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WD 20071003933PCT/ GB2006/ 002462 1 COVBI NATI ON THERAPY
The present invention relates to a nethod for the
production of an antiangi ogenic and/or vascul ar
perneability reducing effect in a warm bl ooded ani na
sUOPOAE033R unan which is optionally being treBE€BEBULED2462
ionising radiation, particularly a nmethod for the 5
treatment of a cancer, part|cularly a cancer involving
a solid tunour, which conprilses the adninistration of
AZD2171 in conblnatlon with gentitabine; to a

phar maceut i cal conpea | ATf R, AZD2171 and
gentitabine; to a conb trof—prottet—Cconpri si ng
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Receptor tyrosine kinases (RTKs) are important in the transmission of biochemical

signals across the plasma membrane of cells. These transmembrane molecules
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2 characteristically consist of an extracellul ar
I i gand- bi ndi ng domai n connected through a segnent in
the plasnma nenbrane to an intracellular tyrosine

Binding of ligand to the rece g
resﬁﬁﬁgggﬁastlnulatlon of the receptor- assocg ?ﬂﬁnmmmmmsz
tyrosi ne kinase activity which leads to
phosphoryl ati on of tyrosinq%residues on both the
receptor and other 5intracellular nol ecul es. These
changes in tyrosine phosphorylation initiate a
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Qui nazoline derivatives which are inhibitors of VEG-F
receptor tyrosine kinase are 5 described in

I nternational Patent Application Publication No. WO

00/ 47212. AZD2171 is described in WD 00/47212 and is
EXSSPEOP4Y t herein AZD2171 i's 4- (4-fl uor o- 2- HEV/RE006/002462
1H i ndol - 5-yl oxy) - 6- met hoxy-7-(3-(pyrrolidin-I-yl)prop
oxy) qui nazol i ne: GNO 10 AZD2171 AZD2171 shows
excellent activity in the if vitro (a) enzyme and (b)
HUVEC assays that are described in WD 00/47212 (pages

- I s i nhibition_of
Do, ChRR, PO 2 RS 1t (e §) L4 B bConer. .
RAatat 8, Zioneherlt, TS, PelietibS Nt el RenamTe., AS3clYCHEY, @76: 2270230,
apsihyS5 2 nMrespectively. AZD2171 inhibits

VEGFst i nul ated endothelial cell proliferation potently
(1 C50QWiazqbnegterigntiges which am\/ﬂnhlhltctrhef‘b‘EEEfEc aydsinelkitlase are

deeshdash Idtéi‘lliytlgﬁa‘i PQ%; Q%plfcgﬁ tIhl%lu!: hon K§! | \&8%&8!7%&26 g\%ﬁﬁ?ﬂ is

appr eci awgg at a> gr ea er - co
gserifepdyin MEb00/47255810 infgamplEr?40 gremint. mmzlal Gal- (4-fihofolmethyl-

XBORM-35oxh Do bR BokyY- X! descri bed
in WO 00/ %]12 (B{%?mgel"js%?mﬁ%IlIl géib PR q%‘m%lz"h}ﬂ} “499%
69991% ** follow ng 28 days of once-daily ora

treatnent with 1.5, 3 and 6 ng/ kg/da 171
respectively (r<0.01, P"*<0.0001; led t test).
AZD2171 has been shown to elicit b gect rum

anti-tunmour activity in a range Ddel s foll ow ng
once-daily oral adm ni sty Nedge et al., 2005,
Cancer Research 65 4389- 41 ] Zgrn WO 00/47212 it is
stated that co S ' ion: "may be
applied as a sg e} herapy or may |nvolve in addition
to a conmpound of"the invention, one or nore other
substances and/or treatnents. Such conj oi nt treatnent
may be

AZD2171

AZD2171 shows excellent activity in the in vitro (a) enzyme and (b) HUVEC
assays that are described in WO 00/47212 (pages 80-83). The AZD2171 ICsp values for
inhibition of isolated KDR (VEGFR-2) and Flt-1 (VEGFR-1) tyrosine kinase activities in
the enzyme assay were <2 nM and 5 + 2 nM respectively. AZD2171 inhibits VEGF-
stimulated endothelial cell proliferation potently (ICsq value 0of 0.4 £ 0.2 nM in the
HUVEC assay), but does not inhibit basal endothelial cell proliferation appreciably at a >
1250 fold greater concentration (ICsp value is > 500 nM). The growth of a Calu-6 tumour
xenograft in the iz 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

nvention, one or more other substances and/or treatments. Such conjoint treatment may be
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WO 2007/ 003933PCT/ GB2006/ 002462 4 achi eved by way of
the sinul taneous, sequential or separate
adm ni st rati on of the individual conponents of the

tv[,g%?gd} WO 00/ 47212 then goes on toﬁ?ﬁ%@?@%l

exanpl es gf such conjoint treatnent includin

radi ot herapy and vari ous types of chenot herapeutic
agent. 5Nowhere in WO 00/47212 does it suggest the
conbi nation of a conpound of the invention and
genctitabine for the treatnent of any di sease state

achilddhyWehy G He Rfimultaneous mgﬁl%rk arhld d QB{HAEZI%%(%I drtheiltvidual
o%t?c' fic corrbl nation of D2171 and genctit

Gesf the treatiggicher e i n WD 00/ 47212 does it state

th at WIS 60/@721a Men GOSRA W&s@fbe EXendidd b fich Q&J&ﬁ%%n@ml 0
ot her treg}g{rrent s. W !ll produce surprisingly

Bithdpd . s @Y%Y@P‘ﬁlt@% etbemaiberaprutis aganl/EGE RTK

i nhi blotvhere (PO GBIR12 @B FEGIpe BT the bbbibitoRlor 4 E’dﬂpo&zﬁﬁ)f the
e i.s descri beg i n_Baker eta!, Cancer

and..genti t abl
LR 4] e citaping Gor shscfsatingpit pmy disssiscrinte rpieding RO S
conc Nodraete WO G/470 ik fRspeiTfic @bmBiith@lof RTZS2 78 nid t h

e t abi ne or PKI 166 with gentitabi ne was benefi ci al
%g}m%bﬁn UggsEe (irl pl e conbi nati on 15did not produce

Maiutietd iv &VQ b@nmae dbésdt seaﬁa‘tem\}se of any com@oam'tm%%gaoé,qﬁemin
101, a. ref anti body

‘?‘%hek%%tm % o‘ifﬁ%ﬁcgsuﬁ"égggg gg‘&eﬁicﬁ?%% fis et al,

| nt eArteple omabmalmu roﬁaVEGF Rmnﬁ:lﬁbltdt QI#TIQM), ah%’*fﬂﬂﬁ%m&@@&

exReg! y._We have
BROFE B bR T ARG RO e e?e}n{ieﬁ ka9 e
Amil @ 03962 .nBle apthow clotmhaleqbﬂmita abuibamusﬁdfeﬂl&dr emK f78pwith he

&%deﬂl%tok PRI L ég%%lt bm% twas bene fi;%}hzeétémf; éemnl?na){mn

gencita uces srg
dé‘i?‘é@toéu(terﬂdd}lhm}t}wmmtmﬁfeﬁz,Dz171 and genti t abi ne used

al on & cohﬂm@l‘rf’tfnt df %é{abln@%%%é% lu? %dquF%gtgp% ]m%g)e?ys av¥lh

enci t abl ne produces signiri can
PRiibodinddescribhdin Brms eodelnefnaﬁ@@mbﬁmmwsag@mmah fisos 2,

2@)@2 108 ZSGemzl tabine is (INN)
gaeggdxy di fl uorocyti di ne nonohydrochl ori de (J3-

i s 0 @Pﬁxpe@%?qdémpﬁenglz wahayig nRv Govmd st Be prrsieuldr m)mpound
A7vAdenRak &frnblhiahl)ﬂ’\lflﬂ‘?d']}garﬁcﬁllair shlddti&nY frﬁ{;] 8—% § ﬁgeﬁm

is.an_anti-metabolite which causes i 1on
lgvﬂ WG, W/47212, namely with gemcitabine, produces significantly better effects than

any one of AZD2171 and gemcitabine 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’-diflucrocytidine 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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Anti-cancer effects of a nethod of treatnent of the
present invention include, but 30are not limted to,
anti-tumour effects, the response rate, the time to

di sease ogression and the survival rate. Anti-tunour
ei“foe@f’goog? a nethod of treatnment of the preseR§T/GB2006/002462
i nvention include but are not limted to, inhibition

of tunour growt h, tunour gr%vvth del ay, WO

2007/ 003933PCT/ GB2006/ 002462 5 regressi on of tunour,
shrinkage of tunour, increased tine to regrovvth of

tEFBNon BN G 88 SAkORe Of tulb 2 IBILY w‘-]xé o gl &mgfof 2RSS

progression. it is expected that
tGPSAYGRe treaipent slovinecaf diseast prpesssican L 1se}@dawd1hammjmbunod

of etk bOnel fdseaint@kios Qﬁ}nﬁﬁte?edg Q'?zgrm 18,418 ?n?xma{ juphasa

treatnent for cancer, said treat

pﬂ”ﬁ‘d’&rd’éﬂe& oldfeeizpent fopeancerpaidanathod opfyeatrhent wilk@rnghice an effeet, as
Qficab@édEbyDfor ERBPRXERIE ndfe deMBe St oAt DU G St ot

res onse rate, the tine to di sease progressi on dﬁ%ﬁth
SG Ite, thlilgle tondipgasepIpEession prdahe sirived Fatrd éAnti-cancer effects

pﬁ@tﬁﬂ&)ﬁfc@ﬁilho@lc LeRatdRENvel B %Henﬂﬁ' eilgtﬁlgtdg@aﬁte of
exi sti Accordi n resent

n
i nve nf’?‘%ﬁ‘gﬁgﬁ% 6}](5 Presenh nygRtiga dhere ‘ﬁﬁ‘loh‘é%ﬁ g @Pth?%fer the production of
pn @okisogibgenic@hd/afvasiilar BételeMNEN rdaudiYrRE: 1 Q%Hlll @fooded al
%ﬁg rggg%lll | té Edum n%ﬁ%ff ect.in a warm bl ooded ani ﬁmtlalfn
5 & AU Yhigh ApPTsER AR S RE fq widkanipkpme Gy amguntot
seinp 1@hormmpharanceatitaie hiospraslenitiherd, bBBHED Afek oPEimBltaneously

