COVBI NATI ON PRODUCT COVPRI SI NG SRC KI NASE | NHI BI TOR
AZDC630 AND AN ANTI CESTROGEN OR EGFR-TK-INHIBITOR I n a
woiomsti11z88pect, the present invention rel ates t®C®&GB2005/002102
combi nation conprising an anti oestrogen and a
articular inhibitor of the Src famly of non-receptor
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useful in aANTIO&ES TROGENOR EGERAMK-INHIBITORer ,
particularly of breast cancer, or in a method for t he
del ay of the progression of such cancers. The

i nlremnfiiso aspapts herpsesgniiavension rplates iee eompingtion @wpb@smg &

o R PR A S Y Bl bt BRESmases. oe
combih SR EMhe MveSBSILR uséul inh hbRodBothaabathiRnOSf Ancer, particularly of
nmedi canent for use in the delay of the progression of

breag zanger,.or fima anethod foe thealsproyaf the progieasiemot siehcenceresThednvention

a.conbi nati on co risin i der mal rowt.h fact
also Pl o PheEBRAYIES ORPREIRY RABRTSHRGUh BB g i o the use
therdd@ t!hE whAGufdcRE Bf & ﬁ{edféfam%ﬂtefo%& ihand !ré’au%nmr&aﬁ&@ @PIPthe
tyrosi ne kinases. This conbination of the invention is
manm&ethnd ofi amedinshérs dorf we it the delasyatf mlbroglfesslam okeancer.
of  br.east. caqcer rectal cancer

ul arl
faﬂs% craRedy the fpyentipg rlatesfo a? PR ST LISl g, fpidermal
grov@lﬁ‘ hehf Glce gﬁﬁ“(EGFR?E rbﬁn@kl'ﬁﬁ )flﬂ{lbltt(g}ean@%l p%Ytléﬁﬁartlﬁlﬁbltor of the
progressi on of such cancers. Thi's aspect of
Src famx/lgmf nomravepior t}&fbsan@klna@saThfsalomwmn©ﬁtheanvqmn$>ntls aseful in a
such acorrblnatl d to the u e thereof

mettio IO ADS EAEISEL oL BT PAOEREATY Sl Bt BRCLt ST rgncer, prostate

canchf, ﬁ@ﬁ SRaf chfl 1 %ﬁé aR@hEAdLCaHaHeb Y cHcet, SR th £R1RAHH for the delay of
col or ectal Dreast cancer, prostate cancer and

the pln@ebsmmcbfrs&dkcmmse Thiscaspéat of the imeentiba atsorelaes taa pharmaceutical

nmedi canent _ f or use in. the dela f th ssi on_ of
COMBRFEHPICORAISEE urh 3 cPbiNaHPn Zapicihe v cieAl Brib GHMUTaCture of a

ot 4 1 FPESARP LGN Al A0 L0ES!CART o

breaﬁrcﬁncfeﬁ,rﬁrbstatefcam&ﬂ ancehedtand nbM{ emicae okinrths emnufbbi@re of a
conbi nation of the invention is useful in a nethod for
edw%emwfeb@%%aﬂh%@el%%b? PYPEFSPiOn IOh BYGP (BRCet-east cancer,
oL SREERO A0 BB R L BUROL RS Rah ancesucgen,
an EGFRaI K snHibitar dpdarpmarlbriisiabiterautpas$icifainil¢ offasi-sdcBptor tyrosine
~such a conbination and to the use thereof in the
kinaspgn ha cempiaaten af the i eatianis useful isemethodfer the igatment of cancer

partlgl.fllaﬁfgf;@%as? 8e+c%r olilﬁ Eﬁ{eé o%citofl{h% d% I}{%f?gs%ﬁ;@%?s% &o{uch gancers.

ay o progr éssi o

This @BdcOOSthE Rivehti®@hls ee1@8$1eS phan@bttieics Wodiposition comprising such a
resection, external beamradi ation therapy and/or

com@pgtmﬁnsl tg rﬁleqwﬁmraﬁfyn thqwl@gwfmt@regé eredi¢apneg &ré@g frmhe treatment
o sy o Qe 2R e Mgl bS5 EREREB A ptbrsson of

canckf eatments for

Current options for treating cancer include surgical resection, external beam radiation
therapy and/or systemic chemotherapy. These are partially successful in some forms of cancer
but are less successful in others. There is a clear need for new therapeutic treatments for
treating cancer.

Many of the current treatment regimes for cell proliferation diseases such as cancer

utilise compounds which inhibit DNA synthesis. Such compounds are toxic to cells generally
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treating cancer. Many of the current treatnent regines
for cell proliferation diseases such as cancer utilise
w@oopsaurses whi ch i nhibit DNA synthesis. Such cPOpOBa@S/002102
are toxic to cells general2ybut their toxic effect on
rapidly dividing cells such as tunour cells can be
oo RSl U3 SR ARRNERab Sy AR eSO
Altetriafiv®hpprosches toRNA-wyvubegdnss Whick attte pedhanisiglotliod than the

~_display enhanced selectivity of action. In recent ,
inhilitign of PNAgathesishane dedpigniial torthiplay @bpncedwglepbuibngf action.
cancerous by .vir f t sf.ar | f t.QP
o7 RSG5 S S B AR A0 gV o e

trans¥6inh Ao A pottRAdst itsONAanfoemthgone Gf. arpdriegntEoh, dni¥avAtion, leads
cells (Bradshaw, Muitagenesis , 1986, i 91). Several

to the dietmation of ereignayit vemeurgells (Brafishap Muagenens. dO8pel Ol HeSeveral
whi ch are. receptors for .growmh factors. Activation of
suchySgrgEiter e torensidistin Sbmho B Bl ant ReritRl Bhaflyn facors
ActiV&ic ofthe %1%%1@ fdctbre&deptd?cOinbfeR sabde@iientlytledds th AR WMtreds®in cell
exanpl e, That several oncogenes encode tyrosine kinase
proliferatione slt sichomna foresamglen thyt savetal paesigenesrancedst yrosingrikénase enzymes

o B ol S 30 TR NP R Tl BlpymeblD PR .
Ann! ReM88locHeRe M o8898P 448N Dirsenled)al., ARS. Réyobts i0MMADCAEm., 1989,
tyrosine kinases to be identified arose from such

Chpuildal Thniisygmoep of fyvesiexkingies tppsdienEies argsedsomeudti visal @ncogenes,

oA BB ol TR B P PSR B
tyroﬂRﬂgﬁhﬁs%rs Gn h¥n®8 0%, KaaRiplePopt t§€osﬁi%@éi\ﬁhsté§cgﬁe1§ﬁ§e) known as

ecept or tyrosine kinases are inpoftant in
c-Srty.ansm ssi on of biochem cal signals which initiate

ML I CIE R ey
N g e Ly

possksenaat éxomselagardindingdembia fphgrepiiofagtoat suchyas epidaema groveth factor
acids in proteins and hengggto i nfl yuence cgel

(EGE} #1d sneingaqedlar partiopueh Juctansys aldpassio Phesphogiaiktyrosine amino
wciof 3R AR S RN VRS Sl PR P roie

kinawéy 28 kiowid (Wilksli £ dveneastin Canep Resedratt, d 993160k #3133 plsased be families
classification includes Cass | receptor tyrosine . . .
of greanvvih deciore il Windhip dibisrenereceRipt 1Yjosie kiaasept Ghe ¢lgssifigarign includes
[ . - ;
I G R e

as tHeBSGR | TGF@MdwandferbB e&Rbks, (14se 3l rd€epromaweme kiteBe®mprising the
the insulin and I GFl receptors and insulin-related

insutia dapily of 1erepRyr tirnging) karasesuch ag Estipsulinand JOH reqeppseand

imsofi el bplog B P e plond8 bt e Yo Fiatne
platdIERvRA Srdvith $orSPDTHNGhinNY of AESEr drdséfilidases such as the PDGFa,

receptors.
PDGF and colony-stimulating factor 1 (CSF1) receptors.

It is also known that certain tyrosine kinases belong to the class of non-receptor
tyrosine kinases which are located intracellularly and are involved in the transmission of
biochemical signals such as those that influence tumour cell motility, dissemination and

invasiveness and subsequently metastatic tumour growth (Ullrich ez al., Cell, 1990, 61,
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It is also known that certain tyrosine kinases bel ong

to the class of non-receptor tyrosine kinases which
wa@e@shomsst ed i ntracellularly and are invol ved PeT/GB2005/002102

transmi ssi on of biochemn caB-signals such as those that

i nfluence tunour cell notil i ty, dissem nation and

zos.i(zggfggngﬁ@ggﬁ; %%Bsybf%)g gagh%l et gp@ﬂacgrl&wenvs in

Oncbgdiebs J1992, 3,992,408, BBkﬂl@ﬁeBAZQ@)ncBger(ekw% 61‘ 2@25 2031 Courtneldge
Critical Reviews in Oncogenesis 01-

ot al Sl Ganoas ok CHiSthy ) 1450 banigénbpeess enefa Lell, 1996, 84, 359-369,

Han%gtr cg M 1 Gu rl_g:fﬁ%]ﬁﬁ%%g $ a?l gg%&%% Plﬁ;@gé g%gu Biology,

199Hank 87802 AMrowi d EﬁSBMEhmu&aQ&GSw@gswhWetéA@% FHISS D8I O1E] - 849 and
al , Current Qpinion in CeII.BloIogy , .5 19

Schlgggfellggzl , Bragugss éq Bigphys Bmileg \],g% g__,a(&?tSaMS). Various

clasgs gﬂy «%6807pt0%:] %R%ﬁ'eg kif ses%% : 1 ggl;l’gclfglgg%eisgrfg%gg%ﬁ%% the Src,

Lyn Vieyn AdSY &l 19588 kfasés) el A61ERIAY shol ASABI@nKi 2908 Y Rk family such
knovvn i ncl udi ng the Src famly such as the Src, Lyn,

aslai@/halahﬁyh/és tyrosi ne kinases, the Abl famly such as

5 R Mo e B S Rty L AHHete i DT Wity B8 il reeutatedtin

norrhMrc@ﬁé AR il tRESRSn& &F dRiratdI M1 8GR eI mbiht ARSI anGRAdtiSe
and in the absence of extracellular stinuli are

confiemnaticn. dewever,somerfae fanydy membersnir evamplelovkre éyrosige kmase, is

roanGSy ey MOFT BenEPPR 1 a0 i BT BE B8 noe
candefs MR ABbast@ldiedtifiRlafder! for SRATPIB cBIOABR R AR SMALIELhnder
gastroi ntestinal cancer, for exanple colon, rectal and

(Carswiplet al:aRno;eﬂiﬁl_(ﬁmmuldﬁé $990a 87, 3586762 AdiNa0 #odd Oncogene,

i. 90,,.87, 558- d Ma |, On
1997 7 30RE 090 o ey S BERYa DR e OnkeREREelany Lt
180211816 AOBKNE fardiBPSE ndﬁ'—rece&ﬁ&%y%@kna@&%a@raﬁof&% ld(:at‘%ﬁ in other

non-receptor tyrosine kinase5 has al so been located in
conmtdmdrunmmmmcerh suvhras aancarad csl d:ltngamncmm (N&@LCs)aetlhdingn g

ad elg{%g%ﬁ{?agag | nCl gér? %oﬁj tgﬁg.l pg‘ﬁ\ Bezéo( Eurovean Journal of
Can 8339/9Ir 1a@éer9aﬁ%’é9% lnjg%?%z @hcerRésedich, 1992, 52,
I v

“Cance Fanning et a Cancer Research , 199
145’562) béﬁ)bhﬁ@)al caesophdpeaki aafcEut, (19&21,@3\1\/3;%3 -8Y), calcer of the prostate,

ovagAaPH (UG e (lyCa0et esbarh 1908 2 AR g Reereatic cancer
(Lu%i%gg% éock?e]’r@lﬁga@i%%gg 1@&2@6@% P)g]‘?g ,%8%%8‘)'; %&825_1%?@' 'hRISnan tumour

t1ssu‘es mtd’tesrtedlfm*ahie $uerfamily bf seneeptoetyrestecidndses ittihexpseied that its
' of non-receptor tyrosine kinases it is expected
w1d§sn%qad,p(%vag:nﬁﬁ: B’&B‘T’ gsdePlishédral ence wi Il be establ i shed.

It g fﬁr‘ﬁ(% rOSI 5 eﬂ} orhilEnibRAFV 12 bn —rQJe?’w?ftyrSm% Kinase is to

non-rece |nase IS to regu

reguisis &fmissenﬂﬂy ﬁ)ﬁﬁiﬂ:lal athbsieh oomplery thrcgh liﬂi’télfw@dih with a number of

interaction with a nunber S o .
cytoplasmic proteins including, for example, focal adhesion kinase and paxillin. In addition

c-Src is coupled to signalling pathways that regulate the actin cytoskeleton which facilitates
cell motility. Likewise, important roles are played by the c-Stc, c-Yes and c-Fyn non-receptor
tyrosine kinases in integrin mediated signalling and in disrupting cadherin-dependent cell-cell

junctions (Owens et al., Molecular Biology of the Cell, 2000, 11, 51-64 and Klinghoffer et al.,

EMBO Journal, 1999, 18, 2459-2471). Cellular motility is necessarily required for a localised
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cytoplasm c proteins including, for exanple, focal

adhesi on ki nase and paxillin. In addition c-Src is
weowpliemss o signall i ng pat hways that regul at e PCEGRL05/002102

cyt oskel eton which facilitdtes 0 cell notility.

Li kewi se, inportant roles are played by the c-Src,

- e - - - - - .
it B B P S SR R 67 5 0 858 . vaston o
othe€idihey ind-igdepaot ehinetastatic ashdurjgunehi Gos eXdtuslascobdn @imour

Mol ecul ar Bi ol ogy of the Cell, 2000, H , 51-64 and
Progrissing hient leealised gcp glsm@tg@,dpy@;ve, mateyyafic qlge,ase has been correlated
with 232 73 {ddepto RlrbUhEindR vl (b RnRCH 38 A0hbdech® 4907 ok, 283-203
forcJOPdeaPI X edPunbil i o progr(ess throu 'tages ’
FincRdm @} 85 ENBELJ, 9998, 17081-be ahil ¥ethesk eLAIMExphZeld Reseadth, 1999, 248,
other tissues and initiation of netastatic tunour
531-§8Dwt h. For exanpl e, colon tunmour progression from

| ogal i sed, to,di.ssem nated, i nvasi tic di .
oS BRERLE il GRE AR REL el Y b oL SR Mo e LRt iine
kjnagég gﬁ&ﬁd 36 lof VATLY ad Bed18dtRR iftibiddr, of EMBERE), of 1B dur cklls and as a

-293, Finchamet al, EMBO J 1998, 17, 81-92 and _
seleciioe hafakitertof de difsepination| anRégesgiveness 06 gmmmalgn cancer cells leading to

R R e Y
kinaf8 sRbulM Bk We vae 8s SLhREIHVESVE RdtinP Fdr@ise B the REntaRinkdnt htvtl/or

of t unour cells _and as a selective inhibitor of the
treatchiessefrsohid tumpourahstasmvasi veness of manmmal i an cancer

;fh{,@ ﬁt'_at%ﬁﬂﬁ Sﬁ@{ng%({)ﬂn | Etigﬁti /gﬂmfo%p%{@ 6’]‘5/%#1‘%%%0 02/16352 that
the 10 RirdaSS BRIMRord ¥ 5Q8del8hdsbinansbS M Rtdead £&fa 363d ﬂ'ﬁrag o thay

anti-1nvasive agent for use’in the contai nment and/ or
involvegat additionab tisooduinazoline deriditivesagfthodetinventiongitcedventional surgery or
I nternational Pate licati ons WO 01/94341 and WO
radiqfhoraaaEEeRtherany: SUeh RhemEBeRR PgF Faked 1a L5 of More of the
' s [aaliel d as a sole therapy or may
follolt\xﬁg%%tgg’dﬁ ogglg?tﬂ{}%%ur% srt{tﬁe gui nazol i ne derivatives of
(i) t hoter amiranvhsionagentoffueskainpiamerliop®temase intabitas hike apayimastat
or chenot her apy. Such chennt herapy was stated to
and jnhinipgeolgnekigpserlpEppenASUY HPT ‘i?ﬁ%lfﬁﬁr %B?té(ﬁér i es of
if) 2Nbh - bid Lo 28§8ALS medical
L
oncolagy, i Atalladaingragedns (for sxafiple ciskplatas eabopktin aygephosphamide,
activator receptor_functiqn);

nitrogap st feglphalare chREITRISH) %léipi}%llaé p% nitrogepireas); antimetabolites (for
o TR eSSy g 1 MRS RO 0 s

metlitarehap] attosine ayisihopdosphadakuraal by, bgenampkt anglof the preferred
hal an, chl oranbuci |, busul phan and nitrosoureas);

|
antieiebolentibrlpicddn Fugrpean RagnicApplication Moe 053¢ sugisas

¢ Lot g i ' s i
)3 SRR BTN AP i £ S8 A @G SRRl M,
N-(pRslenyDE@eho | nzarhidlo } ex@smizel-5 giYeutytic tabid);pineafustidue dntibiotics (for

anti met abol ites disclosed in European_ Patent _ o
examplp l2hhsadyelinendike 3gnamycin, epraycin, oxorubicin, daunomycin, epirubicin,

idarubicin, mitomycin-C, dactinomycin and mithramycin); antimitotic agents (for example

vinca alkaloids like vincristine, vinblastine, vindesine and vinorelbine and taxoids like taxol
and taxotere); and topoisomerase inhibitors (for example epipodophyllotoxins like etoposide

and teniposide, amsacrine, topotecan and camptothecin);
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(2S)-2-{o-fluoro-p_-[N-{2, 7-di net hyl - 4- oxo- 3, 4-di hydro
gui nazol i n-6-yl met hyl ) -
wOR(pn o8- ynyl ) am no] benzami do} - 4- (t et razol - S5PET/GBA0FH002102
ic acid); antitunour anti-tdi-otics (for exanple
ant hracyclines |like adrianycin, bleonycin,
...y dOX i Cj Y j i G ' L Ci :
i s S A B ROAE ) G SRR i
ralox@fehé Mirblokifensag@nbéoxyf@ie), exanmiregent (o crdikple bidtuthmide, flutamide,
vincristine, vinblastine, vindesine and vinorel bine
nilutamifletaad syprotarpnesaceticdl LERH anseenistser; LI agonists (for example
t opoj soner,.ase J.nhi bi.t\0
sosele RO LTRRTOM S0 Rkt Biss R RSl nsessi! gectae), romatase
inhiFBAE HAmPlORINAGASY0R) (bta6IB] Wirfietd Md ddeliektane) and inhibitors of
cytostatic agents such as antioestrogens (for exanple
5o-redaetase fwah, astfonastariflesne, ral oxi fene, drol oxi fene and

. . iodoxyfene), antjandrogens (for exanple pbical utam de

@) 110 oa%cyf) Vi biog éurgﬂan’c@b?w@%ﬁ hdegﬁi?fé)l?‘ﬁﬁ%ﬂowth factor

antifdAe@ 9B Bicl 1 Y aRds Styfdsife 18XRABRAELIIGRS 8h@bdrihe/threonine
euprorel i n and buserelin), progestogens (for exanple

kinasesighiditors, faertmple)inhibitowef deeepideninbl growsh {ator faridyn{fbeexample
as _anastrozol e, |etrazolge,. vor | e and enest ane
the BT PYIRTIR KR ighi D b e AL oro e YIS SR BT,
. . . i |
o-C ARG R R B PN OEts By eghre!

