WD 2005/ 092384 PCT/ GB2005/ 001079 1- COMBI NATI ON

THERAPY The present invention relates to a f
WO BP¥duct i on of an anti angi ogeni ¢ and/ or n@%&&?‘f%&mww
perneability reducing effeet-in a warm bl ooded ani nal
such as a human which is optionally being treated
wi th ionising radi gOMBINATIONVHERAPY net hod for the
5 treatnment of a cancer, particularly a cancer | .
i et esegt nventionretatasda e methodfor Shsrprpductioniof an antiangiogenic

adm nistration. of D21 in ' ' j
end VR e B P e el P BRbb ol s  human
whick Y GRRbiIlP Beif S BAtES Wit i0GERE Fadiditsh, arfibalaily i Method for the
anti-tunour agent; to a conbination product

treatmentmfiasanggr,AdbRdtalymehngeningelvingra stit itumenrp whichpemprises the
£ ' t hod .of .t t .of i nal

w550t P TG SBH PRl BB e T

phmgb%lhﬁeéi%ﬂﬁsbéiﬁbﬂ ERHpridAe AZDA191 bhe a pEfingn MHEM6Er 808t to a

ati numanti-tunour agent in the manufacture of a
combiediongedict tomprisieg AZD2E1 pnddpbatinom apti-tamour agent for use in a

L S IE ) o et GO L o8 0817
a plaﬁ@?ﬁm%ﬁ%}ﬁbhryaégﬁte ke s E8F REDOM I aﬁ@ﬁ‘?ﬁﬁﬁ&n r@ditRhb®Magent in the

angl og ' role in a

esdi's plays an inportan
manufastivetof aahedicames Saise icthegirotipctidd ofabantangiogenic and/or vascular
devel opnent, wound healing and several c onents of .
permeehiifygerigipmefiedt e Wapbiaadsd anigygh g %6 hulrgg Vgl_nch is optionally
bein® PO R8h GSMisiAP BPMRNES! S has been associated with
i Sease states” 1 ncluding diabetic retinopathy,
pSNbiragiadgiogaitsiiplays haimpoid reletia ivhtisty ofiptoeessemincluding
Kaposi *s sarcoma and_haemangi onma (Fan et at, é995, )
embrypwia deveppmetic wpundseqaling gnd sereid comppienis0f fegls reproductive

Nat Medi Ci Sy 2l : ' .ar 1
e
incluB g fhb o detRRIpBON OfHotiatis, Raxcar aheghataid ftieitiesaReroma, Kaposi's

(Cull'i nan-Bove et al, 1993, Endocrinol ogy . 133:
sarcopzpargBmengagigers (Ban gital, 1095 3TrepdnBbarmapel. K)E‘t Ka:t>4s66; Follman, 1995,

Rev; : 3-.324).. Sever Dt ' i .
Nl 702 oo ST RARIES LG5 kot ot
normRE&M %ﬁﬁ&%g&hl%ysib%ﬁ&@bf&essé& [©lilEnarBowadial, 1993, Endocrinology
: fi1broblast growh factors (aFG- & bFGF) and vascul ar
133: 82883 e ISenger etaloiRe3, Cancayand Witmtasisiewews, a: 33-33. Several

ps Rt 48 RO R el SR AL 5 s

inclu’éﬁ%? aciliR @ttt Y®lob1aP §ovth FadiPIRAISE &MWHTtINaIndalascular endothelial -
celTs. Recent evidencé indicates that VE is an

growithnftdra VEGR)i Byl vatho oftthe bastrivtetbexpatssion df it_p seclaplonsy iheegrowth factor
i SR S0 S o TR oS SR SEL BRI Bl Bt cts
s 0 4737 gyt
path@8Qit4 2(0Rthesis(Thlegemi « al, dD93/Hidoainalogy, 1$3: 848-859; Kolch et al,

sequestration 30 of VEGF with antibady can result in.
1995, Rineast CRAeT Bescathothd FIFRMeRb A 1V dS kind Veedar esmgpiiity (Connolly

et al,%@, 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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841-844). Receptor tyrosine kinases (RTKs) are

i t in the transm ssion of biochem cal _signals
woa%ﬁ%@éwhe pl asma nenbrane of cells. These t FEF{EBI005/001079

menbr ane nol ecul es WO 20054292384 PCT/ GB2005/ 001079

characteristically consist of an extracellul ar

chardctedRtiea1B dddkiBth A Bk tracd R ¢ighetibinting Wghain caggerd throwgh a
the plasnma nenbrane to an intracellular tyrosine

segmiehhiadhe plesma meniranti tagnantracelydadtyrasgethiease demging (Binding of ligand
results in stipulation.of the re i . .

o o e SR Pl B0 §ASRE A oty whi

leadsB PBBHHoYIALIHUT t9ostnk kQSdRS ofi 86thdbe fecoftoPMdothBeintracellular -
receptor ‘and other intracellular 5 nolecules. These )

moleciias gBlsese whanges &1 fyeospregshobiphroyylationomitiaie 2 signalling cascade leading to a

varice G ulaE s, Lo aip: v dehst Snfioenl Ea kot pifupghed detined by
amin® YR{ARI RS hofiB{d o) ehvR e HeRRf AL | ChesGHHERGELRATREAE Yresently
have béen identifTed. One of these subfamlies is

compprised by ltlhqumsehkqmy'rsim. logase mecepliondill-1 kadsa sefersidie ak VIESIR-1), the

. receptor, Fit-1 (also refer to @as GFR: t he
kinasei THseBAqriRIPIAENRE TOTHPR KL f?&orfsﬁéfﬁﬁ? ?%?F&E OpFlk-1), and
anot effﬁ%—rlﬂig tyrBsife KiasE llkglcﬁ)t&r, FlilK-o o%@seligla?élfr’l&gﬁg,fﬂt-l and KDR,

I ns-11ke tyrosine ase receptor, Flt-4.
havetbeers shovel athéad WEKGE, with high adfinityk(DR, Vritsmatal HO8R, Sdienem 26 5: 989-991;

SO AR XILORCE (CE e —

. . ) i ndi .
oy e P 5 e 1. 0
tyros@fd pidspiasylaienstats of cellviat pabteins ahdogdeisn flutdse

tyrosi ne phosphoryl ation status of cellular protei nksJ .

an¥ E&H isiadsey rshimkdis, fon Basgriggenesisand @pgiegenasisy sl pgytokine induces a

\/ c i ] .
vasolP YO RBRL BB A DRLARE 6 B uf KIS, BRAUSE Seresion
and giigetibel il sRbduddt ridnéatibh of cells @ dase Lxgpikagitabe (Keck, P.J.,

and m gration, and subseguent or %ani sation of cells to _ .
Haugeor fald, &apiil Gar $anggp el k¥awen, Pl Fedenglysapd Gonpolly, D.T., Science

Kri vi . n e e e d .
(Wagkinghin 10 75 100053 Ve b ambregen Aoty FlageAME, Reiner, 4.,
Hast$:30%. 1342 ChdR9 5. T aWREBMES, RW.J55: 9.4 998 BeppMt, BU.S., Montesano,

ei ner, A, 20 Hasty, K A, and Charles, S. T

R., Medroitss8.J., s, L.58id Yassalt, J1DoBnzymep Fepteiny48: 138-162, 1996). In

sty VEGR Fype g Errt gty Bgrg iy gy - Rl M, Clatey,
gy iy,  RGUEE 5in BOYek I TSR (It ALK, Alllergy Immunol., 107: 233-
. ’glg?%gg?ﬁ%%@(:gvag%é% H. F.gﬂ,igeljet nar(, M, d aﬁggy, .uno
235,K.995; BakegyD.Q., Mealdy #nl.d6utwit BE, and Widliensdhge PhypoR (Lond.), 533:
265 200 o s BB A SRk s s
T g Lk : o 3- 272, 2001), pronoting
Whlc?ll or rE;a ?%ﬁ‘l‘sé‘f°(°ggﬁglﬁie°ﬁ%£f§?§é§% §,§§i mrat ur e vascul ar
netiving keendhioodn that actieatamt K BR iabonofis pefitiehidtgiprahote all of the major

angi ogenesi s. |t has been shown.thaf actjvation, of. KDR .
phenghya¥reRonsey o VEGH el P eléffhceﬁpfq(i}f afjgp.gpigration, and survival,
! B il LNl e NqQbpel Walnhues, A.

o RETRBHE B PRS0, A, b W, .
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, D., J. Biol. Chem., 276:
32714-32719, 2001; Gille, H., Kowalski, J., Li, B., LeCouter, J., Moffat, B, Zioncheck, T F.,

Pelletier, N. and Ferrara, N., J. Biol. Chem., 276: 3222-3230, 2001).
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and the induction of vascular perneability (Meyer, M,
, Leppl e- Wenhues, A, 30 Wil tenber
woﬁl?@%@??’ﬁ H.G, Ziche, M, Lanz, C, Buttner P%W(GBZOOS/OOIOW
Rzi ha, HJ. and Dehio, C $3-EMBO J., 18: 363-374,
1999; Zeng, H, Sanyal, S. and I\/Ukhopadhyay, D., J.
Bi Quinagdiam denﬂitﬁzes “&ﬁ’&iﬂeﬂrc BhiBifors 390EGPeré;ﬁor tbfosme kinase are
Kowal ski, J. B., LeCouter , Moffat,
descrihedin ﬂ@t@;;nathnqi Patenpépp]@tqtlgp Puhhcaémg N W @r()Q/47Q12 AZD2171 is

sl e SR 7 S R AL RO 0B 2 m

indole3-§loxHb thdths:6/- 23 tﬁ%haﬁﬁ F—g‘)t@fq{o)({ggﬁhﬁﬁolﬁien ase are
at en

described in I'nternational plication
Publ i cati on No. WO 00/47212. AZD2171 is described in
WO 00/ 47212 and is Exanple 240 therein. AZD2171 is

4- (4-fluoro-2-nethyl-i H N

i ndol - 5-yl oxy) - 6- met hoxy- 7- ( 3- (pyr | [ | ) pr opoxy
)quinazoline: 5 N ~t AZD2171 @&ZD2E7]

excel lent activity in tW@ in vitro (
HUVEC assays 10 that are~de r:ﬁ n WO 00/ 47212
(pages 80-83). The AZD2171 Ive{ues for inhibition

of isolated @VEGER“QQ) o (VEGFR-1) tyrosine
ki nase activities in the enzyne assay were <2 niM
and 5 2 ri espectively. AZD2171 inhibits
VEGF-stinul ated endothelial cell proliferation
potently (TC50 value of 0.4 0.2 nMin the H(IVEC
assay), but does not |§?b9 ?1 basal endothelial cell
proliferation appreciablytat a > 1250 fold greater

C QﬂZBBl’VBﬁhm kbt ddsivitglin thei i virrdQY ehthye an-fll'(lﬁ) BUWED assays
Cal u-6_tunour xenograft in the in vivo so

that e oo BIWIO G4 A1 HBAES HOVS) 0Bha AZDE \lbdGe “Bbyes ersihibition of

9 o**x  foll
solalgB RO KPR GRE APah s VR CFRED bt lnges e Ml gfonaaome assay
were HfQ/ﬂM A% -Iﬁzzmﬂr%ﬂpecﬁﬁﬁ eAVIDN Y itHibits PEOF. stimulated endothelial cell
P***<0. 0001; one-tail ed t test). AZD2171 has been

prolifstation plotJenﬁb'l(IGsb valbe oﬁ@L4sl:pQ32mM m thn HUVEGmssayy bt dodsynot inhibit

o S S P 18 UL B
Valuepgy 'ﬁ% Y élﬁ%%%}gﬂo%e[@{netﬁfz \3’% Eolﬁf‘tgmour

st at es 1 mal eate salt e appl| ;
moded dbs&nbbda [ramo 00/47202 (pege 8ﬂgeﬂbs\mm1lb1témby OP%m,‘) 692401 Iaﬁd 91%""
subst ances and/or. treatnents. A list of other

following 8-y of preerflaily qral ireatmsa wathol 23 g wafke(dayiAZR2 1G]
0T R PO E R B Par et DR
broad-spectrum anti-tumour activity in a range of models following once-daily oral
administration.