Q,\B\t%ag%&e tical Iyﬁacce able salt ther eof bef or e,

er orCl‘é‘?ar]frluun SN DG th an effective anount of

genti Aedoidire.to 2 further abpecoofdidigest nazeﬁtwntttbﬁ!é is PRRERL a Rbthod

invention there.is pr ed a nmethod for
ﬁehﬁ‘% ﬁ{eoﬁ ta c% c1 n g way Sfoo%edé'm gpm@*&na\ﬁmfpﬁqompnses
g@@}ms@gn@tohuﬂammam effactive npoirs 66A 152 194 bt mplﬁhﬁz{cbﬁt&aﬂp

cpla a €T OI'Ge €] \(/)I'e a'l a Of G0z
SPBT  LE RU  E3h S o

&kmetabige. si nmul taneousl y with an effective anpunt of

genci a further. a

fhe p{mg:g}ed% th> aﬁ \f/llé’tr]_:]lel' e@ﬁe%?i eserg 1nV8nt fog é]?]ere is mggﬁfj%a Ilnst}lod
fieydhe treatnenieoie cerfoerdn wdyinsy SOiluh Vmiow ing vainsdldoded datidl Euch Bs a
Bumad, Whith esaamnﬂﬁslxerﬁlg ‘t:cl']saﬂisan%a%an el%l n&ver?rrgfl?tggfxlzp%lﬂ or

conprises admnistering to sard ani el
apbtimecesticallympaprblegelt thershf befarseafter eraithyltaaeogpivith heffective
sﬁbﬁntb@ﬁl@%mebefore after or simultaneously wth an
ef fective anount of gentitabine. According to a

f ur t HeFeog &t fugherpppectnf dwermsent invention mretlhmbexded;a method
ﬂfr(ﬂiéltﬁ@cd]eﬁ o Binbadr fh@ ?aﬁc'&ﬁs Fola %ﬁ%ﬂo %an%? 81? as ahuma£5

Q, ncreas. in _a warm bl ooded ani nal as a
{°B FoBRS i wEdsterm A Naic ammah an foﬁcm aghogmnti or&AIZDa h71 ora

ﬁﬁeﬁ-@ﬁkhﬁb@ﬂ%@éﬂ;&lble@ﬁlt AGRA B0 ot & RRALABEEHE] G LY eftective
acc fabl e salt thereof, before, ter or

PLEGHGIET with an effective armunt of

g enc IAoahrﬂiﬁg to PRERT Aspaet of the Prebdh fnb@rﬁloﬁﬁzg?&%]pxgindédqa method

%S%_ [ nV§ntI on_there is pr ovid
eatment of non-smail cell lung cancer (N SCLC) 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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for the treatnent of non-small cell |ung cancer

(NSCLC) in a warm bl ooded ani mal such 30 as a hunan,

whi ch conprises administering to said ani nal an
%T/(f)%f)%/b‘éf‘rs samount of AZD2171 or a pharmaceuti %?:lr}éﬁzoos/oousz
accepta % e salt thereof; before, after or

si mul taneously with an effectlve anount of

genci tabi ne. WO 2007/ 003933PCT/ GB2006/ 002462

According to a further aspect of the present invention
there is provided a nethod for the treatnent of breast

Ccance{cchrding tdVefufthd? @R el thd PidIg: inbififdn ?&reels M%&i o RGN

éﬁg{ﬁ)nses adm ni stering to said ani nal ffective

fEAtBent RZ Poasyqangst iyd WivaY Pacdsd animal spgh aa@élemza fyihish
Sadptisdshait@kerink) &f s@ﬂ@mmﬁf ArfdtretiveShidthi LARS YA Yor Wi t h an

Irehﬁfectlve 5 anp P” tgtltabl ne. According to a
Ppgeaytcallyaceqpt Sflhfé‘efﬁ? Refore. aftRR QI SRiAnep R with an effective
mammﬁtgdmaatdmehod for the treat msnt of cancer of t he
bl adder i.n V\@ngn g)?&eanl ma| such as a huma

whi ¢ CS%THJBF % eﬂﬁ‘?pﬁ?t PEETE Brvetiopy théﬁll?ﬁP"lé‘ﬁlamethOd
fof fhe otatmentafeitdr odfhe s:z&wwa \@errmaﬂ@ﬁ&{ :{Hﬁﬁzﬂ gl G8th hi¥man,

eptabl e gsalt the eof

2 RhasGsg PSR °a9ﬁ‘dé“f‘ E?ﬁ %@C’i‘@ ERHGE AGP2171 or a
Wemrictwishliyeacceptable séictheaedt] gort,afier dryintult@icoRBPeRH antdifetihe

%g%}t c}naya%ngl on there is provided a nethod for the
pro CErOR Of “an ant i angi ogeni ¢ and/ or vascul ar
per meehortiing yo & facthes spectef the presdnbingentian MHefliO@oh dedathdtid
B80T L ORI A5, AU B! ST, LR
W tlewsied tiiwall shigh 28 @ deptm wbeh sahpnsbh:&inemﬁtmﬂgecﬁ @ii®animal an

%%tr?c%{eta%%}l%e of iz 2 r’)tl‘%[? g%%&f?ﬁca %l Qcce %abl Ith\r%geoﬁgof rga%f%

@ siudiaedopsty wih ameffeniivstamonn of gegnmmne whtnhmaﬂ\ZD217l and
S I
Fepiable; %Clme@mf gedera met hod for the treat ment of a

canc @fccérﬁm% tovme*? Loedesg Bfe%lt m%%lﬁlgn ﬁl%re% ;g}

conpri ses adm ni stering to said ani nal fect | ve

fanibe Heatgent AFDERer inyy W%I“b‘ﬂ@‘?dﬁﬁ%fé@ﬂll suell dsy hawere pvlha;b lcemprises
a‘aﬁilﬁlst&li}%r 18 &did arﬁ}ﬁil Qf Sffechid Shouflf omlltifa&%%ﬁjﬂécéﬁﬂn&ﬁ%

%% i ve anmount of gentitabine; whereln AZD2171
a@%ﬁ?ﬁ% cBi Wéreﬁfa96@5&#6&?@@%%%8%@%amffep@te@rr@ant of

deAQRIVIRE whértih AZDD A B GaHtHa6Rb hmy Bkt %moamyeoe%&inﬁgke%t
ca According to a further aspect "of

r rr
tB%%‘*éWf%ﬁ%ﬁfﬁﬁB?ﬁﬁ%%ﬁC%P@éﬂ ‘?S‘P’@Wb%&mﬁerrret hod 25 for

t he tAceRtiBRta ffthedafBdi6Eihe bRV Mlvéiﬁio@th%ﬁhé HotitiUfetl
T}Q?rmbl ooﬂed ani, ma\{af such_ as a hunan, which conprises
QLMF APATREH Ph%capeeT S PYing displd tumpurdn ¢ wary-bleodshanime! syeh as a

Wmcmon@nﬁzb adiBBeHhd ©ahil ¥nidRCARERRIVE aBaint of AEHEOT of
foreéﬂg 1L},er or SI taneously with an effectjve

et I efﬁﬂe‘?f-’é?rﬁ afoep simltanseuseiidh anpifestive

amnlﬁﬁ‘(gbtnﬁfabﬂnaﬁﬂiefe)h AmDﬂdnnaﬁu SRt RS eheptiali b
0] ent _or carrjer.

| ut i gal ept ab exci
@ RGP IR a“‘}é APl %?@15 RccEPige PISWieH} G SaRier
i nv e Alct@ding tver farthes a@é@‘d&f xﬂe frefentil&0ieh there if fR6viddiahdiiiat
m bl ooded ani mal

e t he ncreas .in a
g‘i}éﬁ g%im%ftﬁ \i:un O\{Zﬁ‘f BHRCERHPA] .W%%m-%%aﬁlﬁdﬁp@ia Fiehes alymeni g
vetichnmimpaises @G tekivgtoania uniinabin oAZBRE Gho@it 0PAZD2171 or a
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WD 2007/ 003933PCTI GB2006/ 002462 7 pharmaceutically
acceptable salt thereof, before, after or
simultaneously with an effective anount of

gencti t abi ne; wherein AZD2171 and gentitabi ne may each

ot BNAPY3 be administered together with a  PCT/GB2006/0024652

phar maceutical ly acceptabl e excipient or carrier.
According to a further aspect of the present invention
there is provided a nethod g for the treatnent of
non-snal | cell lung cancer (NSCLC) in a warm bl ooded