I nc act'or anti bodi es,
6,7-lgs@Whéthbaetioox yyqiepbdin-4emiind (CP 85377y pud braerykimide €N-(3-chloro-

i nhi bitors and serine/threoni ne kinase inhjhitors, for
- ioseBT R TBPP B SRPTORHS SR AR (i (A0 B exarple
R 1 DB g SRR (SRR ton of e
lwpibﬁﬁb@@Wﬂhﬁkkmﬁmnmpmny)quinazolin-4-an1ne (ZD1839),

N- ( 3-

t hynyl phenyl ) - y .
V) 6, Wmﬂ%g(ég%églﬁ%% é%%;ﬂ)q;feiVﬁlé(‘zlbiplh}bJWag?ﬁlareen@@jbegglqumh factor

andg, 6- i - . .0= Lo
sk SRR AR IRl Peent Applcations WO 27122598,
WOIionB0085, WOBS)/328560md SXOras) £3354 hd iose shaofvotlhby other mechanisms
platel et-derived growh factor fam |y and for exanple
(for pxamp¢ liopwyidst inhiétoneplintsein 6vE3 dwndiionp aad engipHatinly; and
(v) antiangi ogeni c agents such as those which inhibit
vascul ar endothelial growth factor such as the

ConfiHRRH B 8in s*ln%és@{ogén b $hB 1SR ibin AlZItE3eNt
Applitcatrons WO 9 ) 97/ 30035, WD 97/ 32856 and
WOEe8y 188 6dvancel ¢angsemahefithabrerstisye mmeqdlymgm-émendent and,
ey A ST S Bl P EAE ) PP e ostogen
receﬁﬂib}.i 088t JoRH 8PaABE nia) Be BEMc Vi HyOK A06f D& 36 tkatioh Y Padfekably, the
dvanced carci nomas” of the breast are generally )
effedto phrosstrogasenaleaiso bmehuntenest eing ansioasiragen gharapy, for example using a
i nhihitign of oestrogen-driven growh sigpall
non figpigHl EesGOgt 5T PR Dr PO S or L B P g
i ' TR freC A TRbtkMRns BaghRbRIcBuntered
1odo? ﬁ%ﬁg’mag%?garg?usg%ttaﬁl fgégﬂg may al so be céc?&ﬁ% eragéll usi r? g]llrl e
using ottien est sesgegent thempipy, fof exanptaugphga stsiaidpal @estrogen receptor

down-regulator such as fulvestrant.
It has also been recognised that the growth of certain other cancers such as lung

cancers may be hormone-dependent. For example, oestrogen receptors have been detected in
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non- st eroi dal anti oestrogen such as tanoxifen,

torem fene, ral oxifene, droloxifene and i odoxyfene,
w@asositcisBar |y using tanoxi fen. The effects of PCT/GB2005/002102

oestrogens may al so be cognt ered usi ng ot her

anti oestrogen therapies, for exanple using a steroida

oestrogen receptor down-requl at or such as.f.ul vestrant .
lung iz aies UGB GRPECBEA St R toRE S dp SRERNEY SERTFResp-driven

B QshalfANGEay SEER RSrdgeRTekpideer s may be
g]'.Owhorg%ane-dg%en}élent. Fo?zgxanpﬁg, oestrogen receptors

halewbee resistect todnilodrineghdrappopresanitsa nigjor Shethcle dndetwatment of

may, thereby, b [t to inhibiti f :
oray e Eh s U S5 S A PD® S s develop rsisance
that Bk iR 9GRoUrSEERER on. TRMENLES yeat£3ds84BR 68 buf sl 8Fderétfnd more

t en I f

erapy pre S a major obstacle in the treatment o
aboubthe asdchasinnethat indenlic thetdevdloprasiant desistartce dd bydocune therapies and

gL e Loty Tt HevE op oL Sante LUk vcape
that ﬂ%@gﬁg&% %ﬁ@gﬁh@?&ﬁﬁ% %t?ﬁlééqg %ﬁﬁ it gffg%é?lt@, hBtably ioxifen resistance in

_ erfie the nent of “resistance
breajitt) Qaeeel Ok hiadeechizhowpities raivthnde sre WKEF nogarelssash nancar cells to the
_breast and prostate cancer. In vitro cell podels have
antiogeErge m@%@ds mestateddn pa by threelgvaier SSpressipngnd activation of

ot . .
coméoe%ht% o?ﬂ?eeEéPR%{%‘g@@%@&%’a&%ﬁﬁ@wg@% gg,l E’rg%ggnﬂé‘ib%fé?oo& 144,

srstance’in b ance

1032- B4yt Bh@ealsd bddashohvuthat goswisthctorreceptoseaitlsag BGFRetimulate cell
_antioestrogen tanoxifen is nediated in part by the
migratien/by @meebamiss Habis hehavaldpimvalvondpgiandhibnmipgensfetivated

oro g RgRE 8 eyl B RS 51, SO ol Adhesin, 002
9, 875 TEWN Th Mostingriant Aelod affé@kgrhomertalitytof @andeChRients is the

stinulate cell mgration by a nechanismthat is
develnpinent butheis tumews eEcancacells baving an Hapive phanernret iSpah e¢lls show

rotein kinase (.MAPK), .signall.i . Ray . kG .
an 5o iy S BT Bl 7By WAy et BBl pRssion
invibgrportant factor affecting the nortality of cancer

patients is the devel opnent in their tunours of cancer

c eﬁlismm frgm?Inten-Tﬁlxti@gakkatqm ppligasion WM/ 2341 dhagicgiipinR-position
n . . i | i.nv.as] ich i, .
s RURDSSTBlnP bt Bk s B PHPTYSRET R M Gl masie

agentd QT T BleRRInRIR bf PR{RRCatRR inElalingbrdde: Sihcéid 3phk dofrpbund
certain 5-position substituted qui nazoline derivatives

4-(6phbseds-Bethylenadioryaniiiodi7t [3r-methylpineyazind-yhegoxyl-
anti.-invasj ts.. ful in.the t f ..

s B SRR R b EahB TSI P rgmoe 14

therda ( @h&‘t%ﬁff@gllzc)l R-IWdhe ISR biMRiBIthi @it &-ibentifitdmeidny bpway of

| perazi n- et hoxy] -
the code atmhéryAZDBAYIGAN- 4- yl oxyqui nazol i ne is discl osed as

OO, St b RGeS B o) s o
domirBRTbdchiy Sfc MRy Y intBhsQ ink v C ARy b BREROrNORE 2kibtant cells. It
has been shown that inhibition of Src kinase results in a reduction of cell invasion, further
suggesting a significant role of Src kinase signalling in such resistant cells. Unexpectedly, it
has been found that a particular selection from the generic disclosures of combination therapies
mentioned in International Patent Applications WO 01/94341 and WO 02/16352 is very
effective. In particular, the combination of an antioestrogen and the Src kinase inhibitor

AZD0530, or a pharmaceutically-acceptable salt thereof, produces surprisingly effective
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In the present invention, it has been shown that Src
ki nase activity is increased and is a dom nant pat hway
wW@esnoisBs ng the i ncreased invasive ability ofPCT/GB2005/002102

anti hornmone resistant celf7ls. It has been shown that

inhibition of Src kinase results in a reduction of

el.l. invasjio urt her ' 1.ani fi d chihi
resuliy N SORAE (b B 1B U P B oo WA Mk inhibitor
AZDOBSX pRahed ayaredtér JTRSt (B that athiehableely the painigistian of either an

sel ection fron]the‘%eneric di scl osures of conbination
antioe$tengap oetherfira kingseighibitor AZEI0R3P plomal  Pat ent

Appl.i.cations .01/94341 and\ i.S ..

CERBEEET L EH P e RS a0 oLt o
WO 891 b 9E5thhO8E BrakifladeNBhibli6rs iR assed thebdiRintagbe ACEDMAdmbiiation with

a pharmaceutical |l y-acceptable salt thereof, produces

antiosstrqgens (fogtxampld wotoxifen geretifene Mlozifepm dirglprifgneyand dedoxyfene),
conbi natjon qf an antioestrogen and the Src kin .

therq RRPBPEUC AoP08R0 bR AIRY IO PEep BT PEaterhaRT i Spo inase

inhitHoP W RBBE, HOF thd %nﬁ Bhtoadbitiof Prétucd Subptisifdly effective results.
anti oestrogen or the Src ki nase’inhi bitor 530 )
al AneordiMiitd sie preseneinventidnghete scproviged ajcombintagion geuitapheafor use in
Pat ent, Iica%jons WD 01/94341 andr¥[) 2/ 1635 ttggtki

the syRrEEiSic IrRdtmEREOT HFASh FATSPIC R EI s B HRETIRERT fiag g e lanase

inhi ZAT8h ' ' ki ;@a[& ' gaRsoff or exanpl e

mhlt#%?r%m fgg,g’r@oa:@ﬁ#@ ébﬁ\g,uéérh I o&?@gﬁg%ﬁdr ol gxi fene and _
i oftaxtof enelderstdoelrtbatitermmte epeltndtion” ¢ngicages tiresipfiltangeus, sequential

conmbi nati on use of an antioestrogen .and the Src kin

or SopARIAPTISREASTEOne FOPDRIRAE P BN OB IR ADF Gpect o the

inve{?t?o%i ug g&nﬁiﬂﬁﬁéﬂ”%n'{}gh%eses 86 YSs dRSiHlstSt o \SICRE GhiickstrOgen and the
e’present 1nvention there 1s provided a conbination

Src igbibitabh| 18 af farthersspéan of the isyeméiog) ‘Htdombinationremtisages sequential

breast cancer conprising an antiqestrogen and tbhe SIeo .
administzpgian phHHops @g;ptsAZE@g@ger ggpech of the invention, “a combination™ envisages

i. - a t E i .
oo RERIBRERL R RBRLR W s Bfon Hhi® O sequeni
or sephiatl, tiRnRMisin adedniseiing@theaecadpanpoaemdhvuld sbt b suh apfo lose the

t he components of the conbination. In _one aspect o
benefih of thevEraEisHC ctfect o i cAmDIRHHon HFFiRyA glws oF Meraninge of doubt,
admi ni strati . i ge . :
e T 05 | DR A5 RBSR, 1 BB e sk
inhisiRFAZTIE030N0r £pvirsagRsicabaaesptbble sald Hemdoff foaticaimaltaneously,

those agents. |n another aspect of the inventign, "a
sequenillyrasppaatelyrin itheatyasretsis Afcatnens ghPispst cARper.¢F feuse

s RSRS8O Rl g DESF RO ot s

candehe second conponent should not be such as to |ose the
benefit of the synergistic effect of the conbination
t hey syitpble Pntigestiogen 1Shior syanplarfcrorosterpidah AntiqesEognsyeh s

i nvention_provides a ienati ¢ I.S] :
tamcgﬂilepotggett?lg nral‘ﬁ‘éfcéf‘ﬁe&gl?;glfﬁn.%naggg0‘,50%35?, {Iﬁet %E{r}g%@%é%()xg?n’ ora
sterAd A RETEILR WedepRl UywaGEaNABPSRN 38 fillvédnane o préf@ted asioestrogen is

si mul t aneousl y, sequentially or separately in the

tamesifearog ifgvestrant. eh mmpe preférrdsy ansioestogar ésrtamekifeny r Thesamtioestrogen

si.pul t aneousl sequential |y .or separatel y, i n t .
g e Kby 45 BTk s 5o aulf OROGALisZpd s tsomer of
1-(p-2-dimethylaminoethoxyphenyl)-1,2-diphenylbut-1-ene which is disclosed in US Patent
No. 4,536,516. An alternative name for tamoxifen is (Z)-2-[p-(1,2-diphenylbut-

1-enyl)phenoxy]lethyldimethylamine.
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cancer. A suitable antioestrogen is, for exanple, a
non- st eroi dal anti oestrogen such as tanoxifen,
wa eoosmfseme, ral oxi fene, drol oxi fene and i odoxpdBG82005/002102
particularly tanoxifen, or8a steroidal oestrogen
recept or down- regulator such as ful vestrant.

pr %fhg {ercgdglr}ﬂtn 9& ro ﬁJ?\fes&aﬁta(gB%(;kﬁg\Qn 8? tﬁeu}\é{tﬁa%ehg&ttradAname

nore pre ef red antr ogen
‘Faskitlek D@l the 96de Ak u@pmxmo&) s tho Giret iRY nbhezlaég bf patengsige
trade nane 'Nol vadex') is the trans isoner
antiges{rpgens diieh ﬁy:pmiemimfm »{ Bleaaitial agorzstd@fmr@a% bkg aqtiviggy that is
assogy ar'glrvlyllgh f%eﬂté%? e[}oe'?té%;g? f g% %ngox'\l%n ‘l‘hg g’grhpound acPs as an

oestfolkn feckprof Hown Jédiiaby | FiNdstrant has already demonstrated efficacy in clinical
enyl) phenoxy] et hyl di net hyl am ne. The st er oi dal

tnalam womsn mhgembikadt gawer hfn?tpr()aie@@d ifpldawinp yanadrafen therapy. The

s i ek T S
1,3 ﬂqbftﬂ%ﬁé Oﬁﬁl (‘iﬁgﬁﬂsth%érﬁgodrﬁ 1E g@%&gﬁ%@lryEﬁrBﬁ@aanatén@ @Application

arti st, oestrogen- ty t
P«>993860&NaﬂumEkmnpbﬁﬁemﬂwnﬁmmCmmwwbestrogens like

tanoxi fen. The conpound acts an oestrogen recep

doh aqi@aeﬂl étsartablf:anm&r%ﬁ&lnﬂaéesafqrééaglpﬁeﬁaﬂ%ﬁea%ﬁ aromatase
S50 1 AR, b P, VOB MRE S RS r
ster@ﬂﬂrmr@ﬁhtammbitm suchlay esdmesndneiand 1-methyl-1,4- androstadlene 3,17-dione.

