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COMVBI NATI ONTHERAPY The present invention relates to a
nmet hod for the production of an anti angi ogeni ¢ and/ or

WO awe003B3 perneabi l ity reducing effect in a  PCT/GB2006/002462
war m bl ooded ani mal such as a human which is
optionally being treated with ionising radiation,
particularly a nethod for tthe treatnent of a cancer,
particularly a cancer involving a solid tunour, which
conprises the admi nistration of AZD2171 in conbination
vvi th gencitabi ne; ClOMBImJn’aI(anEHIERABIY conposi tion

|S|n 1 and genctit in tQ a conbi nation
pr odd€& Preéglﬁ‘d?‘fegﬁ%re%ﬁ??e@ﬁa tProdpstioa of ah anjiggipgenic

andéor VedchRE p&inehbili it leBItingQfffedt iR W %ﬁnﬂﬂocﬁ@ﬂ ARimaPQEY apé’ human
erapy; .1o a kit con%r|3|n AZD2171 and gentit abi ne;

Wh’fg isypEORAlly bsmedented ithderisiaeTdiatiaminedicubrly anethod for the
treaﬁ?éﬂﬂ bRE EAHCEr, PhrtiBuliBF) CREEHvdiAhe H?ﬁld nble v&@l{cﬁqﬂﬁﬁ)h&g the

an_ anti angi ogenic and/or vascul ar perngab
adnyigigigationpf &AIRAT T imcombination with gdmditabientd a ﬁwuhacaatml

cori Ao PRSI AZP L0 sl L SR nali BroalheSipfne

AZDRIH andrgempyabmrﬁe for veas 8 esthiodof trelatmgntejftarlmman or animal body by

S| SR A IE DS RV ET L SOOI .5

gen[mallsmd: aghe alanahgheytsesiahas fHARS itHSs 9£dd@t:tﬂﬁ|1 oMah h
sease states including.diapetic retinopat

o385 /5 et peHethuy o dos CHFeLLR & NodeRlioghbgniml

suclKaPOBimdsn @HEE Qoptiandly %ﬁg%&b@%h Q(!:Iﬁﬁnﬁfadﬁlnon 1995,
Trends Pharnmacol . Sci 6; Fol Knan, 1995,
NatVAreehgiogerrsis plays 7n gnportapy roleria eiverietof presessdsancluding

emlﬂ%lﬁ@é‘@)e dlph'bénﬂ %vohﬁ@ﬁ&hﬁ IR s@llelq n@gheeﬁté Sk B840 rf!f)%cﬂgtllve

at hol ogi ¢al ph yS|o ogi ca

ﬁm‘(t@@l E‘nﬁé‘-ﬁm%\ﬂé p@tholaglcal_’aggsgenﬁm ba}rbenm hssgsiate@ith disease states

1nclgglﬁ% ﬁﬁ&m%gp&%(%g&t %,sgl 35131 é:lv éérl, 5 elqlglg{ougagg}r tl& eazhe\mr{l% ?(-[anom S
saropirarand hammgnfgmmaa(ﬁamalan 1g95;xmdspdg mrmiagmkg)sacm \fsiﬂgy ﬂk')blwﬁan
tosg Sl Vv B Aonfen el BecumRibEindismiutis g o
roledh Buthihofasitadll phiiEIGkEiLal pBYsivbgital§rédessel GCJIE%[B&E%%I 1993,

ex ssiqon of its receptors, the growth factor
Eﬂdﬁ&‘?ﬁ@?&?fy”éf 82%937; Sepge shaly 1998, @@cw\@td Metastasis Rugivsys, 1% 303-

3245, %@Eﬁal’ﬁé)lypegﬂaé’é Wite znt\}?t)‘\@&fél%th@p&i Qb Bl dvith Pl%?ﬂoltlﬁg 26 R§ Mhve

evi dence indi cates IS an'1 np

beew ideptifios inpluding irsidic a«pdrbﬁm ﬁhmulaptarhmhdgcnmm(aFGF & bFGF) and
| ndocrj nol og
vas G RRARAR! Brol RS POV 2 o A RN ol B i bton Sy

receptoeattlrmowth%ctme&tmﬁmf el \iagonttaat to p)l@t’c e tBIFGFS Vis relatively

specgl% {E)rx}v%lr S engothgl al céIlI% ?{ecen’c evuhence 1n%hcates th2at %EG%%) z:1Ln7 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 of VEGF with antibody can result in
inhibition of tumour growth (Kim et al, 1993, Nature 362: 841-844).

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

signals across the plasma membrane of cells. These transmembrane molecules
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20024). Antagoni sm of VEGF action by sequestration of

VEGF with anti body can result in inhibition of tunour
wW@e@AiBogKi m et al, 1993, Nature 362: 841-844)PCT/GB2006/002462

Receptor tyrosine kinases (RTKs) are inportant in the

transm ssion of biochem cal signals across the plasma

menbrane of cells. These tpansnenbrane

nol ecul escharacteristically consist of an

extracel l ul ar Iigand-bi nding domai n connected through
chamcteeighivatly comist h@n@xasmﬂunengvrnanmdiﬁg didimédnasetd thkaiigh a

g]I,I%rosme ki nase .domai n ligand to

RO BRI 1P AR HGR Cpsintfanase domain. Binding of

hgah& @(ﬁi}h& %ceﬁﬁﬁ‘é&ﬂ@til@ StirhA 6 dTehdeBpaR-a8kiadtityro¥ihé Ritase
0 phosphoryl ation of tyrosine residues on both

actiy H}éWFSUéE &30 phasphgryhaion;of fyresize mesiflues opdphiche weeptarsad ether
1ntr§<féﬁﬁﬁleﬁlole@ultesy rﬂﬁbé‘&aﬁé@%@ﬂ?&sﬂegﬁbgﬂl fg‘fﬁtltoh?ﬁlﬁa 2 mgnalhng

i gnal | i ng cascade | eadin
caswég prefise &0 a Tasictiaefcellplar lteamsesn iTa eia@eat lfdalssnmmﬂn disriﬁct RTK

T
subfmeBesris prgsendypompestd by thenfnsflikesyrbsikekihyseasieper, lGlﬂH@aﬁ’so

t < | so.ref d t VEGFR-
rofepfEf EA VGIRD) i B bt S Riating fopep RORDR(f g referred
to as &TBETRe of Fikay, MEGHGhE fafs-1kk kyrbdine dAsbe 2610HH0OE FIEABFb kfthese

rola T 1T KPR e shpioaio iwbWROR ovihieh wiEek (s Wries
et ah'lgm &bichddi 25%: §§:9999‘ir Te8naAlet Al 199&93%che$1q|£ﬁ51%‘8r8 s A0 Comm

9-991: Terman et aI 1992, Bi ochem Bio

199@0% 15%9¢1586), ginding ¢§VE§§6‘,D thess TeeeDieyS SXpT nth@temims cells
n .
oA SEEDAL L B3804 0SSO e AL v
Mﬁphbsphﬁmy$atlon status of cellular proteins and
cal\gy f1u . .
an@% genegﬁgsu A%r8§§H§§?§mstP n@yﬁﬁwﬁﬁe THigueikine
1ndla?cev asvaamhaf slﬁmtmgtphﬁg)tﬂlitﬂf}ommgﬂéhdbfhéhm IcBly pﬁﬂlﬁ&&tﬁlﬁﬂ pdtease
li.f eration, Hgrotease gre33|o and m grat] on,

expéﬁ%ﬂ"%& ‘g Btgration. sng shbsedyqnp qregriseiion & qelfs g fopmya capillary tube

(KeGR.}. |H£1$éelt Ele Kﬁeick} Soaﬁze K"a%%n ; Beder, T, 'aH& Coﬁaolly, D.T.,
Sanzo. rren . ., ‘and Conndl

Sciencp éﬁ@éhl(lmg iy 246 bi§)9 13236198193(19*1@3%2?1 Y@Bg%ltzgerald ME.,
Relﬁ@}mAr eﬁ&?gy I¥VA‘] andFC££‘E3§r §I'Id MM &vasc. %g s &5, gé 4225%>Pepper

M’crovasc.
M. Slgggnte@gp,ﬁbr MaMr@ta SL\Jt.) rQrels anand \stlll&ﬁridr EmZyme PSotdin, 49: 138-

162%29’6.)1;%53??10¥,n agg! %?ug%s Si &%slj:gf)r gLl nl?#lfyc%vtorai HF.,

Detwms AV, dFlaffy; KERD Na'gy,yJ.ADwaﬁ ak ,Wduleﬂ,:.L., zfﬂelt $ager, MR., (Int. Arch.

e Ty T g
B. P3Gy (LIRS 53 BA682722081), fredbthg frhation(dH 4 MypeE—pg'meable

and WIIjans,
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-
Wienhues, A., Waltenberger, J., Augustin, H.G., Ziche, M., Lanz, C., Biittner, M., Rziha, H-
J., and Dehio, C., EMBO J., 18: 363-374, 1999; Zeng, H., Sanyal, S. and Mukhopadhyay,
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B. J . Physiol. (Lond.), 533: 263-272, 2001),
pronoting formation of a hyper-perneable, immture
wo a®endas3 net wor k which is characteristic of PCT/GB2006/002462
pat hol ogi cal angi ogenesis. It has been shown that
activation of KDR alone is sufficient to pronote all
of the mmjor phenotypic responses to VEG- i ncluding
endothelial cell proliferation, mgration, and
survival, and the induction of vascular perneability
D., . Megle€Cherlv], 2762B32Ti81s327M9,, 200 Gille H Y KewhWEsST., 14, B. LeCouter I,

Moiffh BPRSIREL o r poehe R el Fofara . & 1(3:12%%@1 2768025240,

200B863- 374, 1999; Zeng, H., Sanyal, S. and

Nuggl ad]Ihl%/eé}/ .. Biol. Chem 276: 32714-32719,
20 GJHL erlpptlvek}ngh arg lnhlyltors |gf VEGF reqepton thiresine lgnase are

d dechl o : ' F
es ]}ntBe%a_)altlghél %!éﬁt%pzph@atﬁm Péfgﬁ%eg%% 1\?0;8&6 ) ooﬂglzn A is

descﬂ’@?‘il UEWQ/@(WW? erd i5 Examplei240 therein oAZDREH is de(@ftuoro-2-methyl-

1H-tMb € 3 Lnternational Patent

Ry R P B U e Bep 50 TAB80 71 <
descrl bed in WD 00/ 47212 and i s Exanple 240 therein.
AZD2171 is 4-(4-fluoro-2-nmethyll H

i ndol - 5-yl oxy) - 6- met hoxy-7- ( 3- (pyr -1 -yl ) propoxy
) qui nazol i ne: AZD2171 AZD2171 sho ent activity
inthe in vitro (a) enzynme and () H ~ assays that
are described in WO 00/ 4212 (p 80- 83). The
AZD2171 1 C50 val ues for 1 I ON i sol at ed KDR

(VEGFR-2) and FIt-I ( VEGFH yr gsi ne ki nase
activities i “enZyn®assdy Wsre <2 nMand 5 2 nM
respectively. D2171 i nhi bits VEGFsti nul at ed

endot helial cell proliferation potently (1C O val ue of
0.4 0.2 nMin the HUVEC assay), but does not inhibit
basal endothelial cell proliferation appreciably at a
> 1250 fold greater c t’tation (1C50 value is > 500

n
Ui TR Sl cleconsheliintintnd BTN (o EORRANG obFniVEC
assagsthaigae d¢satibagiin &0 BY/44DI% (pages BYFBSY. *leWZDl%‘l*ICso values for

i O R ) 538 PR bl n< s Al n

the datyms BssBPGdte QM tuad 4 eci M FRBétiveHZRZDO1 7 N A% RS §EGE-
wn to elicit broad-spectrumanti-tunmour activity in

stlmlélagegﬁﬁgotbcfhah%]dqrghfpl@pplbp@tﬁglydﬁ@ﬁ velue p£/0. é fA).2 nM in the
g s ARy P RGBS
125Qoichergridiscontentiaton @€ e vaiueis > 500 nM). The growth of a Calu-6 tumour
xenograft in the in vivo solid tumour model described in WO 00/47212 (page 83) was
inhibited by 49% ", 69%"" and 91% """ following 28 days of once-daily oral treatment with
1.5, 3 and 6 mg/kg/day AZD2171 respectively (P"<0.01, P**"<0.0001; one-tailed t test).
AZD2171 has been shown to elicit broad-spectrum anti-tumour activity in a range of
models following once-daily oral administration, (Wedge et al., 2005, Cancer Research 65
4389-4440).