International Patent Application No. PCT/GB2004/005359 describes AZD2171
maleate salt and states that AZD2171 maleate salt may be applied as a sole therapy or may be

used with one or more other substances and/or treatments. A list of other substances is given
including platinum derivatives of which cisplatin and carboplatin are named.

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

one or more other substances and/or treatments. Such conjoint treatment may be achieved by
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"may be applied as a sole therapy or may involve, in
j b to a conmpound of the invention, on
Wog)azpﬁé&r&%bst ances and/or treatnents. Such conji‘gi%zﬁﬂ%&%m(m
treat ment maybe achi eved by4WD 20051092384
PCT/ GB2005/ 001079 -4 way of the sinultaneous,
way sfitte eintiil@hemrs, ssgpanta er saparats atmiatsiretiornéf theéndividual components of
i ndi vi dual conponents of the treatnent.” WO 00/47212
the trepf@*0l0es on to describe exanpl es of such conj oi nt

tr i ' i ; ' .

8 098321 LB, P o el R O tuing
surgedP/rddidtherapy ahd @ asmeaiypésof cherhothatapenticeige®ZD2171 and a

pl ati num  anti-tunour agent, K suggested. Nowhere in WO

0ONawhare iy §6 004731 Aisethe precifisngination of SrgetiTd 2 amhetinum

cJ NV ' rein with other treatnents will produce
ant“élu rog]%éeﬁjﬂa?%#%g%efi cial effects. Unexpectedly and

S UNBWhére i) WO \06/47a Y2 doésit §iatenblattusabs dnyecopolth€ UF the invention
conpound 10 AZD2171 used in conbination with a
therepawith ethentreafgieatstwidprodusasumpsisinebaipngeiak affrctson of

C i nat, therapies.listed in [ 47212 ..nanel

Wi ﬂe’%’eﬁﬁegll-‘}i aﬁ‘ﬁrﬁlﬁﬁ‘ﬁ’fnglyu%ﬁ?"eé&%%ngSQagg‘I?cpea?“’“%r Gofnpound
AZD21 BNidldGRBEMBinaRbH Fhithef fatiduSarisBRBGH Y018 MRe Boad\dbR#ipfion of

and a platinum anti-tunour agent used alone. In

combpnatiangheérapies Agtbp ity W@ 6647212, nemplyraith aplatinem aati-tumour agent,

| atin antj-tu r._.agent pro rgnjficantly .
prodfied igpBRRL bt S AT A EEB0Y S AALA! BhgbhBEgREm Aati-tumour
agent ¥dea %Folae.aﬁgpﬁfticﬁl%, RIS 179 MM contbPi#fon3G81Y plafiRéhn anti-tumour
al one. A platinumanti-tunmour agent is any anti-tunour
agentgreduces sipghificantigbetteateffoctsron Pdlat fumowes that hny ampeffAZD2171 and a
agent s i nclude ci s(glﬂati n, carboplatin, oxaliplatin,

platingiy apf-fmopr agsu AP #I0RS:  satrapl atin and AND473. In

paj b it ly O Raifiing M Afduth. Plati

DO AR, et i, SR Ay o MitouP R cdrbolftnbl Al Platioum
anti-thatdne pgaits imclude nisphtih) carbaplaten, pkaiplatimmeduplatinytobaplatin,

is_oxaliplatin. Anti-cancer effects of a nethod

agent

satraplatip AR AMRE/Sf the present invention include, but are
n g : 4] r f:eg -+ he response
rZ{“él, ﬁlhutéaq%ﬂrlrgm%l%{] |t§ease Sﬁ%rlgg‘éﬁgtr‘ft‘ ‘and the
S Umn\pavtiduldral patinimi hati-tumolr agéritdctabaglatin. met hod of

treatnent of the present invention_jnclude 25 but are
nolx Rartigulas e Rlafinumy Apthfumeys agentis pealiplatinowt h, t unour

9 r%i-%agc%lr Afpectl §BL ﬁ'xl%ﬁ{ A'be ?Je%%lﬁeglgpﬁﬁlg P?%E%Qﬁ?&giﬁﬁfinclude, but are

0
t unour, 1 ncreased me tor

not lig€ifedlab] Q- @nduf eEEdTE Nbe ressdrR¥iang (b tithe 3@ aiEase grogression and the
progression. It is expected that when a nethod of

survivelgateneiiti-pmaqun effpete semmethodwa irerrent of thgwresest iayeiondnclude
but a?er %@?ﬁgﬁ%ﬁggﬂbﬁ?& 0 tlnsr'llcj)grhgr%%ﬂ% tll:l]l‘lfllgl?ln grm':vﬁl @e?%g rgécression of

tumour, shrinkage of tumour, increased time to regrowth of tumour on cessation of treatment,

slowing of disease progression. It is expected that when a method of treatment of the present
invention is administered to a warm-blooded animal such as a human, in need of treatment for
cancer, with or without a solid tumour, said method of treatment will produce an effect, as
measured by, for example, one or more of: the extent of the anti-tumour effect, the response
rate, the time to disease progression and the survival rate. Anti-cancer effects include

prophylactic treatment as well as treatment of existing disease.
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cancer, with or without a solid tunour, said nethod of
t WI|| produce an effect, as 30 neasyr
{085%69 one or nore of. the extent of t#g%ﬂ;ﬁ%(’)s/ooww
antl-tum)ur effect, the resfpense rate, the tine to
di sease progression and the survival rate. Anti-cancer
ef AB&dr8ink M6 tHéGReseRf @PEItoAChErS id rofided Aimealiod®t thedfioduction of an
treat rrent of existing di sease. WD 2005/ 092384
antiapgivg e a0E0CEETe peneeaiubwrradwgng effachin qawe@eﬁtooded animal such as
i,on there

a gy SR Brhef pd il e 45 8 ATER A b b pount of AZD2171 ora

phar&¢duBakly dcwptatﬂsl W&l fhereof, fb%fdre J dfteR oME Mt tRh SIS avi U @fective
such as ™ a human, which conprises admnistering to

amowmoﬂaalatmmmmwmoemgene anmount of AzZD2171 or a

?& e s s BCaS Ry R Ce SrPrat K e rthel iah i peogyetion of an
afigiBbEtit Bsrb A sbulhsERM Ealﬁﬁﬁt%ducﬁ?%:éﬁéyt 1 MJBFOOEE@ g8ifal such as

|nvent|on there Is providéd a hod for th
a hurpam dvtueh mmpﬂseaadmanﬂtera@msgﬂmrmnaﬂmh/ ecﬁfectrmmd)mt of AZD2171, 0or a

phanBHOgaly SEHHan SRRt EHAPE 85 AUTHIAL Straie s Belore, afer or
Smuﬁ%&aéraﬁggeut I %ﬁr y{lgg%}elgtylgk??g%zg tu ﬁﬁ@%ﬂo ex%‘?{tjdl ng an

AZBEdo?dmgmd) e dilr¢hes at;tept difeh@ptesemﬁmentlom theiddis provided a method for
si mul t apeously, with, g;feqtlve nmount of a pJati num

the trsﬁfmenf e%aamcse@mwmb@@? drumg! gich 35 o hamap<ylich copprises
i
aduoipfecfip 5 Sl b o RS o PAZIDTFE offs ALy BELY
accepfthislb sals thardod trfiore)dTiee br sinidhh&msly widhrhmefféctive Agoldt of a platinum
~said animal an effective anmount of AZD2171 or a
antl-{PRURBESGt i cal |y accept abl e sal t thereof, before, '
af
A or&’ ?ﬁg‘&;’ﬂf&’ ﬁﬁ}éﬁ O e bl efnﬁSﬁ tnéfe ’Oﬁ%ésﬁ{lel??{ Jﬁngtrhod for

nour a cordlng

the n@&tﬁﬁﬁt oﬂi cirder ipraesani- bloﬁﬂ&mmmﬁl §eBIae athgmiah Ovhidke ordprises
method for the treatnent of a cancer in a

admipistering|te seid gnimdl galeffective ampouat nﬁﬁc&ml%i% B phapAcPelioglly

acce;%%g'ﬁ Ia,li %%e'ro gxcgﬁ 58! déﬁ'tﬂﬁg’ll lrfileﬁe E@E%g‘;? é%ggfé}tsn%{cﬂtaneously
w1thbﬁeﬂe&fve%fdlmﬂbmplaﬁmﬁé@aﬁlamm fRhe salt, before,

after or simultaneously 20 with an effective amount of
a preordingno arfwﬂthelr esngat oabemesemmﬁmm theroisprevidedwemethod for

the t3Ritof g pAnter BVER Bl o o g i PR B AL Bh as & buman,
which ebfngngééraamlmsfenﬁé Y& Bhigpdad eﬁféﬁt%'anﬁﬁiﬁfbﬁﬁzﬁz gy,
whi ch conprises adm nistering to said ani nal an

pharmbdentitalijeacaemiable saf thazds, beforesafer opsiamitaceuslyoett an effective
acceptabl e salt thereof, before, after or

amowgjt PP%‘!’@BHW foHT agenb ¢ ect i ve 25 anount of a
pl AE&J%&H[F%‘&' Wec?&qﬁé InRen Hféré‘lsg)%ﬁ@&f a method for

aspect of t resent lnvetlont ere i's pr
the treRtiniemtl of o cancer 1nv01v1ng a solid tumour in a warm-blooded animal such as a human,

which comprises administering to said animal an effective amount of AZD2171, or a
pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt, before, after or
simultaneously with an effective amount of a platinum anti-tumour agent.

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

blooded animal such as a human, which comprises adim'nistering to said animal an effective
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the treatnment of a cancer involving a solid tumour in
| ooded ani mal such as a human, which
Wogzé’ﬁg'@%’@s administering to said ani mal an ef F&J{GRAR05/001079
amount of AZD2171, or a ph&rmaceutically acceptable
salt thereof excluding an AZD2171 mal eate salt,
amotustfod A D2l Al enr aqgrhaBfacsiticdlly anespteblo/sali théreaf) befofe aftbrvar
) mount. of, a plgtinhum antj-tunour agent. According to a
simifrecsly b b eegve OB R Aet-Bi ik agents Wheretn AZD2171
and # Rﬁﬁhnﬂﬁ Qnﬁ-t{ﬁ?luﬁo%;}lpﬁma% Eas oﬁsﬁeﬂéﬂéﬁﬂ fisfPed to gether with a
ant1 angi ogeni c arfd/ or vascultar perneability reducing
pharafatadicallinaepabigrexbipimtercaari¢rmal such as a human,
whi ch conprises admnistering tqQ said ani nal an

ef ASEIRg tow DBk Aspesekhppier2BSIion TiFrols rmptided a prethod for
e ESPRGRoBf SRR Y GPLXRESERIANS Sldind BOEHl o worm.

bloodstatiiinabduch ap b ditirad WwRaidh corhpiises ad Agke Beiingbedatd dhimal an effective
D2171 and a platinum anti-tunour agent may each

AZ
amoggtqf A3 W 1per apldrmeequiicdlly acoguielie saliherpof excluding an AZD2171

I [ I ta | R or carrier.. .5 !
mal AT 5%y of s EHERL QAT i BN s PlnsBR o4 i s
tumdu @geént; whare@vAZBd1 Al srRt 1slakirudn mﬁhﬁn@ﬁg?wtﬂlmaeﬁ offfonally be
ant 1 angi ogeni ¢_and/ or vascul ar permeability reducing
admigistesed tqgnt%ﬁr wathraphigrmenguticadliiiapedptable ¢rcipgent on gamer.