7-a-[9-(4,4,5,5, 5-pent af |_uor gpent Isulphlnyl)nonyl]oes
A prefesred agliogsiropen #BRERSSIMIRT i FlasEerdle, A%rq%em@ﬁanﬁ%ane A more

pref@iE e hEdrddi B BRES AR A opRBoL R0 Roblle, ol
anastioizblafhieo Rildw10BE theagde nhme I Adasdex’ Phasexs asivecing@dient the compound
non- st eroi dal aromat ase i nhi bitor such as anastrozol e,

2,21 e t(H 8ot 4; tripzpdrlodaetiylvh? premdeneid (ameRuiPrpsamirie) g@hich is
dlscR)se nsflg :R]% ?sqllj P%{ Fg]% 61’PhAR ! gg%aﬁ%cﬁr&sfogégﬁﬁ?Eﬁg %

adlene preferred

2,2’ &Nnbth@liiz Roge01 AU PRt el lll’yll’thbﬂhyl)fl 3- Ph@ﬁfﬁl&]’lﬁﬁ(ﬁﬂo@lonomtnle)

| etrozol e or exenestane. A nore erred

antA @é@bkdg@ﬁn%ﬂeuh@aﬂasaéwmml@ salb@f VAREES S 813 éxaenldp,
etro anas ozoI e aI SO, a@d“{‘ altwf%h an

phargf A CacCeRlo - foinBLOTE AP Bl P

inor zﬁﬂ@@ﬂ&@amc acid such as hydrochloric, hydrobromic, sulphuric, tnﬂuoroacetlc citric,
-[5-(ITH 1, 24tr|azol-l-ylrrethyl)-l phenylene]d|

male(lgonﬁxmgriaqmcb mrmamupld eemonmr@rfumam saifleled in US

5(; fgsts ﬁ?ag%%ﬁeg%ﬁgefgrez ’theacio 1%%; o'ﬁ‘g) t}ferrgsne?li 1n\(fgntlonn<§>n§pnsmg an
antid&strogerfand th@B R kihask ifbifot Azbo%oom%n X6 Be1rSIGR IR, yRBREIstic
nitrile). A suitable pharmaceutically-acceptable salt
treamienAzf_‘iDag Qanosy asf eastregermpteptora have been detected in lung tumour tissue.
on _salt

e R e meRCRE PisnerudnRlR ks Ab e hiraotyirect that may

be a%'egﬁzﬁ'b? c@ﬁi/éilm%ﬁﬂﬁn@a%s By Reh REpSnse PHEMAOHRRIS disease progression
sul phufic, trifluoroacetic, citric, maleic or fumaric

and/acthe sufvoval eate nﬁhla—tamnmmffectsr ofdhe pmrmt inveagonlinehide, but are not

limited to, inhibition of tumour growth, tumour growth delay, regression of tumour, shrinkage

of tumour, increased time to regrowth of tumour on cessation of treatment and delay of disease
progression. For example, it is expected that when the combination of the present invention is

administered to a warm-blooded animal such as a human, in need of treatment for cancer
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As stated hereinbefore, the conbination of the present
i nvention conprising an anti oestrogen and the Src
wpevaserssshi bi t or AZDO530 may al so be useful |PCT/682005/002102
synergistic treatnent of -l9ung cancer as oestrogen
receptors have been detected in lung tunour tissue.
- e can .
ool BT PPk R0 £ S n A0l Loy o
exan§2¢)\vas b fided ofaesteisfthasnti-tiendue sffects therradpensd M, thertime to
to di sease progression and/or the survival rate.
disegap prograspivnenéticegrgvafalthe present invention incl ude,
bu renot. |l im i AL b L .
cuno G 2gPehpre e, sl g n prel Ao plicularty
usefiftfin tHENWHErgistib GeR@Rt ot ﬁrﬂﬁlgﬂ@dé 8Obeudt katder.t KOE3HHingMo the present
cessation of treatnment and del a%/ of disease _ .
invepgiapg p eewbiatiortreatmeniisdefingd asj affosip s espeprgiste cifiprd if theeffect is

e BT L BTG resons

rate, SRR iséRE pFARGESIoh BY BlesuRdva peAbd do iHiBthievdb€on dosing one or
treatnent Wil produce a beneficial effect, as

othenefztbe cedpimentsf afthescaniphatjondrratioent b ite cerfventienad dowen tfog example,

e RS PR S f REBEREER I8 LT Sperirto
the HRSCIchROSIE il APREBESroct 6 RO RidhicaRhBitof AZDID5SS Bldhe.
Invention is particularly useful in the synergistic

Furtheretht effatt of theprongiindtionitecatrhent isssysergisticdba bentticiol difeny is obtained
. toth prese t. | nvention, conbi nation.treatnment is

in 2 gF9pp RERPEBISINM SRS FY SRS LPgeRRneS BpeDo o Y aplfstrogen or the Sre
kina%aéK ihE®htol AZDVSEERFULT fPAddtichl BRIEFREs oftfe BBABMAGSh B¥tment is

or exanple, the extent of the response, the response
definredtas affoitking 4 synet@stiti effeatid ope ofjthesompanents isiiosedatiiswcahventional
period, to that achievable on dosin e or other of
doselopg oRHORHROPRIOTGH It HOPeR OB RePEAP B Aepraputicegtoct, as
mea&ﬁ’%ﬁ}p tbe&@{ntp?é?ﬂ?e extl _oFﬁé'IPég%nset, bR REJRSL ra®d, tHid¥me to disease
conbiriation tréatnment is synergistic if the effect is
progidssivajpe thei suadival peripdris equitalerithe oebdter thandhitehibl alewn Hosing

an antioestrogen or the Src kinase jnhibitor AZD0O530
convgnignal amghRt F eithe ont, PF WECOBPORFHLS elcip PAmbiRGHon reatment. In
. . ST C o ¢ .
pr BBy eSSt R, BEREA Bl g or
kinafeDinhibeep ATIRSPO afdy\be réducad wathbitodesitimenen one ot mereSsfahe extent of
ki nase i nhibitor AZDO630O alone. In additign, th . .
the re¥FOBES, thst TORIRESE B CARAATIS 0 diBghie FRRECSFION qBf Sty data, in particular
withg{uf d%:lh%ln 18 .tl?ey(gﬂﬁt% chf' tfe fefs{)(ﬁl%, Buft vﬁ{l]lefeﬁgr ﬁrl'b?or lesg troublesome
conponents IS dosed at 1ts conventional dose and the
side-@ffbek tipmTheeahit desurdasamctoabemionalddosedofthaske camporeneare used.
therapeutic effect, as measured by, for example, the.
exap thesapentiecombipatieneol the presend jafeation gray bepminipgeddp the form

di. [ ' ..t he i ' P ; )
o TS PR P ey AR AR R, P B o e
provéd@A\eehataActiedeumpssiabn QiitabRIfopte iafthd Hidepiviearatiiant of breast

of the conbination treatnent. In particular, syner g%
cances Whish eethprisesrecqmbisation 4sfdefined heseinbeforednapsagissien gith a

h thelgnt'oegtrgﬁgp %r.Sr% kingse i nhi bitor AZD0O530 nmay
PRaRRCeUs R EECTPERSUTRETY Pheit*t 0 one or nore of the

extr@BtoMbositions described herein may be in a form suitable for oral administration,
for example as a tablet or capsule, for parenteral injection (including intravenous,
subcutaneous, intramuscular, intravascular or infusion) for example as a sterile solution,

suspension or emulsion, for topical administration for example as an ointment or cream, for
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t he response, the response rate, the tinme to di sease
progressi on and survival data, in particular wthout
wa@ledositnmssg to the duration of the response, bupCTGBR005/002102
fewer and/or |ess troubl e$@re side-effects than those
that occur when conventional doses of each conponent
re used,. The ther t | I
recta Gl oTE BaTRREibPaPRE A B0 A nR AT ey be by
direct Hjéctidh entB R MGl b Btegtaapadivetyost. byAocadelivgyt tn dthérs
aspect of the invention there is provided a o
embgrhments o the presentimypsim: the frcskingsgpnlabitey of fhe.combinpigon treatment

rgistic treatment of br ' ' .
s B DR LTl RT3 pERIAREo N, BB CRARELRSr mo e
trach® tthe BsidRMHBRRAtNEER o YneAGfRRE. Il g@nexsCibbicempositions described herein
carrier. The conpositions described herein nay be in a

may be prepsweidtiablcenyentional ahanagnisiSeanaeniéonal expients op FaTiges that are
1 tabl.et or capsule, for parenteral injection
Wel%PﬂWPHH? émWntravenous, subcut aneous, intranuscul ar,
' nFﬁi@é@@ﬁlﬁﬂrﬁiﬁc&ﬁicth—h&bﬁﬂ%le%%ip%M' cArrgs for alteled Brmulation
sol ution, suspension or” enul sion, for topical _
inclugdfion Esdmple ] ioert Exeipientaspéleasdsctase, svdivmmatbonateceadeimn phosphate or
forrectal adm pi.stration for.exanple as a supposit L
calcigil a5y BB B8 PO PISE IS Ry DRTHY (Tt SRR o dlgtnic acid;
indlo® £E4ts QcH A R1diinr AR TubicaliYe 4R8I ad@hbBfdn §karate, stearic
bmdL@q%ocal é{el ié}erly. rI n ot huer Cgn‘ogo I ments of the present
acid ionvedm tpresarviatiee rentskiunlaseethylrtpiropyl 4dfydrarybennopienand anti-oxidants,

s ST e, b e R S S0SEMS s oty
disir{t%&%dttﬁ@‘&hﬁ@(yeh?ﬁog {éi)gi'oﬁ f (He R 1iPE frlgk QG Wifin tHeSastrointestinal

n gener nposi tions descri bed herein
tractn@iytohsppuve pheiestabitityeandomappearaa) inresthererasegsing conventional coating
conventional excipients or carriers that are well
agenis i Preepdures valk knodm indg @t phar maceut i cal | y- accept abl e

ex %1'081&;%% n&for 641 Rchefn%. bQtn theraih 6F ndr@ Eggié{iﬁtcglgﬂles in which the

i ncl'ude, Tor exanple, Tnert excipients such
activedfigredient is eakedwixhnh dmat elideatipianmn fphespipd¢, ealoium carbonate,
cal ci um carbonate, granul ating and di sint gratin e
calciagephosphtie R kaoHBopsSOHEsIRtE,CABTRS I VI B o Yo prgeliont is mixed
1@ ; ting agents
wit SR G R 4R aGRoAb O Aoyl Bl or B G, "9 PO
Pr g9e cybbiBoaaENhiS prestnl imen@dhyre advarpagepydly presented in unit dosage
4- hydr oxybenzoat e, and anti-oxi dants, such as ascorbic
formpci d. Tabl et formul ati ons may be uncoated or coated
ei ther t i f ' | Syl rati : s
U e Ui TRt oGt PRI BRI AR kg clnical
practib® Barexh@bl, B6tht Rehtnichaof advancdddréazpeameer, hideily oral dose of
stability and/ or appearance, in either case using

tameyofendistvisnd).> ewshtQthgs aperhesisah Fopraadiyaadailydose Ryiggen 5 and

in the t. itions for . '
50 meiise b agap R SR ut e A EnBRe B b O may be
admir§6Rdia88rding t6kX&#%n ¥inibal Phactive.r ForSesxlainghles i daily eral dode@t
exanpl e, cal ci um carbonate, cal ci um phosphate or
anaskmmedle hetveen 05 2§ engimian be apss cervenieniiy p dase prsween 0.5 and

5 mg 1Cstds\e/g. s erx?lgllp?er,]ta dlaﬁy otal ?lgse of exemestane between 5 and 200 mg may be

used, conveniently a dose between 10 and 40 mg is used.
If fulvestrant is present, it will generally be administered so that an effective, non-toxic
dose is given. The size of the dose will naturally vary according to the route of administration

to the patient. In general, conventional doses of fulvestrant can be employed. More
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with water or an oil such as peanut oil, liquid
paraffin or olive oil. The conpositions of the present

w0 pwentisesh are advant ageously presented in uni PCHGBaWS/002102
form The anti oestrogen ebhponent may be adm ni stered
according to known clinical practice. For exanple, in

) P TR P PNORE Bl ARG gt i

5, }]%fémﬂ\y 684 abodt ﬂﬁin'g)to dQs edaepeReiblH fivaratdt 1@ mgstoB9edng of
an antiestrogeni c aromatase inhjbitor. conponent is
compausdin. abput (Runehiee tadRPmelkebedy weieht arsierably trameapput 0.2 me/kg to

BIGT N T ORI P X

if reued ‘?ﬁ‘ HRded)dofesd AR VBRENBE A ddsdoffullebtra id ﬁdrﬂﬁa%red:mfflclent to
exanple, a daily oral dose of exenestane between 5 and

achi®@0 digpasespsimnse yeiie p@mmedﬂsmﬁ fipl vgsteang avhidy mé}éhe ygpddnpelude those

whicfaf P pAgBRTzd A AL Pt 0SSR 4t gidhe & day. dependent

upornﬂQ 16K bfadiRigRtrhBoms]io¥ &a lolBRcEhZ forRul bR cg@iseleid tol200 to 300 mg
natural ly vary according to the route of

of ccnnimund smmﬂﬂyoA prefettied rye pBardministragemisrtyl intramuscular injection.
0 .dos s of fulves t can.be e
Dosqish 35%3 mnaftﬁ R e R B By g from
5to Q@Hg’%ﬂ. Qoéreféfﬁmbﬁnulgﬁ% ab8ldto1NOa BB tabR dos8 of fulvestrant, for
prefera romabout 10 ng to 1 g, nore/preferab
v

exanfiple 25Gbngyin 4.9 rrﬁgalhple(iﬂ@astgr af cavaipogi@%w/vethaabb dﬂgécmlz benzyl

TR P e e
and &/flp g%lfﬁer Fgé\ggs JtFuResink SorRRAWRIdaPS.) . given if

req doses. Conveniently, a dose of
f uIIhe St lanasenshlbnim AnZBOéM)anIsg@faraﬂyénta&mm@tﬂ@éhq{ a daily dose

di
in th ﬁ,}ﬁf&sﬁ%ﬁry)?%gg g:(gb In}gl]]tg!] §e9d Ig@gfgog‘g \oﬂzﬁg %&ecgeg\l/evde Eltvreral1 o required in

d1v1c?e‘arﬂfgéss ft ggxgprhlnl et a8t cf% vﬁﬁtb'e%gnﬁ GiRtdaai e ;Qaﬁ'erftélﬁr@o%lte is

epen nt upon t e route of
empRy8d.NTHis; &drieadmpley fdrmntmdenmg; ealn‘hnln‘gatfcm mdbst inahe range, for

uivalent to 200 to 300 conp nmont
exarpples o F ke o AOemle Doy Hewh BeY S?quaﬁijyﬂiﬁ e S t
n d
saml PSR S0 mRREH E AR RS S R0t B9 2 mpps oy
we1g'¥1@wliﬂgfo8hsedA G%Eicﬁﬁlhﬁdaﬁ@r[ mHoatevarpreferitd, pirmsﬂﬂrlbenaablet form.
sui tabl e dose of fulvestrant, for exanple 8
Gen@faHY fonprsl adrpinissationra dsise AT 1?9@ e&@%lf«ﬁ P@F&ﬂ b0 mg/kg
a b
boc R ERE KRRl AT RS PRALER i, Bl o
10 n¥d/kg bedyovéi Bt\f/iﬂlajeamed)tmérehﬁm&iu&r@f arf uﬂavmtermme thnge, for example,
around 28 %; The Src kinase inhibitor AZDO530 w | |
0.5 Igefrkért@ﬁlnsg/b& edinveicht willlp wsd: Mapicallyanit fogass dorms Willcontain

o 5 SRS B U8 B v
cont@RNBoad 25 MW RGBT thd Sic ikasa difibitas! er ed when a

parenteral route is
The dosages and schedules described hereinbefore may be varied according to the
particular disease state and the overall condition of the patient. For example, it may be
necessary or desirable to reduce the above-mentioned doses of the components of the
combination treatment in order to reduce toxicity. Dose scheduling can be determined by the

practitioner who is treating any particular patient using his professional skill and knowledge.
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enpl oyed. Thus, for exanple, for intravenous
admnistration, a dose in the range, for exanple, 0.1

worguogg11888 30 ng/ kg body wei ght will general |y PEr/G8e@s/002102
Simlarly, for adm nistrat2en by inhalation, a dose in
the range, for exanple, 0.05 ng/kg to 25 ng/ kg body

wejp ght, Wi || be .. Qal 1:Ni+S L: [

oL b P PO GRS s
inve{d inQe8Es EInhsi R, cotpdiRB@ anintib&stioagend theSrekiangel ighibitor

0.1 ng/ kg to 20 ny/ kg bogg wei ght will be used. .
AZDP&BO audid pharmaceuticall yrhcagptable e cipirat PRPRTECT. fBich @caRROsition

0.2 my/ kg. £0.10, mo/ kg body. wei ght i ) :
con Bl A B9 oy i o
admiPistra lhﬂth& Qyrr SIS K GeddREN: IF@RE cantdd be used.

Typicall'y, unit dosage forns will contain about 0.5 ng
t 0AOc&dipgdé thihaspSetofkheimyentignthirietivprovidsde pharmaceutical
particularly, unit dosage.fornms w |l .contain about 25 .
combgtes B h e RergisHA BRI B TS e HBich gBprises an
antic%ﬁl&%%?ngﬁg @k@ﬁinﬂ&?ﬁﬁi‘bﬁ_@fjAmgB@bﬁfa%ﬁnﬂﬁﬁuﬁlwfb&bé}ﬁable salt thereof,
acc ing to the particular disease state and the
and opktralabeutionltli-bdcoptable exbhipignadr eantier. For exanple, it nay
be necessary qr desirable tg reduce the. . .
A bVBAHBHEN L GOTBRHLOR RoCOfENG (6 RETPY IBYeryinp also includes separate
IR bk JoRit0h ¢8fnptiSink GH ' GodsBYE&H dnd
com &g@&@g&g@gﬁ%gﬁ“@gﬁ%&doﬁg@er m Redngy t heo Sr a%t iti oaner
phariacelitizally-eakprableanyippat bi cartier; aphs sepond aempegitivrscomprising the Src
_ professional skill and know edge. It %\n [ @e d
kinasgoiphbipeACPOS AR orarRbapRageRicalyraceen aRle il FErb And a
pharﬂl%gaftﬁhlﬁqaéc%g{agﬁ REDRH br EAUENTIRA c%ﬁiﬁ%giﬁﬁn @onveniently provides
conposit1on tonprisrng an anti oestrogent and the Src
the thémpagicicohibhiation ofA#BAhGMtian dorsequential or separate administration in the
phar maceuti cal | y-accept abl e exci pi ent aor. carrier. Sugh. .
SynesgigisnipRpnent o bEIRVGERFE L {he sPRATRig cemPRYTIPRAY AP Pe administered
. nbi nati on product of the invention for sinultaneous
s1mu§t% Ousg{' ration in the synergistic treatnent of breast

]
Capaveni&BFudh B ghﬁ@atcbthtﬁ:ahecpﬂmsitﬁfn dfhise invemgitni comprises a kit
there is provided a pharmaceutical conpositjon .

comprising b fissticontaings with asyitakls amgPspr coniaamgihg ansfoestrogen and a
br,east. cancer ' .. se ) ' tE ot

secogf,l SOWFng‘é’ﬁﬁ %ﬁ:ﬁ\ﬂ%@g ¢ %@b?ongzﬁmggttﬁeoﬁﬁ 1GR9 it AZD0530.