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

mvention, one or more other substances and/or treatments. Such conjoint treatment may be
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"may be applied as a sole therapy or may involve, in

addition to a conpound of the invention, one or nore
wordenomsbst ances and/ or treatnents. Such conjPCTIGB2006/002462

treatment may beachi eved by way of the sinultaneous,

sequential or separate admi nistration of the

i ndi vi dual conponents of the treatment.” WO 00/47212

then goes on to describe exanples of such conjoint

treatment including surgery, radiotherapy and vari ous
achieygblsy wiy cfthersintuétampes) séquedt e of sepMawhadingnistiatiof the individual

00/ 472 does it ,suggest the conbination of a conpound
Cm%ﬂ”ﬁ%%gﬁﬁ@gﬁﬁpgﬁ and gentitabine for the treatnent of

anyWwoiopeIge2 tefgesionGd UEkiith SARBRE of NRWRSHiBint e ibnt
]~8/47212 i s the specific conbination of D2171 and
IIlC 5

e PHEeY i@ @Hﬂ@@%@%varmm%of chepgihgrpaitie Bgendoes | t
st NvHehah WoR0RE72 8N ¥ocs Q@%&Qtdthé) F?I{lllﬁﬁaﬁ Vo?reltcbﬁ)lﬁound of the

therein with other treatne
an%lE}PIb pdgamiigbipe fusfihectreatment ﬁ%amshsensetsitat@ineludmgmam i on

iy By (R J0Ra: bRk pectls i TR g
genBHidune piggested. Cancer Research 62, 1996 2003, April 1,
Nowilp o WBRGPL 2 e kg oh v ormieind g P rton therin
withgetheritteatmanes Mﬂl&pd rb(ﬁmeﬁm-pmsaﬁglfab%ngﬁ?ﬁt eﬂ?e{%ﬁ tripl te

d itive erapeuti c

o PolcbLe <oRbiGR Rt VB EoK T aminen e 7800 60 BIK inbibitor

(PKVESS) ahe gaﬁélwbm% iuMstrd¥n BaRk bt al KER cBNRASLAGY 2, '1§9 2003,

A escrib in Bruns et al, I nternati onal Jour nal
pr

ne - \TélF ayihors coraluded shat p gopbipalipwcol gfher IR, 787 with
s IBMAESR ool SUERCHSL O AN LR

the particular co in co
did pptiproducpaddiiicathermpetit efftdton from the conbi nat i on

/
t g?r\ggrﬁﬂﬁﬁatioh%fg (lgj%lélsn é)vl’lt% lfqz&)‘]:l %V%S{,{etpgr 2eqn]tlg%d[y§ant1-
KDR laatiboglmyis @lﬂﬂ:rxbéd AERAs aH tergeithial RtmaeoUSHderalod NG, iskik 2,

artl AZD2171 used in conbination with
200? ggL?ﬁ% produces significantly better effects on

s 0 runéxwemyr Mdishpasiafly vwlﬁv@ﬁox/a\ma (ot ARG aHRIT LHYRRI
Aleéjfﬁi é’é%{/)mﬁbmgﬁlggél; %311(.,2 geslyt?lil@r sglectinsnigon derombinatiore thetapies
listeld SO WRD Do/4EEIT h&rﬁ‘@ Q}‘ﬁh BitaDhe kPO aS: lgﬁ? fg bgt%peffects than

(Trademar k_of nd it i5 a cytotoxl
any one of AZD2171 and gernc1tab1ne used alone. In particular, AZD2171 used in
combination with gemcitabine produces significantly better effects on solid tumours than
any one of AZD2171 and gemcitabine used alone.

Gemcitabine is (INN) 2’-deoxy-2",2’-difluorocytidine monohydrochloride B-
isomer).
Gemcitabine is also known as Gemzar ™ (Trademark of Lilly) and it is a cytotoxic agent.
It is an anti-metabolite which causes inhibition of DNA synthesis.

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,
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It is an anti-nmetabolite which causes inhibition of
DNA synthesis. Anti-cancer effects of a nethod of
wo e@anemss of the present invention include, bRCT/&B2006/002462

not limted to, anti-tunmour effects, the response
rate, the tine to di sease progression and the survival
rate. Anti-tunour effects 6f a nmethod of treatnent of
the present invention include but are not limted to,
i nhibition of tunour growth, tunour growh
regrgesienofitegew sshiripkagsfof fwmmuy incrsdsed titna geregfovtth 6Dtmour on

' sed ti t.o regrom h of tumur on cessation of
cesyalle, PERGalmenl oy i Of St Ringiessiar d s eXhesfed it vhen a method
of tessppeent eftthd pratennheentniBidigidisRiedttb @ HarBModabd hkithal such as a

resent_invention is admnistered to a warm bl ooded

human; feeedsof dfpatpeens, fof GRRGST. Shid medod o treatment williiroduse an effect, as

med3aRE 8Y, fobEHathplEE biost Bbre bf: 9RL BN ofVhb hntREAMHE SrAR
effect, as neasured by, for exanple, one or nore of:

respoRge rater WatimsHo diseasapragressigmend the swreival mive Anéisioors effects

. 1 i ' he survi val

mclElgf% Igrf)p%at%llt: bBRmef AhRAAS ?reﬁ&%% og‘g:%sﬁfg%é}g%sé

nti-cancer effects inc actic
t r esacausing tashapetsentigvantiem thernis poividest iasiatingl foi the ag@uction of

:COF di resent .i.nventi.on there is vi.ded. a
an AEERAGHRS ah ol NSl R ER oL DY S B ol e bR bR e
sucl aschiingm, phicheadpiiset ydminiktieinggo &fid &dinal 4h efective amount of
ani uman, whi ch canpri ses

bl opded | such.as.a h
AZREHR T &?g?rfr}‘i‘{je‘%ﬁg‘/aﬁfcaepéﬂﬂwﬂt thetecds pefere; afisr ahtmyitangpusly
witlhadD Teédvermampbpgoimagbihé.cal | y acceptabl e salt thereof,
before,  after. qr simultaneously with an effective

anutfiiPTge 19 8 Aufher pipRe. of lcqwesaririnyamgiom thetris ravided pansthod
for @b tileRtheRY T28Bcel VLRI BIobARI Birhad sﬁ’crhoa\é'aq@ﬁ-lgg, dxgi‘gglggcﬁnnparises

for the treatment of a cancer In a warm
admypistpringsto said gnimel empifective ampurit 96 AZBAHT horst phaimapetidcalini d

' f ' , f N21,71
e e R R oo bt B gt o

genwfteleme. or si mul t aneously with an effective amount of

genti tabi ne. .Accordi o a further. agpect of  the

o CehBmEle s FE R PRER MR Ut A Hre BRPYIdsH o psdhod
for the eaitment of @fcaicet BNERAng IW6UH Winfighr & $Rhinilblod AR Mnith#) sBch as a

war mr.bl ooded anj mal] such as_ a_ human, which conprises

BumagVHFS EURRTIGS R0IRLeEng i St animelopeEReL G emaRB ATAZEI2171 of
a phdhitlifilcally ackehRE BREGHHE Bhiode, ESOP %iﬁﬁhtgne%?éelg F{l@ggl eictive

before, after or sinultaneousfy with an ef
amoyRiRfremeiabiinci t abi ne. According to a further aspect

of AREdR8S 8 RlriH i ] oyided a hod

f or tﬁre tr eat msr??ysg)g &é) gn&gtep?ees%’? 1{1 eélﬁé%%éggel%groi\fl:{l%éamethod
for the treativeniod eehcanofithé pawchs s warhubtaoded 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 gemcitabine.

According to a further aspect of the present invention there is provided a method
for the treatment of non-small cell lung cancer (NSCLC) 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 gemcitabine.
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whi ch conprises admnistering to said animal an

ef fective anount of AZD2171 or a pharnaceutically
waeweporbd e salt thereof, before, after or PCT/GB2006/002462

simul taneously with an effective anount of

genti tabine. According to a further aspect of the

present invention there isgprovided a nmethod for the

treatment of non-small cell |lung cancer (NSCLC) in a

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

ad nﬂlafi;flﬂixgﬁo rag’mtrt]lfer ssplect oa_rﬂierpabseanneélﬁitaﬁ Eiie)/@is @fﬂtw{aﬁ a%et]%od

or..a pharnmaceutical |y acceptable sa er eof ,

for i %Pfg}ena?ﬁbé?a%qangqr P AT {99991 i sueh asver lewany which
comees HdniiisteiECio sl lah@naf\ek OfFshiNE atBurft of WZDReY1 @spect of

the present invention there is provided a nethod for
Phaff%@?ﬁméﬁy Ascsptable syt thereef, befiarce alterer simwdipraobsly sdddn effective
amodii §BJenUsinds a human, which conprises administering

to said animal an effective anmount of AZD2171 or a

phakaearding to e dmther aspeetpf disl presead invanbien gefe is peiviated a method

i 1 th_an,effective anount. of

for B MEhp R THRL BORTHRr Y Bl it B e,
whigh eqeprises aingnisiedng torseidenirsal pn effectivd amotBitdtAX D71 bhe

reat.nent of nc of e. bl adder in_a warm bl ooded .
pha SRR o en SRS ot Retoten 2050 ot Miteoaenigive
amouat efggethcitabitnl an ef fective anmount of AZD2171 or a

phar maceuti cagl |y acceptable salt thereof, before,

af ?A&P‘)’isln‘ngstf’ ﬁ%ﬁ"f%ﬁ aBELIy amrweatﬁn\éqm@e theteds prowigsd asfethod
for @6 PEIduERINTYT an AGEREREAEC 4 i i
> pr 5en;dent in_nvgrrl}t [ ongt Eer% @é&p;{ag&{}l?%ggn%%ﬁg%rg@?g@{eﬁtema
warii-blerfied jagimnab suchas ahrmeath Grhiehespmpriserdidorinistaring fozrid animal an

TR § ' f | ded .ani nal

o e e, MAZD BN R Fhnetkicl AR ARG, R
or signiliga¢oualy vathfaacfliecteeanmpunt ofgemAZiddde] WhereieAZD2171 and

. ' . cecept abl |t ther.eof, before,
conBIRUPAEY LA Sbta RO RERY AR ol SEE ity
accapabid dxaipianeor cabrirei N AZD2171 and genctit abi ne nay each

optionally b dm ni st er.ed toget her, wi.th a .

oD D eSSt i ovided o method
for the eestfieitoflaQacef rd WaM-BIS SRAlanPhal ki RLGSRAL, WYL Res

there is provided a nethod for the treatnent of a

admingstering to5aid appmalameifstiveamennial AD2h ey acphatmasautioaly ch
si ol oo ; . . .

- U RS 0% R ORI PN UF

gemsiighing wewst AZB2Fdraad gatitabinermasi ewoh dptivaellys be/admiinistesd

togeﬁfeﬁ @ﬁ“ﬁlia\iﬁaﬂg&&ﬂfcaﬁ}r acceptable excipient or carrier.

