclitaxel. W 2005/092385
PCT/ GB2005/ 001089 -21 9. Use according to any one of
clainms 1-7 wherein the taxane is docetaxel. 10. A
phar maceuti cal conposition which conprises AZD2171 or
a pharmaceutically 5 acceptable salt thereof excluding
an AZD2171 nal eate salt, and a taxane in association
with a pharmaceutically acceptabl e excipient or
carrier. 11. A kit conprising AZD2171 or a
phar maceutically acceptable salt thereof and a taxane.