AccOlIfig el hipedt dithe pre@itaiieatisntierd Rerealded @kid fa use in the
pharmaceutical | y-accept abl e excipient or carrier. A
synepgisticrigessmentcd [bresshganse JOaPTIEHEST di ng to the present
i nvention also. includ sée: hid L
corpri s ARgISRp e SERuSFRT A Ah SphaMREany Qibrabic cxcipient o

antherstih A4R& RdosagiTertiesieh b 6 allletoacgmplexbl e
excipient or carrier, and a second conposition
compri sitheySteikénase nhiitea AZDTF0pet dPhasmpertigallpaccgptable salt

phar maceutical |l y-accept abl e salt t eqf . . o
ondradeeroa vk AEEER AR G BTebosp bl Botm Gty Burieg i scoond
a GANRBSddkitem;cRaveni ently provides the therapeutic

conbi nation of the invention for sequential or

separ at eosdmeniretnsafior opntainingtseidsiingeansl sseons unitedpspgarforms.
g}c &%g@%ﬁ%‘ﬁg{lg&é#& Ig? th%ep[r)easre%{ i%vgn(%{%q}%rte iisogr%vﬁgx a combination
as defined hereinbefore for use in the synergistic treatment of breast cancer.
According to this aspect of the invention there is also provided a pharmaceutical

composition for use in the synergistic treatment of breast cancer which comprises a
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si mul t aneously. Conveniently such a pharmaceutica
conposition of the invention conprises a kit

w@eowpnisesg a first container with a suitabl e PCT/GB2005/002102
conposition containing thBantioestrogen and a second
container wth a suitable conposition containing the

Src. ki nase. 1 nhi bi . or.di i
com i Bl e AR o A bk R At
excipi§ift ok BarkiB€ synergistic treatnment of breast cancer

conprising :- a) an anti oestrogen together with a

phAmasisalar semrpipe deaelHioh fccreseat BIVeRHongs thak the trpast panogr that can

be trc%)i}ercf \&Lﬂllj | f:cod %ﬁrgﬁl%n.fo? mpbl(ﬁé{ﬁi%@%g ggéep{))r%/ ‘g&%st%%ﬁcself i g)étients who

sein I'tor
have %ﬁ%éf%&ﬂ&éﬁ&i With a66&Rtrafdethedby biheseinkast caget that has been
Wi th a pharnaceutical |l y-acceptabl e exci pi ent or

treaterhwith entjociswogendberepylanghvhich henpet reenonfleyiguel) therapy or which, after
. ... container ans, for contai ni said first and second
mm@% imeéége&E?gFe_f %’?‘%‘?‘fh&ﬁ%%?% DAYy P’?%) e ttaﬁtz r aspect of

thE Q&8RS a MR bRt $11BE Breként PR RYItiOR thede 8 PRBVidAL theMise of a

as defined hereinbefore for use in the synergistic
comhinataimasiefioéd hereiabeforsinde mapefoetue ¢igp mediednent fegrskinistration to

f the inv [ h ' l. '
R RIoRES AR FEL S Baiiaehs o a SR HaBReH o hlegmurdi st o
tr gﬁ%ﬁﬁ‘ﬁl&% tQh fRfIRA 8 pecPOYARE in¥RhGoh HEAIE pfREded the use of a

aco i on as defi ned herei nbefore i'n associ ati on
combihitivneasplefinedibaeinbefatd ip-the apufapiuee ebecinpdiesmens for administration to

a wam N ARG 9 BTG SRR S roRM L pregs fancer
beAEé&aitn%ﬁc;/ Witk fihdr A6pe PHIhE BldsOift i¥entiB Ry RHrbABed@ethod for

be not o breast ‘cancer in patients who have not yet
the shmerpistic gedtadnveittiveantinceswhiol enmptisgsdiy administdation to a

breast cancer. that ha een treated.w.th anti oest en
war s S i B O SEROTILAL § By HpHas b gpmponens
of th}@’%ﬁl’ﬂinaﬁgé]% dniéf clindleinbeRizbNg treatable with such
herapy, has becone resistant. According to a further
as pecdrdinf tb Aduplice aepect bithe prdsemt invemtion iterpisproddet] 2 nsthod for

S AR KT RN EREN a—
w0 0Lk PLEH S PINEASL Sy of e componer

of thaspe®inatibn hdeefineddiicitbefdrbere i s provi ded the use of a

conbi nation as defined hereinbefore in the manyfactur
of Agcordiizda i esIest OlABRPIFFEN IRNEPEAR thereis PSR Pethod for the
ani r Vi . - .
synefiFoieab el B GRCer S bt acmpisgatipn 0 arg- blooded
aninfall fHah Rrin as@eet suoh tieitenept eSandffdctiveamownt of he netioestrogen as defined
rovided a nethod for the synergistic, treatnent ?

. f .
hereinbetese befares simulisnedustyonigh prafter threadspiftisipddn g angriectvgamount of
the Src kinase inhibitor AZD0530, or a pharmaceutically-acceptable salt thereof.

According to this aspect of the present invention there is also provided a method for the
synergistic treatment of breast cancer which comprises the simultaneous, sequential or separate
administration to a warm-blooded animal that is in need of such treatment of effective amounts
of the components of the combination as defined hereinbefore.

According to this aspect of the present invention there is also provided a method for the
synergistic treatment of breast cancer which comprises the administration to a warm-blooded

animal that is in need of such treatment of an effective amount of an antioestrogen as defined
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war m bl ooded animal that is in need of such treatnent
of effective anobunts of the conponents of the
w@ooobitsss on as defi ned herei nbefore. Accor di nBCT/GB2005/002102
further aspect of the preddnt invention there is
provi ded a nethod for the treatnent of
here e ) O B o p A i SP A Rl
amoungtasd thd SguUdhast hgtdbineMZI0053% bes pharmaasmicallg-aafeptabke salt thereof.
conponents of the conbi nati on as, defi ned herei nbefore.
Ac dBe aresgntinvention alsepelates 1 2 eoEbInARULFRAMprREYY FHioestrogen and

. e . .
e S35 0PSO, oA Ll AR HRSHOURILE, o wse n
delafdfitRipgsbgradsicnoftRe At vkt fidro adeamanallyekesjdasitve its a hormonally

need of such treatnment of an effective amount of an
non-apppRuELe stalgde. Rdnlkibitithrewansiorenatipe pbbreay eppses cells from a

sinul taneousl v .with o dni ol t] :
roro e UG el sl B PO R PRSI BB Blagf s
ConSdquenth e BBABiHati 6@ hhy/a B&eaiplab&liet Salite tirhe tedikease progression and

According to this aspect of the present invention
the sunérve 1. al so provi ded a method for the synergistic

Si rarbamssan s eBgsh ot AEp s dhfohiR Bt KR ilRLp pobipation

comPri¥iag Gh lﬁht%éaﬁ‘g%éﬁﬁnﬂﬁhe SRatindss iiHibieetdzI0053% 6ha pharmaceutically-
reatment of effective anobunts of the conponents of

acceptablecsaitisheraef, & vae ingibe idalenl oh thegirpgressinmeof tapasbeaticarfrers a

h thri@?l aspect. o{ therng)reﬁent invent\; osrt1 éhere is al so

OTIIOIRY JEd OB e 0r1aol&O PEERROSHRRY YT St |aé_ treatnment of
br @ ahotR@MRFLctWhE Glerdiiiel 28R %o iHCusB ST LHY onithdtion tb thibit the
war m bl ooded aninmal that is in need of such treatnent

trangfbrraaticaf df deeasteella ma wanasfovs webni ¢ deseanlyartiaasof compounds provides
def i nedherei nbefore a he si nmul t aneous, sequenti al

a bregst can6el, chemopteYPHALYS 9% n of an effective anount of

t hgy Rbdf hiRRE b dithOliurA4PRR 3Pem@fopBusal woman, cells have nuclei of
phar maceuti cal |l y-acceptabl e salt thereof. The present

standardeireiand sehdawd chtamatm leela It onitiomant thatrthereipz sexien @f almanges in the
antioestro and the.Src kinase inhibitor AZDO530,, or . ..

DK PR RN Pestn i es brle ey Ieydiso i noghal goiheifp ssue,

oesttdgg‘r@%gﬁ%llﬁ?étégfnohﬁgl bR zﬁﬁﬁh&%e?fhe@’x Asbiof BPERprégRMhe receptor

y responsive to a hornonally non-responsive
whidt @icevsi pregesteponertbinkdiate heeastreptisliok celltgrowtho fCdnseusive growth of

cancer cells froma hornone-dependent,. nop-invasive
suchgitheliqlpe s SRR -I}qlao%cﬁté%?@p pew[}flfebasﬁ BsiRovet g cells. In
prené%ﬁ?ﬁ%ﬁ?&tﬁ%n”l%a%’%r@%& E%Ehelﬁgﬁtis%u@ gﬁ&fsb Fird lbe@(ﬁrﬁ@slcafpparent when,

time to sease progression and the surviva
in gémia, thésizo ofltheguictzi hin iegas pebd erdirged endthesbriimatin levels have begun
invention there is provided a conpinati on conprisin
to baHICKiIsGb eBiesb glePeamalignant Shangrs AR thisisfoge {isrcongibs dpknown

t i cal .
ol DB R SR M s cte o
trangfoliféd @bl grians Pl sihe @ell Ohave haarkedip bhlyirged nucles@anslesl and also

maﬂ?éd?}tl ?n'creased chromatin levels.

We have found that unexpectedly the combination of the present invention has effects
not only on the growth of transformed breast cancer cells but also on the constitutive growth of
normal cells and of non-malignant, abnormal cells in the breast. The combination of the

present invention may therefore be used to reduce, preferably to inhibit, the transformation of

breast cells to a malignant state. The combination of an antioestrogen and the Src kinase
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I n anot her aspect, the invention relates to the use of
the conbination to inhibit the transformation of
whe®ast7ssel | s into cancerous cells i.e. the copdi/Ga2006/002102
of conpounds provi des a bidBast cancer
chenopreventative effect. In normal human breast
. . enit i i t . .
i o e e B A B B e B o breas
cellsltd ailxCISnomsl $didcomnbiradon sarpalseinhést the tahsfogestianroftMELS cells to a
~appear ance of normal breast epitheliumas malignancy
maligeapéb@ss. I n nornmal epithelial tissue, oestrogen
stinuka rIml . 1.ngd j :
¢ nb i B EEe LS RE LRt VS A PEnRUBHRLAR ofventing the
onselBHbrBhs chiceAR! weRkh %éﬂeﬁbaltﬁbﬂedigp@wtb thealisshsd, ut i ve
grow h of such epithelial cells comprises the o
noA<cerrdingdgéhis asnserefdhe Pissens invsation thees/is Proyideds ¢agmbipgfion
remenopgusal  wone L seas fi Int j .
comPrSEEE BrtEacee R e S BB AzngRy, 6y bllmaceuically-
acceP@BRIs@lt thdrfSF, for 4Se B rediltengd) pedfeiablyashibRE(1the Gra€formation of normal
enl arged and the chromatin | evel s have begun to be
breajteeHetoseDCITbietse are pre-nal i gnant changes and at this

CarEfardite A Epinsey rcfep ROl hRBGELRN B slobaB B g bBhbination
comiélgll,n% 616 htFoedth Soch 280 $hePS 1B dsd trthi BYRr | AMIIOB30C 64 4 Sharknaeutically-

I's have nmarkedly enlarged nuclei or nucleoli and
acceplable sati thezefyfar mee masduting: porfenably inkibiing, thpdransfpemation of normal
found t unexpectedl y the conbination of the present
breaf'trﬁ?gﬁf’T ﬂﬂﬁ%ﬁgﬁég Fé’&ﬁ@nﬁ%ttmgﬁl y on the growth of
t r anSfriinRbnRIRBRENt &8 ReSre®at InFekitn Al@RAn&hdrbiRbefore may be
constitutive growh of normal cells and of
admindstered las g nela thergiynurmay inadHitoniinval esusgerg or radigiberapy or the
conbi nat i on, of hhe ‘?r esent, invention may therefore be
admugFtiog of 8 JhFROhEARYHICASFY 1 0 i nhi bit, the
tr ' {RE &R of partiaBorl RuibldB hirhiaHEsedtidt, Prior to, duri
Thgﬂggfg%{ﬁﬁ F%ﬁﬂ%f an gnt Poelst? ogg%) and the Ssr c Prior to, during
or afkérrihs adminisoiation oAFEBDEERDinafion kreatpreatefithe presenitinamtionn

inhibit the transformati on of normal breast. cells t
DCChemosieEpentis EeRi5 i1 ARHON UL e SOPRHAEiCD Hepahent of the
' t [ ; .
preshinpH BldyIBle, Mr Rafiflc, e BUOwIR, caltRBfies ¢! firdpeutic agent
berigf i camtiprofifeeativelantipsopleatit dngs bhé cambiabtiads thereafsds used in

cancer in wonen genetically predi sposedq to the

di sease Meficabprfio yt(B)rteﬁ?@PléﬁgE’Pﬁg‘P apa gisplatiaint

i nyenti i j - [ ' hsi

oV SRetE, G BRHLE Ay SABLIR B AR ARy o
or a pharoveh €adtorcakibydies epdvathl facteateterittreantibbdies (for exsample the

in reducing, preferably inhibiting, the transformation

of nor rrﬁlltﬂg?? antipady @g%t%zuél}@@nét_ gttyéqrbgé@apgq)ciygcepgumab), Class
this asg@e%te t%ﬁn%&&? LLFIEMnibIS Rfdr%?arhﬂ%ﬁﬁﬁbﬁot@l&ﬁle e icjiermal
provi ded a RSB fati on conprising an anti oestrogen ar?

t he Src gldwiasactdrtamily), @las®IDEoS o rosine kinase inhibitors (for example
phar maceuti cal | yaccept abl e ) o
inhibitors of the insulin growth factor family such as IGF1 receptor inhibitors as

described, for example, by Chakravarti et al., Cancer Research, 2002, 62, 200-

207), serine/threonine kinase inhibitors, farnesyl transferase inhibitors and
platelet-derived growth factor inhibitors;
(iii)  antiangiogenic agents such as those which inhibit the effects of vascular

endothelial growth factor (for example the anti-vascular endothelial cell growth
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salt thereof, for use in reducing, preferably

inhibiting, the transformation of normal breast cells
W@eoBTIB8Eel | s to a nmalignant state. A conbi naP¢DGB2005/002102

treatnment of the present-iliventi on as defi ned

her ei nbef ore may be adm ni stered as a sol e therapy or

nmay 1n %gﬁ{){r Eﬁt%bd#/%\é%cgﬁlﬁ&f#}ﬁr%@ﬁ réc%gio%)t@& ¥in9¥e ihfi®itors such

adm ni stration of a chenotherapeutic agent rgery

may conw4-§ceb1tdm‘b-Bifmpromhﬂm@bﬂraéthmy-dc(mphcﬁhﬁp@aﬂmlnr

resect t d ft
Lt ni St DHPRbA ORI D86 AU SAOPPIS TiShin WO QHa2651),

resent n t
bt onaf HEEOl Fhe IR OBE S S AP U h i BT phBpidipcl-
pr esent ylpfopeRYiqeihaiElinel (AZADX1; \ﬁ/ﬁhme\W&mO/enlthla/atalamb (PTK787;
follow ng categories of therapeutic ent - (1)

ant i pr oW@ 8Ria698%/2adStHd8ps ¥Q @L/608Ig); and

I S iR TPl UG luiona

agent s, ptefit L}AHERIiEhs WO /0165, Wom/wxm m00f41669, WO001/92224,
function such'as growmh factor antibodies, growth

fact or WQRHOBIB4andiWOELE821F:0r exanpl e the anti - erbB2

bod b
ekt nlisjoSe SEEOR2 AR 11 Ghisafl el 106"
| nhyipi t QstPﬁcﬁs%ho@&f@M%s iilitirbhit QEig, fbfan(h’@ﬁlc%@icﬂ gfch@onic acid,

growt h factor famly), Cass Il receptor tyrosi ne

ki nase nsﬁﬁrdmlc acid, Z(Ofl@tromamdl doglyenichicid meridionictagid, pamidronic
insulin V\@h]8 ctor m Iy such as I GFl receptor

i nhi bi t6 B E’Pﬁck?ﬁ for exanple, by Chakravarti

et gt cxangﬁg Ghd adﬂ%%%%ﬁ@n of Z838binSon SR-antiBdkrogen, the Src kinase

serine/ oni ne ki nase inhibitors, farnesyl
inhibitax A0 BOeo1 mmdnmwmcalndangpm@leeah theréof cahdgpwiing radiation may

prodo 8GR 15 Bioh iaEl 4R PBE G R Jak g st s Rmieved i

the 1289050 & dn@ikte@r owt h factor (for exanple the
anti-vascul ar endothelial cell growthfactor antibody

bewacomlingab this dspéECﬁ the peepemiinventios theee isipnergded a method for the
i nhibitors su

SYnezgistc FabmEnt ol Presehcsan Whiel) compRkten S AdpaipfstrAam Y oY fya;-blooded
anuﬁwaﬁi %lﬂcl'hna%\%ﬂﬁ%tgg )é%%% J128Q HrORmEALR AL SifeEIRIMAin of an antioestrogen

befofle, (tindltanesust?witk bhyftérrdefebt yd angynt 6f thetIrokinase i(nﬁilqjipr AZD0530,
qui nazol j ne  ( AZD2171 W t

| idin-I |
ora 813?@?2’ ' nqtéy all srvgfog)lgélﬂ%sakt theeeefyand igstors, %3’9%‘81}6%21@( vy qrafer an
effeétﬁg 08 gﬁl)sglg(rh Dadascul ar damaging agents such as

npoun osed in International Patent
Ap[The @@ﬁmﬁgl £adiiB o T B 266 yeNOBAIMAO T AB blodEe Diithd bE@h as man within
W001/ 92224, W02/ 04434 and W002/ 08213,
the period of a week before to a week after the administration of the combination of the present
invention as defined hereinbefore.