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

for the treatment of a cancer involving a solid tumour in a warm-blooded animal such as a
human, 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 gemcitabine; wherein AZD2171 and gemcitabine 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 cancer of the pancreas 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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gencti t abi ne; wherein AZD2171 and genctitabi ne may each

optionally be adm nistered together with a
w@banroesvadt i cal |y acceptabl e exci pi ent or car rP&r/GB2006/002462

According to a further aspect of the present invention

there is provided a nethod for the treatnment of a

cancer involving a solid tanour in a warm bl ooded

ani mal such as a human, which conprises adm ni stering

to said aninmal an effective anmobunt of AZD2171 or a
phaphanenticaily eeeatable salt tepppf bbfers aftdsr dr kimtvdahieoublefwathean effective

i.mul t.aneo it ffectlve nmount _ o
ol SF o i SHI EBREF Ko RS ond e epefichmierehniay B e
adnumstlemdad)geyheb @nt&dﬂ’phﬁﬂn&k&fti@ﬁiﬂ}t RYEPARE eWidibntdr carrier.
tlcq% % accept abl e exci pient or carrier.

e R tod Tartlesative o sgyeesnonb e s ot
for ﬂi@@xre@trﬂeﬁt Sriovised o8l MRk Qﬁﬂ:elf @sAIt® ih L&A odgé alﬁﬁglcsﬁgh
of the pancreas in a warm bl ooded "ani ma
as aIUER, WiHRR eempidiep pdnsiaisteangiagaist mmaigmte@festwedm@nmnw an
AzBb tical

{:720(? ap gﬁggae}z‘l%iﬁcta@e rd?g%%gafltg%eer@m Ter or s1mu%aneously
WlﬂS@ factineoosung ofigeniritabing fhersn AZD@IW)]J mid gte:fncﬂ:abme may each
D2171 and |ta each
op e Rl T E e m B D ety X ten
caﬂpharnaceutically accept abl e exci pient or carrier.
Accor din rther pect of the present invention
t hétE° ﬁdg%ptf’é 3 asperfea FispressRt pH@tion Hherais REovised a method

for the mrestizhi oft@ddst éaﬂ&g i€ 2RaB-blobERSd dalmA1uéh Y& IinPh OQsied
ani mal. sych _as a hunan, which conprises adm ni stering

comipE S AIIATIFHRE to AT 7 GEECHHDURPUTS BT AZB21 THorGY
phaﬁﬁh%étﬁfﬁ;ﬁﬁ# ﬁé(féﬁllai)% sﬁ?fﬁ@ﬁgﬁgéﬁres Bhdr o %?Ie Qﬁeouaﬁomﬁl%n e)foectlve

after or sinultaneously w an e ctive
ameyahef gertsitatine; wrherein hzmzmlam gamdlt@atmm}aemcln eptivmyllebe h
LRI Gy EE SO B v,

Ac docdidig tb e fartHem atplaetrof ﬂﬁgﬁcsbnmﬁvdnhen fiefsie piovided e Rdetidd
for Ehe ?reaecment &J’g v i.ded a method for . the.t r eat. nent, of breast

s, fedment ot bladder capeer e Wangy Pieadedanimal sachasis hvan, Wiek b

compamsradsmﬁsta@hg mlssfﬂaﬁmgaﬁ sfeeaidaraiintel Agp2eff &Gt i ve
harnaceutlcally accept abl e

anoun 7
Pha‘%%ﬁ"ﬁutt"ﬁ@f %‘E?Fpta‘%léﬁ%% féefe pepregpites o simuipregngy yithian hifegtive
amoRhf EleméRatAND Whtreff AZBITI 1taﬁ9' Qﬁcﬁa‘M}{% &ﬁdﬂaﬁ%@éﬂo&&llﬁ%‘j

gencti t abi ne nag each optlona y be adm’ni st
adml“%li}%fteﬁ &eethier with a pharmaessticallycatdpjablceeipia becaesari pi ent

Or ACRSHInG o a ARARE Q%pﬁcg of fhe ?mfeﬂﬁ&h@grgass B E)&{dﬁtg%p]%aépa(feﬂgcal

present I'nvention ere 1's provi
comppBemwhich ofmpiliszsl dZD2¢%lherphannaeumraﬁy btweprbld santheRbf, and

gem%Heﬁ)hneaiﬁ a?soma 100 Wltyl\lg pﬁarmaceutlcally acceptable excipient or carrier.

According to a further aspect of the present invention there is provided a
combination product comprising AZD2171 or a pharmaceutically acceptable salt thereof
and gemcitabine, for use in a method of treatment of a human or animal body by therapy.

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

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

comprising:
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conprises admnistering to said aninmal an effective
anount of AZD2171 or a pharmaceutically acceptable
wa@ 2000/003983 eof , before, after or sinultaneous| yPeu/GB2@6/002462
ef fective amount of gentitabine; wherein AZD2171 and
gencti t abi ne may each optionally be adm nistered
together with a pharnmaceutigcal |y acceptabl e exci pi ent
or carrier. According to a further aspect of the
invention there is provided a pharnmaceuti cal

a) AZIDQIT$ iot & PRari¢ctiticAllyotdptadte sAK B0} 04 fifkt unit dosage form;
ceuti cal acceptable salt thereof, and

har I
b) %ﬁ’ﬁﬁ? ndadpﬁéeqolqdﬁgggeqag@ SR 34 h a pharmaceutical |y

c) coftaRpl MeIne f&)éﬁi'nﬂi'nﬁ{g{wsaﬁf fir6@dnti ls&dond A650E Hirfag, O a
further aspect of the present invention there is

pr aVscaling-o @ Swien asnestofjheatesent invmpion dierags ARDEA R ki a
confiRfmgaceuti cal Iy acceptable salt thereof and
encitabine, for use in a nethod of treatnment of a
a) 1 or a plArpa¢eutically dogeptdbéersajy yherodd,dogathengritha a

£t resent .inyenti. there is
P 05017 SR R SSE0L A DNSE DR 1%
b) gehaitatieetogdtica wlith agpbeapdcatioally adcepthbie eg@pientan darrier, in a

ncitabine. According to a further aspect of the
Sec%}%elgl&@sﬁgﬁg%ﬂ‘fia’b there is provided a kit

c) contaipel méang fat ootk shiddirsttinB Revon@a6yabé fonky accept abl e
salt thereof in a first unit dosage form_b)
gent§CPiete aifvrther ageeind therescalogygtion Bers is ainyidey the use of

AZDOT13)r A@hartRBAFiAIBS adeORAEIE BilNGerSe Ad kbhsitanifidy #cond
dosage fornms. According to a further "aspect of ‘the
margyectie of 3 Fodiparnenh fartise o the prodentiod eflamariiapgiogampy ansliang:
1. . ' ble salt
BB AP PR L ASE BN S b,
ex ciqspwling tor farthrer agpect dfithegprésentsihvention thdasiagavided e s} of

i tabine together w th a. .pharmaceutically .
AZBER o AR A B fookbinle BRBRETART 2ot
marnthdeage of omedicansht €r veOittaé protudiieadsard Ati-&RBdraifBENIE a

saféd %:i rst ndhsec nd dosage fornms. According to a
warfiy;blppded a @Eié‘lc &f 2H@%%r esent invention there is

Pr QvdcOhglt0 @ fit8iRr ApeLdPte/thestht iRvdRiiBh MRAEN bidvRlel Yhe use of

acceptabl e salt thereof and gentitabine in'the

AZRghilros e phmeestutisalicascenithintalfibereefed gpmeitbinsrivthect i on

maRffac@ile 8 hBREIRIE ﬁir%s@ﬁdtﬁé)%ro&?%igg bRkn &%{ﬂﬁl%g%éffetcym a
reduci ng effect 1n a warm bl ooded ani mal such as a

warfybptaeded Aviow slich@s e bumat.ur t her aspect of the present

i nV[@J&Blidﬂ{é b Q%rﬁlel‘ gsp%cr:too\fitlgeep(%estelrftelmlfje%%og Ihere is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and gemcitabine in the
manufacture of a medicament for use in the production of an anti-tumour effect in a
warm-blooded animal such as 2 human wherein the tumour is a tumour of the pancreas.

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and gemcitabine 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 non-small cell lung cancer
(NSCLO).
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AZD2171 or a pharnmaceutically acceptable salt thereof
and gentitabine in the manufacture of a nedi canent for

wais@7iomshe production of an anti-cancer effecPCT/GB2006/002462

war m bl ooded ani mal such as a human. According to a
further aspect of the present invention there is

provi ded the use of AZD217% or a pharmaceutically
acceptabl e salt thereof and gentitabine in the

manuf acture of a medi canent for use in the production
of Agsording totafimher agpléted thd mresnivaventioh deeteld provided khesuse bf

AZB21A BT LESRERY o80SR SRE e b M1 71

resent ‘rnvention ereils
marmfacsurp bfis nedieathént &drhiye mcheplodidtdnahd atthROROf offdddin a

itabine.in.the manufacture of a nmedi canent for use
warft B R 9 & P G, e s Byoasgsure call cimots of
the Wagm bl ooded ani mal such as a human wherein the tunour

is a tupour of the pancreas. Agcordin%itq a further
as preerdie tp pduitics awset of Hrameseatinyngion theze ip providgd thetuse of

AZBSE710r a%%a@éutf&élhg%? A HIRGS hiGad An%i g%?l&?a%h‘%?h gaes alt

t hereof "and genctit e in the manu ure o
manggagiv e fbhmediesmens for juse ke prodentionioban afti-cancartiestamacer
f i.0: .l such as a hunman
warfBded'dfinf YA T ZHAGATER AR, oBitRs PGl o
( NSCco)dinirto erfalithreg agpectaf therrirésent insqpeion thefe it pRvilee 8@Nise of

j ntion there. i rovi,ded.the e .of AZD2171 or a
AZD DA U S ATy RE SRS Gl S Bermitinig m the
mamyérniré aba medicamdnld r e Mftm%f_dﬂl{ﬁ:ﬁ@fl oﬁaﬂ%ﬁgi'-t‘ﬁﬁﬂt Bf drrdePin aUSE

nti-tumour effect in a

in.the prodyction of an ,
warie 5 GO Sehioha e WRSEein b RSN iiREPYT ales bleddeur

| S AchRIfeSiRIfrtles hs{peét%@r%rpr&fent_tiﬂ%nltﬂ?}ﬁ‘ ﬂrerdbfﬁ EIQ)RAHCHI thehRe B¢

further aspect of the present invention there Is
AZIRR i o @ phemacensisalbr acpentibleysaltdhereofisind gemditabine dmthiey

, y T ine in th .

maRFARRL 684 FodBihert RELEOL AToALIh AR DR daleds Misetin £ o1
wargtblgeded animat suvb@s a e Whéeminahaveemoerhs bladded caerral such

as enein _the.gancer i.s ncreat.ic c r
o o AAEHE Dokl S e RS En BV BB IHE Rt RroV iRy ivrso e
AZDDiEN eor ia phipmovéutieslyt deeepbie ot tRefESFhAd g@hcitibine in the
a nacguti alk%_gfcepta |l e salt thereof and )
xR S e Y O SRR 0P Ober B SRS AToRR ause
warirblbdiRd R Sich A0 a BhmANwASbin-theHRISur BTl tEfbur of 1R breast.
war m bl poded ani mal such as a human wherei n the tunour

i s Arcordingue a dyrthenesppst £ thepresent invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and gemcitabine 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 breast cancer.