O 0 T S P G P W Plagd g mthod
the tRAGER 8P Barkdt in 4 WeMRB{ooB¥SE hitaD s AekAhA lwhith cBAbEses
salt, before, after or sinultaneously with an

admigfsteringito eaidrapimal apfefigctpveaanomumbrBAZID2101 puapbarmagenically
rein AZD2171 and,a platinum anti-tunoyr agent na .
accegna@ﬁ s%fﬁe&%ﬂ{fogeaﬂgg%m@ ?(gla yt%)éléfll‘h @&e%vg ﬁmgunt dfa platinum
anti-RRATIBESHL WRGLIYA 2D EPL A £p18KGinR beikuRS Eht'thdy each optionally
According to a further aspect of the present inventi oR
be adrhiaiséeredstogetrer with agphasndveutidally actdpéable eaipienttor ofirriar.
cancer .in . a \é\ﬁl{tm bl ooded_ ani mal .such as a human

, i C
coftpFardiag o 2 4wsthar asract t:ar%artan‘aW%Fheawsm\eé?%@e{hod for
17 : ' I
e SR X AP 1 PHEE RSALLLES tud G50 A e
admiefstemigity eaid rnimil anfeffactilestmovmnof AAD21 7 Lirwarphageateutically
rein AZD2171 and a platinum anti-tunmpur agent nma

wh
accegtglglﬁ s&lﬁfhe&pé]emlud@g A4 15 andlerte gﬁblbﬁ@re,\ﬁ,ﬁphorasimuﬁaneously

with QHBEOBE M i b » BB AR BB e WBLA S AZTATL apd 1 platinu
anti-tuf®ie agént piag\dadie dpitoratly be ddriisteret €odefled withrd platmaceutically

cancer in a warm bl ooded ani mal such as a human, which
acceplaplg cKIPIENDOr GFiPINi stering to said animal an effective

a f \ | :
SR8 S8R 1ot S SO BBV P e BB o o

the tRefn®heof #taer RivoBinEH sclidatmsliyin dNvirh-Bldo@éd &GinalSich as a human,
anmount_ of a platinumanti-tunour agent; wherein

whichzpmprigesaadeninisisitiagite said agintal an gfeditveagonnt oy ZBALH or a

ST IEL IR R LR S e ———

amount of a platinum anti-tumour agent; wherein AZD2171 and a platinum anti-tumour agent

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,
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25 According to a further aspect of the present
[ 1Qn there is provided a nethod for th
Woltiragg@?r#ssﬂt of a cancer involving a solid turmS)FT(q’PZgosmmm
war m bl ooded ani mal such ag-a human, which conprises
adm nistering to said animal an effective anmount of
whichAdRRtiéds aimidistqriigrioasd atined bh pffadtepnahineofAVD2171, or a
ther,eo{, before, after or si,rrult;%)gsly with an
pharmge¢ically accepizblerselt grereof srelpding an 442 1/ elpate gelh pefore, after or
. [ = 1 r e
s B SRR B o AT bl o B Bhorih AzD2171
and a phéhomcatittueall ygeacmeptahloptionallybecatkmiolfster&biopet@ér. with a
According to a further aspect of the present Invention
pharmapgiftisally agseptpblecciionbPHGSHI9or  the treatnent of a

CARE T2 A8 rAgh! e VRS oA SR 28
comp &R0 22PN ZD 21 Mhiralphaahideut €flyadbipiatié silf herebd and a
. said animal an effective anpunt of AZD2171, or a
platingsh antideagus agent, yn asseeipicbyih 8 phermaseviionlly egesptabileycipient or
carrieAZD2171 nmal eate salt, before, after or sinultaneously
With an effective amount of a pl ati num anti -t unour

agesirdingh6 a Fhith AARFebY df thaffeatitd fletd iy PrAdRddd 4 pHBMEceutical

agent rraﬁ each optional ly be adm ni stéred toget her
compagitign whigh ghmpniseschidP2E11L 9r apkapueditisaldy a¢ospieble salt thereof

exclu ﬁéé}h%@ﬁ?ﬁg{x jc rt]%saé)t‘? Bleaﬂ %ﬁ%&g&bﬁgﬁﬁﬁﬁéﬁf .{Lgfatg , % association with a
pharm@BARREMNY hQBpMHIcCRcpRNPE G8FerALD2171 or a

pharmaceutically acceptable salt thereof, and a
pAacording tantiirtheraspect aftbepresent inwmtion dldre s prbvideda combination

produ O A ZBA L SRR 61 bt R e Pk s B
anti-tunSoRa8%1t9RA u8e PNAMEREE BE irEAmenCHPRThI Mél%d% by therapy.

conprrses AZD2171, or a pharmaceutically accepta
sAktortimgrte affurtberckpatt offhe preAziididvehtion tieae & mwavitled ananbination
[ atinum apti-tunmour agent, jn_associatiop wth a _
produfl e R ALRR I ,amﬁftraﬁp%m@a%y %qcsmagf?rsag qu?%rexcludmg an

AZDzﬁ‘z g Nl Bl 4 Hfaﬁﬂ&r{x ﬁgﬁﬂﬁ%moefge{fg ?orﬂlsg $2 8 kil fhent of

reis proévided a conbination product conprisin
a humAZ bR dnithabbody phtherspgeut i cal | y acceptabl e salt thereof
and a platinum anti -tunmour agent, for use in . a

méeeRidmgsto piERbraRpeChpt e RIRTERT TBYCDAAR MRAre igugvigyd a kit
comp U A202 A0S bRl RASBORIRRHhrllc W BEGRRR

tumowg @p@tti Si ng AZD2171, or a pharnaceutically acceptable
salt thereof excluding an AZD2171 nmal eatc salt, and a
phaeording ta atfirtheraspact akibppreserdinysdion fhege iatrpvidedn kit

, f_2 [ ,
S R T T I
maleatd\@ltCaridSa Plagiviud afti durkbir agent. ;

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

comprising:
a) AZD2171 or a pharmaceutically acceptable salt thereof in a first unit dosage form;
b) a platinum anti-tumour agent in a second unit dosage form; and
¢) container means for containing said first and second dosage forms.
According to a further aspect of the present invention there is provided a kit

comprising:



10

15

20

25

30

satt, feRiet piaf GG

conprising AZD2171 or a pharmaceutically acceptable
reof, and a platinumanti- tunour ag .
WOZ@E%?%Fsﬁg to a further aspect of the present %%@WP%WIOW
there is provided a kit 25-8onprising AZD2171, or a
har maceuti cally acceptable salt thereof excluding an
a) A%ZZ)W_LIM a phatreatcatisallytaccepigblasgit theicofiexdhinding b A@ID2171 maleate
ordi to a further aspect of the present
E&F’s provided a kit conprising: a)
AR dntR LAl 5%1% Jessalt thereof
b)a in a fﬁs%@%gﬁggg&%@rﬁﬂ%g ) g[g*p%gti num
c) coatairier measUfor ageainingsail Setantkeomd datagafpembor m and c)
cggt aiger nmeansg for containing said first and second
doSEHLIPG G ! EBMP%‘I the,preseny ipvieation tiseecis peTvidaden kit
comp{sBRent invention there is provided a kit conprising:
WO 20051092394 PCT/ GB2005/ 001079 a) AzZD2171 or a
a) AZIb2i Her euhaoaideyticadlyaptaitdbie s thedebs te@thee xathudhagmadutically
171 mal eate, salt, in_.a first unit dosage form D)
acceptable SXGIPIGRY ol ferrier iR firsgtdosrge ®rmecond unit dosage

0 e, BB S ARSI RO, D0 bR o
carria@sipecdecafd uried@ags forin; myenti on there is provided a

kit conprising: a) AZD2171 or a pharmaceutically
¢) confamepmapisefos gortaipHig saisk first @gieqemd ddsege forms.

BB A RSP Sl B

compa3iipt together with a pharnmaceutically acceptable
excipient or 10 carrier, in a second unit dosage

a) AZI3}Im] cam@heymasenticallieccaptibissalichercofwaiudingars AZD21 71 sialeate
salt, QSRS £ bR AR 1Y e <PRERSF Bhph B Pastid i et St dosage

formgconprising: a) AZD2171 or a pharmaceutically
acceptabl e salt thereof excluding an AZD2171 nual eate

b) a piginym anti-tustper hgent ipgethea vptha praceetcuticdllyyacaemaie exdipient or

.excipient, or carrigr, in a first unit dosage form b)
cameé’lﬁlaﬁfmﬁwchsﬁ%ﬁ’ﬁ%%ent together with a _
c) coRBREIREA bE Mt MnRGGER B8] £HIREEIHA RBAgPHormearrier, in

a second unit dosage form and c) con% al ner neans for

c otcardingty shirtief aspset aditlte iresenh thvenisaythefeds prvided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and a platinum anti-tumour agent in

the manufacture of a medicament for use in the production of an antiangiogenic and/or
vascular permeability reducing effect in a warm-blooded animal such as a human.

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof excluding an AZD2171 maleate salt,
and a platinum anti-tumour agent in the manufacture of a medicament for use in the
production of an antiangiogenic and/or vascular permeability reducing effect in a
warm-blooded animal such as a human.