Radiotherapy may be administered according to the known practices in clinical
radiotherapy. The dosages of ionising radiation will be those known for use in clinical
radiotherapy. The radiation therapy used will include for example the use of y-rays, X-rays,
and/or the directed delivery of radiation from radioisotopes. Other forms of DNA damaging

factors are also included in the present invention such as microwaves and UV-irradiation. For

example X-rays may be dosed in daily doses of 1.8-2.0Gy, 5 days a week for 5-6 weeks.
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(v) biological response nodifiers (for exanple
interferon); and (vi) a bi sphosphonate such as

W@ pdoadr78es ¢ aci d, i bandroni c acid, incadronic BCT/GB2005/002102
ri sedroni c acid, zol edronrilZ-acid, clodronic acid,
neridronic acid, pamdronic acid and al endronic acid.

T T e i e

exani1@5MBCRUhAER Admiakeeed apLt &al doutdealeafiothamdy.i Sitighi diges may be
radi ati on may produce anti-cancer effects, such_as

admigirtéred intsgperetiYadyt Byparfragticnpied gadiatherapy s berised whereby small

the radi atio
dosef R KT e ot L S bt yRETTRr LG 1y por hour
overd ¥RIHAP Of ARk, DoBageaRIAifs fagioisoResRaty vitlely! Aisdepend on the half-
cancer whi ch conprises the admnistration to a
life afithevisbtopodbel staerigthnindstyphofradiatian emaited;, 8nd en heaptake by cells.

h f
noreutiReB o afeer ol B PrfraRErpontion Brerarife thg poe of

comBinhE& hs %]chefl"ﬁg@ HOEiBEfokd 1R (RE tnakihfiefSe b BhicAheMEBPRBRinistration to

or a pharnmaceutically-acceptable salt thereof, and
a wabheftdoaledsinimd] sactegushy that istoedrg tecfategrwidhnicafsing-taidiagion to provide the
amount of |o ¥3|ng radiation. The ionising radiation
synepgisHofEeanent o PFasa8cFar m bl ooded ani mal such as man
within the period of a week before to a week after the
adm ni stration of the conbination of the present
Comibinetioh iof an BGFReTKhendl the Sed inhifitor AZIRSA0 ot her apy may be

adm ni stered accor to the ractices in
cl iThe eaqserrtaweapﬂ% eﬂgw a9h 1D HRBIBEI OGRS 7 oPidermal growth

factJrqgﬂe%{dﬁ e 1'ilﬂ r (RO fe? b UE@FRnH@i”P Ql‘ld:@bartlcular inhibitor
radi ot apy era t|on therapy used w1 include
of the@tc exaiiypdfncnhrecapse tgmfosgle ikineses. Xrhisgaembiaatibinost thdvmvention is useful

. directed delivery of radiation fromradioi sotopes.
in a mefhwd fppthgdregim ¢¥ftlgi ng factors are al so included

I n{he P Eﬁ?ﬁsn\t'e & e%@{e bPh ﬁ%ﬁ&e?s?oﬁqe%lgwgﬁ R iR number of human

UV-irradiation exa rays may
tum6las hiyd dﬁﬁﬁﬁre@éedhx@re@m&@mmyfmodalﬁte withvdizkast cprogiesﬁlon and a poor
weeks. Normal Iy a total fractlonated dose will lie S
prognps f(&ﬁg@pat@n%%yholgm@ Brga - arch Treatment, 1994, 29,

117 ?2%‘ 91% ﬁ_@eﬁﬁo@.&({% IB{“ @é&{e? d20@§ ?)arS'il fem@ntCAP l§9S§)°fFor example, it
m nistere

has lbd’éh ISROWE Kl kasBkance hb’pﬂllflmﬁﬁﬂiarﬂﬁaztse darfcaﬂnte(l)lk he thepytioEyrogen
be used whereby smal| doses of X-rays are adn1n|stered
tamexafgnlinmiediatpddn part b thegle wied ¢xpecssio ang ﬁ%tm@ﬁen of qesppenets of the

EG %%eﬁlé ovegtké\%axlg{ﬁ? Sw1dS) eft ﬁy gﬂ%@?ﬁﬂ)ﬁgr %&e]‘ire— %P%-llo?zg. It was

alsoRhowR ther &R R Bothttﬁ@b&faf ﬁféﬁl’@F@ RemilAR&] @bwtaet tainbRifen resistant
emtted, and on the uptake by cells. According to a

MCthtehﬁrcawp eelis apfuld lbmmbrbetsé by th@rﬁ@ﬁRﬂBﬁ ADE3e. i s

i ded .t he use natJ ef i.ned
P Ceniige ot e ennle R A REP OV UR B SR pEHps et of the
pres@ﬁitqh%n%&)ﬁ /IR deQophageal cancer, myeloma, hepatocellular, pancreatic and

cervical cancer, Ewings tumour, neuroblastoma, kaposis sarcoma, ovarian cancer, breast
cancer, colorectal cancer, prostate cancer, bladder cancer, melanoma, lung cancer [including
non small cell lung cancer (NSCLC) and small cell lung cancer (SCLC)], gastric cancer, head
and neck cancer, brain cancer, renal cancer, lymphoma and leukaemia. More particularly, this

combination of the present invention is useful in the treatment of breast cancer, colorectal
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a warm bl ooded ani mal such as man that is being

treated with ionising radiation to provide the 10
waEengisst i c treatnent of breast cancer. Conbi PEl/GBro06/002102

an EGFR TKI and the Src i-ill@i-itor AZD0O530 The present

invention also relates to a conbination conprising an

i | . !

can R R BRE oo e M LE B BREE otk oL 1 Hlelfor hp delay of the
progrefsidai dfgnchl&anoérst he Src fami |y of non-receptor

tyrosi ne kinases. This conbination of the invention is

us FgPTding 1§ thistepRegt poihe PRscRtiBYNHORthese ISRIAYided a pp@pimation

s 100 HE 0 G0 el SRR Rl SY5L Bl ot

cancX [PréS st 0ndeB o Shiatll catl@uny ¢dncel paased MdDEHCRTahE@R) @htbrising an
r prognosis for the patient (N cholson et al,

EGI &3 orG-aheenautiealsieanteile hihereofgod theoSe kamse inhibitor

ATy S R R BB s T hcen <hown

t hatisk®Bbé BhERGE60d thalelnd “hdomBinafi6RSnvisaAB&Lthe eRhl1Ginédus, sequential
the antioestrogen tanoxifen is nmediated in part by the

or seyjagaie edrdingstigtion of the camponnts okthe spmbinatiompodrsatibeddfereinbefore.

he, EGFR si | i ng. pat h . | .
Enduis Kpnsh g e AR MR o K3 RS i Blorgeptopcwgsine kinases are
freq8EAWHréRat B ddnihéd hiRidegiihelifdsaderdfifth BScancet bk dt@Rehte

gromh of tamoxifen resistant 25 MCF7 breast cancer
(Visgkotpgetaru Hastoeheim Bi, BP9 24b48 1) h dcradgikit hZmh@sgecognised that an

R e B P RTSR36u Br b AL b el o srowts
of pladthdigiRcinemaPhageal cancer, nyel oma, hepatocellular,
pancreatic and cervical cancer, Ew ngs tunour,

nedtis khawh dreey Ekmpoa Bater rAqphiaatiandde.i G46622tharet Intdynatimanl Patent

.ancer al r, state.cancer,. bl adder .
ApofiEtier WhHeRHERh ng §7q S0l Bt Ffab g oisting SR Giyes which
poss*(é%éciﬂn C%I%ﬂ%gﬁa%?ﬁﬁ gntcaan cer, ° head an dSIS neck ¢ an (1: er r,aﬁ%%g{ﬂﬁblmry
actiiran@rare mbitatorceirbe prolifgmipdroofcaacat tissuskiaelilmg pvbstate cancer. It has

v bt i R 24 Do M PEGRE b t7. 2863
f bay. (4 an _

 PEARSER ShET00, SRR 20k e BRI Clof AR bopheny)

7-methoce 6K 3-msetphdlimwppopogy esiiasolis ématina @i sodkmopmas \gefitnib and by the

there inyention presentthef o aspect thisot Accordin -
ASUERFISER 50 TR dEPSR by @ilatsf&fnaoaa(? b5 2cRtaIE I, 1 @b 1s dentified

hereld28@F R YO GhGD iﬁj%@ni use for suitable n a
conp nec

ri'sing cancer and head and cancer |ung cell
nofit is fiedter kaowe fronpintshaichaLParererA pplichtidn WO 9&/B03%kthat certain
Src_the and thereof, salt . . . .
strugpeally ielaied auineglineydesvatives pesseatingareniiing sristimentagithe 4-position

o RIS SRS e PALERLI o oo
that dideei®bhd Do@-ethynylphehyl)-6,7-bis(2-methoxyethoxy)quinazolin-4-amine, or a
pharmaceutically-acceptable salt thereof (linked to the code numbers CP 358774 and

OSI-774) is an EGFR TKI. That compound is now known as erlotinib and is identified

hereinafter by the code number OSI-774.
It is further known from International Patent Application WO 97/38983 that certain
other structurally-related quinazoline derivatives possessing an anilino substituent at the

4-position also possess EGFR tyrosine kinase inhibitory activity. It has been disclosed in
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her ei nbef ore. desscrai bed conbi ntahtei of no
conpont henefts o adm nistration sepraraote are kinases

wa 20068178688 r ecf epotor fam |y EGF thes a such ki PCEE82005/002102
Cl ass that knoswint | predPatethef o canscear such
cancers epithelial human commm on present frequently

sud 3851 o, s 113 LSO UOPAR PRSI

N-(3ccHIfBLOfhopE&lyBar{3-keghotiabhrepexoqlinsdtdinl Aatkineasiked to the code

tyrosine recfepotor inhibitor carcinomas. profstaote
numpers bt 183802 apd €1 483 dakn BSEBIPENoThanspmped is adapéified hereinafter
Eur gpean. fr swint | which derivatives qui nazoline
by theof PW"P?FW?’ 00034W and 96/ 330980W Appl i cat i ons
| NP Rdrdley kifd AR BB m MtePSi 138 a1t POPEEAon WO /02168 AM certain
a substituent anilinnoa possess hast | cancer.
othepﬂnmmléy—rerhatbdl hi¢tepcyilicgled vatives absorpopyest EGERt tatoswiedkfinase inhibitory

activigo 0L PRty e Soagsinggo i R Ll e e LR oxypheny)-

. I
T ARl Sy 1 o it Atk

593260 ik apelEGFRITAQL (THahcompguamidsoidentified hereinafter by the code number
t hoxy- 6- ( 3- nor phol i nopr opoxy)i desntiified and TKI
PKI‘E&E pot eants i conpoundThat 'lIressa')- nane trade
ASYl;@ fi%f% ElﬁH%bﬁrPa?éﬁ@ Pﬁ@atﬁ()nkN(h @787 73 dr@Mnternational
certa| n t at 96/ 30084 7W Appl | calp on Pat ent
PatehtnA pplivati oo War 981&00&80%‘0199[09@% exd WO 9929031 that cintaat other
tituent aniljnnoa possessi

stru Sl.lél}‘?lﬁ& FAped guingzqle degy e gpgpgsgn O vk %\&f‘wiuent at the 4-position
also ?b&%&s%@ﬁ%@é&n@ Ritfasd infifHidoty) dcfivity NBbDdaRHpYe, K @iEpound

yrosi ne possess alsoar o
N- [4&{-39&0&1‘0hmhyb)qhmaybl)n—ﬁql]bﬁnﬂyphmﬁl(el(hﬂltunl -t0 dﬂlra%dnb)nmmbaﬂt(tL-?;SW 85
hox %%ﬁl nazol i n-4-am ne, and 3587P74C nunbers code th
B ke EﬁERéH?I skhat C%aqwée&ﬁepe%ﬂ W@@é@ﬁt%ﬁ%cod& number
3&%§§]tl ified and erlostianib known nows i conpoundThat

EGFnRa s i OSI-774) OSl-774. nunber code the y b
heftdi Aafhecekneed framNithat MOdic38 CERBY 'S AU e iaad Unitké States Patent
I nternationfarl omknown furtshier t | thet a

No. 8,002,008 thaheertain pﬁhﬁhwcaaglbé@a%qlaasalmﬁeéqrva@ves possessing an anilino
i LB BT LIRS il aphoRey o

exan®sl8s SRS Sordp&hdH- (méhlbﬂo&nﬂluMbdmhﬂ‘i)iB-annwﬁ% dimethylaminobut-

42, 1803- 1815 and WD 00/ 31048 that the conmpound
Z(E)@na@it@q)gmtb@syqumohne (identified hereinafter by the code number EKB-569) is an

EGF#{*%I chl oro- 4-fl uor ophenyl ) - 7-(3- nmor phol i nopr opoxy) qui
azol'in-4-amne (linked to the code nunbers PD 183805

anth £kuitBRPonmtinaidn B ihikntiohhée BGFRUHIGs defected from, for
identified hereinafter b% the code nunber C 1033). It

example 1P 1§30 ORRGVth 1 181381 RKEL o GloART 780 and AKINSPP. Breferaply the

BoRRCYRY ectfareat obe (50hFelorth 2351 R0 Dt X iRty e moPR
TKIEbﬂ[ﬂ |§1ﬁan'tBf‘th@'cbﬁibﬁlaﬁﬁﬁhs\/ZIDYSwFOf exanpl e, the conpound

R) - | - phenyl et hyl am no] - 6- (4- hydr oxyphenyl ) -
As stated hereinbefore, a suitable pharmaceutically-acceptable salt of AZD0530 is, for

and ]

example, a pharmaceutically-acceptable acid-addition salt, for example an acid-addition salt
with an inorganic or organic acid such as hydrochloric, hydrobromic, sulphuric, trifluoroacetic,
citric, maleic or fumaric acid. Similar pharmaceutically-acceptable salts of the EGFR TKI

component of this aspect of the present invention may be employed.
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7H pyrrolo[2,3-<i]pyrimdine (linked to the code

nunbers PKI-166, CGP 75166 and CGP 59326) is an EGFR
wQakios/1Tissg8 conpound is identified hereinafter PYI/GB2005/002102

code nunber PKI-166. It +20further known from European

Pat ent Application No. 0787722 and Internationa

oorS Ao T BBy e YRl OT PP e MR (e bn T fhotShne an mGER

TKI G fha&R¢ kivasdiahibitat AZERSPO S@efil igtheRyasipisiie Geatment of cancer. The
substituent at the 4-position also possess EGFR
cancenftressinent of itheepresanhinventian ipclades ap anji-tumer gbfeghihas mayrhs assessed

conpoun . .
by C%VFE@?@? BB S A PRSI~ 6- y1 ] but - 2- ynani de
(| TR& 88inbiRati LSRRt BITREp sdak ind Bt $bis e flnéck&r affdafling 2 synergistic
an EGFR TKI. That conpound is identified hereinafter
effedbyf thi effecs dethaapbeically s@8Tipg§sing andlegdug critpsia t Hensp descaihed
h .ggHire Medi ci ne, 2000, 6, 1024-1028 and United States
crePardtit No. 6,002,008 that certain other
st nUGEAERH L¥mbRhAabeacabdiROld B AdBdck bathe \(RSseROBF&RBNTBmprises the
an anilino substituent at the 4-position al so possess
EGFRGHRI 71 839, oe a phaaseeitivallipiacepiabiectal tthergof, mad thexdaersingse inhibitor

t he conpoqund .