%hﬁﬁlzeu‘ﬁle‘ﬁlg al pﬁblla g%ereo%e?o'?e GRIBE ISIS eﬁf%g{f gxlme]r %fgc ve

to said ani nal ct1ve anount
YRSMPHOE smqiighing; Wh&@@eﬁ%ﬂbamemcmdbme enl eadhe)f)@drﬁlly be

aldin@ist@Ed 8 fective anpunt of
gemtllst abi ngem&m@!rag?gﬂﬂ%%& %ﬁ%ﬂ SHEPPE RETHEy each

optio 8?°F‘§)n33"@ afuthenpspecs pithe }I!rmgeitmwntmm thére & provided a method
[Tt MR Bhnt §@1oh YAl Qe@lﬁﬁl‘%@afcele@f\@di‘(lﬁ Ha \gam]bq?oadr ‘LQPé’fﬁl sueh

Accgrdln to a further aspect” of the presen
i3 FE3s VBich Gorpritesadminisisns faosidtanimal mca‘fm‘emamﬁntbf east

CEHATRT] brfh ;ﬂmﬂf@aﬁ:&ﬁh@il%@&&aﬁ@ bé@hergblf ch'é o?eS afferBY! §1m8{tanvoélsly

Cvﬁglgl es adm ni st eri n% to said ani mal ’an e

Syl gpcigp Hﬁafrh?m@zmbm layd growBpitisdrhay cach

alidnalliey s@aifinistired @p&her ith 8bh with an
effect ive 15 If'alm)u‘r?:l;g oefr gterrg%g\l%(i%{ﬁg@é W?@ﬁé ??Lt'f)i

egem:l tabi ne may each optionally be adm ni stered

t o get he:rordingtth a aurﬂllaﬁzfsﬁ@ﬁﬁlﬂd ﬁ@bﬂﬂnv@ﬁtﬁﬁplﬂé@is gro%fﬁgél ?fn?tﬁgd

QL £ArS % rding to a further as
present meﬁ(/oeflli’f‘?af)tr?a?oﬁ”e'f‘ agm ploaded geianabsugi esrolitanrwhidhe
tcorelatsnseantmnﬁﬁtermgadwmanaﬁéﬁdcﬁv@aﬂéfgﬁmft&m@ﬁdor%m mal ;
uma i ses admi nistering to sai
it R e ey A MM AL M A
pﬁamf:@mcumm yzhaem agnabliens @érﬁcltmﬁé R8Y cack EftRLAl be

I S an effective anount of
3‘2‘%{5%8%85‘? wher e? ﬁmlé‘fﬁﬁ’ié}% 0GR e FETRIE Phemiegy each

;Et [ O‘h@bﬂd}ngb@a aotirerassedt gﬂ piRg e ivestiowiHeke i@ provided a method
Cepta e eX CUt or carrier.

R st ot BEEIA £ 0 e e i

P@n}}?’ﬁ@?\ﬁfi@mt@nﬁ h(a:rarrbanenm aiceffeci@pRshttof AXDYAT ICH a

Mic'e VA%P&H rrmaceut i cal | ept abl e

salt t ?1%?1(150 an(%f g@ thgrerrfp:p? ABTAFEeE Sy %’&qoﬁéiY BHh # sffectiye

ﬁﬁ%ﬁﬁf@é@ﬂt@mel yhege é@D&lﬂl en@yandiatent moy ea€lobptiofdlly be

é\ﬁﬁﬁ’iﬁt@l‘e@ %g@tﬁeﬁm‘huz{ ﬂhgﬁr[a nﬁlﬁ?a?l? {Jta‘tgllg %ﬁ:g{_] ei ent lnvention

there is provided a co BnPIH%i ng
AZD2 FPEoTging p @ﬁl&bm&meﬁoﬁ thalinvyntmo ¢lep=.t labxloexdsdad phahﬁtem@il

&i’x\lﬁ)ogﬁ&?\bﬁlé}p&dﬁﬁms&qﬂﬁwﬁ (Lrel Ipﬁarﬁggeu{) gally acceptel%e mnhereof and

man or.anl mal
gemc1ta ine in association w1th a pharmaceutlcally 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 2 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:



10

15

20

25

30

According to a further aspect of the present invention
there is provided a kit 30 conprising AZD2171 or a
pharnaceutically acceptabl e salt thereof, and

According to a further aspect of H%‘
dor7?Blnventlon there is provided a kit compriZrhg0462

8 a) AZD2171 or a pharmaceutically acceptable salt
thereof in a first unit dosgge form b) gentitabine in
a second unit dosage form and c) contai ner neans for
containing said first and second dosage forns.

Ascmﬁwgr atlsaaﬁlawﬁ&ﬁs é:gﬂ 616 Saihert Pf&?\ﬁ]&fﬁ%}ﬁ(}%l on

here is pr0VI nmpri si ng.
b}ﬁffﬁﬁ%’é@ﬂﬁ wmduaéé@qag%f@ne asd| t thereof, together

¥ doftaiRerRARIBE QMlalfiddl daid fﬁ&%ﬁd’ste@&ld%oé%égf gnt or

carrier, in a first unit dosage form genti t abi ne
t ogetAfEPrdine fop frths asmesiof theipecsent invension freeetis rowided phient
edmpFgingd er, in a second unit dosage form and 10c)

alner neans for contalnlnq said first and second
%P frRparmaceutically aeespiabla gtk therepftagatticerith pect  of

ﬁﬁhm&élﬁﬁ:ﬂ[}i actdpi6RtckEPichtRe Ez@nérsm RRY ndeghsidigomse of

Dzagﬁgfr a_ pharnmaceuti cal | é acce tabl e salt thereof
%ﬂ’ e fogsth Ef Withe RbpEnasetisH EeerPis %FX%pl?Pé &F aifsri af or
uﬁemmmnﬁhﬁgﬂbﬂgwﬁalon of an anti angi ogeni ¢ and/ or
vascular

P HEBE Y Bgéngﬁ? ‘%%@ﬁd§§£ Hgﬁ&%;%ﬁgg%gording to a
f ur t Hexcordlp ecd fubtfier bipectidf &% itkent Mvaitibh ﬂiéreti‘hﬁ‘bﬁddfclﬁthe use of
BB A58 OGS 2R Bl PR b
meunifcicd mfraene(dfcammtﬁdluﬁﬁﬁeﬁetprcﬁdnbtldusﬁaﬂ antiakigo gafue di}ﬂ]&ri on
SRR LLSE) o AR SR IEH L, "
pr es eyrcoriling & ﬁurﬂmr nipectef ihs ppsaw indadion tlereUs;proﬁﬁed 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.

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-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 and gemcitabine in the
manufacture of a medicament for use in the production of an anti-tumonr effect in a
warm-blooded animal such as a 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
(NSCLC).
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20 AZD2171 or a pharmaceutically acceptable salt
t hereof and gentitabine in the manufacture of a
nmedi canment for use in the production of an anti-tunour
effect in a warm bl ooded ani mal such as a human.

AT N30 a further aspect of the present PRVERIIgpp2462

there is provided the use of AZD2171 or a
pharmaceutically acceptablesalt thereof and

gencti tabine in the 25manuf agture of a nedi canment for
use in the production of an anti-tunmour effect in a
vann- bleepagshoatiiRl aspits b tﬁépr@seﬁ“ﬂ@e%\tim% et Lhs {drRure
IS tumour. of the pancreas. ccordi né’(fo g

AR HEE oxphappac wftlgrécv@@%lé At therewiand gamcithisresn ite
priadMiacaek df B ShelisMnddf foPddodlthd pRbudiof? Q@Jm%&-%oﬂﬁgljfécy ina
acce%i%gl e salt thereof and gentita Ine in the .
ERUTOAROAEH el such g gvmaapahereighe g ina novesnpil odilitixionrof
ake lafig. ant i - cancer effect in a 30 warm bl ooded ani mal
such gs_a human wherein the cancer is non-small cell

| ung CEWELPSP aspech R reNIBGSBPAITCEB200 8k 0 02 4§20

NZD2171 AcLshathiab@itit Oy acdephblb @it (REREGhd RlnchileRf fEent
invention theﬁﬁe is provided the use of AZD2171 or a

AT RERESY P B1iF3PeaceE)e dbiheredidion ofenant-cane effect in a
geniblebédminal sich &s Mamsh attihahdfanéer BBHAEANE M LOr Use
in thg &gcpdutgti on of an?‘fﬁlgeti -tunmour effect In a

war m bf OOdE AATHET RGN BfcPresepinshtiaRriasres arovided tha pesuat
IR 1Abor-agiaidacatally heveprabile @it thdréi@ ahdMRhcitabine in the . |
FREPRELI9c) Beruithd lon SERGoptiL ol G jmowr eibeima.

[Fazm-rieoded angaall bugh mmma?bjhaeﬁxahd t;lﬁ]b@ﬁ@ééﬁlm@ﬁld)f thefbladder.
genci in.the manufacture of a nedi canent for use
int hégc%%dgﬁ R e i eﬁﬁc’filhetﬁr?s&‘ﬁr\’b"@?ﬁ"é‘fﬂfeé"c’f Pioyidgd the use of
VDA Bl oradbarmarduticelly scepiatdssait theuvl BndMRek@ibhe i@e cancer
MW TeTot | Ca o A0Accor di to a further aspect
of the p?gég%%l&?%%gf{ﬁﬁsgﬁﬁﬁ?%@mﬁ% HPBoERcY fEeh &g of
FADp-blpedagianimabivak seecRintan wabkin tionaget Bbla8des adnkert her eof
and ggiidiahi i ture. of. a .nmedi capent
For_oaemoldaialy Ak st of AR B kiR e fouarBe bt
A4HE1 T Blagberedceativalin hocspiadte @l tardofinsirgembieibizi in hbe

b Bbturk 8¢ AmbdORI i oras SQrLdin a
further aspect of ﬁtttﬂ{eusi)?lgg‘%%?ﬂ?ﬁéneon £ N ?W@‘%eerf@%t ma
ﬁ’flmp]@g@dtaﬁ@ah@gh #fa human wherein the tumour is a tumour of the breast.