According to a further aspect of the present invention there is provided the use of
AZD2171 or a pharmaceutically acceptable salt thereof and a platinum anti-tumour agent 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.
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20 According to a further aspect of the present
Wdﬂg@%kégn there is provided the use of AZD2JPEJM%06\5/001079

pharmaceutically acceptable salt thereof and a

pl ati num anti -tumour agent=?n the manufacture of a

medi canent faor use in the production of an

anf\repiding de A fierther asnset ofithe present ipventiemtietd isprovadedohagse of

' m-bl ood i mal h as a h .
AZDZLY E6L o bt T el isrstt o ind R A At vt st
and & pletiurh SntRheMbde@ehtg thtSBaRffadrref %gdg?a%ee)l(lglfour e in the

pharmaceutical | y acceptable salt there I'ng an
prodytiop pf an gati-canasr séiedt jin a sadndlpddetiianimal 30¢H ast 4 lbkn. |
he .manuf act ure of a medi canent for use in

t .
¢ raCconting 1o s fiifhen psbent ofths BiSEHT GBTAROR areds pravedadithe use of

U

AZDRETING2DpHarhdcuBEME) et ' A g ‘Pmﬂ' -
such as a h u?rqn . c{:éo?lﬁc %l%g g%%ﬂ%re?a ?‘%@% as g'g 2‘1?90 Hreagent i
the mgpe&etre ofamadicamentifer weiis thermreidwitidniofien use tefiour3@fect in a

D2171 or armaceutically acceptabl e salt thereof
Wa‘“ﬁﬁ&@%ﬂ‘f‘?ﬁ%ﬁﬁ&ﬁ?ﬁ%ur aéent in the manufacture
of b SRR ' JCt .0f an
o OB EATRPhe! et thebrkokiy BSGHTHUBR. 1Rpre3fied tgusp of
AZD2ljtteor.a pNOrASGELQIBIBdepfABIé S2MHORLOSIITENg 219 ASERIY Hifikate salt,
to a further aspect of the present invention there is
and aé’?%’&’i“&b%m't‘ﬁ‘@%% asgtt in theppanpfachre of p madicatisot foc usd in the
: [,ydi an D2171 | eat e
prod @5F BF A0uf- AR\ bHEH RS s HEhIR Auenin Al g B

netwebeditgitoen fafther 4¥pelt o ARPredet inve@idn théees plk RN %tthé}ﬁpeutic
of .an anti-cancer effect in a warm bl ooded ani mal suc
combinatign frgatEient eomprsingiita gdminigrationtofien cffsgtivstantfunt BEAZD2171 or 2

[ {0 i.s.pravided the, use of :
pharBlESRA SRR R RS bRy LR e e Semessuriety
acceptabit excipiaition urrian)tahd tHesMnltARB0E, sjacﬁhenﬁ_ﬁ‘leorri@;?ﬂﬁt@%&ﬂﬁﬁstration of

of . a nmedi cagent for use in the production of an
an effgeiivie. qmavgtipf @plptpym japtiqumopiragen], vbdein aplaiahmsntfmsueagent

may PRy A0 d 8o b BB B Rl b BB ey o
carrief) hé b WRLRLE1b SR Minds] GBEX A4 Burs & tn 18 b %h%&%#g%i? UreBitent,

AZD2171 mal eate salt, and a platinumanti-tur
agenerding toadurtheraspest of the piesantipdértmmehdre fsoprouigled b therapeutic

S AT e e —
a pharﬁi&béﬁtﬁfallﬁﬁé&ﬁiab&fsaﬁ Higer 88 R BRHIH MR DT 1L R&H: t§te's§1t, optionally

provi ded a therapeutic conbindation treat en
togetheuwighiagibagnadeuticedlyianéeptable exvipiedt cxranict,ent ithesimitiandous,
f AZD2171 or a. 15 phar eutically acceptable salt
sequetthel PEsParal fmfiisnitiof BhEt FIGRUP ERORA BBt Fgimour agent,
hereBC4A SR hhBi ' ' neous,
e o e ol pP R e S RO G

pharmacmticellyodcceptpbla ek cipienbort dartiatnialy wage-blooded efifialsih as a human

. Rl ti num anti-tunour agent
In need of such therapeutic treatment.

)

Such therapeutic treatment includes an antiangiogenic and/or vascular permeability effect, an
anti-cancer effect and an anti-tumour effect.

A combination treatment of the present invention as defined herein may be achieved
by way of the simultaneous, sequential or separate administration of the individual

components of said treatment. A combination treatment as defined herein may be applied as a
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may optionally be adm ni stered together vvith a
woRleygsesmguti cal |y acceptabl e exci pient or gﬁ‘rﬁifBzoJ 01079
a warm bl ooded ani mal such as a human in nee suc
therapeutic treatnent. 20 Aording to a further
aspect of the present invention there is provided a
sole thiespy pemaycnvoclmmrm poradiothexspyeortancaddifiongl ahgmbptherapeutic agent

4 m nistra g F_fgat L tive anmount of AZD2171, or
ina lﬁﬂé‘? A& H ar frygee ?th BIYERUID: ¢ her eof excl udi ng
NugEd hialy (RRREhSaL of bﬁ%?ﬁdl 8P BbihYlete ta8B I ke ctoh) tbfﬁ?é to, during

phar maceut’i cal I y acce excl pient or carrier,
or aﬂbhmesaldnmﬂusmtmﬁ the em‘qhmationati-eannem eyitr AZD2171 descnbed herein.

n| stratjon of, an effective anoupf of pl.ati num
fheg ehﬁaﬂeﬂiﬁ%{amtw B OBHona U iith AghrRifiion ifEHent of the
preseﬁﬁﬁ%ntf@ymel L- hé(scﬂsecglﬁmvw GheiAY &Iﬂglﬂsrlﬁgoréﬁlia{%fl%erem by
arnmaceut | ca accept e exclpient or carri
refermenﬁhd:lodtmd)thﬂapmmaﬁ vover fise mahucacgorien oftherhpeiiticsdgetit:

ther eutic treatnment. Such, therapeutic treatnent

5 aniHngiagrRiA geee el dingdrasrulardaresiing agents;
p ect, an anti-cancer effect and an
eqi]' dtltc)éégte’ct 30 A conbination treatnment of the

p r(ass)aﬂblogiwmkpme afodifRird (feteaniptl MteFayoe achi eved
of the sinultaneous, sequentl al or separate

ac(ﬁ‘f)rﬁﬂgb?di??r der eranmecdraelemeh)aand corrponents of said

@?éﬁ?prshﬁepéé%ggg{m%kggbg%l%g% d ol eergotg z?slr 18%6 in medical
oncolb@y;/#hd otHd} carkeriésH a%@Ma@é may |nvoI ve SUV gery or
radl ot herapy or an additional chenotherapeutic agent

r(VQcmtlsﬁ?D@ﬂthe@aPaCS@onbl nation treatment of the

t|o Sur nprise the step of partial or
2‘?&3?%@5 é%"ga%luasﬁ prior to, during or after
Agggqgmlﬁjog{e}@yagpr(%hgshe conmbi nation treatnment with

_AZDZ171 described herein, 5 O her chenotherapeutic
Partiaudarexgmples oﬁph@mthbrapwcwgmts forawariithea Gombinativattrestuent of the

prese%n@@t}tharfg ls";aﬁifr%)ﬁaﬁv S g}txlhsg L0 Cg#tg.ge :pglglz’ﬁaﬁg]b oce{axeld gem01tab1ne
irinote&4BICHTC £1) AMSNACHBSIRED §5- F@}’ gﬂfl_ﬁdl%%é@%etcihtgl}rﬁﬁeﬂ? Sith combinations

cat egorii es of therapeutic ag
are elqrwtedrtg be geticuladyentfsl fontietiatigent af carcar of the getgl hepd and neck,

colonP nt h &Dgzyfql tcgsg%ﬁ{g:gu tgenté qeﬁ\p&(l;vléa&ﬁ oLr(egqy)baiadder and

panm%‘rlg_l bod| es (for exanple edrecol omab); and (v)
antiproliferative/antineopl astic drugs and
C OTitw adatihistratidrhef iofple @mnbisaibniof AFN 74| a phtiaahegli;tumour agent
and ot her  categories of agen are:. (vi) antisense

and ipHgipg ppdiationymay piodycaeifrsts s &éyn%ﬁlﬁpaw@gts, gigafer than those

achieved with any of AZD2171, a platinum anti-tumour agent and ionising radiation used

alone, greater than those achieved with the combination of AZD2171 and a platinum anti-
tumour agent, greater than those achieved with the combination of AZD2171 and ionising
radiation, greater than those achieved with the combination of a platinum anti-tumour agent
and ionising radiation.

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

pharmaceutically acceptable salt thereof, before, after or simultaneously with an effective
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(i x) imunot herapy approaches. Particul ar exanpl es of
rapeuti c agents for use with a conbi '
woﬂrbga rr%ehﬁt of the present invention are ralti;’aiﬂ(/eézf?s5 ?5/001079
et oposi de, vinorel bi ne, paelltaxel, docetaxel,
gencti tabine, irinotecan (CPT-11) and 5-fl uorouracil
amoffi4f Wpldtinanl anti-tdghouia pgshit iadbbetere) aftersu shmdtunbousht with an effective
20 are expected to be particularly useful for the
amoyt®4 {9%siRE BdistigAcer of the |ung, head and neck,
col ' roid; ch .
cearoratngih WP orBlet fvghdbipl s 5080 3o E ke MG oducion ofan

antiahBR gadfbid/st vathlarp&eability rolheigoeiich at 4 dareblodvded Afifnal such as

a plati numanti-tunour agent and ionising radiation
a hunyaw, vhrickieraprises edménistetirgiogsidanimakanrifpeties sraeunt of AZD2171 or a

St 8 5 achi eved wi f AZD217
pharpiEHTH ARhE R o Rt M AT | o Fol Bty afer o
simuith QMR sly SiBPALEERRR alnBRs raMtRViBHanM-fuduld 8gent and before, after or

~conbinati on of AZD2171 and a platinum anti- tunour
simudtgeeously grifearceffactize amhusiof dehsing eadiationh t he

[ [ f AZD217 di i,Si . di ati .
o Baseaiiing 8 s Rottst asaect o EE areh irieion Bfes s af e mgthod for
the tithRhdnP B 84ckr Il R ikm-BRBALd arid] dueRia8 b MenfaR MyRich Qg‘xggﬁ%s

According to the present i1nvention there is provi
admimistdrong t6 said ahingl rocfifettieranofunaof AZPRil ahgr o glearmacartdAlhyr

vascul ar. per bi |l i reduci ng effect in_a.. .
acoeRi P iSED S O AN Sy, & FTH VE BTGP platinum

._ I . . .

G G SO B 0 PGP
radiatioar eof , before, after or sinultaneously with an

effective WD _2005/ 092384 PCT/ GB2005/,001079, ni]

anBGHEdiae ta Sudher aspactek the Piasel invegEnR therls PEPGfiel a method for
the ti¥hfnfdnt 8F a éz&dgléxl @%&%%k%o&édé i1 ﬁlfcﬁ &€ b hfifhan AR Cofbrises

ionising radration. According to the present ‘i nventfon

adminixedringits st @uintkd dn @fieetiveamndunt of AEZDR1 Bt uca phamatewioally
ant i an?i ogeni ¢ and/ or vascul ar perneabi ity reduci nI%
accepipble salt fheTepl wreludine 88 deeD il mealeaie st hefors afepeiwimuliancously

R TR I C—

with a6 eeBétaRl nciat bf fohRipahdianed.udi ng an AZD2171 nul eat e
salt, before, after or sinultaneously with an

ef Aeearilipg tembiuther ospegt off the present aritention thete isayevidedavaethod for

bef or after or . sinmultaneously wth ffecti
the o35t 6 F o5 SV alyHERnLRGR S ANk BReECd SRl Fgp oo @ uman,
whicRBRpts@f adhliBisREAE ekaid BVAIN hPBfFédHRE niotnPsOAZ D2 12or a

method for 10 the treatnment of a cancer in a _
pharmacenticalioabeeptaipie walt therasih, before, dignansimaiiandpuskyrmith areeffective

ano 335§ PGP HAFLE ST ] P oren gt AU QLR with en effetive
amolt @ EfisinPBldpA®n. af ter or sinul taneously with an
effective anount of a platinum