AZDPSER. 1} Ig%asﬂ%ﬁefl?l%?@ryzf&ﬁ?ﬂt?@l%fall%t_-hé’g?%o- 6- (4-di met hyl ani n
obyt furtﬁ%@réi%ﬁ@&%)ﬁnﬁﬁ@ﬁ BQvYEHE Rohisnpdct e Hel résflt invention
herei naft'er by the code nunber EKB-56B) is an EGFR

comjiides thenEGFR MKIEDSET B oba phirnmoewicall jrecaeptablet sabitheredfeand the Src

. EGFR.TKI || ecteq from .for example, 1839,
kinagsgnbiprar ACDOBRR SRITBELI b AP IS U BREOG 50,
R e F T
admindsiped énthe bt ba suitzblengtarroacescal DIBPOsitids Atarrdigg to this aspect of
the iggq?iloggl%g;%%g%dgi Ig tpﬁg'llmeaéglgﬁrﬁ @ffr?;g}s{ti%%l slu%{tébqg fon utsgj:1 li)rll the synergistic

treatB{MAf 5?&%&'&'\)&%1{ 361@@9&95%9&%{11%‘15& bﬁ&jrgEG!FRnI‘KE‘ lo} a ph&maceutically-
exanpl e an acid-addition salt wth an 1 norganicor
acceptabRivalt tieedf, sidcthe 8sc kinaednhibitod AZDOF230, @b a phkanaceutically-
sul phuric, trifluoroacetic, citric, maleic or funaric .
acceptaply, saltjthareafy innsepciatios Vit A Phaymaecsise Aysperepigplecexgipiqny gr carrier.
Egﬁ‘l)e }&888%%%%@% ih 'E}{d§ i@)@&%ﬁ%hééi%véﬂ?ﬂnﬁ%@?ﬁ@ﬁl an?/ suitable form
i nventron may be enployed. stated herein ore, the

suchCaR T fudink @Bscaibed herepibefent | nventi on conpri si ng an
EGFR TKI and the Src_kinase inhibitor AZDO530 is | .
us é¥ prefarisd pharmageeiicgl semposttionaiable feruse Am Hiersynergistic treatment of
cancer .tr t.. i t] '

oG MBS Sl o B8 e TR AN 0Ly U hAGE B ccepai

salt SRRNOEHntl BAS re KBRS irdSbitte AADEE30, bies phathataitieallyFheptable salt
conbi nation treatment of the present invention is
therehdf inrpespcingion fwity aiphrgmacayigallyypcseptableereipient or ¢agger.

S]; {Atefé.ltﬁhi . QJSQ?’{%E’E%%%M%% Cé&rﬁﬁc;sgt%rn slt!l?tialplg fml&a %9 ﬁlléSSynergistic
treatment of cancer comprises a combination of the EGFR TKI OSI-774, or a
pharmaceutically-acceptable salt thereof, and the Src kinase inhibitor AZD0530, or a
pharmaceutically-acceptable salt thereof, in association with a pharmaceutically-acceptable
excipient or carrier.

For the EGFR TKI component, a tablet or capsule formulation intended for oral
administration will generally contain, for example, from about 20 mg to 1 g of active

ingredient. When the EGFR TKI is ZD1839, a conventional tablet formulation may be used
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herei nbefore. A preferred conbination according to

this aspect of the present invention conprises the
WEGPR1TKES ZD1839, or a pharmaceuti cal | y- accept Bdi/6B2@b002102

thereof, and the Src ki nage-i nhi bitor AZD0530, or a

pharmaceutical |l y-acceptabl e salt thereof. A further

ref.err.ed nbi nat.i ' ' .
ror o GBS GBTPH A0 S 200 PR R 3pO RS e fbgen.
ConRAHNIBERIAHi§rhlytoss 6£BDARIRis28bte AMBizeiil exanple! MahStange 50 to
ki nase inhibitor AZDO530, or a

750 pigapnetecahly incthe ranesdOB se 400 mgsaore prgtaredy in th gange 200 to 500 mg.

th I [ ' f..thi
el DGCRRFH 5 R0 AP Bl Py RGP 528 Rbr o
admitdaBBh SoRAAnFEseut | KR m% e PSBhiioPActi i Sledieht) ConveRiestly the
aspect of the invention there is provided a

dailypérar dmse ofi OSTAN4 toimpbsange A0 603040k epreterably & tha range 50 to 200 mg,
synerqi.stic treatnent cancer whi ch conprises a
morec%‘if‘rfﬁr%’éi’ ol e6§nggr}r6§@§(§rmg; or a i >
p h"fﬁygfc_eki&és‘é %ﬁlﬁﬁ%%%oﬁgggj Pwi BedneldMgHRAmiMBErddRRing #halogous

ki nase i nhi bitor , or a

amopita anduoetdsiof atlnyrasteation ab thoss deéscribedheroinbefore.

asspciation wt har maceuti cal |.y- accept ahl .

eI p eSO el Corabes DRFCRITors 100 AR APE S AgFopfine o the
parti#:ﬁ‘llalsdi@éagﬁ Qﬂateoinﬁttﬂé?koé‘M?EEﬂcﬁ’ﬁbﬂ SthE Bathdht. 8RN sxdirpaDktenay be

orm such as the forns descri bed herei nbefore. A

necepsagy er desitatlbao redoenithe ehdveemapiogiet idosessiitheatsinapononts 0f e
comiglgﬁ%qt]rﬁté@sa?{lg\grrlt%%l%t{cclﬂ% t}E@giRcr gal enl-t%rp];}c'f%g_ Q%g? g(g{edlgl%? ge{nsbeesde?ermined by the
pracgﬁﬁlgeggﬁl?ﬁ% Iirg | %ﬂ ?’efni%%?%g%? lpgtrlélg bibink RE 26fessignd skilendkGowledge.

pharwiideLipbrelatad thatcthe phirhmcssich] ¢dnepasiifon dopording to the present

T I e—
SRR S4B Lo Liosiion

conveaiailn pidvidesalfe theepEfHicR ohidindBBh-pt@duct of tha invention for simultaneous

phar maceutical | y-acceptabl e salt thereof, and the Src
admigiisiepsien i HietsyRIBisiio BOaBInt efrcagcer.

phar tically- . t. ' .

Do BBl bipSF G A b D3R8 g
comPEGiidi antabRIfofaderih eic synergistio erebihdit dRtancanpiiok ndbmpdses an EGFR

tabl et or capsule fornulation intended for oral
TKIaeird phasmpeeutiellyntoceptala salhtheeod dhe arakingssintaRisorA€D0530, or 2

fram.abput i ' '
phaspt B R et st ln bk b M B B ol or
carridpy be usedfor oral adm nistration containing 50 ng,

100 ny, 250 rrg or 500 ng of active ingredient. i

Corvphireaedujicalirempepitipn secardias sethsforespnigguentionalig\iacludes separate

..for examle,~in the ran 50. r .

conpnﬁél?wés crog}péjg %@Qcmsﬁ:&n%%np%s%l ea}é%%% yTKlﬁh&{ %ﬁ%&euﬁcaﬂy—
accepBiBBesalQRerb Y, 28tDa PBarmAb&ichinge adcebtabiblEkcipfen®bt cafridr, agd a second

conventional tablet fornulation my be used for oral
composition comprising the Src kinase inhibitor AZD0530, or a pharmaceutically-acceptable

salt thereof, and a pharmaceutically-acceptable excipient or carrier. Such a composition
conveniently provides the therapeutic combination of the invention for sequential or separate
administration in the synergistic treatment of cancer but the separate compositions may also be

administered simultaneously.
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adm ni stration containing 25 ng, 100 ng or 150 ng of

active ingredient. Conveniently the daily oral dose of
w@Blos/iT#88 s in the range 50 to 300 ny, preferabdHyGBRO05/002102

the range 50 to 200 ng, Rd2e preferably in the range

100 to 150 ng. The Src kinase inhibitor AZDO530 wil |

L S L

comﬁﬁﬁﬁfg piiedt @bRainkh @it SalSsle antipsehiededrsinithgshe EOFR TKI and a
erei nbefore may be varied accordi nglj to the particul ar
secod{l sentsimeswith @ suible pRMpRAEiQH ¢ontBREE theoyre dinase inhibitor AZD0530.

tient,.. For e le, it _may be necessary; of. desjr e
AcciedRunis it Y bEseh o Bka” B REE BRAA Ok REUE R 8
syneBfistid\eatiABR JTahARPchB@diAgNt in order to reduce

toxicity. Dose scheduling can be determned by the '
prart i t aoE&FRIVBEKLios atphemnicayticably-aseaptabde sadi thpegof, épgether with a
usi his professional skill and .know edge.. It wll be
apphaEssulrelyaccepibisinien eOPHHs o Rrsani dope form
acepr di pg §,0 KidiSe RIMASRR AZINAB0! b0 pHAhetBiSalfy-acceptable salt
conposition conprising an EG-R TKI™ and the Src kihase

i nkhebpéafptogAEBGERIOn ahainmcelimalineeceptabld dxgipient @ptaien in a second

exci 1oi ent qr carrier. Such a conposition conveniently
pr Joitdesaee i RBfapeut i ¢ conbi nati on product of the

i nygnt | QPnthRbr Rkt thARK MA@ LHdT S Frlsk hd Uhid RBage forms.
synergistic treatnment of cancer. According to this
as pecordinfg tbhdurthareaspico nf theeresentsinpendivndleete & provided a combination
pharmacetgi cal. co oaliti on suitable for use in the

. nmp
as definedhgrednbetore farpispimthe synergiste fregimeato i ses an
E L1 i - s .
B
compbsitiomfoe uké mathe yyrecgi stint taditiwerstalf tcandee whardh, coanpalises a combination as
phar maceuti cal | y- accept abl e exci pi g?gt or cg;lr i er..

. . A .
defippiicnsinaipiedn PSOERRHER MIDGPhaERfedtiFlragoeniRolp PEERIGRL or carrier.

AP VRO AT By e g o

treated wathhatorabiastiorcal thy aveapdadincbesalt bnlylvaneafin patiesitsawho have not
phar maceuti cal | y- accept abl e exci pient or carrier, and .
yet bpes Gieaiad Ve rapsreivh £9atog SHhibifaribig alep eanser thet hagdigen treated with a
i nhi bit.or. . i L Vi~
oA PR ol A EERREE K S AP RPRLfonded o s
ther&p¢CorRvIEEN, after @aidlly®eingSttatuble Wl padi thérapy, Has vevvingsekiytant.
provi des the therapeutic conbination of the invention
f orAcserflirgioiadlorther aspach phthe piepHnEetion|there ispromded the use of a

com@%{%ﬁé@ :a§s %lfl: 1nneE1 kg%ﬂaﬁ%g%e gl{e the%I %%ﬁfagﬁlg% ce)%yﬁleﬁl%%reﬁtt for administration to
a waFnIBbbEIeRUs o PEsW@Nhe RYhergistic teAmphidfTaneyt i cal

conposi tion of the invention conprises a Kit
codpepiiingjioa fprtherraspenh phthednveption theraisinrayfed the use of a

0npPosSi t i, an ntai.nkng.the EGER TKI and a. n e
S e S e —
a warhCblbbiISih Ab Bidade hHéHRABERNt of EGFR TKI resistant cancer.

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

the synergistic treatment of cancer which comprises the administration to a warm-blooded
animal that is in need of such treatment of effective amounts of the components of the
combination as defined hereinbefore.

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

the treatment of EGFR TKI resistant cancer which comprises the administration to a
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According to this aspect of the present invention
there is provided a kit for use in the synergistic
wo e@atmssg of cancer conprising :- a) an EGFR AKI/GBR005802102
phar maceuti cal | y-accept abl28 -salt thereof, together
wi th a pharmaceuti cal |l y-acceptabl e exci pient or
, . r st i .
wanﬁ?tfrllédsd;eﬁiaﬁm ?1%% 'r1§ %@ g%?&g?égﬁnén? Hﬂ:ff&)tw% Iaﬁlo§fn§ of the components
of theltatbaeeioh ias définedaeegiticdfice salt thereof, together
wi th a pharnmaceutical |l y-acceptabl e exci pient or,
c aﬁcp@qd}ng tq this agneshef the pfes%gla\@@tlp@, F}rﬁe Jérgésod)rowded a method for the

om R BRI T TR0 Sl R Gt e

admiri@rapiof $€ B varmMMRedde@Aninhd igat i Sinpfeod bfl @dthareaohdit ok effective
as defined hereinbefore for use in the synergistic

amopntecftamrdHEFR TR corcrepharmacestierlbygaceeptelp salhisesof, asfdefinrd
nerEER bPes FshSat AP REO U8 RBRRAPREH, ke amoust of

the S8 Refdke WNiKitdr AANIIOE6 PpldmidsuaitAlBNacREptdsik isile thereof.
herei nbefore in association with a

ph&ycaersing todhik lagpegtefehe atpsentéxengpe fherois asprprpeded amethod for the
articular suyrprisi.n enef i t he present, i nyention
syneP i Gt B o SR (PR T il R, KR CoBhscs the
simARABbRAsdgEA of iPataty RIBhihRFaGStRLwRPH-bRIMIY SMffREthat B in need
patients who have not yet been treated with a growth

of sfchdteatmént of Bifeative botountsob theageseponeia of Hewsobwaration @s telined
h vvitE@a grow h factor inhibitor, for exanple wth an
eref3e K| . and which has not responded to such therapy
or AMbfelhg Bfchi8aspei & b biesBRTiMEntibS acdd]ls1 frbvidbd A method for the
therapy,gaas beconme resistant. According to a further
syneagiptectreaented cpnaes éntludimg iR TK hesistant sapreo)witiehl corhprises the

use of a conbinati as defined herejinbefore in the )
AR QB R S oS R MR PR THAHEhPer RaTagT pbbeective
amol& SF R 9B ¢ raNy hahﬁa&ﬁﬁé’élﬁ@adcgﬁaﬁéf RAF Hesdok Gs defined

treatnent of cancer. According to a further aspect of

herefrtbefdre wadthe aimtliemeeus, sequentidl de septatee admingdiration of an effective

conbj nati on as.defi ned herei nbefore in the manufacture
amogi of the SicCaMBR N BHOTIMAO T Db Pg PEIE6icaly AR BBl thereof.

aniABl i atﬂfno%léaﬂﬁeﬁt R did [g‘?:%eﬁgﬁltveﬁfon'zg: ﬁfﬂ{%h@r@ﬁbéﬁ)%ay be

cancer. According to a f r aspect o e present
administeretiiapa sdleelicapysormayindelditnirtdiodsirgery toh eadiotherapy or the

synergi stic_ treatnent of cancer. which conprises the
admidsiationof achemotherapeviisrage® SclERCbsraaPeitfat is in

need of such treatnent of effective amobunts of the

conmponents of the conbination as defi ned herei nbefore.
Confieiofi of gn tAmtiaedttocthen BGHR AKIehd theeSmondsbinir AZIDEFR0 on

there is provided a nethod for the treatnment of EGFR .

TkiThe pEgsertinyensian alsp rolates ko & HiRle Famlinglien comprising an antioestrogen,

o 0 10 O 0L e oo

tyroS§if@RASH! This combination of the invention is useful in a method for the treatment of

cancer, particularly of breast cancer.
As stated hereinbefore, it has been shown that resistance in MCF7 human breast cancer
cells to the antioestrogen tamoxifen is mediated in part by the elevated expression and

activation of components of the EGFR signalling pathway. It was also stated that both the
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of the conbination as defined hereinbefore. According

to this aspect of the present invention there is also
w@e@siloses a met hod for the synergistic treat mePdT/GB2005/002102

cancer (including EGFR TKR4resi stant cancer) which

conprises the adm nistration to a warm bl ooded ani mal

basaL?Haft’H{}ﬁgifsﬂgﬂ? d o'fo %’Ig‘[h tgtplrog%gl{r?egltsta%{ hfé}?'ﬂf)rfegs% tciar\llceer cells could be

inhiRRATTBRERE %irRAGERE st 1s8ber eof , as defined
herei'nbefore before, sinmultaneously with or after the

adricnogingabitiin agfectof thé pestiit veveatrion therais prénadSt eiriple combination
. ki nase i.nh%bi tor .AZDO530, or., a . :
suitghlefoRHicin e HneTRIsHe LR IaEIt OF biirst PRET SGRPriARE 4 @Piigpsirgeen. an
EGFtﬁ*rﬁl,g;%gﬁmce&gﬁp E&GRbId QYRR ahd eSSt RiAbSRhibitor
provi'ded "a nmet ho r the synergistic treatnment of
AZDE30e0r A phachaciutical EGeBepikle sadsihsteafit cancer) which
conprises the sinultanegus, sequential or separate )
adHi1hfese widenvoaddhal (e n? BYTBBARERT rimisReesHag Simwliapeous, sequential

or S Al R BBl 5L LB AR Sk B cnbore
Ac osuiliablg ahfiodsiiogertlsazenmy o thetrtheanpgasiefihed Inreinbéfore.
there is al so grovi ded a pethod for the synergistic

t r datiiighle HTR 4K bps mnef theimeaniresdeline hpieinbefogn In a suitable
il E0TBdba VAR iy BOERTAEL QLS OBy Aappl 013

OSI1af74 201 BI33ePKI-\ 66,aT10-3877 83 andEXIEBRI T Rieferablyahe EGFR TKI component
har maceuti cal | y-acceptabl e salt thereof, as _defined

of Bl FEEPBIEOBHIZDAE Lot T Ko dYiare relgtroh PRIEGHR TKI component
Ofthéﬁlg&;%i%%bﬁ%ﬁ]ﬁﬂ:iﬁ]{)%@on of an effective anount of the

nase | or "AZD0530, or a

phasetalidréiabdivred & SeiibidplarmatdutitBr-&ebptable salt of the EGFR TKI or
conbi nation treatnment of the present invention as

of AZEI05A@ b, Fasresamples @ pharmagewsicalyaeqeptabler ast-additions gli for example an

wcio R P B Pl B B, hyarobroic
sulphfe TRl ihesraReHt | Gridgmaleis: fdmhiioasdher ei nbef ore.