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 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 AZD217 1
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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15 AZD2171 or a pharnmaceutically acceptable salt

t hereof and gentitabine in the manufacture of a

nmedi canment for use in the production of an anti-cancer
.0,.a war m bl ooded ani mal such as a hu

%é?@%’ﬂ&pﬁe cancer is bl adder cancer. @6@&?%802462

to a further aspect of the present invention there is

provi ded the use of AZD2171 Pr a pharmaceutical ly

acceptable salt thereof and gentitabine in the 20

manuf acture of a medi canent for use in the production

SthchalbrapBhtic-ticHitR in@hd-8 &t aniﬁﬁhg"t‘)og%fi %@Ar%&ﬁﬂg@eﬂ%@ﬁ@&ﬁ&

as a hunman_wherein the tunour 1s a tunour
B} @izcpncer effect and ap api-HEowiEctf ur t her aspect of the

pr eseNtombmaa it tr@ﬁnénh 6 tBs prseRiNehES s liBGnel ﬁ&eiﬁfma‘e‘%pz 171

or.a ({Jlg]ar rm%eut lcally acceptable salt thereof and

R DT R e SpiarrgHy ARtk sPamtepdminigmien ofthsr use

individog! cpinpelisats bO@idDfeamitnR M EonfbRREST r&Eh&Ehs defindd hérRin may

Piar niibl ooded _ani nal suchlas a human wherei n the cancer
SPBHIELRS £ SUE HEBPY OURYIP RIS wEsry &T radiofheepy sepadtitionl t he

firee® thatapduliv 8Fthi @RAdHGIE a cSmithaéh BeAmant OB iRaltioan
stration of an

Ereat nent co i Sj ng t he. adm nf | )
SPPAY PRy COSHTRR FE S5P SGRA5) S FOBP o4 (R ARteedgh PRgY tpyfluing or
aftee Gp abingstrstidntof tHee b@ihation pedt@ed itk AZTDeV N@Jscrided Feréin,

har euticall cce | e .excipient or_ carrier, and
tph e sl&gn% lc 5 og%ea%)eﬁgc é&%’l&sﬁ?ﬁ %tlo?ﬂf u%ggg\,aaclo@bmation treatment of the
prdsenningtiat incinde3Bose tesaribed firf W 00472 B1WLiIBH is@fcorporated herein by

[ i ne; erei n genctitabi ne may.optionally be
R Sl S e T B R P ped st
acceb althee amiengipgepivtagonts icaudingerascutad tadgeting #pehis;00ded
ani . human i n need of such therapeutic
tr eg?%?e%#gﬂ#%%&?/ 003933PCT/ GB2006/ 002462 10 Such
t her di¥ie: biologicelresporse modifiprs (fodesmals isatirangi ogeni ¢
and/ Q) Y964 Lo ffect, an anti-cancer

O KRR Ao DR b o

effect and an anti - | A conbi nati on

t r eatWentpreliferafiec/sotinevplasticidmee ad ombastiche tlierref] ahresedinn
FBYcAP En BB SUE ShBYca Bt bs sl mul taneous, sequenti al
or separ a?% adm nicsat ratelgonatg%?at he 5 individual

conpdtiepitisense thempigs;t r eat nent . A conbi nati on treat ment

as d@ji)%glggtﬁggﬁiagpmesbgndappl ied as a sole therapy or
may involve surgery or radiotherapy or an additional

chembthigrapetherey sgenebeln addition to a conbination
PoreataBimpRE of &f%mbﬁ&%}%l}i@&ené?crr A Wit PYonfb IR ée%trﬁe??of

tep of partial or co ete tunour resection, prio
5 PrORFgl FHGER 2ra A Erexedh eorpsidptiinorelbing. oeliseels dnsetaxel, cisplatin,
SRIPIhAALArBdpIdin SahoBYRk (WTLN) ARt 858U BRERE! el Nn.
10 (x her %:qlagngt herapeutic agents for optional Use with
FPRHRAN R AR Sdrorsaage Sveh combipgfionsere s¥nseied inhe pettigharly useful
fonthk te@mbh 05 e SEME RAS Hedtl MONAR! Brdid 1cd10M W ebdim| cesophagus,
[ ncogpor at ed he{ﬁigl n b%/‘ ref erence. Such chenot _her apy
HEPPoLoTers PYaRE Siog: et bladsish prostalss papsressspd inchudinggent :

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

BE
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(i) other antiangiogenic agents including vascular
targeting agents; (ii) cytostatic agents; 15(iii)
bi ol ogi cal response nodifiers (for exanple
interferon (iv) antibodies (for exanple

ea«g@gmwﬁﬁ%j- and (v) PCT/GB2006/002462
antiproliferative/antineoplastic drugs and

conbi nati ons thereof, as us%g in medical oncol ogy; and

ot her categories of agent are: (vi) antisense

t herapi es; 20(vii) gene therapy approaches; and (iXx)

[ 4:Particular exanpl es of
o PR BN ORI e e Bh o Bl el ap those
t 3By detith thyf conthimaporeaf @Dl Tivand igkncitahine, graaker thiafi Bs@Gichieved
- YT ' Jtaxel . docetax . .
oV aPRet Abindfbl £ FundiBfyshd Blhan, BRRE B Shagpachiovea wit
(teprembinptiomafieewmeiiabie aud jonigisg Flfati¢r. ncl udi ng 25
i i ; I t,ons are

ey U e P e R S L
AR 2pUARgiageniy aﬂ%évqsaﬂg Jpeimeallity mefiugiag kffechmai warm dtdo e, animal

r REH 44MhuRBS QRRAGYSprisst Qﬁﬁﬁg}eﬁt%% Xa{id(anhg%ﬂ{l Béff?c%x‘?é fhount of
b S bl adder, prostate, parcreas and I ncluding
vl bPigremmaceuiicellyirserpiabls salherbofclefyt, aden amismbameously
EXFEBleEEL iy O aEumi B Rl Rdbirde GHA BUrbrY. AT Wik o]SJl‘fwiﬂr an

tr énent of cancer of the pancreas, non-snall Tte

| e

Ve ANYBY O RBELEIALIA80M br east cancer and bl adder
cancehccoldify ©dTtHesisped: bARe REset ihvenRb LGP gﬁ*&ng&)?h Qheliba

71 i tabine and ionising radiatio _ .
Q?r%%tee@%%? gfgalt%l?ceg g‘c?hwaé@'bé‘iﬁ’fi?‘l iR Siechas # bernay, whickeepgrises
tadministdniog & saihihRnesh efiaaix%%&l]? Qg?@ﬁ?ﬁé o%g%gxg?%g&%ﬁ}?

' f D2171, gentitabine and i Ol
rlaé" V\%‘{’lg it Yeet 1’2&?06?1 é‘,%ergff gﬁ’&‘ng?ne?%%mmfbr?@ﬁ eEtRPROEHOM t h
tehmcibinh hndicfs afér AGDRkitoR iGN alE BRoudbEaLiShe
thap, L hose achieved with the conbination of AZD2171

and ‘I'oni si ng radi ation, greater than those achieved
Wi t h trerdimth i fiathensspat ofyeifrtsedihnRetcnBert RPkSidada method

rf@rqilxeal}éa%nt 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 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 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

R ABIRE 55 50 FR G T o ABTRAE T 1 L s e e
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5According to the present invention there is provided
a nethod for the production of an antiangi ogenic
and/ or vascul ar perneability reducing effect in a

ed ani mal such as a human, which c ri.Ses
ggégﬁﬁéggging to said animal an effective ang%ﬁyﬁgﬁmmmm&
AZD2171 or a pharnmaceutically acceptable salt thereof,
before, after or simultaneously with an effective
anmount of gentitabine and before, after or
si mul taneously with an 10 effective amount of ionising

kit @ bffeRfive amount AGEAEIAbRGaldbefird, Yhid: B?&n@%@ﬁﬁlfy%ithtaﬁ €
&esent i nvention there is provided a netho or the

p [

Y amAuniAt iopigngfadistiqnn 5 war m bl ooded ani mal such as

a hunegoerdidgite H ic@BRshRES et | ' |
ordidgit BiHsp tlgﬁ@séﬁt%v@ﬁtioﬁ%e}fgs ﬁl%lvﬁeci‘?glkaggéd

gn effective anmount of AZ 71 or a pharnmaceuti

(8 Sl B LBicESt PRSPTSBA WapsPlopded amimebsoclygs  human, which

sompsésa @i ihg b $at Aind bl SECHWORIRWANZ8Dh1 A ra
nci t e and fter or sinultaneously with

bi ef ore, [ . .
gﬁ“‘%?“ﬁ‘%b“?ﬁ%“%&rﬁﬂg it RefSergict erdinaittiepaqusly with am ffectve
Ancor df gegiciiabing ahdibéftie] afids@eRtulteeotdhewiK ﬁﬁe@ﬁ&ﬁdef%@% ben

a

hﬁgﬁ@rglmﬁrovided a nethod for the treatnent o
cancer imvel ving a solid tumour in a warm bl ooded

ani medcceuding t@s fuath a0t of eipeddertt @fVBrtod ERreAsl Flotiasd Shbiaa

' i ffect] t of AZD2171 or 20
e P e R e )

edoipzisesadmiistaring aneolmingl wi éffechve safchmorAve21AMRUNt  of

' ' ef ore ter simultanequsly w th.
B e e R oo e B s S BB b P ve
tovat ¢figembitabing apdbdforefafitine siprultaenislyi widedt dfBtive ARt b
RLRML dRhig, met hod for the treatment of cancer of the
pancreas I n a warm bl ooded ani mal such as a human, 25
whi cH\csordipe teseBirthefmipectof Sreipragent ivemiool tharel isrprovided a method