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 excluding an AZD2171 maleate salt, before, after or
simultaneously with an effective amount of a platinum anti-tumour agent and before, after or

simultaneously with an effective amount of ionising radiation.
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anti-tunmour agent and before, after or simultaneously
WO 05;4709251946”6‘” i ve anmount of ionising radiat 'P%‘}iclilzﬁosmomw
ccording to a f rther aspect of the present I'nvention
there is provided a nethod-12r the treatnent of a
cancer in a warm bl ooded ani mal such as a human, which
COApedrédg to aduttvr st oithe preséitdnventiomtheddlis @kdBadd ¥@ethod for
ampunt of AzZD2171 or, a(ghar maceut i cal l'ﬁ accept abl e
the pgegduction af abantiapgiogenin andiar yeepaperngrhibityaeduging effect in a warm-
ore. . af or _si nul.t.anequs| with an effectiv )
blooftt fffl th &4 B ST PSRN poilshole e ' B At a offective
amowt o AZAD2191 BY h haReRidshticall) avdehBbRIsaR th@63 1 N&ForTREGHor Of
. ionising radiation. Accordi n? to a further aspect of
simuitpeeqyply Se an effestive amonmiar @ plafinymoantideencar agent end before, after or

sl b3 Rl GO Qb R i B0
platiﬁﬁﬂﬁﬁﬁ&@ﬁoﬁ%x%t%&yeédcﬁ ptibhaRivR BRiiMBraAto Shh& il e

amount of AZ or a pharmaceutically acceptable
phargadeutictlbrasoéptatile xsipientdrtoarriasr  si nul t aneously with an

effecti.ve, 25 _angount of | ati num apti -t unour agent

Ao 45 2 SRher Senecloftaf bt USiegEoR it ein Penats method for
the pRUMUEn Ofarl MBFDRer S B AReUACEREE 00 R HERED o warm-
bloodrelt dnpdalfsoch ag hburhag athieintorprises admimdsteringv/iol saidngpiraal an effective

sol i r in a warm b| ooded i nal, such as a hunman
amog Péﬁziﬁgfpgéghwm@@ \ ??fgpiagﬂssgﬁ thesgpfiegrluding an AZD2171
f td N . . i .
maloflt o8, et fio MTRYBF sifiuldbcdbly bl aePorRR 0 BHRADY o riltals anci-

tumosahgent mef befere, affdrer smiultanbonslyt wiik at sffyctivetamont of ionising
. effective amount of a_ platinumanti-tunour agent and
radiagn.qyherein 4219 and apldtinyreeis fwnayr egend mayrepelt pptianally be

B e R S e

of Atdeedipg ese firthenyitt afithé ekt i/ epti®y ihéds dravedddarinethod for
for the production of an antiangi ogenic and/or )
the trggiment of a ¢ABeerdn BiWarmybloadrdcanigaleuek as 2 hpman, yhigh comprises
. i MRl . j [ se .
adimi s RORE T B0 BByl 45 rBuR TR o A DR ity
acceptdi]R dalilthereod befre, ML E sifdlthieoRslyertod] &ffeealé ahbekite@h platinum
before, after or 5 simultaneously with an effective

anti-tymeunegest and pafere; aftenoasmultaneensty wijle an ceetivisainaust of ionising

s SRl AR SR sl R BB AR S SRl ve
admifiRtdred tdBRHEr VAHEA bhaacO AP BédepiaBlel  ceernBrt st er ed

together with a ~pharnaceutical [y acceptable excipient
orAceaxdingta a Atber alipact afdhepriesant inyentacrpthete is pravivded a method for

o o R S B AR B B o
admiRBferRg R bdid ¥nihRH WS bRt afhnt 8 AZW8I T or a pharmaceutically

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

)

with an effective amount of a platinum anti-tumour agent and before, after or simultaneously
with an effective amount of ionising radiation, wherein AZD2171 and a platinum anti-tumour
agent 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,
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bl ooded ani mal such as a human, which conprises
jhi.stering to said animal an effective a
WO@@@%%“OF a pharmaceutical ly acceptabl e sal ?E{fﬂfegzgéﬁooww
excluding an AzZD2171 nmal eal®-salt, before, after or

simultaneously with an effective anount of a platinum
whichbinpritesraduriniaigeng taseid befat & effddize amousi ofilAZRDEd uslay
with an effective apount of ionising 15 radiati.gn, X
pharppeeuliealyereprisble aﬂa{@reaﬁélef% ot -malﬁﬁmoualgémﬁl Fegffective
i y , ar o : . .
oGS0 SRR 0w o AATHH PR SRR it an e
amouit o iodhiisiigg tadiatiof,whdrein ABPRLRL @il o pistinune s@tivturhoiir @périt &y each

_tgﬁage is provided a nethod for the treatnment of a .
optiogaliv e administered inssibsbwith apkpraaceutically asceptablmensipionios parrier.

AR5 10 BABURL RLSH] Sl B AR B VRS it o
the treathdent b&4 edicer 105101, 2 Rl imotir ifiaWdrirbleedsd shitvhl fuchBs a human,

. effective anount, of a_£l atinum _anti-tunmour agent and
which gegpesesadiapistsring fgaid animglian sifeqitive ameuat ¢fghfDE 1 or a

ok L 008l WA NS e st

simuR&HEoNs1 inetheth dfRGEYO&howtloR apliimam@tiethionahbsht and before, after or
acceptabl e excipient or carrier. According to a

simuftanechdy vatcifestive srmowtes immisingiadiatioonwhereineA792171 and a

.provided a nethod for. 25 the.treatnent .of canger in

platilfng AR Sucetriaimr e shiw oy AR et efhE TR seo

pharrBsiBufibAtyeict 8ab16 efctpidntdticaBieran ef fective amount of ‘
AZD2171 or a pharnaceutically acceptable salt thereof

exdtapnding tam fusthep aspectadl theprssenainventiert thees, is gfavadedghe use of

azng} o SREcaunthidhadafls sEF tayePL ANDH Blar RimrtafiBinal ent in
the mihtifhchibe 6f 4 Rellic et Me iRkhd ﬁﬁaﬁdtﬁﬁ Jraf iaﬁﬁég%fbgenic and/or

wherein AZD2171 and a platinum anti -t unour agent
vasculaypesacibibiytreduvalg sffdstineaiwimi-btooded aniomé sndraswihumaa which is
. pharnpceutically acceptable excipient or carrier.
bemi&%%\rvﬁ@l%%g{%‘f%%%r aspect of the present invention
B T s SR R o the use of
AZD2ati Ined a ghacinacentiaalhuavaeptabOsAO st 09 288dding an AZD2171 maleate salt,
PCT/ GB2005/ 001079 -13 whi ch, conpr.i ses_adm ni sterjn
and apIatiEiny A HRYUr AEeR R dhet Ty ARG i = Recicapmony or g i e
prod B TR EF dhi Rl dan B E0ERE Otefle? B T R Bb R g
warnpbbiedmnimal such usahomag eviictsis beingftenred vaith ohisiig radiation,
simul taneously with an effective anount of ionising

r 2UeRrdiBg fo phlther aspagiref the prsprnt invispiaen Wers 18 REQVidadibeuse of
i : Te P |
AZD%%&EI arr%‘é&!ﬁugztﬂgp%c:c?]{}%lle ¥ae1gﬁ1g€q%m 3}%‘&@% aglra-ethiﬁ%ﬁr agent in

armaceut 1°’c acc € exc

the madiifacRis of Fmedicathag foousk ih tid fieduaippeshn ahtilchikcePeBsR M a
invention there is provided a nethod for the, o
warnt-bleaderbatime} sugh @ A duman iwhaeh/is hging tecated vithippising radigtion.

Vmi&é@b?&llolg goee(lj ﬁ%ﬁllepgslpegtuo%hea Eregenrt] HiVafltion there is provided the use of

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

and a platinum anti-tumour agent in the manufacture of a medicament for use in the
production of an anti-cancer effect in a warm-blooded animal such as a human which is being

treated with ionising radiation.
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whi ch conprises admnistering to said animal an
ke anmount of AZD2171 or a pharnmaceutical

wog{g)égﬁzg“l e salt thereof excluding an AZD2171 P‘rfr:g{(%%ztogsmomm

salt, before, after or 10 sl4mltaneously with an

effecti ve anount of a platinumanti-tunour agent and

beforardingfte e further aspertibft thopresait ynwwhtibn tierefsipestidedahe use of
AZD ﬁrzfnt of ionisj fq%oradi tion, wherein AZD2171 and a

B 2L Pt mbasmareutioBy Acoseiahle Shih hosead Andp plainam aptigamour agent in
t FARi i of - icall .
B b PL® ek PaoRor el it rBBRRGT b el offctina
warnf-hlopoted aispkatchak athimapvéseanis beingervaiedwithRhidgSradiation.

provided the use of 15 D2171 or a pharmaceutically

a %C;S’F‘g‘Bg £o 3 fyrthey pspealt t%‘m‘e%ﬁ% Inyentiemibgre is prayidedrthe use of

Nt i LC nt far i n

AZDRIRFor 4 PhaciabeuBA) Bbaliite Sl BeRF LEARERG pn AZllin apbteate sa,
and apdativeab dti-tumswe dgentng tieffetifadiite 3f WM RLRAILR L8N RS

such as a human which is being treated with ionising
produciign of pp Anti-RERH et ing vearmablopdad andpelotuch s & heman which is being

. pii:on there is provided the use of 20

ueat%ﬁ&%%@% pngfrl]'naceuti cally acceptable salt thereof

exkdootting tﬁlﬁﬂl@?és}éctrﬁﬂlﬁaﬁr@se‘ﬁﬂirﬁ/enﬁcﬁﬁﬂe% iﬁgg:itvidw@therapeutic

anti-tunour agent in the manufacture of canent
combyngtiop drsaiment pampriving thetaduyinisitation fanieffagivagmmunt afAZDR171 or a

X bi | duci ff I, .
R T T ——
acceptdb@@é&Ribivation chi@idl, Sinf $hd AfdhialstYon SEMUCAYe Elﬂofihst of a platinum

further aspect of the present invention there

anti-tyyney astt, phidonsdly tegethe SvithzlpbTbaceutieal hhacemalsle ek @pichtyor carrier
m anti -t unour

cceptapl e salt thereof and a.platin '

and iR Aaifort & ahfrelies tmang o idies Ssam, ioorvargeblonded animal
such dshEmh A0inGib®Bf Qichake bic 5\&%{1 LA i i

war m bl ooded ani l sfﬁlf:bﬁ gg@a uhglﬁgﬁﬁ% I's ?blgilh%;platmmn antl
tumoyrraggntergiduipnibing adistiongnailbl adninisterdd sionuliangukly, €quentially or
e fulrthgr. aS}Ee(&t of the present invention there is
epararg?g\?]n TP %se of AzZD2171 or a pharmaceutical ly
aQeeRida 1B aS@lt ¥ RL2 Leate :
salt, 30 and I;eﬂp%& %‘?%ﬁtrlnﬁ %‘%S;égﬂt]ﬁgr%lﬁ{&nagenty Ii:!r ﬁ%ﬁggEherapeutlc

combinahion tredtment afimprisivepihe admittistfation 0$ en effedtive pIRELSTABD2171 or a
in a warm bl ooded- ani mal such

of an anti-cancer_ effect ;
pharmigehicq{in aceeniap orsait dhaseatigoliding AnAZRR U mekpisinll optionally
ot : . /.0 0 74 .14
gt RA My L ERRD, A5G BT R el O o an
effective enmunsofw pluiinied ahfieutioe apbnt, Aptldhbily tapeti@r with a pharmaceutically
acceptgplg[ maceuti cal |y acceptable salt thereof and a

EXRAPARTA AT Fartighangrthe administigtion pbameffestive amosniodf ienising
: ' sa. | roduction of. an anti -t unour
o SRR B B B B P P
whereiththe AZI32178] #platih@@tad-twinbllr 402R1 SidienisAY 88ih@6h may be

. According to a further aspect of the present 1nvention
admingsigred sigiligpenyiste Sequaetiallyer géparately and in any order.