According to a further aspect of the present invention there is provided é
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 simultaneous, sequential or separate administration
of an effective amount of gemcitabine; wherein gemcitabine may optionally be
administered together with a pharmaceutically acceptable excipient or carrier; to a warm-

blooded animal such as a human in need of such therapeutic treatment.
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According to a further aspect of the present invention

there is provided the use of AZD2 171 or a
w@banroesvasti cal |y acceptabl e salt thereof and PCT/GB2006/002462

genctitabine in the manufacture of a nedi canent for use

in the production of an anti-cancer effect in a

war m bl ooded ani mal such agoa human wherein the cancer

i s bladder cancer. According to a further aspect of

the present invention there is provided the use of

SuchAZlivzdpeitioteampitdidietee i artiahgiygancaaia bheubahdrmeane @ffect,
uf acture of a nedi cament for

agd ?entﬁl%bige in the
an gHULAeer PHECt SPOHUEYT BROBT ISRt ant i - t urour effect in a
VerAredahisingtig tRainEat ofSHE freasnt MvEHHTRARs WG hBreld 8ay pHTOUT
is a tunour_ of the breast. According to a further
ac}l’ﬁ%‘ﬁ@&t W ofthe sigpuiansas, seaueniial ersepiateadminigragon aée t he
indiViQaIQomPERRS I B1d tRaPRAE TREGHb G YeaBG&GE R @éginsd Bbih may
t her eof and gentitabine in the manufacture of a
be appligdasmsate thesapyuerandyrinydiee srgstiviot iadiothofapsior amadditvaalc er
' : ' uch as humar:
chel R el Bl D AN R AR RS AR B Y s
Surgany triag comppecthe stép ofyertml es@ntpléte wemdur essedtion) @ior $o, during or

i.ded a..conpination treatnent ¢ 1Sl t he )
L AN,
|toh a)t?ehr(bhembmaﬂab@utiﬁ agein tabltbl_ﬁio‘ﬁlal: se bdiltﬂraQ?ﬁmgliﬂaﬁbﬁ @thtof the
oget her wi rmaceytica accept abl e exci pi ent.
presg gt pe fictudls b oG VB 00475 CObieh isqompspated herin by
refefeRP@r Such chelibthbiapy mby Ve fivéiRailchRES NS ﬁﬂpaglglftic foent:
ionally

genti t abi ne; wherein %ennlpab|ne may opt e
adi itk eplngicggaic esnisinelndiag prrsnisnioegeting agenis;
acegPLABLSHeehR] ent or carrier; to a warm bl ooded
ani mal”~ such as a human in need of such therapeutic
t r éii) histagi®l edspense magidiatsi (for exaeplesnerfiron)} udes an
ant i [ r |_af rmeability effect, an
angﬁ?%%ﬁ%gggg%¥%%?$§H§%%§%§H$i?$€nnur effect. A
c oG antipriobiferstiveantisoplasifc dries and es@binatidhd @idréoB us@&Sed in
medigl gn%g her 'Q naé be.acpieved_by way of the
SO PRI OB GRIERTIeR PL 3F & Fsar at e adni ni stration of
t hevi) aetisehsdumdragigponent s of said treatment. A
co?blnati n treatnent as_ defined herein nmay be applied
as (0S5 therey apgrozshesiayd i nvol ve surgery or
ra@ky&mﬁﬁﬁgmﬂakmggnggggtional chenot her apeuti ¢ agent
in addition to"a conbination treatnent of the
Partjcylas gxangmes Sicheraptherapeptic agaptsi foruseivdthst embidatipn redtabntarf

oo G B AU SAEL| s P OIS B,
oxalipt@in] zdrbogsti, irxentchie (G Th1 1)(B-flacroateitd-AET dpduting

agent s, fo tional ,use with.a conbination treatpent
capeé:ggl%l.ﬁe ) b hy%?oxyurea. Stch co%bgnatlons are expected to be partlacularly useful

for the treatment of cancer of the lung, head and neck, brain, colon, rectum, oesophagus,
stomach, cervix, ovary, skin, breast, bladder, prostate, pancreas and including
haematological malignancies. Such combinations are expected to be more particularly
useful for the treament of cancer of the pancreas, non-small cell lung cancer (N SCLC),
breast cancer and bladder cancer.

The administration of a triple combination of AZD2171, gemcitabine and ionising

radiation may produce effects, such as anti-tumour effects, greater than those achieved
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present invention include those described in WO

00/ 47212 which is incorporated herein by reference.
w@emh/oedenot her apy may cover five main cat egor PEEGBR006/002462

therapeutic agent: (i) other antiangiogenic agents

i ncludi ng vascul ar targeting agents; (ii) cytostatic

agents; (iii) biological rddponse nodifiers (for

exanple interferon); (iv) antibodies (for exanple

edrecol omab); and (v) antiproliferative/antineoplastic
withi lancgsf AAQ2 KB pémeitabma and foaisgiradiationusedialbiie, gReief fibn those

scH e L the QRGP Rer SEDEPH i ientidinirealr pohlnbachioved

withitith doinbinatioarUNAZDRT AR d ddiReGIRGon, Badatdr hih @hos8 $GHIAE Svith
of henDt erapeéjlgggéents for use with a conbination

the cprabination o PRISNGALIHIPBN are ral titrexed,
et oOR&®tdRg tohd) e@énb {rRBntioR drd fs‘i‘%@dldedcﬁqﬁ&héa(ﬁﬁ the production of
cisplatin, oxaliplatin, carboplatin, irinotecan
an ggipngipgepic andfor yaicalar prrmeakilty Feducinigséieetdi agrarm-blooded animal
such 3PL finhaP W%coﬁgbglsmaq %/t%r%qe fsﬁﬁ G 1&?%5@%&1’&/9 ?rﬁodantnc &t

expected 't o rticu
AZpR1 %hwmhanﬁawmallu ng:epth‘da dalahhdrené bkfordy nfidrror similltameously

w1t% Gk {E‘nvg ?ﬁg@ﬂ a¢ E%P%léai) cp ‘Ibeﬁ?]rgr e\ét £l oa%%x% t%tgpﬂsgx W&h an

dﬁmaewanmhmgfmakumnwhgnmnc|es Such combi nations are

expected to b re rtjcularl useful for th

Cr oA P SR el e Waker 480 Shere Ry ighamethos
for thengpane 6f a (aNSElifch wabh DRl CARGEN sul s PhasFevhicd @&ﬁ rises

The adn1n|strat|on of a triple conbination of AzD2

adoginisterpg i s3id gl 4 siisetivg afné?ameﬁf AP opp B@J@éceutwally
acc@;{fﬁlﬂ@ Sa thS¥EM béBreaidr of M %Hﬁne@&é;ﬁ &id an gff?&fgg Emgmgf
ose achi evedw t h any tabi ne an
gempcaiabiae pryl hedere aatieo ar um@lﬂanam@hewnlg pe aﬁfmtlvc haourtt hb®eising
radfGhi eved with the conbination of AZD2171 and
genti t abi ne, greater than those achieved with the
c onbécoetingio adfirtief BRIl ofahepreeni mvergion althrasippdvidegdragadtRsd

h S8 achi eved . with conhi nati on . of )
for e B G S PP O SaED QAR aniad gt es 2
hurparnes/ﬁitth cOMpEIES aMiniNe i th Sai® b ParereciR H8shnt SFALZDEI71 or
ap%gmdUCtl n of an anﬁlanglogenlc and/ or vascul ar

Asabsally poeepihlecelt dheaof.dietors. gitgr oraimylisnepyslyaviinmmnatfective
am&uhE Bf %ﬁmﬁaﬁlﬁm befbte Cdﬁe?@ﬂ%ﬁl%%o@%ﬁﬁ 8t EfdcBfe LfoR@be

animal an effective anount of
ionising radiation.

According to a further aspect of the present invention there is provided a method
for the treatment of cancer of the pancreas 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 gemcitabine 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 non-small cell lung cancer (NSCLC) 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
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AZD2171 or a pharmaceutically acceptable salt thereof,
before, after or sinultaneously with an effective
wa@ewmai039ed genci tabine and before, after or  PCT/GB2006/002462
simul taneously with an effective anount of ionising
radi ati on. According to a further aspect of the
present invention there isiprovided a nethod for the
treatment of a cancer in a warm bl ooded aninal such as
a human, which conprises adm nistering to said aninal
withan efffctive ameurs b perbcitabindZRPHeFdre pafted opdiMUNBR Oy ®ah hiy
ff%%: tablte salt th rteof before, after or
o eé? A GLOPS G HAR: of f ecti ve anpunt of gencit abi ne
an dAdvefdigeto aafﬁtﬂaarr aBectofil hrafapusintiontidie Bpr&fidAGihdEod
unt of oni si radi ati on. According to a further
for ﬂg’gﬁé?ne&f %?Sb‘fﬂ@g@ﬁ’a avarRRIgoder aHBRlsuF sy bymatewhigh
conif{sErodnfidiEtefinetol saRiBdniRA tan foeéillvg QBS\%& oT%Z\W ng & solid
tunour in a warm bl ooded ani mal such as a human, which
phaggspticall agrgmiahiesals therpgf, befose afleram |Snm41taa¢ouelt'fvedltbalnwéfect1ve
i tabl e
o e e e R LS BTRRE € it
ioniging gastigtipe. am)unt of gemzltabi ne and before, after or

Si aneo I fective anou ionjsin
2&! C%)l oI g%ccoreélas €ﬁé qr&srepﬂgyenél%ﬂﬁe ‘SPIQVH%’% ethod
for pheesmnent asﬁmmdemantdsreﬁ & wiafin-plodué ke aimal sielt St dn@h, f/hieh
nt. of. cancer of the_pancreas in a warm bl ooded

Cong’ﬁlls?ﬁaalﬁggﬂﬁtﬁn%toaga L ap Rt ve ampint 96 A ZRHAT heist er i ng

phatrBacsaicdilf Ed:o@pﬂabl@ @al@fhfeﬁ:@f Ib¥Rre FRdH Y si‘ﬂ{ult@%%lg f]wc;frﬁgan%ffectlve

har maceut.i cal accept abl e salt thereof
amdj %‘{T%H‘Fytg'?%?qdﬁw&&sqp figr o strpuligne@plokith sneefBaetvaamant of
ionigi@BEddiARLNe and before, after or sinultaneously with
an effective anount of ionising radiation. According
t o 4rcpiginge  fadhss espeetfofttheeprenentsiayrntivm there is provided lae-,nat]md

o PR TS L AL Sk

warhndiptagded whingth swodrgs mibksiean a;dmhno&t;eiseswhmmsﬁﬁngjto%aidrmimaﬂ Bn

oSSR R Bl ALRPEREL S L, e

or sﬁnuhahet@@l@@tiﬂi mﬁehtlﬁfhn@fuilﬁéﬁgeﬂﬁltﬁfﬁ&’dﬂd teford aEs 5rab' ne
er. or sinmultaneously with an effective

Slm‘?\#?ﬁ‘a?ﬂs yg\;n%? Hhri&schye raennh of leﬁlsmgéwtwmnghqremﬂmlﬁh end
genRe A m@}t edchRpRERHG BE a&rﬂfﬁ?sfgrécpt@gétﬂ&rvﬁtﬂ e}glﬂhﬁydegt?ﬁlﬁ

met hod for the treatnent of t canc
accepigblg il ar eamiistal such as a human, which

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

According to a further aspect of the present invention there is provided a method
for the treatment of a cancer involving a solid tumour in a warm-blooded animal such as a

human, which comprises administering to said animal an effective amount of AZD2171 or
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conprises admnistering to said aninmal an effective
anount of AZD2171 or a pharmaceutically acceptable
wa@ 2000/003983 eof , before, after or sinultaneous| yPeu/GB2@6/002462
ef fective amount of gentitabine and before, after or
simul taneously with an effective anount of ionising
radi ation. According to a fiygrther aspect of the
present invention there is provided a nethod for the
treatment of bl adder cancer in a warm bl ooded ani ma

a plaBfiteffcatly Qw&'ﬁ@ble Wit hBreof @Efo'ré %ﬁe@lﬁi @?nﬂﬂt%ﬁ&fubl? QithnSRfebtive
ani mal an” effective am)unt of or a

amqynbelaeosiiahicsindpetee afene sem@l@ln@omlyefﬂémn effpefivs amount of
ioni@ifnhgz{diﬁ@n%ﬁgf&g % ¥n &Heﬁﬁmgmaﬁ%%dhv t1§1§gi’l|§1rbte of
gefcti t e

I'he an fore, ter or si taneousty with
adnamistefefl déagetheewiho tphammbeutmmlil)saqqg)talﬂd exxipion or dggar di n g

L?d@clcarl%ig&gae :%&u%%g g%pSOfc%f& ea 1§{/‘én61815] ﬁqfepet 1% 8rr]ov'1:c{écel a metﬁod
for diettleathighDefeahdr afitié pincyas (i:mh aarnp8loodalinirhil tuctedaciungn,

ef fect wmar m bl ooded .ani nal . such as a i ch
whigl FSprise a B IeLE 18 A B oS oot A AL f
phafiieRlicalty aAépI3HIE dalptherkoR Hafor@ afetdr @fﬁidltﬁne%ﬁ@l? Wl@%%ffectlve
salt thereof, before, after or simultaneous

amqpt efgempiabinpudbedire.gése o siprliracensly ‘ﬁlélf @?%ffecéﬁ @FO‘@F of
1on§i gumlmﬁomr&nmﬁn 190 o84 %&ﬁ&fa‘tﬂﬁe (%Tuoheﬁﬁz' Bl ng

ation, wherein AZD2171 and gent ta e may each
adrmpltsiemdetbgeﬂlebmthdmhamn@p@n@dﬂx egepthide exgipiént ar carrier.