v=n of . v/ rmpceut i cal l .
KR O Rl e ok e U IBEE AR ect i
!é’??ﬁ]ﬁ?%é aumphsugh aske hamaw fwhishcomprisssslmitistedingge paid 4ndbil ne
SR RS, of AR 7104; 2 mfﬁéeﬁfi‘&ﬁy %cXpt?Mlé Qﬁ%re%% hLECLT e,
ampunt of ionising radiation. ccording to a
PrirEHiercoydy with apeficHe gouste gercitabing dndrbefobre aféer os
BhONAne Ry FitkBh REEL 30 o h St 6&&1&%@% Uil R208 M o
cel | 1 ung cancer (NSCLC) In a warm bl o0 ed ani nal Stch
grneating Y, caghoniinnally bp pdmaiaistersd treathen veith aphatnmegwicaly
atpile @fipRhf@eidive amount of AZD2171 or a
pharnacegxically acceptabl e salt thereof, before,

aft e IACE)(fI g A M@%va thg\present invention there is provided a method
20hé 1ONB83 IPLILEBIVDRABAGK#RA dfmal 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 AZD217] or
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with an effective anount of gentitabi ne and before,

after or sinmultaneously with an effective anount of
|on|S|ng radi ati on. According to a further aspect

of resent invention there is provided a nethod
f&'zwﬁgoﬁpéatnent of breast cancer in a war m BFHEBE6/002462
animal such as a human, which 5 conpri ses

adm nistering to said ani mal an effective anount of
AZD2171 or a pharnmaceutical 11§ acceptable salt thereof,
before after or sinultaneously wth an effective

unt of q and before, after or
Sal 8‘??86%3@ |a§f696?‘t aifﬁ hezgof hefarsy éﬁ%ﬁbﬂmﬂw@ﬁoqsm@.aﬂgffectwe
raaﬂbuﬁto{f Qéincﬁé’kﬁﬁdldt nd ibegrel &hted of diﬁ]ﬁlﬁﬁgoug§ %ﬁ‘éxtl %ﬁfeé;ﬁgbgm%ount of
resent .i.nventiaon rovj ded a netho
BB e b AL oo seaibingmay ik sHBdEdE
admnﬁteréﬂmgbﬂ&SWﬁh lilpllimrﬁaceuﬁdanﬁacﬁéﬁm[d e‘iﬁﬁmﬁdﬁbﬁh&t er ing
e anount of D2171.0

to sai,d a effe

phar nACEEI A9 SRR A G SR onGrFe LG  meihod

a°61t the traptmeni oﬁmhﬁcanifohtaiaycrmmﬂna azmmemﬁ@iéa bM@alaaEHH3 ta hefnan,
af.t

mul t a (0)
an ef %N%E lse‘\g/%%g%tﬁmfg 815&151 Bhe ai‘i'ﬁgfiic dF 4098 0“@7%3??% ng
tpbarmagauticalip accaﬁpiﬁ@ialtoﬁeretolﬁ,e)eﬁme s br dimvientdusly witheh effictive

an(?)}{ﬁt%? ?enﬂ:ltggﬁeha%g 8? ore atf{g:r 01p S 1m1(1jl%neou§r§ 3/% i pa ?f&cpvemuﬁd)f

ant’l angrogeni ¢ and/or’vas
aérfipeg radiption, weerem bZE@Iﬂédma ge:nmﬂablseumky @sh @ptlbmarmmg Whl ch

effecti
%ﬁ;ﬁgﬁ}#égﬁo%@%g gﬁa!rrﬂge t%a écge ?ai%c s i:lg)/le% C% céa&l gbl e
sal t fprordausfto a @Eﬁl@r@pecaéﬁtbfr prgsrenismrmﬂldnahmmm $foy1cw‘l t ethod

si mul taneous armunt 0 3n|
raael inatlanowhmb\mm@m aAmmmamg mmldgaen@il araﬁfentevemmeaﬁ h

@@Dﬂ by a)bh%a@&lxma{‘l&%&%f)ﬁﬂ Eﬁ&ﬁ&&?rbey&ret Beidd or 31multaneously

p ar naceuti cal accept abl e exci |ent or car
Ritbep aifergve sogm Qf@?lﬁ@?abﬁ@ pedhefet, afttr@r Esmé@wuﬂyrwémnu on

tefBdtRe hifioddt MbHE ﬁdlﬁ%nh@gergﬁ E’-\Zﬁﬁﬁ | arng Qérﬂgtﬁﬂmé){na}a%h

cance n a warm bl ooded ani mal such as a

GB%’P{ %@di’s“%ﬁ?ﬁ tqeethes Mith g Phymaeenralinsasentablaexeipieacti ve
EMDie t of AZD2171 or a pharmaceutically acceptable

sal t gFmore after or simultaneously wth an

ef fec F‘\? & asprehef themspsset tasatiqndinss is proyided p method
Forthd trcateatiTibycaWichdtedin a@xfafrﬁ-%tdoﬂ&l 2BHRUSREh & 2 Kb SIG

radlatld wherein, $Z % % gencti t abi ne nay each

SPEPERRITY B Rednta Eieilen Hegut PR gATLR17] or

phanmﬁmﬂly edbptyblaal iptab befors Sitdp bekhulRAheBaY kit bn effective
90; to a t of the present

ARORR B Gttty E&rwo%ea@&?%ﬁﬁmmw#}aﬁn ety EaETORt
ocﬁmsangaahmn wmemi AX¥ZDY17a af® pdnttithbifedy dach cbtiv@lipbbl ooded

h co i ses adm ni sterin
aﬁm’é’“ % %l%?ﬁe wilho é?f‘%%?‘%@l? BB GO PTGy 13 a
phar maceutingaah Iﬁythacxsm@t ﬁhh&pﬁ%hthm}elfilﬁih&l@fre is BRVIE®a method
neous Wi t n ecfive amount of
%r ﬂ?ertf {')" neor}:ﬁ} S5 a&'ﬁ%’Pﬁ’B‘?e%@‘mﬂf PehasGIePgn. i
amanSkéeaﬂtmmﬂeralngfaﬁd aimdlan iefféctige doR@hidf A2 1 h@faei n '
htaRimne |y be ,
Ag"%‘%?% g dp%?pg%eet U }he\rlﬁof%g%) o W}H)s \8{;?%)5%6}1 Vlth an effective

amowp pégﬂn:eltai)mm apqi bqrfbrem‘fteca‘rsrmlﬂfaneously with an effective amount of
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5According to a further aspect of the present
invention there is provided a nethod for the treatnent
of cancer of the pancreas in a warm bl ooded ani nal
human, which conpri ses adm ni steri
ngoo;?/ﬁ(?%%ffectlve amount of AZD2171 or a %T&Z&’%OQMGZ
phar maceutically acceptable salt thereof, before,
after or simultaneously vvltlgr an effective anount of
genti t abi ne and before, af t'ér or si mul t aneous! y wth
an effective anmobunt of 10 ionising radiation, wherein
iO6ERd fia ARy AGUR AZI AT aasia QRY LRARLY 13%
é%fg&%lfrasltaer éd to rw tH% a arema%eut i l& (%6?
adememrafbtoeetbsm\mg|a@h@rme¢eubfaiﬂv peseptable excipateceitiag to a
furt her.aspacd fuRﬂeI ta&@ct Bf £ Gfdtent AVERbA ﬁl@retlﬂﬁ&gdédsthe use of

Erow ded a nethod for the treatnent of non-snal cel |

74 ane parpageticay dcpepiabligrliihpiceloume deragiabiag msﬂEFth as a

B rur M aGhb A QAR Eo%%& 19@1{@ d%&tﬁfn'o@gnén‘ﬁafg?dg@m@&ﬂ&@' an
effective anount of or a pharmaceuti cal |

\@é@@@pameéblhta rrftduf%?fée@fm a U@Wbodealfap@%al ych as a human which is

}eg@@@gy%n)gm\édrgdilah@ﬁ] ef fective anmount of gentitabine
and before, after or sinultaneously wth an effective

ampuHCCHAINE & Qrtheg arpsetiohthe awse%ﬁé?%% thage fspprgvidedibe use of

AEDETIT 3bh Bl@arﬂﬁ%utﬁ:@@ac@e@tdb%@llt Mregﬁan@ @B dHabih S ImaRe
together with a pharmaceutically acceptabl e exci pi ent

?nuéaéF’F? o, m%ﬁ@%‘ﬁ f?iluff'gmlﬂlf Pé"dluﬁﬂclnl‘l’é f %Pé‘pfé%‘ie gfect ‘Hé‘
wiesseddel @Mﬁlﬁlﬁ shélfhstahhﬁllh@l WhiclpTs @¥ing @ehtall Wilihadnd Qtiafidie
t reat ment.. of st cang in a vvarm% oqQded réltgal
o ATEOHinR b AER OC IV AT heGram PR wa g
APDPHI1 o2 pm‘rﬁlaeﬁﬂicemy ao5pttdle salt thétbPahd :gexﬁdfltaame in the

har ceu L1 cet.aleslttere

B R S R SR PO QR G B BiRSRe ot

ganchlbalet ammanchmfadmman whitlets benng greawdl widriewisisd ydiatidoh
an effectiv r adi ati.on . ein
AZD2 1470 Orgﬂlé Ff‘o %%H?r ggae o% % yreéeélé ng/%r t]tOIl glﬁ‘ IT g/rbg@@det{le use of
agne mlsir e phe&imh@glmdahmccmtablie salt piambﬁadgaﬂrmtahhb jn the
A ERAPEL SRR o p SR Bl AR b B
panmfbld@td%d amnnt sluddasfadlumtamwhlk:h sdeine breataf wikh ianid_&g radiana@er
{yHer@in WM, (i)soaqleu% A R %n%}é%b as a human, which
conpri ses adm ni st eri ng'to said animal an effective
anouniccofdingZOp inther@speet 0¥ @pmaﬁsmMmuoc Hieteyis providpt thbhse of

e ?El'htb‘? b SR rma A Pfaccﬁ:&l aﬁ’ Ehe?éoP’%Jdﬁ&&Uﬁll: gL th an

ective anount o I ne an ore ter or
gzl T At (g eﬁnmcgwawmtrforaﬁe @fthm@duo@ormf@m piti-ggficer ¢iect in a