Conbi nation of an Antioestrogen, an EGFR TKI and the '
Sr dsistatéblhareinbgfzrRo §R0TiFlsecoprbanasion of theameseohingeriton is useful in the

synelfe o BorpEydt b Geb TP Zar R B RRBLLE i pBPewimpgon includes
an aP@Utlrh&M cBfeci MR by BE aRéssbdBy Sifveh@diial Ynelhs RQARsEREaMeRfinbefore.
tyrosi ne kinases.” This conbination of the invention is

us dhaltriple comhisgtiod tréasmentef the present inveofiow terdséingd as affording a
articularly o reast cancer. As stated herei nbef.ore
snefigois tisRinste il s Ao BEREY o RERA R TR Fa S rose
desctiBBE BéreBliose. t O the antioestrogen tanoxifen is
nmedi ated in part by the el evated expressi on and

actA mefened tople componton scaiding & HERRp&it ghthel presgnt invention

compete3 48 BPHASHOE GIoAP AR IRLANEDr Srf PSR peptable sl
therdUFEARI hE 8ROGHasE %ﬂiﬁingr%‘tﬁOg%), ':cl)g % Bﬂiﬁtﬁa@e&i&aﬂﬁﬁcéﬁﬁgle salt thereof.

tyrosi ne ki nase 1 nhibitor
A further preferred triple combination according to this aspect of the present invention

comprises an antioestrogen, the EGFR TKI OSI-774, or a pharmaceutically-acceptable salt
thereof, and the Src kinase inhibitor AZD0530, or a pharmaceutically-acceptable salt thereof.
The triple combinations of the present invention may also be useful in the synergistic

treatment of lung cancer as oestrogen receptors have been detected in lung tumour tissue.
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According to this aspect of the present invention
there is provided a triple conbination suitable for
wais@sitmsshe synergistic treatnent of breast caPCEGB2005/002102
conprising an antioestroges,- an EGFR TKI, or a
pharmaceutical |l y-acceptable salt thereof, and the Src
ki nase_.i.nhi bitor. AZDO530 r . . . .
phal Faddlie PRI oA CL I rd of epreseat nypmiqmps bg gpigistred in
the fORERT als0124blé PRdrmiagéuTicalbeon@oRitidat lmaardﬁggwb&@g @8pdchéf the invention
si mul t aneous, sequential or separate admnistration of
there iseproviApdn eharmagsutichkcasepasitivatsisable Sordise & thigspnergistic treatment of
her ei nhef.ore. A.suitable antipestrogen has f e
breaC R at g0 icuy i Eh ar BPEuREh e SRRt e R R o
phaditite@icallDacimamidaH HabbM etk MRIRE RBBECIMRIbitbP AZDO530, or a
suitable triple conbination of the invention, the EGFR
pharfirdceuntscallplaecspeadhlef salfrtherbol; ircasaoqiatinn with 8 pharmEseutitaly-aGieptable
1033, PKL-166, CL-387785 and EKB-569. Preferably the
eXCIREEROT9 M Y onponent of the triple combination is zD
e'Componifi escrived i 't Ny e in any suitable form
183906 SLdesdMeR iRHIGE G4RBI of thdvERERR lﬁé@éb in itable f

conmponent of the triple conbination is ZD18
suclsdsahe tbrins desanibefl berejnbafeweli t abl e

phar maceutical | y-acceptabl e .salt of the EGER TKI or. of

Az BBt e PhABRAC R iGH Fempari i iable o1 s T Jie ety gatment of
brea@&éaﬂe&%h{ﬁh% S hbindifn &&ﬁ%‘ai@csg%gé}ﬁ it BEFRITIONZIS#89, or a

w th an Inorganic or organic acil uch as
phaiwyedewatallpracceptabiedsattithemdf; and thieBneikinase inhibiton AZDWG80,i ar,a

citric, maleic or fu ri%,(c,acid.,Ass,tat%igll )
pharaceitigaly grepiabifesaltingrpel. Buaspaia oMty p Phrangspuically-acceptable
excihi%ﬁ‘?&&téaﬁ’?eri s useful in the synergistic treatnment of

reast cancer. The cancer treatnent of the present

I n\eefirthenpiefeeted pharmareatidal ednipasitioreduitable fohade inetye dyaergistic

assessed by conventional neans as _descri bed
treaasng phbrepss cancerpIMprises R ComSHISIAR Of Bihantiasslrogen; th EGHR TKI

< . o : ¢ ) - o
OIS Rl B e Rl O BRrer Sl Ssipasefybitor AZD0S30
or apHp@idcenticady-acceptudlcogititherest, irtdssacitiont Witls @ pHastictlrdlly-

her ei nbefore. A preferred triple conbination according
accepiblagXCipieh O FAIHLI-t he present invention conmprises an

antg ] r .

o 8188 OB TR 68 AR 1o oo e g ek

inhikitsYaSZED O3B Will gheAAPBB 3BmirdsteiRd using analogous amounts and routes of
pharmaceuticall y-acceptable salt thereof. A further

admiyrigifasion del those gessriberhhgreiabefere- according to this aspect

Chd BB s AL A G RIART ORI Rl G o e
partalak disBaestite ardintle bh&aPeenditiastht Phtidhtt Por A4BBS & may be

a pharmaceutical | y-acceptable salt thereof. The triple
necesgath ohaesiteble to fedupetherabeemmentionedidoses atdlhe epmappngats of the

seful .in the synerqgistic treatnent qf |lung cancer as
comfrlh refmelCin o 0O RebeS i B Tak e i eGPy Gisiined by the
practitiSBdtSvh0 18 tlehtin fhyGRRIUNA DAt Abink MiSprofRchal @kill 4@ knowledge.
present invention may be adm nistered in
It will be appreciated that the pharmaceutical composition according to the present

invention includes a composition comprising an antioestrogen, an EGFR TKI and the Src
kinase inhibitor AZD0530 and a pharmaceutically-acceptable excipient or carrier. Such a
composition conveniently provides the therapeutic combination product of the invention for

simultaneous administration in the synergistic treatment of breast cancer.



the formof a suitable pharmaceutical conposition.
According to this aspect of the invention there is

w@e@gildses a phar naceuti cal conposition suitabl BCT/GB2098©02102

in the synergistic treatnegt. of breast cancer which
conpri ses a conbination of an antioestrogen, an EGFR

TKI, or,.a armaceutjcally-acceptable salt thereof,.
andcedtging Iﬁveﬁ ASREEL §1AF BERROTBRS I8 BToVecp pharmaceutical

comPORiSPGRUbIGE! ﬁ%l?ﬂ%ﬁﬂ%’lﬁ%&sﬁc $@htmdnP 6f 6:@hst chflter which comprises an

ssocl ation wt ceutically-acceptable

antiextogenea EGFRCEKT, ioe n phdinecewimpligiatceptebladedtahérbef therSre kinase
. ..this aspect of the invention may be in any suitable
inhilpie A Z3003d Oner § PRATTIEF S DG AP BabIeRal S1oAt e Phammaceutically-

5 acce?%ﬁ{eﬁeé&@?en%?&éfﬁ@@““ cal conposition suitable for use
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ynergistic treatnment of breast cancer
coppptiasiBacentica bmpatition acdording ennthiisoasptet @f éte, predeat mGEiRion also
TKI 2ZD1839, or ~a pharnaceutical |l y-acceptabl e salt

inclydes pensrate eRMEPQSHONSICOMPTISAE @ fHHiOBIROSIIOAZPIHYSINE G agtioestrogen

and g ?H&Hﬁ‘&?ﬂ%hﬁ%&%ﬁ%%%ﬁ%ﬁ:ﬁén? of @zlﬂ‘lﬁt, Q%Eceo%fd’cog@f)seition comprising an

SOCI at | ceutl call'y-accept

EGFRTKDIof A tph@fm&aiitidallf-acleptabld £y theveef, and @ @harmaceutically-acceptable

pharmaceutical conposition suitable for use in th

excipigpiepriagiar candracthirdsAmpesition exmprivag therSre ingsq i@hi}pitgr AZD0530, or
nbinat i f t] - 774,
o onBRBLRLIDRe by A AN hS0% LROE B b RERT Hen Bl fpom o

carrief. CStkdhas@npositioRichbAvenfedily p3éhvid€ thé therapeutic combination of the

phar maceutical |l y-acceptable salt thereof, in

inveptenfor sequentislior Separyh adminisation an thpayepiste (reatment of cancer but
excipient ar. carrier. . Each. of fhe. [ rogen
the 3ol cpo it B Rk el SRR 572 i nase

| Ni@oRYdrRéEntH%REP 8 Bhiimdce@RAPEhpIsithm FARE MivektRinebniHisBda kit

anal ogous anmounts and routes of adm nistration to

comptiging a dies coiteingr Wethei suialile cempidonieydgarmgdhriantioestrogen, a second
scheduyl es cri bed. herei nbef or,e var,i ed. . )

contGORE PR RS PR HUTBI LI S ALa & (a4l g gontaimer with a

suit@YeEEthposiRRdohiadiin®thetSie kitald BAtbitoF AZIN$30P AR orting! T8 Yhis aspect

be necessary or deSirable to reduce the

of thelpoesentienenitiondhierd osprovided & i foowssan dhret synesfzistih dreatment of breast

conbi nation treatment in order to reduce toxicity.

CanELHLEUMILHEGl i ng can be determined by the practitioner

Whﬁ% IS bf GRGEARBoSMoRAhE Wit ﬁ‘bhﬁﬁial:&ﬁfc_aﬂ‘fh&&pﬁbl% excipient or
professional skiTl and know edge. It will be
appamgier,an edirstluait dobagedghom (aick as & tablet oongmsBled;i on

according_to the to [ i ngl.ud ,
X T ——
SEgh&ﬂﬁcéftféaﬁ*-lﬁgt:%gtabm&g{i&ft o X3 6 28&0Rd unit dosag% S%rr?;

rmaceuti ca ccept abl e excipient or carrier.

a cpnposie Srohimsainhibien tAZD 30y ordepsharnecauh ealpageptable salt

combi nati on gr oduct . of the. i Hventi on for. . . . :
thereof, together with a pharmaceutically-acceptable excipient or carrier, in a third unit

dosage form; and
d) container means for containing said first, second and third unit dosage forms.

It will also be appreciated that, for convenience, any two components of the triple

combination may be brought together in a first unit dosage form with the third component in a

second unit dosage form.

According to a further aspect of the invention there is provided a triple combination as

defined hereinbefore for use in the synergistic treatment of breast cancer.
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si mul taneous adm nistration in the synergistic
treatnment of breast cancer.According to this aspect of
W b@sitmsesiti on there i s provided a phar maceut i B&t/GB2005/002102
conposition suitable for .igge in the synergistic
treatment of Dbreast cancer whi ch conprises an
antj oestr

phAtSEEEE ﬁ%éﬁmnegf Cﬁﬁ? eliSh B i alsggrovidgsha phagmaceutical

combbé’iﬁ%fdr'ﬁ@é B e 5y N2 Reat@Ent® breast cancer which compnses a triple
pharmaceuti cal | y-accCeptabl e salt thereof, and

compimatiomeedifined heseatetpe abssoaxitdpwihe pbarnwcumcaﬂy-apceptable
har maceuti cal conposition according to this aspect of
eXClB’r‘?Bt @At i nvention al so includes separate
CONRQFitLd A% CRMBIhS t'&%nﬁoéﬂﬂe%ﬁerﬁﬁ'@ﬂi’e&s‘t Qﬁlcgf’gﬂ%ﬁérﬁé Dthajor
an ant1 oestrogen and phar maceutical | y- accept
obstaolei ffumotirsahataespone initidlyseaatihortmme eshtnnant lat«miewelsp mepistance that
an EGFR TKI, or a pharmaceutically-acce tabl e sa

resufth § WBTOUT RIICESiRa L AReTAth Fsifange 1 e PRSEERYEP éaz?ﬁsb?aéﬂﬁ?r with an
EGHH TREHay o R0, A%gboz@g BRI RS9 bEAT R ERIpBY tHaPFerOE Cthe

KI nase I'tor
acqtﬁﬁﬁbﬂaﬁﬁlsistaﬁeé bfybragst emcabdzalsSabbthtdflehﬁmﬁqneamdtrmnt for example
phar maceuti cal | y- accept abl e exc ient or carrier. Such

tameR A FAUE Ao AL SN Yl 3 BGFRIKT: Achasiomshrsn shewn that
resistARIP eﬁfreé@smlmﬁm b SeAuE M8l BE EGFR TKIZD1839 is

separate mnistration |n € synerglistic treatne

mediﬁte&ﬂ;rpaecrbyhhé clehated epaeaicnh admeasationwisonpynaltsof the Src kinase
adm ni stered simultaneously. Conveniently such a

signgWae pateiayivdieh allmsglsvelopriont ofqaacerselbndving uimsas ieghenotype.
Sucfil cgﬂs ShS?I eIl nﬁﬁrﬂ:%m%n{ of c%{l rﬁ&ﬁﬁ? 'aﬁ] v\%l%}leﬁls &/Hich "i‘?{eglectlve of

conta ro eén, a seco

d1se§ %_Iegﬁoﬂ/\mtdav@ sw tabl e conp03| t| on containing the
and a third container with a suitable
c 0 d’pD@'Flt:liﬂéhSmU@g bengfjt ohikisgispeqt of heddresent ipverdion is that the breast

cancieﬁggaiﬁrblﬁe% dj wﬁg tl'E:C{gi;E 881%%921?%{1 ?Ehet 1?19(311?1{0%%?% be not only breast

candey REpAichitsivehd m@ahﬁeyét beén RELEBWith JBGTanGOEEROEE therapy or EGFR
a) an anti oestrogen together with a

TKIg aamb@wﬂs@easycm@@ba@ms deexaeaiedwith githerar bpdyof anfoestrogen

therpy g ok, RARRA Gy A TRPR BB bbb RRRY s i, afer

initihINEHARS treAtANE WA subh Eﬁér@)ypﬁlﬁfﬁé@@ﬁéﬂrés@‘s@éﬂty accept abl e
exci pient or carrier, in second unit dosage form c)

t héABprlitg mgasf@lrthmqu:qt of thﬂmgolnvg\mcm there is provided the use of a

h t abl |t ther eof
i PO B At e P T 46 Gb S SBrLMERER I  RETgpmont for
adrrﬁlﬁﬁt'fdtff‘)h to avAmlBlbédkdirhalde %ﬁﬁz‘?dé‘ 1RE @yne?gtlcdi)ree@ﬁgﬁt%f Heéast cancer.

nmeans for containing said first, second and third unit
dosagerding tvsa furthendspéct af sh@ 1bta,ena1pp tleere mmdwtihiathe usepf a triple

R AT e e AT N M ———
a wilARBI96ad iU bohpréige fh'%'tfegtn‘féﬂ%f')ﬁﬁfHesttheﬁ-resmtant breast cancer.
According to a further aspect of the invention there is provided the use of a triple
combination as defined hereinbefore in the manufacture of a medicament for administration to
a warm-blooded animal to provide the treatment of EGFR TKI resistant breast cancer.
According to a further aspect of the invention there is provided the use of a triple

combination as defined hereinbefore in the manufacture of a medicament for administration to
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second unit dosage form According to a further aspect
of the invention there is provided a triple
w@ooobitsss on as defi ned herei nbefore for use iPCT/582005/002102
synergistic treatnent of .8east cancer.According to
this aspect of the invention there is also provided a
har.maceut i cal n for use. in t syner
v AR gP A GRS AP e Sb et o B RS ot
anu&ﬁﬁbgﬁ@ﬁMQKﬂﬂ§T@Sﬁhﬁﬁg,herelnbefore in associ ation
with"a pharnmaceuti cal lI'y-accept abl e exci pi ent or
cadcrcendingAe astehetspdsd vbthepessest ianediondhea doprovided a method for
t her a of br ncer ents a or obst acl
the SYTSUTE UEREITF Be T4 ST DI Ty OPGT R FhaiROHeiaion 1
warth S Rhih A1t iCRMREEBf §iRBiItRhARAGE of BBLctvE %Hiohﬁts'o‘f' the components
tunour progression. Likew se, resistance to the
ofﬂmhﬂphppnﬂﬁndubeasdeﬁnndmennmbdﬁwean EG-R TKI may al so

devel o vitro cell del s have been, devel oped .t hat
F oCEORINEHE Eg T rRecs AT OF PHEEPGH AL aRoth ROy dedadathod for

the t‘feeclltlhélltto? aﬁl%égtr LGS ehdt ERAIITR WhichfBm ?ﬁ@s'mt: %dmlmstratlon toa

tanoxi fen resistance, and to treatnent
warmiKiloodet] ahasal nioat/ibiaered bf)mhttfwtmemt sf eﬂfeumwe aofounts of the components

t anoxi f en- reS|stant human breast cancer cells to
of theaplecepbingfiop py degftgd; ed in part by the
eI r
% g 1l ;&ngﬁ%%%%ﬂ ?fw gh% a%’s%f\}\falgv Vﬁfon%ﬁ’é}? ?sf(;;\sl?\xg(zﬁle@fa method for
the t&\‘dﬁéﬁl P EGFROTKE azemt belhstahesr iwhtclacomprisas theeldmmlstratlon to a
phenot ype, Such _cells_show an enhancenent of

Wanﬁﬂ%lwde@;ﬁnm th%%@. nggth ek sichireatmens of gifecsive |av>é>ums of the components
of it FREBnidERBOE 55 bheldheldiifhsor, PArti cular surprising
hben@?i t 0? hl S aspect Oéflmﬁe pr esent invention is

th mccbﬂdmglb&dﬁfth&raﬁp@t of thetpresamit ieeritionahard isprohided @ method for

triple conmbination of the invention can be not onl )f
the tbqaera@m of Arraslrcaneer that ieTesistaphie m@tmﬁtr%p apd HGFR TKI therapy

r t

whlcghhc%%é)%e%{hiegdﬁu L}gr eoglg{) ay aa%{l:le@g d atﬁ aétg% r{':l%e: gto}-g.ltch treatment
of effiédtive @iﬂohﬁtrs of thehintpodénta bt th@Qﬁplﬁanﬁibﬂaﬁﬁﬁ apyefaird hefdnidefore.