Ac C%J%(f:d%ét 1%) %%léllﬂ? %H%EP (;fqﬁ’é pérefe)ﬁf: 11119 1}?1'8}1 there 1 %%()rvllcﬁe:\cll 8 r{{wthod

for theereetnient pimouisdet call g fwmi:ef GVSAIE) ih amm&ﬂﬂodecﬂ a@mal such

o GERGHT b Bt PhRRSE S STL I . o 1

AZBODUNSr aqahaﬁﬂa&it%lupﬁccapt@m kdTBhendbi, Betbley affes Ge piralh@ously
salt thereof, before, after. or simultaneousl y wth an

with pp gffectiyeamen af scrciighing prdibsiors. afien opumpliancously with gn

effe%h%%rhé\ﬁ@@f&%h&n@"r&dﬁatﬁ)ﬁ HhéRAME FTAHD beritabRB nilyRch
radi ati on, wheréin AZD2171 and gentitabi ne may each

optigselisobreadmynitfered igeties with @ phersyeettisallyceeptable excipient or
cmﬁé}ar maceuti cal |y acceptabl e excipient or carrier.
ccording to a further aspect of the present invention
th eA@:otCEngauoa\fuﬂm aspeaedfitbeipresmt inwention dsrevsprovadeda method

o G bt e B LR B ERRRES i
contiriseadihifisieriiy toanideiitdtan \ctfeai umouttfof AZDZ171 oﬂi a
oG bl LR e kb on i efetive

amount of gemcitabine and before, after or simultaneously with an effective amount of

ionising radiation, wherein AZD2171 and gemcitabine 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 bladder 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 gemcitabine and before, after or simultaneously with an effective amount of
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anmount of gentitabine and before, after or
simul taneously with an effective anmount of ionising
w0 2703980, wherein AZD2171 and gentit abi ne naRCEGBR006/002462
optionally be adm nistered together with a
pharmaceutically acceptabl e excipient or carrier.
According to a further aspgct of the present invention
there is provided a nmethod for the treatnment of cancer
of the pancreas in a warm bl ooded ani mal such as a
mmmﬂ iatioh] Wiker&if MID23 BB ardibnititshifs by edcl ophbihlighe Mal an
ective amount of AZD2171 or a har paceutical |y
admaw@rﬁti ingethes with 2 phapaesuticylyraseeptabl greppicyf or carrier.

Si 'R&'c&ﬂﬂ%qkl%l%ﬁ% hdpe@ide afefp@&ght\aﬁv&ﬂ@m%mqi p@61Ed IR 6F
and before, after or sinmultaneously with an effective

AZRG ot aphatisneusically acaetitabls wif, therpefiand eAcipbig in thad
el

sl 0L Qe R D OB PR oR B B nator

vasaniar pamidability ﬁdwmgjeffagt ina warfodslodded aam;aé sitchaf alhhman which is

b m@ eseﬁgﬂ nventlo here is provided a nethod for the

eirje, reafe IB?ISIH%ﬁa cel | lung cancer (NSCLC) in a

warAschidagaed f&lﬂieﬂaépestuﬁ‘ltheq&esanﬂ‘iﬂ{?@ﬁon waieGh po1ded iiease of
adm nistering to said a e ctive ampunt of
AZIDAS3 07 £ PERPTIRCEHiGRNRRCEERTY %falv E%{?ﬁ‘g gepeitabmedn e eof |

marR@{chir8 of #le@itarRént Sdrilvd in&ﬁ@%’éﬁﬁdﬁoﬂﬁof b afi-eht&ckeMan a
anount of gentitabine and fore, after or

warst-blppdedfaing |S\}ch\msm1\wﬁlﬁn whichds bejeg werdnvittoionispgiradistipn.
r adi AL 1o Wi |st[3§r ee;pr@gaﬂt eI Ebh %F&gpf@i/degﬁghse of

opt i ona be a together wt o
Mlphhwlma@hanmbutwammgﬂdﬁt enlicherepl and geweitabinerin ére,
r di [t t e ventl on
CREPAHC0 5Pl L R A, BRSPS
war@ebloeded anirgal wadhmas falhomd& ehichi m’aémgtneﬂueda\mt}mohmmnadwﬁunc h

conprises a i stering to said animal, an effect

cAor e RAuphe gLt herRste iR P Bl o ose of
AZB3| 11 6rth1h€ﬂﬁace1hﬁaﬂ>f gecephile balOthergbanldigameiibileyn Wiet h an

ef fective anpunt of gentitabine and before, after, or

ma@faﬁywrts aﬁéwéucynwttfw us Inethe prodpqtion ok et ARti-poup effest g
ﬁloa&é égﬁegsglgar%@ rﬁﬁé‘?ﬁ %khqpﬁelggﬂsatmbﬁmnm 1885Hbn

optl ona red together wt
thmalﬂrfmimwtlr Ealtllnyomoéémpamre%exm pient or carrier.

AC Cﬁcc%rd’g%r A e& agdl‘é{ of e §en9 v&ﬁ%P Ricre 'ﬁlﬁoﬁ@ﬁﬁ‘é 5@l

rens
AZDIZ Htldera phanmaeuticallpacveptablb lsa:lbﬁendoﬁamdrmincsa]mte iashea

marg.#gcg@t’?io%ingﬁﬁm t[]j(!f)rSL}e&%Bg r?nirnoléls(t:terl ?%n t211%1 geﬁllcere ect 1n|a an

warm-blooded animal such as a human which is being treated with ionising radiation

wherein the cancer is non-small cell lung cancer (NSCLC).

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

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

AZD2171 or a pharmaceutically acceptable salt thereof and gemcitabine in the
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pharmaceutically acceptable salt thereof, before,
after or sinultaneously with an effective anount of
w@eoziooxbs ne and before, after or sinultaneousPgT/aBRiv6/002462
an effective anmount ofionising radiation, wherein
AZD2171 and gentitabi ne may each optionally be
adm ni stered together withi1a pharmaceutically
accept abl e excipient or carrier. According to a
further aspect of the present invention there is
manprfaovire eﬂa hieémamentd‘ér WEDhE prodiictRdon i af BRERitdus 8idcY in a

aIt t hereof and gentitabine in the
warlE P e et G MR i Yy e ich orsing aditionn
whebindlie @ibleie gindgeRkhl cANGRLr ¥BBSHhar Perneability
effect in a warm bl ooded ani mal such as a

d
Lﬁn%“r%lo’(%%i‘&:‘l‘? % fyribaiapryot ¢fdba rasoml inverition itherarig provitledthearse of
AZBg mr&”ariﬂaltn?ac@utfc‘dﬁ% Q&re%t@bclp g@f tg%fg%it #1? g@ﬁa@ﬁa%%e ihfpeention

there is provid se
mal}}ﬁ%ﬁﬁﬁe’é@meélaamynté@rogpuatbb Erodmttontolﬁ e wf-camnef effect in a

t dJ cament f e
War?{re}%h eeza%?gl? {ﬂlho"{ng%o n an°§1| 2 E%{n %?at Vi pony Sﬂlgafa(ﬁauon
thxanmhebiao@dmbraasltmﬂcexsuch as a human which is being

treated.w th di ati on. According to
f ur et g A Soned s e avasion dives R grgided the use of
AZp2 BMi dechtierctsially ahgRRid daloherdo A BRER4bieGA ey

ma E‘ﬁﬁ-ﬁta | e aIt t hereof and gentitabine in the

& 8t aimedisrment deraise wbsprofution eay #nti-fyEnopr effstmi2on
warlf-blasdedRhimd] $HENHs aGlubf@f whidh i@bdRy t%al?édﬁ% ﬁi)nﬂﬂl'ﬁ%latﬁ)ﬂc h

as a human which is being treated oni si
Wh‘?%iﬂf‘@ttll@ﬁur1?\@@6?%@@116@%5&urther aspect of the

Pr 8RB W% G Hiluph a% &l ot tﬁe 11196%?1[31%\ Hie i3 ggogfgdgAgle i d ¢

or ‘a pharmaceuti ca acc 8Vt
AZR2dior atpharmacentichldy mnmﬂzic salnrtherecﬁf aad gedticdimerii teor use

of an effect in
o R 7 PR o iR ahodn Eies BBt e
warmclﬁadmd anintah siohras aibnghat adichtis ByingMA@KRl with Pgisin rmlid[tidns

mour of th ancreas. According to a furt
Wheé?ﬂ tcalé(ferfsi% C@Pg?élﬁ?f i nvention there is provi ded t he

us e%wérdﬁq%@a 3 iR ashe PN OWET i nki¥n ﬁﬁ&qpbﬁgicﬁd #lse of
er eof ﬁ genti tabine in the manufacture of
lh};]c?l losaw ?Wé?utl‘}é@’ josentaide saltchierealiapd gemcitahingrin thec ancer
marRfdc8ed of ei"m@dl%ﬁéﬁt ?(;r g@ﬁ%@@b&@éﬁoﬁ g?gh zﬁﬁl-tﬁ Wec%m I C h

is belngtreate 1 oni ng radi ati on ere
wargigfleeded jagind ﬁloélr&alalhumeil Wwhich igheiug teeted(WBGhfiking radlatlon

Whe‘?ﬁﬁﬁ{e%xﬂgurt@a ﬂléﬁogﬂBE%E pEaRgct of the present invention

ere I's provi e use of AZD2171 or a
pharcrendengtto e dirther agpeetpif dtel peess@tlitiventied Sefe iap@vided a

’thergpe nﬁc bblna%onr%rea{r]nent 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 gemcitabine, 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, gemcitabine and ionising radiation may be administered simultaneously,

sequentially or separately and in any order.