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 effectin 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

, i
Nl
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i oni sing radiation, wherein AZD2171 and gentit abi ne

may each optionally be adm nistered together with a
pharmaceutically acceptabl e excipient or carrier.
Accordlng to a further aspect of the present invention

t N BT3B ovi ded the use of AZD2171 or a PCT/GB2006/002462
phar maceutically acceptable salt thereof and

gentitabine in the 5 manufacture of a nedi canent for

use in the production of an &ntiangi ogeni ¢ and/ or
vascul ar perneability reducing effect in a

r@g@%g&%&tﬁﬁneﬁﬂament fosrlill(s:eh %gtprocsiﬁctlr&al of Xl\{] %Qggbflflg}}r ggeq? gl a

f WittHdeodgd pamel soh atSiadaumam]acH is bﬁﬂ@@éateﬂﬁwﬂhh@fﬁn% fdiation

P 1 1 or har maceuti ca
ac%%?gglngﬁbga 5;1%0 é?leo{)% 0“@%@@? ine in the 10

manuf dceudiag @fa %rthm; dipectvbtht plogbnt it @@tibmithérd & [R6VAEHd Gltel BEof
ofzo 7801 4 5166 ooded, .ani mal such
as a_hunan %gﬁt}cgl fl}fb%l Jr?tab{grsgg racr’?a %ﬁen?cétdl?’%‘? Hdpe
r BRfuECiuEspf a medicament o @Hiﬁng the progudtion bherandspeet etk ik he
PresSModbdMERRM &b se.of AZDP2171
or. a phar maceut | cari %]gaé{c‘zhﬁ ag?{él’g‘% a{eg ﬁtg ?Oé‘bsfngé% tion
gBBFEST i FavecTiinb f?%écaﬁ@muf acture of a rredl canment for use
i Nt hacar@sdold e hsnah dect. in
zlcoodgﬁe%(j ani el - such Olatgéb rg§eEﬂR ntm erﬁ i p§ovb(%fl ﬁlﬁ use of
s oty Rh%n?aan%ntlgaliygacwa@blaﬁ¢1bthereof and gaﬁc@aainmh inghet 0 a

flﬂafrilﬁemre&ﬁ' @ﬁféﬁlc&lﬁent fb@u&rll?ﬁl@ Bltodl'nﬁ]i\ﬁ? Qi b eoruxeeijlf 2tin a
e use of AZD217 pharnaceut 1 caliy

provi

av&acf‘@ﬁ’?‘)é’gﬁ’ nil guchyge p E‘ﬁanmhg%‘?ﬁ?ﬂgtt@bﬁefh with fpnishg radlauon
rererHiphé ROk o intBREbQRIBAL:. f or use in the production
of an,antj.-tumour, effect in a warm bl ooded ani mal such
as a NOWEAR&iRR ngt?’fﬂ}e%asB?ﬁt pigfhs pressrtdpy epliqnithéroisipgivivgd the use of

ris&ih2arl amn ;ﬁarmmﬁmealry aEd'éﬁtaSlb‘ Eﬂl’tblﬁerécﬁ“ afd SR Qf kb he
further aspect of the

gl?dé‘gé‘%tmi"ﬁ%’ﬁ?lf%‘hen{ {?é\‘sé Bﬁ"éﬂﬁi’ﬂ%%f apgpti-gapeer gffeA DR 17 1
Ovara-bjslededrningl hich ab 4 Yunk@e@RhabictetRhitd W RTERE Fmgatlon

g@g& ttﬁ‘@& ne e manufacture of a nedi canent for use
hl ¥ dcﬁést%aélﬁeroc?n %h anti-cancer effect in a

e Sl ke £,
A Port b inla B BB YoreeRand Eemctabine o i ng
mpnufagtyre pﬁfemech@fn@ut foDdise ithhe mmem oflaR¥@NHukRR: RN L1 S
Rfafy! Ibgggedtaﬂﬁ’lar&%{l %e L In O n wﬁgh gsr a ? g%%(ﬂ’a c’[:l}e]:ér}lllﬁl%g lraldlatlon

accept abl e sa

RAGMdke ppeurds 2 mmoedif dwivdterf or use in the production
of anAg&gltdg Gaq f n_a_war m oded ani mal such
as a human ngwid;1 ﬁﬁ{hmea %egforg ebrag & eWOP%‘efedﬁPré’V‘ﬁ

FhSERPRIc Spmigatiph @P@nnntwhepr[smlgwadmmlmfmrcﬁ‘aﬁ EffecE A Hnt of

AZERI Al R34 phQude gsent inyention
there is provi cftl ggahg %Cu‘g Kfﬁfﬁ 7t 8? yologether with a
ﬁl‘ﬁi@?ﬁﬁ&t@ﬂ ¥ %Sfamt%blmemfab IGEEI‘I@ adrl tﬂd’ﬁﬂlhﬂﬁ)sﬁra@diﬁbf an effective
gR6E: bR indRabidd, $ﬂ?i§nally 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
AZD?2171, gemcitabine and ionising radiation may be administered simultaneously,

sequentially or separately and in any order.
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WO 2007/ 003933PCT/ GB2006/ 002462 15 manufacture 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
[ [ reated with ionising radiation wherejin the
tvgﬂg?e??)a%‘g}:’a non-smal | cell tunour of the | ungtl/6B2006/002462
According to a further aspect of the present invention
there is provided the use o{ 5 AZD2171 or a
pharmaceutically acceptable salt thereof and
genctitabine in the manufacture of a nedi canent for use
i n t hewhinOBiYsdel @Rmaf sudilasfubiaf RRERLs behk §Edted vUibﬂPionising
vg%rmbl ooded anj mal such as a human whi'ch is being
PAAELeEeARs @ ey pipedefl gnimghiugh ssgrhumpe which isttisated witk tomising

RidRe6H befdR) @REr-or AGEOdadie Mehela® th8 afiintshSlon 3% PREdicent &€
resent invention there is provided the use of 10

BH9n Bratmenh eomnpging WiDRAT | apd ger@iabiag | Zor sxample aiskiewfing

el tiGENE) HeableA ® daldl WAR-UISHA 86hal 6@nQE 2 BB AABE berfolor
the production of an anti-tunour eff

use.i.n ffect 1n" a
BetF i 5ToB0 & eahi i e et misiiation of amaficampanter ombiatioagreatment
torgatsig ARDC 7 1i 00 g&hdgbinadiiag s WAL aH I 71 NembiFRidhnd S
8 }S%mr)a%gaiof thg: reas,[t. According to a further aspect
O PRESHRLBRY g TFEhSPHEFER of Lapmalise any erderudanage
AdniNBBDRA4 ﬁﬁxgbﬁnemspfh &gmwbiosﬁh |ayinﬁp1?§)péx§me§cef9tﬁ& bffect of cach
nd .gencitabine in the nuf acture of a
h@%@%@%@lg‘rﬁmﬁ§‘Iédaria91la?c??e§“}3‘fhgfh‘iﬁ’g§¥'on of an anti-cancer
ef f edtccpming tome myobt@d the graaeit inantisn 4 id@Ssidy rAdiAER ivhi ch
L 5.-hel e ' {onjsing,radiation i.n the
B pl R A AL B iRl s o o dipaft and
gapeighineof the present invention there is provided the

use of . r harmaceutically.accept abl e

sal t tcgé?ggﬁ)%% égpﬁ(gr?é ?’te %Be??]né miv%nl{lf”ﬁ gle r‘r‘ﬁ%ﬂﬁg& ?:flgﬂog f a
rEpinistene befork bpth U2 Al atdegeprittine bi afier afth ABEDAITR i antl uNOUT
gdf@slind N @ war m bl ooded ani mal such as a human which

I's being treated with ionising radiation wherein the
t unroy¥ecerding tot qrapepectof the peesduk mdeteion AZDR UT1ds miynitisterd to a
il 51640 @ SRAG AG the DEmATE ' | R NG S

pr ovi deg a 25 at her apeut i cé%géwg‘%an%\gs;ﬁ%ﬁ&?srlegartaﬁ%tﬁ%n
conpricstraige traothenmispricsefitist iresont dfvertivn dfef effettiof @ nefiod nf

ﬁéaﬁMWf]tﬂé]pr&_%nﬁnﬁﬁﬁfn@%lé th£3 lbé: ¥ lcaagtcegﬁﬁzglgljlt?o l%? laédi iqn of the
th a rcar y

t hereof , optionally togéther w ar neceu
eftcts pt seph ef thsampprings of paid hipatnayt vsed aldng, khat is, of each of

AdD2 17 $hd @nic@ibiRf useal§lel o8 6# daMiEo PN b1, %EIPQ%HBE Eﬁhbﬂgfl%

opt i.ona%{ together with a pharmaceutically accepta
BYAI P St carrier and the administration of an

ef f e obot@ing i BtherQpec QT itis @G ert &tk Rloh A efbQ ofa WRMBA 5¢ 30
bl g_&de% ﬁ\nl mal .such as a human in need of such