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

radiation means a warm-blooded animal such as a human which is treated with ionising
radiation before, after or at the same time as the administration of a medicament or
combination treatment comprising AZD2171 and a platinum anti-tumour agent. For example
said ionising radiation may be given to said warm-blooded animal such as a human within the

period of a week before to a week after the administration of a medicament or combination
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AZD2171 or a pharnmaceutically acceptable salt thereof
ng an AZD2171 nal eate salt, and a pI
Wogéﬁ-?iurrour agent in the manuf acture of a ned{j’(l;)g;lﬁ%({smmow
for use in the productionr®-an anti-tunour effect in
a war n- bl ooded ani mal such as a human which is being
treatrhérg @bagriving AZDRN73 iangd arpdatinatd ani-tuidduAegent.dThE hena that
further aspect, of the present invention there is

AZDP} B ippadinymy Hibl- oyt pgent auhisnisiis Bhiation maydetadministered
separﬁ%[?&&é%ﬁﬁf’}?maﬂlgﬁ%&t 51‘%1%13?6; a?é[rmﬂ&te%ci %ﬁt%ﬁ%oglsnﬁ rithe warm-

armaceu accepta
bloodeld ebipil mayxipericict Yhd efgRt bEsackiof mmﬂﬁfdliﬁﬁﬁrhihh aati-kdmour agent
accept abl e exci pient or carrier, and the
and radintion smulencenslyf an ef fective ampunt of a platinum

-1 Ll I . .
oot BRI ooy o BuBhin! HybRBR U oolinetoiaton inpaminisered
beforaaﬁe bhAZBINT Nid & platiffimUntidtmehf £ehi M fRFBHOGS RZD2171 and a

ionising radiation, to a warm bl ooded ani mal such
platingnhamefiniouragerd. of such t herapeutic treatnment wher e| n

| ORe<oRHBE foomehePesh oy bbbt biteR he B EMa A iion inadypinisterea
befors SEHEAYD2 T Vard a pl8GRAH 2hGYm&Rh fgbﬁt AP ARAZD2171 and a

According to a further aspect of the present invention
platllluhearél tlsn(mrcagﬂ:nﬂed a therapeutic 20 conbination

onprising_ the adn ni strat,i f. an ., .
e (AT GHs Fpocb T R BEISPR! Beon A A atigistgred to a warm-
bloo&ﬁ“aﬁﬁﬁ;ﬁ%@r Fﬁ@la*unﬁeﬁ BhE0Le %f‘éé{eki iftfio r{%%% dn.Mel eate
salt, optional t oget er W th a pharmaceutical ly

aoftmotdahg o anodlep kgt afithe preeent iawedtidn theadfec o 5t merhmb of
effective ampunt o | atji num antj -t unp

f
“ea“‘gﬁéggthedﬁrﬁeah@mﬁlwg gxnigtedip B aplcpt anviel0t PAks rcyhtlon of the
effecfBP BN o EXifipdlcRRor QhidSRAMGE nERbILNC 1ACIE BF SR BE AOD2171

fectr anount of 1 onising at i on,
and av@atinuial actieghan iagalt usedcdlogsorafleactaot ABDAEEY aqﬂatﬁm&hanu tumour
t her apeutl c.treatnent wherein the AZD2171, a platinum
agenté\nﬁulomﬁrﬁs igpmisedA@ne.oni si ng radi ati on maybe
ad e
A’& thrgfo 291 g{eggéﬂe@{]&gygé%se@%ﬁﬂl)%@oo%’% g{ of a metpod of

separaﬁ I n-an

treatrBéit lof @ p&edenmmemnmqh ekpechditt §e btk Gthnhé hddlmsu sr th@ effects of
radi ati on neans a war m bl ooded ani mal such as a human

cach gfthe gomgorgnéseisgid freatmeririised glgne, daat i @f aaqhoqf A@pdk7d and a

plaifi i At b 5 e o Bl A ZOTL Tt Bk B agen

and i@f6in@ raidtonnided alohé.- t unour agent. For exarrple sai d
ionising radiation may be given to sai d warm bl ooded

arerarding tohangthes aspeaieef the present ﬂm@ntlprethe@cﬂfegf ofal wethird of

before to a week ,aft.er th dm ni st ratj.on..of
weatrpei OF Fyeireta g SRS brisods Bb g s tsuBang st
PGl GRERADRS 80 p&eht idwntibh 83bABMati6R ﬁEﬁthﬁs‘nﬂ& REREd dslaffording a
and a platinumanti-tunour agent. This neans that
syner&igte effact ibthp Ieﬁmtnsrthempteutmaillmupemgmnn@ﬁmred by i expmple, the

r ation be adm ni
extent oP he response, Mm response rate, ﬁleetune to disease progression or the survival

period, to that achievable on dosing one or other of the components of the combination
treatment at its conventional dose. For example, the effect of the combination treatment is
synergistic if thé effect is therapeutically superior to the effect achievable with AZD2171 or a
platinum anti-tumour agent or ionising radiation alone. Further, the effect of the combination

treatment is synergistic if a beneficial effect is obtained in a group of patients that does not -
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separately or sequentially in any order, or may be
] nistered sinultaneously. The warm bl ood Wzl
Woéggg/@?(%éri ence the effect of each of AZD2171?ga?lf%’rﬂzm%m1079
pl ati num anti -t unour agent-16- and radi ati on
si mul t aneously. According to one aspect of the present
respont \(6Nfeksundt Peorly) b ST 178 @k @ pldiduinSantictifivous beheor ionising
before one of AzZD2171 and a pl ati num anti-tunour agent

radiatien aloper Inpiidition, depffeotiofiheicembipatian teamenitis definedgs affording a

agent G di 0._one as .1 he 2Se
syne 38 e P PO e b EpRiRpRIP BFedat ik PyRhARER osg pnd fho other
comﬂéﬁ&ﬁ?ﬁ i9akdobala 3 fddurBd desetindtthdherapBiitic 4fPI¥0 U nREQREd by, for
or after both AZD2171 and a platinum anti-tunour
examalye the extent of themesponses the raspeuss ratst, therfemetaedisense progression or the
.nvention AZD2171 i.s,adninistered.to a rm. bl ooded
surviyg A 3F ARvAIrY o kAT ra R e A dSo e
comploRehtd bf fHe-cobaEidh ﬁgathﬁnﬁnﬁtﬂ&ﬁicui’aﬁfﬁlﬁ%r fis 8&ndA16 B8 Pesent if
invention the effect of a nethod of "15 tTreat nent of
the cortventiors dose afrtAZIDZ 1 roriagplatiper et tingouyagertt or éxssing radiation may
ui,val.ent .to the addition of the effects of each of
be rog e YOHOB A IREcRs oGP B HIOBLhBR EXigaef (Bf Humonser(Bg rysgonse rate,
the tiftle 18 86cRadprodkeletof andA0EY: Aol Bl B iR HEIBRADE the
duratimt af-theresponse,cop mtithefindter amli/arilesy tromtileadme sideséicta timnehose that

According to flnot he aﬁpect of the present invention

°°°ur_t‘f4}éene‘fﬂ“éf t}%ﬁ dosrrohsgh spmpenant atstysetht of the present

1N : I .

oPLERSEERL, 68 BRE RGP RRTr e fIA0 iB neri
are of ineAtsrEmt theis entiamivgenic ahd/or asculaf perachbidity ARl 7Angitwbnesis

a platinymanti-tunour_agent used algne or qof each of . )
and/opampicrqase i FAsEUlRTRAFSARIILE IS RErsentdp @ntide mmge pbdiseasa gtates including

camods BRSNS AERREE B8, RO BRIl
rheurhaterl darthinitis K aiodtss faremer) ha¢rmagidrhgricite a6l pRhithephropethées,
synergistic effect. According to the present invention
athergina biesighosis, anfopmune diserses, sevte aaflapmation, hgnghoedema,
b it of f . ;
endo YA SR bR ol DR R LRk

prolifeioh 88IAME L agd-fetaté EMAOIBEddgahdatid) ECohPRatiéh BéHRBHSE of the
progression or the survival period, to that

preseatinventyl ae expedisdite e pardicalarlyupiil igfthe propbylaps nedhtreataient of
d t he conbi nat iﬁ%ﬁééo theatnent at its conventi onal dose.
15eagesSuEk AhitH st BPPS N ™ he conbi nation treat ment

| Corflyiati&H ﬁéd'rt]l%exilt% of fiR Iﬁégeﬁﬁﬁlvérlﬁlioﬁlhﬁiﬁ&ﬁﬁgeh ¢attrbat cancer,

superior to the effect "achievable with AZD2171 or a
partiqullatyi scancermrinielvingmusolid gamouro dn paticslan suohagimbinagion treatments of the
. al one. Furth?r, the effect 1of the‘é(?f? I hation ¢ solid
invenfioB A erpected fasinwAgyaitageopsly tha,aRwfh o4 pprmary Agd requgent soli
t i ' nay
tumogl% (?’5?’/ fg)g gyéégﬁplg éﬁ§ %%lg%,gcg'?lgbflﬂggdg&fpahmﬁs, B0R8er) 8tealiOhrostate, lungs and
skin, More especially combination treatments of the present invention are expected to slow

advantageously the growth of tumours in colorectal cancer and in lung cancer, for example
mesothelioma and non-small cell lung cancer (NSCLC). More particularly such combination
treatments of the invention are expected to inhibit any form of cancer associated with VEGF
including leukaemia, multiple myeloma and lymphoma and also, for example, to inhibit the
growth of those primary and recurrent solid tumours which are associated with VEGF,
especially those tumours which are significantly dependent on VEGF for their growth and
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-16 respond (or responds poorly) to AZD2171 or a
j anti-tunour agent or ionising radi %
wog%og%éﬁkﬁ{l‘n addition, the effect of the conbi ng{dl OpB2005/001079
treatment is defined as affd7ding a synergistic
effect if one of the conponents is dosed at its
spreaxly moduding fozlexainple, eandirt tueontshefithe miufp Gnelntingredtiny beain, thyroid,