10

15

20

25

30

manuf acture of a nmedi canent for use in the production
of an anti-cancer effect in a warm bl ooded ani mal such
w@g00a/0b8988N which is being treated w th ioni siPQI/GB2006/002462
radi ati on wherein the cancer is pancreatic cancer.
According to a further aspect of the present invention
there is provided the use a6 AZD2171 or a
pharmaceutically acceptable salt thereof and
genti tabine in themanufacture of a nedi canent for use
i n A Wermbboded zirrimalcsfuc]aas aintrhantwhithis beihf @edted With ionising

ded h bei ng
rad Y A Rl LR o5 p MR Bich tratee i ipniise
radiatiowbefawpdfler 6edt thet safBWimeds thed WinlibiBightioASE @ HURIMER R

further aspect of the present invention there is
COH&H‘E\%;‘PH B RRY cowgrigne AZRRAT st gegnoppiporaliw skaeple sgid ionising

radid&LRbPR gvaibtsaidReiROf o aﬂiﬁﬁpélfcﬁ bi Qﬁltnhﬁh M{ﬁlg the II)erlod of

nanufacture of a nmedicanment for use In
a Wek befpre it d weskiidier théﬁﬂ@&lsuaﬁomoﬂmmmlcﬂmwommn sreatinent
n
BRI MG hadl A T e o
ioniaing sdiftion may be aﬂmnnshg'ﬁ:d appetdly of seqieatigiyeineny ordey,@n iapbe
d-4 he us
R S o 18 Bt Qe e Sige the effet of cach
cfAé@WﬁﬁﬂahmmednmamhbaﬁmnmfﬁanmEmﬂhza medi canent for use
in the duction of an anti-tunour effect in a
war BB R AP OF Lo oa Favo bR e fpcne mdiasieh fig
adrrhm@lateé Beford dhelcPAZDNG1 badlpehdit@Bin¥Be4Rt Bnd S¥EA EIIPY anli S
a.tumour of the breast. According to a further aspect
gemgftaliBe present invention there is provided the use of
AZXh i@ to Bndhp! Eé’f%@ ﬁiétﬁréé@ﬁtl iNveRRGEME ?&Ils?nréxgh Ll gr eof

and gentitabine in the manufacture o canent for
admygigtered befoee tmﬂwa@tzﬂbham geansitahing oradincikath AZDSAT1 aml a
enwﬁgﬁhplooded ani mal such as a human which i s being

treated with ionising radiation wherein the cancer is

bl addendingde ory aspéat ob thdipngedtananfiolr ANDL1ASP @gihinitertd1 a

inv n ther rovj ed t.he .use of AZD2171
warli SR abief B e B i (i BeeR s S e Bigftigfhy
ge rm:lcbxﬂbign& andihdrgpedbnth@piestneinOéntdn MRAEI G MRS 4Se
roduction,of. an anti-tunmur effect in a
“ea%%"rnﬁ?ﬁlgsf&éf‘dﬂ HHPRAOD 18 reneciad todarnt ipast cmivelRnt tg theedddigion of the
effet:t% @ﬁ&a%ﬂ ofhk BomBEHeRtsRE ki Hetde R WNADR! Eha% fe, 1; BRYF 1S

t unour of the bl adder. According to a fuffther aspect
AZIB%”tl ed peracitshine jupsdeatenean of prshef AZDAH Bluigdmeitabine 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 greater than the addition of the effects
of each of the components of said treatment used alone, that is, of each of AZD2171 and
gemcitabine used alone or of each of AZD2171, gemcitabine 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,
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t herapeutic conbination treatnment conprising the
adm ni stration of an effective anount of AZD2171 or a
w@banroesvasti cal |y acceptabl e salt thereof, optPON&BRo06/002462
together with a pharmaceutically acceptabl e exci pi ent
or carrier, and the adm nistration of an effective
anount of gentitabine, optjsonally together with a
pharmaceutical ly acceptable exci pient or carrier and
the administration of an effective amunt of ionising

the e&%ﬁi &ttbg{éa% Qe dhaVRsEhicaatiete T8 hlsﬁg Pro%ﬁasﬁoﬁ‘bhniﬁ@ surfival

t’hera utlcireatmsnt elrn
peno@ztazmatb,chlgeaﬁn ¢redyismg oae dr ¢ther ofi |t1rﬁgcorrmdneatta frthqrepymitieation

treatgglrﬁn alrf é? tgﬁ?ti/v%gthoélaf'&los% nfc)er%li%ln%ﬁe t%g gffgcl?éf graﬁ}ﬁlatlon eatme t is

A war m ani na
syneBfistit inthewfeothis Khbrapﬁltlbﬂlynsglptm@am thad e‘ffedstl’achlembm wiith AZD2171

radi ati on, neans war m+ bl coded ani gal ch . a. huma
or eqipAiaRIoP O P BAESRA P CO g, PATEE Phie burtpict i lpent
is syﬁérgﬁhc {1 B ekl LFE® iAshtdil®] iaAirlipSdfipatidn®ythatfdods not respond
i canent_or conbi nation treatnment conprising Azg%ﬁi%

(or regpandrerperly g A2 17S or 8s0aFHsbme enjomisgrUrtng alofy: dn
the EERX‘L (S}Qhéyéo\ﬁ%?neﬁi%n %étgleﬁ\ﬁﬁ Héflﬁzle@‘ag @ffoﬁﬁl‘ Bl pistic éﬁ’ecﬁlf one of

n wthin the period a week ore to a week
the cafrtpenenthis dashdlamtsquacntmaloiosganﬁefm @@Wp@nent(S) is/are dosed

ata re(anped %é 8{6(]1 tflérﬁngl; eﬁg&ng rﬁéﬁ%%fﬁ%y éli(a he extent of the

neans t hat genc |ne an
respom;m me ngpoed lrm,ltlmhmmo disagedmbgriessicaree dﬁ@@pfa‘r@peﬁqﬂ or

sequentially in any order t
eI (T T
combieti®f fr&tihef Iegaticuldr, $dE¥EY Tldecgednd ﬁeqbesféﬁt iAithd conventlonal

radi ation sinmultaneously. Ac or.din ne aspect
dosq HeA G BT ¥ PRSI ORI TGRIRUFI berear e A gt deffment

to oﬁ'éjéF HérS LE IR AxRE! (TR @GRS, (HEEDbAsk raBdhe e itd aibéase or
after one of AZD2171 and gentitabine. According to one

progagssientand ury el dstce Sennrtiquiny sritioviictriveent irihe Arrgliohefi e i on
respoﬁse ?lﬂ' hi%t Ere%%%g ie%%%o an%st]rrﬁ%gé-e%fzéts #ad tl%@@ﬁfaf &RuNGhen

gentitabine. According to
conmmaomﬂpems 06éaChhernp¢I®8‘eaw usadvention AZD2171 is

RO RN {55 8 Bl PR ARAGH: Al BlscBl 6L 1S Alten

I oni ST Ng ra cording to
herea oxle E int@ s €artthaf artiaggi pgeaieantd/or nmn]lar pnmnb:tteh@feffe@s of

a nethod of treatnment of the nt invention

AngogFBe Rl BaeHEo] et AR BND BT e e of
dischfiest At i861L8ing tarRa(ihcRididg1BulEemRY RRRIpk @fels@h hd lymphoma),

treatment used alone, that is, of each of
diabetes, psoriasis, rheumatoid arthritis, Kaposi's sarcoma, haemangioma, acute and
chronic nephropathies, atheroma, arterial restenosis, autoimmune diseases, acute
inflammation, lymphoedema, endometriosis, dysfunctional uterine bleeding and ocular
diseases with retinal vessel proliferation including age-related macular degeneration.
Combination treatments of the present invention are expected to be particularly useful in
the prophylaxis and treatment of diseases such as cancer and Kaposi’s sarcoma. 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, pancreas, brain, bladder, breast, prostate, lungs and skin. Combination treatments of

the present invention are expected to slow advantageously the growth of tumours in
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AZD2171 and gentitabi ne used al one or of each of
AZD2171, gentitabine and ionising radiation used
wW@b®@neo3vrxcor di ng to anot her aspect of the preBenGB2006/002462
invention the effect of a nethod of treatnent of the
present invention is expected to be greater than the
addition of the effects of 18ach of the conponents of
said treatnent used alone, that is, of each of AZD2171
and genctitabi ne used al one or of each of AZD2171,
Pang@ﬁm Qaamrnblaédad caroer, bieagy carkei Aklilany caned, iatlodiag mesothelioma

ot 80 g R el i B S b e S

are alay emelcmﬂ to slo@edesmtapdodsty the gRwaly Gﬁtﬁﬂl’oﬁﬂs'sﬁcheisft@rﬁ&urs of the
to .the I nvention_a conbination

I Accordlﬁg ﬁresent
R QYA FPRRECH YR FSSHsd SO fifspes ARk osiAsmigPeietie systeeieg
lymlpflorhibe Mbik @attichBirl B%%Bﬁlﬁﬁlhﬁ’(ﬁi tlrééttﬁéﬂ?ﬁ;f thé mv@tﬁlhoﬂ'%?eséﬁ)&qw

for_ exanple,the extent of the response,

to ll?lé‘%lb%fﬁfs TPt & eancerssaciagd wigh HE@E ardudinglgrles i multiple he
myﬁb'rﬁ?fl by ﬁBﬂnQ dnd 5160 tf(l)}%'i(ar?ﬁlgl 8\{131% ngthg g{o%ﬁl o NG g%ry and

her o he conponen S O 1 ONn rea
remﬁtent $Q%1dd®‘ﬂv’@ﬁ whinhaere dhosrdatedrwith &’Eéinbappcmlﬂbetheéfeft&mburﬁﬁNhlch

. I Sti e.effec
ore HERAEAE) At G PRGER i e S sPiad cudiCpB it
Certﬂmttﬁm@lﬂﬁ)ﬁﬂ.fhﬁ colongmnlludl:ttl];g b&cﬁ.&n)?paﬂﬁfwi; ,Srdig) blideRbiedd, prostate,

Furt her e effect of the i,nation
tund, B i Pl mShar i e et NSk o Mord ety
conthiragibm ﬁéatm&nt’sl of fh@lﬂ)ﬁes@ﬂt iR@htiGH s exfddled 4086w 1@ ant@SRRRthe
poorly) to AZD2171 or genctitabi ne or

gmﬁ‘@&ﬂf&‘iﬁ P ag‘ihsﬂﬂﬁ%eam Mieee esperiadbyciombanation eatepte of the present
invénfi6n ﬁl‘éré*él%)&@éd 18310k eﬁﬁfﬁlﬁ%&)uélf thggdvﬁﬁ%f Andild 18 gh ggaﬁ gell

synergistic effect if one o e component s
lungyganperd NSEHEan Mocljﬁ%ﬁpe@@ib’ecoalbmatlhletrm&memts oﬁiﬂlp preemt @mf):ntlon

are é)%egt%& tdjﬁé‘x? Qd\?gnta ecg}ﬁgrl‘{ﬁée g ogrﬂlsgf tgrrﬁglérts %f ‘ng %&g?%n %? t he

as neaSU or exa
espftc@lpr@nmbmauhletrempﬂm sﬁhe pltemnt trhenttdnrme ExPecled RasRY

on or the surviy i s equivalent to
s B EROEET I bt b R s R it B e rgon e
treathmsmpooTeld pre@fnt Inhaltibﬁl’é’ﬁkl dxpédtaitolsToRed dvBithgeoldly | the growth of soft
articul S ner i s deened to be present t he
tiso R {pa o Miare S rcoRR R A e meined b Brewa pention ar
expéoet 165108 Adahtakdolly MRYsr&eth o R Y thdGHLy. dﬁ%fe d¥EMa,°

one or nore of the extent of the response,
combiatien teatingnis of thy pres¢ntinventian seexnsciod trples sd\antagmﬂlsly the

gro@ﬂﬁro\f'tﬁiﬁéurggf tﬁﬁ IddRe %Bllece%e%fa IWc&?ﬁlﬂ 6k élﬁn%?st (Fft ﬂ?ee%rgsent

duration o s onse emer
inventipw it xperteddd dbwea‘dfvaﬂagoms{lbathe etvogk of lyaipholmsu r when

¢ Oli'l){gﬁﬁthe‘% qgﬂecggfstﬁ Sprggen %ggnti%r? %ﬁ% an gemcnagme optionally
with ionising radiation, are expected to inhibit the growth of those primary and recurrent
solid tumours which are associated with VEGF especially those tumours which are
significantly dependent on VEGF for their growth and spread.
The compositions described herein may be in a form suitable for oral
administration, for example as a tablet or capsule, for nasal administration or
administration by inhalation, for example as a powder or solution, for parenteral injection

(including intravenous, subcutaneous, intramuscular, intravascular or infusion) for example
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As stated above the conbination treatnments of the
present invention as defined herein are of interest

wo 2007068983 ant i angi ogeni ¢ and/ or vascul ar per nREDGBR0Y/002462
ef fects. Angi ogenesis and/or an increase in vascul ar
pernmeability is present in a wide range of disease
states including cancer (ingluding | eukaem a, nmultiple
nmyel oma and | ynphona), diabetes, psoriasis, rheumatoid
arthritis, Kaposi's sarcoma, haenmangi oma, acute and

as acstaridas odutivapduspgsiohioe smuRioh! eﬂ'o@ﬁlcalaefdgrﬁﬁlk@é%dh%%&ﬁg@le%s an
anmati on, |ynphoedena

aut ol nmune .di seases acute In
OIHTQWBB?fé:E gan, Sord e"tg‘y’élpﬁ?iétf%“@ﬁ £ eHUEPIE A2 BIDPesiiony ontheroute of
adnﬁﬁlbﬂra@fon%a%%i’@ﬁn‘%ttlﬁj e tdnl ﬂt%lthé/tﬁﬁl%ﬁll ornlg(}!iélr)ﬁarl ﬁEl'l\%py or by

|nclud|q% ge-rel ated macul ar degener
locatdeiierat @Hﬂef pwhediments othe prrsens invsetinn the A&l Ghotthe

confoXRE6h GehthBntdfa o}“?er (ie’h@%@élﬁ()s&ﬁﬁ:faﬁ'} i & a1 %O%ﬁés‘%ﬂa Y,

and treat nent di seases such as’cancer an
perguaneoisty, mtmvgmuslwcwlbautamudﬁy Guirdperitahéatiy ok mmmmtealyof