TREPALU I PR ARERIATS RiResied th be meatatiop ieiaddigenef hatffarts
@fiedchi of EieSbibnee bBsaidarkatii)t a6 AcH] Bit$d 6f &eh of AZD2171 and
si myl.t aneou§ln)é, seg entiall ¥ or seé),ar ately and _in any
%errzgg?l{me used alont 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,

e
/ :
Nairs
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WO 2007/ 003933PCT/ GB2006/ 002462 16 A war m bl ooded
ani mal such as a human which is being treated with
ionising radi ati on means a war m bl ooded ani mal such as
?)nan which is treated with ionising radiation
b&V o84 er or at the same time as the PCT/GB2006/002462
adm ni stration of a nedi canent or conbination
treatment conprising AZD2171 and gentitabi ne. For
exanpl e said ionising 5 radiZati on may be given to said
war m bl ooded ani mal such as a human within the period
f a week before to a week after the adm nistration of
© RHERt OLRE FREPAEPS, B15 AESPONSE T2l the Himg tndipraseapaseshien prghe survival

PoER kd ﬂhaﬁd&ﬂle%[g‘dntdaghglﬁ}e of Bin&r df@ﬁ%mfxrh@ﬁts @%ﬁ@&o?ﬂwmatlon
gencitabine and ionising radjation ﬂ%mae adm ni st ered

EHGRL ae gorPmeBE Bt AT TIPS, tpglTest ofahe coppinaiap tsgtment is
SlergBRiicH Hetcd llsffhlér&p%ﬁitﬁﬁlli)siu)ﬂerlo-f Remverdn LhRegdedyiaAmsd171

xperience, t he eff each 10of AZD2171,
rER LR ERR S PRURSR FOH SHHITS GrEBgat i combinition reatment

iBeyrgikitio ¢f A tendieRl ERPES bbisihed iha pRFup sﬁlshheﬁwewmobsqrbt teidnd

ni si iati s adm.pj stered befqre one of
(a5t ncoRl R PP or BT Bt B SRBE ey pdditon.
e ffict afthei@mbination treatnARCie Heting ad :Iffo@(ﬁ@ DEPagktidtretitone of

esent invention the i tion is
B R Y B0 DRt oot el et oo
afatreduc&bbiohe aﬂuﬂlfl%]tﬂelapaﬁml: efffeciTastnadasunel by, for exaﬂs@lépiﬁ]d Eght bbthe

{
N T o
tvmbvalseign thar @hiemblmntdnsmgxmnsetmgnai adowats dbthe chapaieaks ﬁgthé 0
t th ffect
Sk ARHRS), W10 PLEBED) MYATL KOO L Ll
@69 elcA @2 17d ohgemgitatiinezos fonésingi racheit@mruay be tedeced avmthdmt Getrimént
{orbﬁe Sxf rB@rQ b8 %(t%@GHhQICS}{?H& {8 %g#h@pltat?é fﬁg lI%MSf?Sf and

treat e nt use
RfesFessicalspheryie dat [impratioyfar Mthe& dmmﬁntpzt@emanon of the

?ﬂ?i‘ﬁéet BRWE faRd ad AR Rh H&bﬁe@&h@&&f&e@ 86 HoONBat oceur when
Accor to anot her aspect o resent | nventl
?Wﬁ@%ﬁ@%g%”%ﬁ‘ﬂ*ﬁ@@ﬁ@&“ﬁﬁeQ%dtreatnent of the present
I NVents sefkdiaBoRCGhB8Ratid tREmMRBLE 3 BE k%ﬂn@éﬁﬁo@gﬁeﬁﬁé&n

of the effects of each of the conponents of sa
herein prgohntegRsbigr @Plbi*rélan&wféew|a§d/ordiascebiéppr@¢abﬂmfieizt;§ and

B8R1Bdchaky a8 ot SRk @k ONE aRlilaPher@hlinPE pREdARh tlvide range of
enE|tab|(§ and ionjsing radiation used al one.

SR A R g faRoRElnc Y e deukemis. pailtiplerayaioms aag dymenbema),

iR Joerdsis Orherinatoed H106hti19) K 13604 ¢ SRlolRMaciinglddf. RLRSEM!
i.nvention is ex ected to be a synergistic effect.

REG RAPRIgPRes, ef&i’%§€mal TeR\yRasHS) BPIEmERs HTeAss ipeHe
infl@akAkuA] lylnphddedohd) eliodsiriafib, @ chitBonal 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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a synergistic effect if the effect is therapeutically
superior, as neasured by, for exanple, 17 the extent
of the response, the response rate, the tinme to

' ogressi on or the survival period, (ﬂg
§&§?§§§:$% on dosing one or other of the conﬁbﬂ$ §m6?%m2
the conbination treatnment at its conventional dose.

For example, the effect of t{he conbination treatnent
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pancreati c cancer, bladder cancer, breast cancer and

| ung cancer, including nmesothelionma and non-snall cell

| ung cancer (NSCLC). Conbination treatnments of the
pg&aﬁ 1% I nvention are al so expected to sl ow

a VAJESUsly the growth of tunours such as PEFEB?086/002462
of the kidney, ovary, connective tissues (eg soft

ti ssue sarcomm) or haematopoietic system (eg 5

| ynphoma). More particul arl y?such conbination
treatments of the invention are expected to inhibit

3aB)£ ate EGE i ncl udi ng

ey ﬁtgxglﬁngg&fon fhgy]s‘tﬁ%lm?&s lsfon, ﬁt&pllc{}ﬁ,g Bistratgnforgxagple pegn
é)kzgxﬁgqt ar cream, |fqm¢qml adminBtrgron\ﬂirhxﬁ]ﬁpld BSBpkitdIAbYh@Hdbte of
T | e associ at e

B ey T e e R B e Bor o hiamer

VEGF especial | urmurs
desaldeliay- IéwthvE@qugnentsrué the prpsawvinbensingl the PABRA7 1 of the

| cB@bilAtoR &rediRbnt §109 B0 iSlivertd SRIE A lcalfyhl %t?azla% ytlgt%}eglglga(oﬂg,
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d copbidadona Bidhisdr Frat
cream for rectal g(rj%&rﬁngtg %tg)??’gghlﬁgf% g@gtlonla%g%&gmpe“m
suppository or the route of admnistration may be by
direct injection into the tunmour or by regional
delivery or by local delivery. In other enbodi nents of
the present invention the AZD2171 of the 5conbination
treatnent may be delivered endoscopically,
intratracheally, intral esionally,




10

15

20

25

30

per cut aneously, intravenously, subcutaneously,
intraperitoneally or intratunourally. Preferably
AZD2171 is adm nistered orally. In general the
ns described herein nmay be prepare
gvgﬁg(goﬁtol&g%al manner using conventional exci p:jpéfr}?cﬁou%ogusz
conpositions of the present invention are
advant ageously presented in,Munit dosage form
10AZzD2171 will normally be adm nistered to a
war m bl ooded animal at a unit dose within the range
:hgéﬂﬂ'g'al’@ Qfeds geiRt@ingREA B RRANing! t%ﬁh@ﬁra&ﬁ%né th trea{n%r any
mﬂ %P?rOX|nately 0.03-1.5 ng/kg in a
&ﬂ?? a8’ n the range, for exanple 0.01- 1 5ng/kg,

pr ef ERﬁﬁﬂth/Cr@)y Q&y@e 5ﬂfﬁﬁliéﬁreﬂﬁc&fﬁﬁlg3@%%mp&aic§s ih %hmcal
%cé ? &eﬁ t| cally-effective dose. unit
AT o LB Stionsipg iationgpill o fhosn o |fq>r usesiglnigal
1&13@11&@yn Thé RBiagorAHRhS) wbedPNGncAlde ﬁ%kéfﬁ;lé fAg ﬁ&difg Rios X-
Pr ef era adall dose in the range of 7

iy éi“ected deliveptrfiradigpm Bomgadipwtopei @h@tf@'rré'@ DN
al@ﬁ@iﬁﬁ fﬁ@orﬁ; BrelkROWRIEEd ﬁlﬂfe%Jresth rbhifoR sudrQk n@&%s@aﬂdm
%%ﬁ reco nded dg &ﬁ eWC|tab|ne is 1000ng/ m
TP oDy Fos XA £ 2o may By F‘Hf dnsesid 18P Gy, Ardgysigaveek
rfaﬁeam@ts aN@ea e e ok frﬁ&fondteﬂlrcﬁﬁa WWaaH$n thE ednbo¥e6 R0 slmglea
? geekfres eri gg Thj sdfour week cycle may then
BPREADEY By HEQUREY By H’é‘i}“ﬁé‘i ?fé’@’é%%\?%}“ﬁefoffaﬁ’émempy-
[Batgieatobes @ap e hc&ﬁlﬁﬁﬁ:re)dmdﬂepd'dﬁ)&dﬂ?l Hyperﬁd&h&ﬁfbﬂrrﬁmm&a y may
ancer hterlggy ﬁ{éme ? dose .of | t ab ne is 1000ng/ m
BV e e ly org <peagotiune
rfmamﬁdo OBY per\Weakdvyr a‘njlﬁnbslﬁ)fﬂﬁysy\ﬁeiége faagdsqaﬁddﬂyot@es vary

:Qﬁﬁ% i do({r?ees%ir? ¢ ?IJ \t/\lza %31 ?/Oéﬂbe IXC;%??F &l %ﬂ%tg 8‘&4 ‘W‘“e"f\r/fé‘g%’é’n out