0s reduced dose and the therapeutic effect, as
Fﬁ?égtﬁ?‘g{? g&}%‘s% (?FOSt?é%alH‘ﬁﬂ éfu"tah%“%%@@ﬁfg%‘# %@S%onse

h

| D RO S pk B 915898 S0 RORER 4 g sen

opuo:mauyi Ozsﬂhngmemg\t@dihﬂmﬂ ate expected ® iahibithBe M@ﬂ%&&pﬁlﬁary and
the conbination treatnment. In particular, nergy is
recurgert sekd fneses phichene asspciated ithoB SR espasial Yd tefours which are

signifiglydephachs b BU AL 0K bV 48R rone o one or

NDTRe edmpdreticsidesdribed htdeth mep PORSLforinRithIE B8 dialifistration,
10 the tinme to disease progression and survival data,

for exampla s péaltlefror wppsvdsy ford@ts‘arllad@nustr&ilmm aduhimistration byfinhalation, for
ox le Sres(g @ %&ho tft ar rlland .or ( @a t r.oubl esonme
Aplees 2PYRAFIr BHEBER ? NREP (RANAE IR Ghal
subchtaf@sus OntrBRG SR RARRAEIAF 6 HERMN) At XhAbRhs3@ e EdiBtion,
conbi nati on treatnents of the preSent invention as
suspehsfanrs ¢nhdsien, for wpwabddminisgridert fofr @xampleuas an omtment or cream, for

recta QS B ol R B BB TR AL S ey bo by
direcPRYjERRA At lthe futnddt %ﬁﬁﬂegidﬁaﬁdéﬂv@ﬁr &qusi afdeﬁwe?ﬁ afifother

st at es including cancer (includi'ng I"'eukaem a
embodmlnbmp lo€ thqmb&m’aman@dnych@hﬂm)ﬂ 1 df tecbebingion ticasichit may be
. rh ngt oid arthritis aposi coma haenmangi ona,
deliveregeBdosapicA S AREaTAEhHlypRiAleaienal s PHERBRHEPUS ) Husavatiously,
b EBERR: L up AP S BARR R BERCR SISt
oralljnl hlﬁghnﬂ@l teconpokitionddesediseishersih maydiei prqiare&bm&ﬁdonﬂéhnonal

roljiferatian including age-rel ated macul a
mangg, YERE CORYHHONGSREPIRES JRCCPERPHEARSOGhe pregent pRecgtpR are
particularly useful. in.
adva%tﬁ%&%?ggﬁyﬁ%g%i?gﬁ%ht Ig\t? OIrrgﬁt of diseases such as
C aAZBQ landrilKaposillybesdtgsereddo alwamtbloodddr @arh ke b smifdose
present invention may be used to treat cancer,
Wlthlséhq ra@% Ari0ngpes eease meﬁv bpdy prga af thelanamaly fs gxamply approximately
l. 0 I
003 R kR iR LoHRR, SOMHL TSR ek U5 Mgl b5 1 e proferbiy
0.03-0r5ewi/ke 13 enpishgey andahid is @cﬁiﬂal ratthe‘rg;belﬁcﬁwvﬂﬂéoﬁveﬂosé X unit
exanpl e, the colon, brain yr0| pancreas, bl adder,
dosaggr f@agtsuclpa%%tah%eé or ¢apags vl asviyoniaivh er exepwds BisPg of active

ingrefAE PRt LG TBRIE Rgea et O R e e B s our
| NP16@MEh 8H MmER UpeHhts mHeraokéma:csmsgefo, kﬂ‘o% BUREBf €

nesot hel i oma and non-small cell |ung cancer (NSCLC),
admlmtretlcpamddmﬁl@sw such corrbl natl on 30 treatnents of

o e B e P ey DRt eTr B 4l TATEReR iglusion over a
peno%ktsmh&u@m{ @I58 02B0L 1L YRR B AL 4 SRs. AREmEH AP kS example

to inhibit the
cisplatin may be administered as a single intravenous infusion over a period of 6-8 hours at a

dose of 15-20mg/m? daily for up to 5 days every 3-4 weeks.
For example carboplatin may be administered as a single short-term intravenous

infusion over a period of 15-60 minutes at a dose of 250-400mg/m> every 4 weeks.
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growt h of those primary and recurrent solid tunours
' re associated with VEGF, especially
Wo%‘?rsgdé%%“v\/ni ch are significantly dependent on%@%@z?%s%oomm

their growth and WD 2005/ 048384 PC T/ GB2005/ 001074
-17 spread, including for exanple, certain tunours of
t Mor endrmople Oxaliplatii mgy be aidmimisteted Ay mtravieyows idfusion over a period of
pancreas, bl adder, breast, prostate, |lung, vulva, skin

2-6 hgwg abéﬁ??‘“’c‘ifjlagﬂ‘ SNQE‘C?VW?Z frer aspect of the
PrARGT, dMEM L AR AFREEDy Rths Rlodhbd T R rerdpURH:
agent, optionally wt oni sing radiation, ar

propisifeeic hedinient bhibpltitulihdisgasevtate will tebessarilgrbiervariyd deptnding on the
recurrent solid tumours which are associated with VEGF

host tgegirc tha royterof gdminisrasionendfhects verty of dhegHness bsing tyeated.
f ' : A i
Accog&gﬁég gl?{épgﬁ@.ug gggﬁe gléaa} edefergﬁt%@gg@?rﬁﬁgﬁ&%? pﬁhm? treating any

erern
partichltiripalie. Fof examalc,dekiiai bs hédbiapnor ddsizable xargduee s abBove-
tabl et or capsule, for nasal admnistration or

mentipgad Apses phtherampynenin af heicombinatien trestmepisdn gsdes topdres toxicity.

R bra0may B fBLiRLRE BtrorBhE L Aeblif §ritcBdin clinica
radiothRidpdY a9 dbsHpebf offsty radihtib®wile ¥ Hekek@sn@ oy u8E id Ginical

sol ution, suspension or enulsion, for topical :
radiothdrapyi Jhe sadigionftberapy nsadl willdsclade foir exareple the ussrafgrrays, X-rays,

for .rect .adm nistration for. exanpl S .
andlog QRGP Gry OB OR T OTPRt QPO {oF OB BNy damaging
i i i i it
ol 5k LA YS9 i BT S it L BIAIY. . or
exampfe Xhreyspnssendosed weddilyodosedhef WFRDGR] Sahys heveek for 5-6 weeks.
conbi nat i on, t regt ment

No ddeishitactiongted dsg %{ilfﬁ%wgfip %:%,g% ﬁlﬁiﬁ\ﬁgy:gﬁi%ﬁaﬂargér doses, for

- i ' 6P ' Si
cxan 8D AP LRI o coBPSPRARARIDY Sl doss
be adAdhidterel infagpdritiveBt elygdrirantiahdtyd radivtieaey mhy bbased whereby small
ositions described herein may be prepared in

dosescel witsi madminisigred regylarly @ veiohpaind of e, st §1Gy per hour

[ r s PR LY ' r
over LR 080k 50500 0bONERL LIRS fpend o e e
life of\#HI3dotdpa)kiid stiragiRInt Yygesofasdihidisdrsitied, 4nd o the uptake by cells.
war m bl ooded animal at a unit dose wthin the range

1-Aostated abovathe sige ptthealoppaleash derasty wikeh iveuired fopthe

ex le a | mat.el . 03 ' . :
ero TR B AP 0 e ol RSl R R o v
depefi€S 61 8 Host Pedbedt, theIOBlckd atimirdatyitoaded tingveitySofite illness being
normal |y a therapeutically-effective dose. A unit )
treatedo Sengerdinglyrtheaptimaun dosagp msy berdeteapingd dywhe pragiitieuer yho is
.contain, for exa e 1-50nm..of active 25 ingredient.
tratify B QP APYSLPRATT | G SSRTP Ry DR g ehafty 6r AR GPlei idpoo the
abové-SeBABARYEHes othabbMPERRAR! df the ORHBInAUR FrSatiNBNE €n 389 reduce
according to known routes of adm nistration and
toxicdpsages. For exanple cisplatin nay be adm nistered as

a.single intraveno i.nfusjon_.over, a. .. . .
”Ishe esenlc nvention rePa%es to combinations of a platinum anti-tumour agent with

AZD2171 or with a salt of AZD2171. A particular salt is an AZD2171 maleate salt.
In particular the present invention relates to combinations of a platinum anti-tumour

agent with a form of the AZD2171 free base.
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period of 6-8 hours at a dose of 40-120ng/ M2 every 3-4
ternatively for exanple 30 cisplati
wo\é&ggngﬁ%iz% fered as a si ngl e i ntravenous i nf usi oﬁ'&g@m%%mom
period of 6-8 hours at a dob®-of 15-20ng/nz daily for
up to 5 days every 3-4 weeks. For exanpl e earboplatin

MEYANR oRANADD 151 §610be @8 pRarflab@ltRabdbRigositRuE Wi bE BlARRABStically
i nfusion over a period of 15-60 mnutes at a dose of

accegigle 400nbutathesselismay hewsaiul inhopoduaivr3gAZD2171 and its

PCT/ 05/001079 F I liplati b
prar P ADPLAAgY R BT TB P LR Bk Rl
include 8cil QHdiSioRkall. $RASE 26iH 88RIeh S HEREe ?df%&ﬁnﬁlevﬁﬁi‘%ith inprganic
The size of the dose of each therapy which I's required

or orgapic 4hds affreding pheintacouticafly epteptable angortsrsaalt aewith df/dragen halides
or wiﬁgﬁé‘)]l'&‘qc{r LG gorr(gﬁ\los alglg ggihgéqewi\t/t\ﬂl bgﬂ@gga%?eﬁg rc#.tlg)%toge e‘% ilc?g. In addition
i ; ; L i o . _
P LM N ol e P v
affordied phannaeghtioylly dvecpnble tchtiom nvrchwhlts with inergdriagr @gynic bases
) articular patient. For exanple, .it nmay be necessary )
inclufl For sl oB AkaT iiababls FRED4R B ShI LGB LS doh alkline
, . m&&g@'- thLen treatnments in order
eaﬂh{ngﬁ?l&gggg&f%;a}s%alﬁ’{%@%aa 1“0t 1@?5%@ may be admi ni stered
acABDAl Tigmkp be bgnthesivet apsoading te theipfoczksdesidestribed th WO 00/47212,
r adi ot herapy.. The dosaqes of ionisi ng radi ati on wil |

in pagicular faase detsiikcd By Expseple 440 pf WQ 807472 i ot her apy. The
r agdi,at b on | L NG . f t PR
a7 BA PTmaBEI pliSB it el Bent BT o Qcrbed in
Interr@itiongidPaadrit AipplicNivnNel REH0B2004/00833%9¢r forms of DNA
damagi ng factors are also included in the present
i rRlafune antanoyeeeite pesvaovegersiadly aneilableadi at i on.  For
exanpl e X-rays maybe dosed in daily doses of
1.8-2.0Qy, 5 days a week for 5-6 weeks. 15 Normally a
t of't@ follbwaig tetaiag bd 8s&1 1 deindnkt@ate Fhel oEvipBaR7HE1 0=y -
Single | arger doses, for exanple 5-10Gy maybe
combagptioni vaifter platinem gatithugpumagesur se of radi ot her apy.
Si ngl e _dose R be adi ] nit or ed . nt raoperatively.

Gl O . ‘ =
) luf\e Sarcer (N aaYoe used wher eby
S

NRAymiSRSRIMRE art ihp¥Eed3GBoA&HELRA1S (£ PHith € 8hlinaR Vifhour cells.
a period of tine, for exanple 0.1Gy per hour over a

Treatmenbbegins aftea )€ dayyowheyetumontseare eepblished Grmonvpdume &r350-400
i del d d the half 20.1f f _the isot
T e . N

with LBbBHE (Piof&) ihfaperifneailtigH) JRAMS 1l0FPartloABsdon! HarddfSént with
of each therapy which is required for the therapeutic

AZD2171p{0cfphgkgot iéntgﬂ@braﬂlyt(p@f) d_ailp)afolr iheudvsatiah cfébs experiment, or
IR I TR TR -
cispl«?c:%lvﬁ{d' AYDo{71 Bk kil \GER &%%d Stcfl@(ﬂlté(%gd; uté%(gfbﬁ' gfn@ﬂ:' agent

e opt1 num dosage nmay be erm ne
treatrpértC 0rf days evhevdemimsls 2écetved dottnyZBAY 7 pard ¢isplbida the cisplatin was

patient. For exanple, it, maybe necessary or desirable
admipigtepedy?, Beurp gter oral dosing with AZD2171.