Prefepa% V& ?Hl?gﬁcgignms?erg oréﬁi)(1 lltnggﬁ{%r era go\ﬁ?qr}tﬁ% 5‘%3 %lfny betfiglgreln
nlaﬁh@rgb%e;d in fae:onv:dnﬁlnal pentdresiag chivehtionabbadeits. THeeast ,

| ungs, and skin. Conbination treatnents of
confs R o this PP R S A1 ERRBE LY RigSc8leg R it dosage form.

ad\PﬂDZig SOUE hyrnidl§ be 2Bkt @bd oW PAHSHIbORANGINEAL Sunit dose
cer, bl adder cancer, breast cancer and |ung cancer,

Wlﬂilﬁ C RS d -TRERDR Y SAPAEFRIC R b dy SreacYrgel anireal for exagnidancer
appfoNhet&l) 0. O@I@M%ﬁég' 29 huGRt Ag%ﬂft Bo&fin 'i:}{ég'vlg% R Wam slflff 0.1

i nvention are | So expecte to slow a fageou
L. S@g%wmef@ﬂblmﬂ%e gmegfkehs amsagndrmlshmfs tofreallsidney,

theer/e%ﬁyal g%@ﬁ%%&g A'uﬁﬁzigﬁag% ?ogm]’]sgcﬁ tﬁ}gl & Orpc%r)ﬁc C\mll‘,ﬂs‘l%}ly

aemat opol et ¢ syste
COH'@LII-: fDTQEmeJ}Dln at5001g dfraeia\telmgreehemf Pt‘elﬁﬁably veaily dokedd the range of

i bit any form of cancer associated with
Oaﬁggﬁﬁhﬁ ‘H@ﬂﬁ eukaem a, nultiple nyel oma and

| y mmmlmmbs admih@teraxrbitiBg t¢ RaowildlRidal $ragicar e¥t h
and_recurrent solid tunours, whi ch are

exalgg@d%ﬁgi%&gr ‘V@@‘lded&%ee%f egPeijainggs A0Q0magur Sivamby: pO
min@feentfavEiiuk hrﬂﬁﬁbﬂ yTHKi® ﬁﬁ? deRlpe AN Mﬁ%e@lﬁ? ol “Q:El%"\‘f‘otﬂf)wed

and spread, jincluding for exanple, certain tunour$ o
by 3998 V%?Sk Bt paried] dhisrgurveek @mle mgy then éasepeaiﬁél Popsage reduction

ma}bf;e"’lﬁg&ﬁa Wtﬁ@%&renpé)ég@ﬁ&tcgs undHQ%Xm aa%rlék}gc ca?lcer the

part|CU|ar Yy ancreatl ¢ cancer an
Oélgp@dﬁfhmsy of gerhéitahtnednl (IOﬂmgtnnf@Nm byf30trhiauerigts®Bhous infusion.

T R S R L T A
Subsmutnt npdlésanayt coagisnEthisctivhs b viek! Q‘Bﬁtbie@‘é@ﬁﬁehﬁﬁe SFeBks out
Mkv%g cted to IOM/agvantage usly t g{omﬁh of tunours

QB Vil (D549 eyiRAgn Ak D RocerianL e PR cERgpisRIea gue
toxi€ig1Th Bat@Andet B&th&TBBInG (GEmEdB)RESIRAMmiMMERE iffvenously at a

dose of 1250 mg/m? over 30 minutes on Days 1 and 8 of each 21-day cycle. If given as
well, paclitaxel may be administered at 175 mg/m* on Day 1 as a 3-hour intravenous
infusion before administration of gemcitabine.

The dosages and schedules may vary according to the particular disease state and
the overall condition of the patient. Dosages and schedules may also vary if, in addition to

a combination treatment of the present invention, one or more additional chemotherapeutic
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are expected to sl ow advantageously the growth of
tunours of the bladder. Myre especially conbination
wo e@anemss s of the present invention are expecPEUGBR006/002462
sl ow advant ageously the growh of tunmours of the
breast. Moire especially conbination treatnents of the
present invention are expe@bed to sl ow advant ageously
the gromh of soft tissue sarcomas. Mire especially
conmbi nation treatnments of the present invention are
agepsspgacased Schédnling dusint detpeminsd Yy tHeeraptitiohdt wito it temE Sny
m%ﬂﬂ%h%u vary. More especially conbination treatnents
PABF RS %}esent i nvention are expected to sl ow

advmmicagaﬁmsrhyy bdngihBiMdd 20EorditFRIMNS kBSwH PRctided Bﬁéﬁnictal
presen

More especially caonbination treatnents of the
radiqtRezany %ﬁ Q?Sélgé%&fé@%@ag 1egiatip ilhbr hpsedmenndpruse freclinical
radfbiiRMpy, ahe baoiRiA 'ﬁ?c?a |lﬁe(?\9f?lt 1H§{1dea§)p g;&tmp% th% RE. Y r%?y K-

i nvention AZD2171 a gencti tabl ne, optiona
rayp,gnil/er thg direddechddlivety of rr@haéwp él@trsddllotsotophﬂ t@meﬁ ﬂ)ﬁnsgcrfd}NAn

urrent sol.id tumour.s which
car il sk TR o TR P R el PR i reend U
irradragios i Epriekamopla X-yays epe bel dosed Q{jﬁa\d&@ﬁ;ﬁ‘s@f % BAROGyY, 5 dh%bfﬂ week
onmposi tio escr.i be erein nma
for S SRS B terto 2P T Foon S Sontnnhfis i e RS 4F-6P0- Smel
largx doges, Qom(aﬂlpleaj)l(ﬂy Rky BaRBmhBerdds pR@asPA course of radiotherapy.
ag |str |on ar adn1n|strat|on by i nhal ation, for
Sing g‘aﬁqsémé( cadpinigiened gyragparativelyn Hyperiraghonstadandiptherapy may

be hsRl @hbleB srhAID &65‘&9bm-rbﬁtaf@éﬁ%ﬁﬁyt%red?%b‘fﬂwpyﬁerlod of time,

i nt ranmnuscul ar i ntravascul ar or
for gxaapple BASY @eshas iover agwimbei ofivlays décpﬁegrsnaogﬁscfor wdioissiopes, vary

i, O AT ) Ly P
mn@@@pmdbndmym&mebyedhoute of adnlnlstratlon may be by

di t to.the t

del T S o ol ity BYR 1 ol B bamReing o
propindadiit @stfiieni (Bf\a%atﬂldﬁ[hr HReasAGRR Wil n@éesﬁaﬂ@y bOvRicB abpeRBing on

el i.vered endoscopi cal

the i e ?llwfa BTHEREQ Bdhe VV@%:O@ Hteaha%abwg treated.

Acdondih bdim @d4REdMh
CI ntlr%%‘%lﬁ)?al Im Pr ef er abl én’hmeH'B &%25%%%{}%?&%? géatmg

anydagiioular patieny el?%reaqtmmlh,et B cessan ST desiabletie tbdner thé above-
mehFed BostE @iptﬁé @&n Jhefls GPIRY ?‘Eﬁé‘ b8 t%?ﬂqe%s HY F&? foreduce

conventi onal exc plents. conpositions o
toxjsites ent |nvent|on are advantageously presented in unit

s Y R S R e
wﬁha&ﬂngﬁEDZEﬂuare netre body area of the animal, for

u n i fs%gﬁ% P?lhga I Psed égl?ar@a?euggaé “ﬁﬁi{gosﬂ%)% %’_ﬂli] %e pharméceutlcally
acceptable salts, but other salts may be useful in the production of AZD2171 and its
pharmaceutically acceptable salts. Pharmaceutically acceptable salts may, for example,
include acid addition salts. Such acid addition salts include for example salts with
inorganic or organic acids affording pharmaceutically acceptable anions such as with
hydrogen halides or with sulphuric or phosphoric acid, or with trifluoroacetic, citric or
maleic acid. In addition pharmaceutically acceptable salts may be formed with an

inorganic or organic base which affords a pharmaceutically acceptable cation. Such salts
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1.5nmg/ kg, preferably 0.03-0.5ng/kg is envisaged and
this is nornmally a therapeutically-effective dose. A
wanioy/oeBesnge form such as a tablet or capsul e BET/GB2006/002462
usually contain, for exanple |-50ng of active
ingredient. Preferably a daily dose in the range of
0.03-0.5ng/ kg i s enpl oyed. 2¢enti tabi ne may be
adm ni stered according to known clinical practice. For
exanpl e in NSCLC the reconmended dose of gentitabine

with moi@ﬂﬁlm/o@ngﬂ Basds iluddGordxathpR anrilltadi e8] sl stéH I aQBdium
be re@g%ted once weekly for three meeks

or RNt By 2 Yirimpeaih melal s antho 2 creum pompengeiam salt. A

prefeyredl SalBW AN Beildappeat ed. Dosage reduction nay be
necessar i f the @gtlent experiences undue toxicity.

I'n fb%lﬂ%,lr danayebecsyn q‘rlsqdr@écqr@ag)mfén a@@eaa@es@smbed in WO
00/RITB] ih RHRlat &oé&&g&% g

i ntravenous i nfusion. |s e repeate once weekl y

f orAglayen maedte Sﬁlfamt}obmmbysmdwe@kdmg tar the procSudssiespibad in
wayﬁb&ﬁggay consi st of injections once weekly for three

consecutive weeks out of every four weeks. Dosage

r edumhdi@binmis/conenereiakbg sailyble.f the patient experiences

undue toxicity. In breast cancer gentitabine

(Genzar(tm)) may be adm nistered intravenously at a
Thaalmewmg tesBaPayey WERd @Vdinodfrat MY L9 By 121 #@Sudiftion

2& day cycle. If given as well, paclitaxel may be

W“%ﬁﬁ?ﬂ?'wﬁred at 175 ng/n2 on Day 1 as a 3-hour
Huth it CAMSII0HS tuinibub R41dBral€ tONA7-a6i0% Ni stration of

genn%ta I ne. The dosages and schedul es may vary

accldr frhigd hynaryameny eefls in W mtigakwers injeasedswlicutineously (s.c.)

lntogdég feléﬂdés é)g %El&)rﬁl& FHJ,/;B)‘ \%e&lgl@?% Al I1s§?a e W on%? glﬂg reached a
volymerpl 198ttd 390 mneétm@ys afbér tllehgafb)’ esenwere mlldnmlzfadl integeups (8

Imrg9&§%g$yuéﬁﬁ%ﬁ@ ﬁanDtherapeutlcagents i s/are used.

can e determ ned by the practitioner who
trea ticul patient. Radi ot herap
BB S bt At RIS 400 O (RO ARMNHEEPEMA AL 71
%mabﬁﬁlzsrcaﬂge@&th%r@ﬁy(daﬁe2dpsages of ionising
radiation w || ose known for use in clinica

0 FagProuaer tp freatyent croaasta@ plomdailyexca pgmindssrdtion of AZP21 T chéone
hot mg)kggiﬁgﬁfl;ﬁﬁoﬂ ¥6 Blcokebhiftk= 'da%r @er a%ﬂg 2tl|%5was

di rect Ivery o Irat1on |so opes.
Orepared fH# srspafsioDNIA 1 MQDnbgtefSQ ctord Yatwv)abltion 6£| uded

vention ch as nm ¢growaves and
P’B)B%JB' [6?1 : gibt) S }taré’i?g’ilf)p P%é%(-n} %‘3} I?P@W%?é)- dosed in
o Hei GyoupGsihs tlefttm]snﬁeoamﬁl@llof Ddaillg ypso. admBrafion oA BDYER kfone
fl}gi.gg‘llgl/ /a%ag%r%l Ih%ﬂr 2 Icgngggu?lge a?ysé %da:l}\ln ()I | 24|1)I ze‘XZbgl’;lhwas

prepared as a suspension in 1% polysorbate 80 (i.. a 1% (v/v) solution of

polyoxyethylene (20) sorbitan mono-oleate in deionised water).