28nittsfl, a9 en the fiptake hyeeks. Dosage reduction may be

necessar e p riences e tOXICIt
I'n br@%s egg%% g?se Ognaflggl gﬁ% ldéﬁ%{’r“("fﬁ%‘;é Higiprgic of
achphylictic geasentrof 2 aaremianQisgasaﬁatawﬂhsaees@fnlﬁ%\&nﬁ@]ddﬁendmg on
8 of 2
Q%/equft\%%ﬁcg&égﬂétr&?ﬁf 8fhg %aax Zﬁng the se en gnle I,1121‘116: saéleérgytrgflted
ﬁsorﬁlgzlvr@e@nu@ay dQsaasmav ®d¢®mm¢mtmmmm9nermm teeating
1%1% ad %ggg Ine, dosages,
e ue eqiggtsﬁgla&\a}gﬁlﬁqgrg i e&:@g %dﬁsgrg ?reg e 1 ¢above
m%@a@@d@@%aféheawmppmw@ﬂép mmblmnm treatrnwtsorh otdeeto reduce
pRakduent . Dosages and schedul es may also vary if, in
addition to a conbination treatnment of the present
i nventhedresens iwersionpeiptes g derhhipagioes of ghrasitsbine with &ZD2¢71 o\D
200 4/sR0FAIFNET{ GB2006/ 002462 20 agents is/are used.
Schedul [ can _be determ ned by the practitioner who
is tred %@Z%?ﬂ;? 1 4 upq ia phamagsuiidabsemposiaefis ytilhbe playmaseyically
Receprate Ehllt§ th@f Sthbr 80K bB Gse i@ int thEprk RRWEL B B83715 8 5nd iR

clinical
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

¢ i
Nt
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radi ot herapy. The dosages of ionising radiation wll
be those known for use in clinical 5 radiotherapy. The
radiation therapy used will include for exanple the

ays, X- rays, and/or the directed delivery
oYVOrZQ?iWOQ?%"’Bn from radi oi sot opes. Qther forns BT/ERRV6/002462
damagi ng factors are also included in the present
i nvention such as mcrowaves and UV-irradiation. For
exanpl e X-rays may be dosed?in daily doses of
1 8 2.0Gy, 5 days a week for 5-6 weeks. Normally a

S ie in the ran
Sl ng OIE%LHS&?T %ﬁfC%gsggesﬁd F0r exé"??g Pgu%l L e sa ﬁ’ﬁﬁ?‘i&éaso fum
ad ﬂ?P’fﬂf’rSBIP:e&ab dnchan giieatine @fth acebulisechal 2 tadi@bhRE@RYum salt. A
ek sHPROS Y1 Rgi.adm ni stered intraoperatively.
perfractionated radiotherapy may be used whereby
smal | AGB3EH nody besyrthesised ascanding toithd po@skes éguritad lnywov er
DOPEH120 f over a
nunber % dlcglﬁqggél g%%‘@r&gﬁgg%agn ? 2]4961& gﬁ%?dg%%%es vary
wi del $ZDahd rerdeséandlt onay bheynthedidfed Ia¢c:b1eiurgfto thia proceseds@peribed in
twe osloserrgt h and type of radiation 15emitted, and on
the uptake by cells. The size of the dose of each
therag?“ﬁﬁbﬁﬁmﬁ§mﬁ@qmﬂv@@ﬂﬂé¢ the therapeutic or
prophylactlc treatnment of a particular disease state
w&g gecessarlly be varied dependi ng on the host
Illgymedssts ey he@sedito deappmsiratst thextcivity ofZ21@! wevmbingtion
ofithtgagcitdblneess being treated. Accordingly the optinum.

be determ ned b% the practitioner who is
== :.1..1.' Lu

Mignt . For exanple, it

may bzao6 mameesmﬁia)a u@ﬁouel 6l £n0b LmitAgd) GANGS eétélfsubcutaneously (s.c.)
Hptnéxe nt| Q ed. s of the components of

"t ’f At BOPEPSH SUISE) Thige- r%ﬁ’d@m@\ém@@h@@a
Fakmp DEH}&R& 2(1)01:»1&1?1(10 diyshagtratasaft) om® WhicRaldbaRsd ffo _/groups (8

2171 or with a salt of AZD21
%’grs%?l{p sta?g ‘or use in pharmaceuti cal
O%Itl? | % ceutically acceptable
S aI Biot S8t O@all fege H’ég;a ey gabpst) aiminisationos dGBR1 Hn
of veIEE Tt D5 anbeditise @Ra(daRoeut) cal |y acceptable salts.
= ceut, ept abl ts may, faor exanple,
haloTBERH o) G2 it Grbsts v BSien. Hettimben eadbal vene
i nok Bjdlg/kg/caf dmm)samixinémsﬁl obﬁseWtﬁ/@ddy@ grag aning). lgzmmams
aci ordin r ta e ani ons
s u?g&)glgﬁvm %‘%ﬁl %IP&%W R fﬂa EQX V>§8’I“B‘Pﬂﬁf| c or
phdgb’hmetlwlea@(m) sodisitamMrioho-bledtd in%foﬂn@&ﬁirdté‘r citric or
ralgi g iti.on, phar paceut.i cal I acc tabl e
R BLEr G e QRGeSO Sttt e e
whiag i.Saigtkgfedwinatrgioa ford 6 eatisécntitel Qaysa(aﬁ,ye(pt ab| gzp@tm Qs
Su %pep%h L suyﬁnﬁ%’xy lg/)po \us EC%TQ 1%021 ?vg%%gl%tion of
polyoxyethylene (20) sorbitan mono-oleate in deionised water).
a  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.
a  Group 5 received daily p.o. administration of AZD2171 at Img/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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3ng/ kg/ adrninstration for 25 30consecutive days (day O

-24) conbined with i.p.

i njections of gentitabine at

Tumour volumes (mm®) were assessed at least twice weekly by bilateral Vernier

caliper measurement and, taking length to be the longest diameter across the tumour and

width the corresponding perpendicular, calculated using the formula (n/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.

i




75ng/ kg/ i njection, twi ce weekly on days 0, 3, 7, 10,

14, 17 and 21. WD 20071003933PCT1GB20061002462 22 o
Group 6 received daily p.o. adm nistration of AZD2171

at _1.5nmg/ kg/ adm nstration for 25 consecutive days (day
OWCQ%??%EJ ined with i.p. injections of genti PEBIGH006H02462
75ng/ kg/injection, twice weekly on days 0, 3, 7, 10,

14, 17 and 21. The adm ni stration vol unme of

AZD2171 was 10.0 m/kg (200 % for a 20 g nouse). The 5

i njection volune of gentitabine was 10.0 m/kg (200 |
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4. Use of AZD2171 or a pharmaceutically acceptable salt thereof and gemcitabine in
the manufacture of a medicament for use in the production of an antiangiogenic and/or

vascular permeability reducing effect in a warm-blooded animal such as a human which is

being treated with ionising radiation.

5. 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.

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 jonising 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 ling

cancer (NSCLC), bladder cancer, breast cancer Or pancreatic cancer.
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1. Use of AZD2171 or a pharnmaceutically acceptable
salt thereof and gentitabine in the manufacture of a
nmedi canment for use in the production of an
anti angi ogeni ¢ and/or 5 vascul ar perneability reducing
effect in a warm bl ooded aniyxal such as a human. 2.
Use of AZD2171 or a pharnaceutically acceptable salt

t hereof and gentitabine in the manufacture of a
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salt thereof and gentitabine in the nanufacture of a
CXCHBHN OBRERET-f or use in the production of an anti-tunour
effect in a warm bl ooded ani mal such as a human. 15
4. Use of AZD2171 or a pharnmaceutically acceptable salt
10.t heA &itfcompeisipg A D219 1n@ ai phairhacctmenllfy actaptadlddal@hereof and
nedj cament for use in the production of an
gemARPRRgi ogeni ¢ and/ or vascul ar perneability reducing
effect in a warm bl ooded ani mal such as a human which
is being treated with ionising radiation. 20 5. Use of
11. AZD2¢Fatcoding tplebaimescauidina Wheratcthptahb e isahimdhrerf eérfkidney,
and gentitabine in the manufacture of a nedi canent for
‘“mﬁé§Oaﬁ”PH%UﬁwgﬁﬂgF?BﬁuﬁPﬁﬁﬁS&ﬁ??=cancer effect in a
war m bl ooded ani mal such as a human which is being
treated with ionising radiation. 6. Use of AzZD2171
12.or sepisaendingedaiclazal? or casmepwhbikeim thakancehislpophana renal cell
Carcqggrrgail to%biignecainn 205 Stogﬁisrmnsuf %ct ure of a nedicament for
ase it he prgghgtl O1° 418Kt i - tumour effect in a
war m bl ooded ani mal such as a human which is being
treated with ionising radiation. 7. Use according to
claim3 or claim®6 wherein the tunour is a tunour of
t he pancreas, bladder or breast or is a non-snall cel
tumour of the lung. 30 25 9. A pharnaceutica
conposi tion which conprises AZD2171 or a
phar maceutically acceptable salt thereof, and
gentitabine in association with a pharnaceutically
accept abl e excipient or carrier. 510. A kit conpri sing
AZD2171 or a pharnmaceutically acceptable salt thereof
and gentitabine. 11. Use according to claim3 or
claim®6 wherein the tunmour is a tunour of the kidney,
ovary, connective tissues or haematopoietic system
12. Use according to claim2 or claim5 wherein the
cancer is |ynphoma, renal cell carcinom, ovarian
cancer or soft tissue sarcona.