Animals in all groups are sacrificed when the control tumours reach approximately 2.0

cm’. Tumour size is assessed throughout the experiment by using caliper measurements.
Antitumour effects are determined by comparing tumour growth in the drug-treated groups
with tumour growth in the vehicle treated groups. Additionally, the effects of combination

treatment are assessed by comparing tumour growth in the group of animals receiving



above-nenti oned doses of the conponents of the
C | ion treatnents in order to reduce tqQxicCi
‘Vofﬁgy%ggéent invention relates to (:orrbination(5%?88‘((‘(1}]@605/001079
plati num anti-tunour agent-20th AZD2171 or with a
salt of AzZD2171. A particular salt is an AZD2171
cisplan ik AZBU17.1 with the hRasr ol intthegduss @ hére afi@il tedfived single
relates to conbi nations of a platinumanti-tunour
agentiherapywlonk. a form of the AZD2171 free-base. WO

20 .092354 .RCT/ GB2005/,0010792 nil9 f AZ 7
7 TRl R nifies T8 v e g Z o SRls g rsafpgle viéet
PIERORSHI dr6 Shdwh inXag@es alh@2sal ts, but other salts

may be useful in the production of AZD2171 and its
The gmwithrettha tirpeirs yas idelpitedisligniSeantly mdh by theecrnitiicationyof the two

C I al for. ample,. inclu acid .
sxenfiiBn O} @4 el el s inSHi P o o Sl endnrgsyie) than by
eimeﬁ@iphﬁnéaiﬁlésmshoéegor ganic 5 or organi ¢ acids

affordi ng pharmaceutically acceptabl e ani ons such as

Wi th hydrogen halides or with sul phuric or phosphoric
acid, or with trifluoroacetic, citric or maleic acid.
In addition pharnmaceutically acceptable salts may be
formed with an inorganic or organi c base which

af fords a pharmaceutically acceptable cation. Such
salts with inorganic or organic bases include for
exanpl e an al kali netal salt, such as a sodium or

pot assium salt and an al kaline 10 earth. netal salt
such as a calciumor magnesiumsalt. AZD2171 may be
synt hesi sed according to the processes described in WO
00/ 47212, in particular those described in Exanple
240 of WD 00/47212. AzZD2171 nal eate salt may be

synt hesi sed according to the processes described in

I nternational Patent Application No.

PCT/ GE2004/ 005359. 15 Pl ati num anti-tunour agents are
commercially available. The follow ng tests may be
used to denonstrate the activity of AZD2171 in

conmbi nation with a platinum anti-tunmour agent. Hunan

| un- cancer QNSCLC} xenoraft nodel Calu-6 20 Athymc
nude m ce are injected subcutaneously (s.c.) with Calu
6 human tunour cells. Treatnent begins after 10 days
when tunours are established (tunour vol une = 350-400
nm . Goups of animals (n = 9-10 per group) are
random zed to receive a single treatnent wth
cisplatin (4 ng/kg intraperitoneally (i.p.)) on day 1
of random sation, or treatment with AzZD2171 (0. 5ny/ kg
or 1.5nmg/ kg, orally (p.o.) daily) for the duration of
t he experinent, or 25 drug vehicles only. An
additional group of animals (n = 9-10) receives a
conbi nati on of
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cisplatin and AZD2171, using the sane doses and
s as used for single agent treatnen ?

‘”°3ﬁ§§§%§§ina|s recei ved both AzZD2171 and cisp%ggﬁﬂn ﬁ%ﬁun9

cisplatin was adm ni stered2R-hours after oral dosing

with AZD2171. Animals in all groups are sacrificed
CLAINE) the control tunours reach approximately 2.0 30

cnB. Tunour size is assessed throughout the experinment

by using caliper nmeasurenents. Antitunour effects are

d ' ' . h.in th ;
L QPbse g0 Aebo bt GOTRBIh ARk VTR Col Bolodf excivdin ap 4zD2171
malettesalt,end grptatpsim Adtlinini@inapént in theenLifReirs 0Pk medicament for use in

conbi.natjon treatnent are assessed by conparing
the proguptien of \antiangiogenic ardiery asrulaniemasability ceducingefAGt in a

e R S EMRB o owtn i the aroups wher e

animal s recei ved single agent therapy al one.
Statistical significance was eval uated using a

2, 0 r{éset AiA4R2 } Moot eephrsageutieaily accepiable sgiuhersobexehelinywm AZD2171
e LS8 S ol S 0 bt oS we
the piodBctichOsTih anAZRRIE bifedt 17 _a%ar&-—lﬁﬂ&déd%}rg@rk%ﬁ Eia? héthhd

(4mg/ kg on day of random sation) than el ther "agent
al one at the sanme doses. WD 2005/ 092384

PCT/ 6 1079, -21- CLAIMS 1. e.of AZD2171 or a
3 p%eﬁii*%ﬁ?#@iﬂrﬁ PQ&E%%?F%?Q@Y%W@ heregicaxghiding amAZD2171
maleAER 44d a PBYGBMSSiNuinouf i ' ' :
aaen; in ?ﬁe _manuf act ur eé%{lggﬂhngﬁagg%%?é #%érfﬁggfé&?ﬁm i85 uscin
the profectioned e ehbriumdwaeffeanin awginoykoiled atthaDsuchas @ Wualan,
permeability reducing effect in a warm bl ooded ani nal
such as a human. 2. Use of AZD2171 or a
4. PhaewRAoWi 198k ¥ PASSERE 409 &N
AZD2171 nal_eatepgal t, gt#gﬁgag%e&?%%ﬁ%@%fr?@fé&%g@?%anAZD2171
maleaigealt ancha platinwmrantidomoneageht i thetiasefente §f mudiarhént for use in
roducti on of an anti-cancer effect in a

1 h
the prgychOR o AR SR ang s Ric Raler 48ScHIR Drvateabity wdaciog ofanan 71
warmHlocieA RARBCEME sce?i}%}{atﬁngﬁﬁﬂt@%n% ﬁ'@%{tédn \%ﬁg rl%?lgpg Fadigtion.

excluding an AZ eate' s
anti-tunour agent in the manufacture of a nedi canent

f u (n. the production of an anti-tunmour effect in
5. 2 UssPRABIGIdbar anhwmacenionlln sooeptsbiersalt theseof extludingfan AZD2171

maleaexC a%ﬁadnagﬁlgﬁm%g%é%%f arg%lfé i tREAE &fgc | % 0 all%e iQaenEe%?]}or 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 excluding an AZD2171
maleate salt, and a platinum anti-tumour agent in the manufacture of a medicament for use in
the production of an anti-tumour effect in a warm-blooded animal such as a human which is

being treated with ionising radiation.

7. Use according to any one of claims 1-6 wherein AZD2171 is in a form of the free base.
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mal eate salt, and a platinumanti-tunour agent in the
re of a medicanent for use in the [
WW%&%%% angi ogeni ¢ and/ or vascul ar per rreabﬁquolgéﬁoog&ww
reducing effect in a warnrBRooded ani mal such as a
hupan which is being treated with ionising radiation.
8. 20Use aegording toxayxae i oleitas piavinmeiethd platihym sk ephal! Bent is
cispli t thereof excluding an AZD2171 naleate salt, and a
plati numanti -tunmour agent in the manufacture of a
medi canment for use in the production of an
anti-cancer effect in a warm bl ooded ani mal such as a
9. huHemacshtditg tosnytoak ofclrinest -2 dvheicdih theoplasig aﬁta@lirﬁédr%gem is
carbéﬁ t?n‘ Use of AZD2171 or a pharnaceutical ly accept abl
att™ t her eof excl udi ng an AZD2171 nualeate salt, and a
pl ati num anti -tunour agent in the manufacture of a
nmedi cament for use in the production of an
10.  ant$e acaoming tefahgohe biclainwel-TwHea6 6@ AR alfﬁigﬂuﬂﬁ afent is
oxal'h%{mn which is being treated with ionising radiati on.
B Use accordi ng to any one of clains 1-6 wherein
AZD2171 is in a formof the free base. WO 2005/ 092384
PCT/ GB2005/ 001079 _22 8. Use according to any one of
11, clWsed AZDJ2 1 ansalente shie apl @taliplaﬁhaﬁme-ﬁl&m%mé%?a&qé@cmem for
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o{,quh{uptimgqogmiq: and/provasclgeprrmiesbilify reducing effect in a

warmCBb D@ Aida Ry cording to any one of clains

1-7 gﬁer el ﬁlstu%ga%@ﬁw%%m anti-tunour agent is
oxaliplatin. 10 11. Use of AZD2171 nal eate salt and
oxaliplatin in the manufacture of a nedi canent for

12, diseiof A41R2 177 gaaleate splt ofd cualiplatin anthieagenifatas 8f @ medicament for
. . il J ff [
use infB3 SIS danleretterSh B mapiooded andmal syeh s a human

AZD2171 nal eate salt and oxaliplatin in the
manuf acture of a nmedi canent for 15 use in the
13. plsgeé AZ1R 151 maleaimsalt andraeliplefifi erthe intnafavarevbh 8REREment for
s a,.human. 13. Use of AZD2171 nul eate

- ani nal h
use inflly Progudtc ﬁ“pﬂnaf'?lﬂm%ef%q‘fé%wm@iqmed afingl such as a human.

medi canment for wuse in the production of an
anti-tunmour effect in a warm bl ooded ani nal such as a

14, hUseef AZD217] maetosaltafbDdiliplat #othe ngabfacBRlof 2 medicament for
tindn the manufacture of a nedi canent for

. oxal i pl
use in fiproffuction ofra8 AytEneineca 284 0a eKalG PoTbE b nelioing effect in a
warm-6R5sded 8hinRe SHBRAR  fuoar WHUE i Whi §65Ld & Fonising radiation.

15. Use of AZD2171 maleate salt and oxaliplatin in the manufacture of a medicament for
use in the production Qf an anti-cancer effect in a warm-blooded animal such as a human

which is being treated with ionising radiation.

16.  Use of AZD2171 maleate salt and oxaliplatin 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,



war m bl ooded ani mal such as a human which is being

w0 J089Rek th i onising radiation. 15. Use of Wé% 05/001079
mal eate salt and oxaliplatin in the manufacture of a

medi canment for 25 use in tHe-production of an
anti-cancer effect in a warm bl ooded ani nal such as a
17.  hueharmwiwtival sorbysdsitipnt wisiah edmpiisds AZDR ilngr a pletirmacentically

sccenfgh P s e g o ARENY ) Feat sl i Rl ubveigur agent,

' - i ' ] mqﬁ%rani mal such
mas%%mg[a% mna %ﬁlﬁﬂ%g ﬁ&@gﬁ%gf%m?pg‘g 1ggf Wi th 1onising
radi ati on. WD 2005/ 092383 PCT, / GB2005: 001079 -23 17.
A pharnmaceuti cal caonposition which conprises AZD2171,
18 oA gﬂﬁﬁ%eméa@&ﬁzle%ﬂ lyor aéﬁﬂeewcsstl@q@aﬂpeep@%b& w@frthereof, and a
platirfes hdthigh @Re 402171 mal eate salt, and a platinum
ant | -t unour ggent, in association v4with a
pharmaceutically acceptabl e excipient or carrier. 5
18, A kit conprising 4.ZD2171 or a pharmaceutically
acceptable salt thereof, and a platinum anti-tunour
agent .