Q  Group 4 received intraperitoneal (i.p.) injections of gemcitabine at 75mg/kg/injection,
twice weekly on days 0, 3, 7, 10, 14, 17 and 21.

Q  Group 5 received daily p.o. administration of AZD2171 at 3mg/kg/adminstration for 25
consecutive days (day 0 — 24) combined with i.p. injections of gemcitabine at

75mg/kg/injection, twice weekly on days 0, 3, 7, 10, 14, 17 and 21.
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be synthesised according to the processes

0Merpassessadrpt feastitivica veeekly fhy ddateral Vernier

STl -

widfhr the e seordarpergpadicilar, calculated using the formula (1/6) x (length x
width) x the square root of (length x width). Growth inhibition from the start of treatment

was assessed by comparison of the differences in tumour volume between control and

treated groups. Additionally, the effects of combination treatment are assessed by

comparing tumour growth in the group of animals receiving gemcitabine plus AZD2171
with the tumour growth in the groups where animals received single agent therapy alone.
The data for combination studies for AZD2171 and gemcitabine, wherein

AZD2171 was dosed at 3 or 1.5mg/kg are shown in Figures 1 and 2.



WD 05/061488. Centitabine is conmercially avail abl e.
The followi ng tests nmay be used to denonstrate the
W@ea7ed39y3 of AZD2171 in conbinati on w th gentiPEhGB2006/002462
Human Cal u-6 | ung tunour xenografts in Nude m ce 106
Cal u-6 human tunmour cells in 50% matrigel were
i njected subcutaneously (s.28.) into the flanks of
athym c (nu/nu genotype, Swi ss) mce. \Wen tunours
reached a volune of 100 to 200 mmB (10 days after the
Thgcrcmihn)atlomocf gemeitabine IMUQUIIEJ 1 idBéed @ Bﬁgmg pe&iue&ra ngﬁﬂ&hﬂy
-an %L@ nt starteﬁ a The control ro%g%g
Breptgh ImpLipn. 6‘51’?‘9 gryd thep ggmeitabineialgneror Av/ bﬁlom@@mql)

The/mhibﬁioﬁa JFQIMAR eWE BRIdhEDYIRY Sonttiiaiof of th%‘h)vo a%en't:soAZDZNI
the treatnent consisted of a dail

anda‘i?ﬁ%cﬁ?@fl? wes Sl sgnifacapyy greatar therethat praduced by )élﬂ?er agent alone
whéDthk a6 QAT AN 172t 0 ReahQld g{gﬁf sﬁ%ﬂ%‘?@%ﬁ,} g, days (day O -
24) . AZD2171 was prepared as uspgensi‘on in 1%
pol ysorbate 80 (i.e. a 1% (v/v) solution of
pol yoxyet hyl ene (20) sorbitan nono-ol eate in dei oni sed
wat er) . For Group 3, the treatnent consisted of a
daily p.o. admnistration of AZD2171 al one at
1.5ng/ kg/ adm nstration for 25 consecutive days (day O
- 24). AZD2171 was prepared as a suspension in 1%
pol ysorbate 80 (i.e. a 1% (v/v) solution of
pol yoxyet hyl ene (20) sorbitan nono-ol eate in deioni sed
water). a Goup 4 received intraperitoneal (i.p.)
i njections of gentitabine at 75ny/kg/injection, twce
weekly on days 0, 3, 7, 10, 14, 17 and 21. a Group 5
received daily p.o. adm nistration of AZD2171 at
3ny/ kg/ adm nstration for 25 consecutive days (day O -
24) conbined with i.p. injections of gentitabine at
75mg/ kg/injection, twice weekly on days 0, 3, 7, 10,
14, 17 and 21. Goup 6 received daily p.o.
adm ni stration of AZD2171 at 1.5ng/kg/adm nstration
for 25 consecutive days (day 0 - 24) conbined wth
i.p. injections of gentitabine at 75ny/ kg/injection,
twi ce weekly on days 0, 3, 7, 10, 14, 17 and 21. The
adni ni stration vol ume of AZD2171 was 10.0 m / kg (200
m for a 20 g nouse). The injection volune of
genctitabine was 10.0 m/kg (200 mM for a 20 g nouse).
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Turmour vol unmes (MmB) were assessed at |east tw ce
weekly by bilateral Vernier caliper neasurenent and,

wo 2007m0098Engt h to be the | ongest di aneter acr oBST/GB2006/002462
tumour and wi dth the correspondi ng perpendi cul ar,
calcul ated using the formula (p/6) x (length x w dth)
X the square root of (lengtda x wwdth). Gowth
inhibition fromthe start of treatnent was assessed by
conpari son of the differences in tunmour vol une between

CILAIMS ol and treated groups. Additionally, the effects
of conbination treatnent are assessed by conparing
tunmour growh in the group of animals receiving

1. genukd GATIBL 171 6§ a PP dehtivdllyhcbdpRatl dIMUEr8rAN PerhdtabA€ in
roups where ani mal s received single agent therapy

the JpagEctuig,of afmedicamsat fop s in she nspdustion plan angangioopiv aad/or
vaseieh [RBATIRY QR cinbREE i ALK (‘—Miach! t
S1. 5nmg/ kg élzri)tzrshgl\f\lm%i n Fi aEf:;ur es%gojognd g%@%%@o@ﬁ%ﬁi on
of genicitabine with AZD2171 dosed at 3ng/ kg produced
2. a SjjgifA ¢ Lok bl L of .tunmour grow.h, . .
han g g or Lk el A S R G PtGiBbine in
the Tipaufanturdoftd mediginentifvouse ig tievirbduetion ofachnkiycatide effect in a
pi nation of the two agents AZD2171 and genctitabi ne
Wal?)\%ggg ?(*@ngﬂggﬁflf?scamai}' greater than that produced by

ei t her agent al one when the dose of AZD2171 was
redyced. t : / k Figure 2). CLAIMS 1. Use of =
3. Az%gﬁ"f%%&%lﬁﬁ f‘ﬁ%&é‘ﬂ?@&%ﬂﬁ%ﬁd’@&ﬁ Al iterecdprd gomgiiabine in
the 2Elu QSRR éh&Bcanlent BEudEaR WearbdicBoPbs A aﬁﬁ%@;ﬁ%ctﬁg )
or

use in the production of an anti angi ogenic an

wanprblogiled aniraplsaelasi4 hynapeduci ng effect in a
war m bl ooded ani mal such as a human. 2. Use of AZD2171
or a pharmaceutically acceptable salt thereof and

4. gendsetaft 418217 or meharmaceuticallyragceptable sattdhiecanfend gdnaitabine in

[ i.on an antij -cancer effect. in a .
the kb QUSRI rof e IR e 3R RRGE I St ihinelheinis mpdion
Vasmlalqoephea’dnl'&yb fibé mﬂubiﬁgbff@bt a?azep)mbloe?@dxﬁmgfsaémfa kﬂlﬁﬁf n which is

.genctitabine int manuf acture of a nedi canent for use
beu?%{r? eéla‘ﬁln%]d’ﬂﬂqgaﬁ‘ﬁ?ﬁonan anti-tunour effect in a

war m bl ooded ani mal such as a human. 4. Use of AzZD2171

orn@ p(gar maceutically acceptable salt thereof and
3 geneit 174 o mehaskpserHeallyaeceptably sall thesenfand gemmitabisein

the nntfAuRY GFdUsddiQherf fo@ﬁbe?ﬂ HeFRHRIG CandRFL cgy gf?e%'t'lnlaar

permeability reducing effect 'in a warm bl ooded anina

wargirblgodesl anithalisach agtei human svhitehi i being getetiwith tonisingradiatig.
radi ation. 5. Use of AZD2171 or a pharnmaceutically
acceptabl e salt thereof and genctitabine in

6. Use of AZD2171 or a pharmaceutically acceptable salt thereof and gemcitabine 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 claim 3 or claim 6 wherein the tumour is a tumour of the

pancreas, bladder or breast or is a non-small cell tumour of the lung.

8. Use according to claim 2 or claim 5 wherein the cancer is non-small cell lung

cancer (NSCLC), bladder cancer, breast cancer or pancreatic cancer.
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the manufacture of a nedi canment for use in the
production of an anti-cancer effect in a warm bl ooded

wa@niommb393zich as a human which i s being treat edP@i/GB2006/002462

ionising radiation. 6. Use of AZD2171 or a
pharmaceutically acceptable salt thereof and
gencti tabine in the manufactdre of a nedi canment for use
in the production of an anti-tunour effect in a
war m bl ooded ani mal such as a human which is being
9. tr e@iphmmbetulticzilmnmgomnr\ahibmtcbmxsegAZDS67 lacﬁfaqjhdi'rma@elﬁtibally
erein the tunp s a tuno
aoofiB Tl Pt M Remalhe imjssitirio prhe BiwoReAR 2Gepble
mmﬁuanUfcmmmihe lung. 8. Use according to claim2 or
claim5 wherein the cancer is non-small cell |ung
cancer (NSCLC), bl adder cancer, breast cancer or
10. pang kR abmprig@N&2D2 P71 | il
whi ch congrllglés M%Zl?]@g?ﬁ?gﬁ%%?gﬁﬁl calgcﬁ{yﬁlélggfand
gm%%%@@?able salt thereof, and gentitabine in
association with a phar rraceuti cally acceptable
exci pient or carrier. 10. A kit conprising AZD2171 or
11.a phacthed donthepriofiyctian oé ahiaeglsgdnlc dndér eadculanpermeability

tho tion of an
IEd&§@$§%%ng§WFgﬁgﬂgkorn@ﬁ@@ﬁ% E&Pﬁ%éﬂ? PREHuci ng
adnefistedhg tosaal azmna‘nab Ieff@cdﬁrd a0l AN 7 8.8r @plikiBdbutivdiyCh
.to said _ani an effective
acc%-"??%gj%fﬁt e’fi\‘%gf? WHP?P&S%%X Wefg?vﬁ fegtive prawmtef
genoithbiné.her eof , before, after or sinultaneously with an
ef fective amount of gentitabine. 12. A nmethod for the
producti on of an anti angi ogeni c and/ or vascul ar

12.pe rﬂﬁ@ﬁioh 'f&rYthé ﬁr@&'&‘dﬁ@ﬂ o?!irf ﬁﬁfan%ﬁ%@nc%ﬁm} %S@ﬁ’lgﬁger?xgéﬂgmpr q

such as a Urmn mni sterin
redygingeffechin aezrq'r@chlmﬂ@d ammh Sucbfas ADRAY, ]whmh @mprises

alct bef or e
eI ol B SHERY S B BT T ooty
accgﬁatdd: $Eﬁﬂbh¢reofabﬁf01bﬁa"fmr er mmﬁttaireowly withuh &HRE0¢ Sthfuntiof h

ec €. anm unt . of |on| at.ion. 13. Use
gemé’cr:]‘%o st b¥ oAt gh simpfangpushiy %eréfl‘ﬁe PRt pigpisings
radlatubmm)ur of the kidney, ovary, connectlve ti ssues or
haenmat opoi eti ¢ system 14. Use according to claim2 or
claim5 wherein the cancer is |ynphona, renal cell

13. CangieROMRdin O WAAAS GAME6 YhersSiflfile tinSRUS 2 RAGL Tthe kidney,

ovary, connective tissues or haematopoietic system.

14. Use according to claim 2 or claim 5 wherein the cancer is lymphoma, renal cell

carcinoma, ovarian cancer or soft tissue sarcoma.