TKI therapy and which has not responded to such

th écapr;dlrmtom appeckef the prosentiipyeniion &nerfgwta&S@atrami@d ginethod for the

such th ][g has, heco r.esi stant

syne]rg(gﬁt%cn é?a it tbr%afst %aﬁcer Y elghecr:] monses ‘t}%e %{rntgor} @ Awarm-blooded

anini¥l €hak €kl neb®ofisieh %a@ehf bpéxﬁeffesaﬂbe a@.bm@trbfaﬁ afl@ddstiBen before,
herei nbefore in the manufacture of a nedi canent for

simigneoushit Wik poaftar shexadpainisiretiomeban effdctiue ameulpircrf wh @@RR]EKI ora

n tic t t nent of. breast .canc Acc
pha R el S Ay B v ERr el B shfgncousty
withWr@ftef the aliinimbteatioaHpan affe@veasnsigt bnge Sf@bﬁhﬁwﬁﬁlﬁft& A¥D0530, or
t he manufacture of a medi canent for administration to

a pharmyaseutidallgadesptabns W#IthQIGOfpr ovi de t he treatment of
F UACRERIE R aGReTHER ROSTT Tov AR Flsts & Pt Bled £lthod for the

syne¥si &iOfreAmbrtl dbfeast cancer which comprises the simultaneous, sequential or separate

administration to a warm-blooded animal that is in need of such treatment of effective amounts
of the components of the triple combination as defined hereinbefore.

According to this aspect of the present invention there is also provided a method for the
synergistic treatment of breast cancer which comprises the administration to a warm-blooded
animal that is in need of such treatment of an effective amount of an antioestrogen as defined

hereinbefore and the simultaneous, sequential or separate administration of an effective
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conbi nation as defined hereinbefore in the manufacture

of a nedicanent for admi nistration to a warm bl ooded
w@eiosal788® provi de the treatnment of EGFR TKI rBGT/6€Baws/002102

breast cancer. According-g®-a further aspect of the

invention there is provided the use of a triple

in ned her ei.nbef or t.he nuf re
amogi oh af BT PR TSE TCL Ve TRl S e P s
hereiRDefBRY arldh@ SigMilEBedhs ! e§MMiRNGr RbaktceABlinRBRAGE oft Madffective
resistant to both anti oestrogen and EGFR TKI t her apy.

amoutk[t@ﬁ thati S1g kimmsainhihiton &ZR{H38 cor aqﬁhaﬂnecqgtlg@lbmccpm@n splpthereof.
ﬂa@ea%?ﬁ g\?v\ébg@ggl?o : gsgtr% %@LC%M{%}% Ir{%mg an antioestrogen,

an E@ ;K?st Qgh%a‘b&tﬁaﬂ? Elé'GeB{anéds%ﬁ tRdbéRhnd ﬂﬂ@tSré §1nh§é inhibitor

nee uch treatne of effective amunts of
AZDO6 B anantharmdcetitienllyracpdpeabdosddi thetebh rﬁomsedmthewbhy of the progression
her ei nbefore.. According to. a further aspect of th

of i GRFET FtRPCHAQTBITHINLTEPOREVG 16 § MOBBOTRECRGEFROBFIVE Agte i o
inhith{ 8 bR brrlri oAy HAGSH LAAAN AL S AmRhE ABperfiBRC ST
conprises t mnistration to a warm bl 6oded
non-Mivasiag sthfedhtol sshdrmonesiepéndent imdre Hanama stagt Girkeqientlgthe triple
anmounts of the conponents of the | e conbugg on as

combjatiqrdepsicicaphitialiebicet omihe i tﬁgh%eas TPgHepiR ankihe sprvial rate.
th
| DAcROEETL LG R LD PG R BT conpinaion
compiNigfarc aitiebts@en] ArEEGHRITIIS br apharmatmtmal\lmacmepﬂabkeckau thereof, and
animal that is in need of such treatnent of effecti

the SaersinasesinBibito éza%%%,rﬂsm@aeﬁaqeﬂ%callﬂraﬁF@t@%ﬁﬁqlh@ﬁeeﬁ ‘gguse in the
dela)?ﬁtf {he ?)goégsrsﬁ)lnﬁgg tecan%ggferglbggg%%{ﬁﬁa/e pg)ﬁﬁget: (?ﬁno(i’ifally
non-fdgpoﬁs[\%agtﬁent of breast cancer that is r eS| st ant to

bot h anti oestrogen and EGFR TKI therapy wh

c ofpatioges aﬁm@t élmwlﬁfprmona@lua@ﬁ tq thea\lsmf EFB‘G&Q@"H}?P%FO inhibit the
trans hataﬁlg ggﬁ%a nen 19 nt? géﬁ%e}oﬁlg@él th%fcoﬂbﬁl?a%oh\ﬁ? coi )Mdg provides

onb I nation as de

abrdagr&hm%h@m@pr@%ﬁmwéldﬁgcﬁo th| s aspect of the present
invention there is also provided a nethod for the

sy lgavgtfpmd thatamespactestly IheéEB]F cembiationrf Bl REREptinyendion has

e 5o D B B S BB EL 05, BB 0 e

grovAR b 861%id] SR kA AoR-mAighbit] ekl dlvid the Ofeasf. UEle thbl%
adm nistration of an effective anmount of an EGFR TKI

combmataorptbfathﬁateemtlln‘eﬂnnyn o dhrrefioraebested te rrslies prefargbly to inhibit, the

i ned rei nb for Ita neo sI
wensiimgRp of Braeidi i SPPAEBR S8 dhelPechRiTaipYnM htiocsogen,
an EGIR PR Fard MaSec hﬁﬁé&hﬁ@ftoﬁl@@@gﬂ) ofthe @resent invention can inhibit the

phar maceuti cal | y-acceptabl e salt thereof. According to

transfbmmtlasp)éoorm'cﬂ brdvet ¢elle seaDGIHvte | xd trinde eornbinatierocan also inhibit
istic treatnent of

i ded a r th ne
the tRy §‘P t&%{h@;ﬁ&%‘f%ﬁ%&ﬁ ]iggég & si nul t aneous,
seqyehirtiRl eHecRBRBA M Striple combination will have a beneficial effect in

preventing the onset of breast cancer in women genetically predisposed to the disease.

According to this aspect of the present invention there is provided a triple combination
comprising an antioestrogen, an EGFR TKI, or a pharmaceutically-acceptable salt thereof, and
the Src kinase inhibitor AZD0530, or a pharmaceutically-acceptable salt thereof, for use in

reducing, preferably inhibiting, the transformation of normal breast cells to a DCIS state.
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adm nistration to a warm bl ooded animal that is in
need of such treatnent of effective anobunts of the
w@eovpormsss s of the triple conbination as defi nBdI/GB2005/002102
her ei nbefore. Accordi ng t@othis aspect of the present
invention there is also provided a nethod for the
synerqgi,stic t.reatne of breast cancer which co i
R A N R e R
combR8GorPéorgptisng &fakimeittogeh, MECFR aKT ¥ea piRMAteuBikbalBRacceptable salt
anti oestrogen as defined herei nbefore and the
therenif ranidttben SwUgnass émhulbiter AZDOF30s epapharmageiiticall saecgpiable seft thereof,
an_effective t. of .an EGFR TKI , or
for Wi reeau P BB, e G forpdin, frmormal brepst gl or DCIS
cellsNBaGhaphA E@nd the simul taneous, sequential or
separate admni stration of an effective anount of the
Sr & teipreasoetiindtioni tteatmeiZ DO BB@Present imvention as defined hereinbefore may be
phar maceutical | y-accept abl e salt thereof. The,. lr]esent
dmiTHYERE A SelF ST CTITEAY 1h GAdiOR YLV AT GE PGP therapy or the
4 Si r : r a
s e R B S R et he v
ki nase i nhi bitor AZDO53O, or a
. pharmaceuti cal |l y-acceptabl e salt thereof, for use in
Biolpgigal dlgsgbiro progressi on of breast cancer froma
ho [ =T i :
ot SE Fllcing SPRRRGHP ) b8 oY B onitr 0 Bl PEPS! HE St kdnase
inhilsieR AD@S0l vwhdnreed & dumnbinateondeipte md enttgestnageniand/@s arv EGFR TKI.
state into a hornone-i ndependent, nore invasive state.
() cofeB&iewih Studies tri pl e conbi nation has a benefici al

o a P b Gt 3505 P PRESTEL P, ATl 200

144, 108211049 and hrehrleiche o aioreleft-a tri pl e conbi nation
cogis)ri sing an antioestrogen, an EGFR TKI, or a
phé&i mac tARgxagniTospensixe { will /P8 aMCH/Huimassbreaghepncaieceds

ki nase inhi bit.or . 0

o e B0 Dbt B e 8 o MACET preagt ancer cells that was
the del aysi@fatdd Tapi-RULBEkIGM-REishhDasid cancer from a

hor monal 'y responsive to a hornonally non-responsive i

st 4iiie. Ryamarstof eucha dddtR’ celethahwanelse insprsitieds tregtopgyé with the

use of the f.rJ ipation.to. i.nhibi e

transfo ﬁtﬁgﬁlg%[]wgse{f Ségnl(%%etdo‘f“%%{;‘fc‘:%fr_g% cells

| . anfoRffes as¥pbMavd WildOtyp& NIOPT beis(aaydrdels weRireasiely cultured in
cancer chenopreventative effect. W have found that

phenol eadblres BEMI nodslium sipplemensad witht5% foetal calif sergmerlappenicillin

pnventjon has ec nof.only o he 0 f s
0 [ e T A O Bk B u Bt Dt "G were maintained
37°€ @S hithidh fisdEatBo¥hee Rith398 08),. $hdnSusad ebr@kperimental analysis in the
non-mal i gnant, abnormal cells in the breast. The

assays descrbasbyebiw e eolls viere meingriestaintpheral aed-fron RIFYYL medium

herefore sed to reduce, .prefer o.hnhibit,. ...
sop B PN SF RO SR o Bp B Efotia G i dmibiotics as
abovd AldSlutiR&e RbPLVIsoNbi nati on of an anti oestrogen, an
EG-R™TKI and the Src kinase inhibitor AZDO530 of the _
pr é5amiR’i MCET thirenst aperi aelis biete maistainedris pbenvd rédsfreaRPMI medium
sup@%ﬁgn%%%?vgtg%% ﬁﬁg¢§-§%q%ﬁgﬁ,ggg§d§&egfe%d fg'éatlaijcathI sle%llrg, antibiotics as
above, glutamine (200 mM) and 4-hydroxytamoxifen (10”"M in ethanol).

“Tam/TKI-R’ MCF7 breast cancer cells were obtained by the continuous exposure of
‘Tam-R’ MICF7 breast cancer cells to ZD1839 (10'6M) for a period of 12 months.

Nunc (Rosklide, Denmark) tissue culture plasticware was used.
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the transformation of DCIS cells to a malignant state.

It is further expected that the triple conbination
wowdos/1imse a beneficial effect in preventing tPEr/GB3@5/002102

of breast cancer in wonen3genetically predi sposed to

the di sease. According to this aspect of the present

n}nl“ﬁﬁ f‘@?%ﬁbﬁtygﬁr@%"ﬁ 3 r 3 Oi{,ggﬁysa 1éltr§ré #B&F?acé?a} tjée%rbCCM medium in
the &&%ﬁe@mﬁ&e%g Nor@@ﬁ%’foﬁb beths @deﬁiharce)ﬂ{ponaml ofte Src

ki nase i nhi bi tor AZD0530, or
abovehraentaned C®mbnnh1yor&me’pttaubb eomhlrlatlomﬁethemselvm rCQlllsmnulﬂtlon growth

bly j.nhibiti t f
wes Oy B Forut b BBl 418 s LablRE ARGl Sl v
meaaﬁ&ﬁﬁgmga BEOEn R €581 chMEN I ARLIRER BekRhs @oart%ﬂﬁféd Luton,
tri p e conbi nati on conpri sing an ant i oestrogen

GB)E(BER:e]]P@rowtir expephentyecee pérferhied-imti@ivatebl e sal t
thereof, and the i nase inhibitor AZD0O530, or a
(b) phlﬂﬁ%&@%@—‘fmm salt thereof, for use in
r e@éﬁ% R{8re d%ﬂtﬁfe%r f}lgl L Well ﬁﬁ'up 'c{lltﬁ‘& é)[la{t&earfdr%wee O BIakbR Toghase

nor mal breast I's or I's to a malignant
grovath aPtatesAvdre |tr|ah&fe1md1ﬂm thaheamfd Stayatfrmnnvanfedmerqsccqzeamﬂ cell cultures

i nventjon as defi ned her ei npef ore rra iste
were,aveglaicyyih FiRsTa sy GrREISE RELRIAETSR fgmnééfieyceﬂ motility
T

a tinf¥i lapsegiidal red@dingRysiemd Hoe guaiitieation| df @ell nptilies hmaﬁshm‘te captured at
may be used to denonstrate the activity of the Sr

10 i g SRITVAIS A9 iR RIEYDBCK Sk SIS b sl 1o dinidugl oells was

) OG5 SR AR TS, S

Berk$hopy GB)) @41l mbyermsid owas iphotedgy e1thé}%B podifiod gdposition vs. y-position)
1032- 1044 and include one or nore of :- (i)
or to ] ekarice s HEY) ve 2 Typdtign of fane. &@F@etmmths dizggtfonal persistence

T

©) T%ﬁd}([éam{_gmsfg@n resistant); and (iii) a varl ant of
such "TAMR cells that was al so insensitive

t r Exponantially g]ffapvxtm@cqjls E@:@hqrxpst@tg@@aﬁeﬁ @ptq,%lswell cell culture plates.

e STAIMBEER o BT TSP LN BRBPTBNGo b g vin o

plpettB tl? haa §lashedviti ?EOSFEM bﬂﬁéted@bﬁlﬁp HBSE Fead rﬁ%cﬁlﬁmi%talmng
cal f serumplus penicillin (10 1Um

apprgpmtptgmvyﬁbufaptmonh@mm goraprins) (i c,@mbenaelgnsof)r@hmtpr compounds)

B N TS T I

viol&NesYsinPB S, ﬁh%o@nﬂ§%ﬁ§q}ﬂﬁﬁg@£ pheadt befalwnidpgificalibs Some wells
were nmai ntained in phenol red-free RPM nedi um
were fixed and stained directly after wounding (t=0 hour time point) to allow calculation of

per-cent wound healing.

(d) Fibronectin Cell Migration Assay

The polycarbonate filter membranes of Transwell chambers (6.5 mm diameter, 8.0 um
pore size from Costar Inc., Cambridge, MA, USA) were coated on the underside of the
membrane with 50 pg/ml fibronectin in serum-free RPMI for 2 hours at 37°C. The
polycarbonate membranes were rinsed once with PBS. Cells were harvested and resuspended
at a concentration of 5x10° cells per ml in serum-free RPMI. Aliquots of cells (100 pl1;

5x10* cells) were seeded into each well to which 500 p1 of experimental medium had been
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suppl enented with 5% charcoal -stri pped,

steroi d-depl eted foetal calf serum antibiotics as
w@bwse1msesl gl utanmine (200 M. 'Tam R MCF7 brRe®GB2005/002102

cancer cells were maintaiged in phenol red-free RPM

medi um suppl enented with 5% charcoal -stri pped,

s A et S8 Y A B o o
membMnk Roei @R ) In test 3Rpekithers, appfopriRe@abéentanRl ofGatibRor

wer e obtained by the continuous exposure of 'TamR
compdDRds toreasbinatinueo! iokibiter caonXxmnegIv¢re @ddm) andeellgwere allowed to

o B ST e PSR T B8 o
upped SRAF IR meniaNS whit BRIVER @itR WditbR W add @8 ry cells attached
e i :

rumin the presence of increasing concentrations of
to tht haddrsidé uf o alentoampowenetixedfin # icfoabadehyderand stagutd with
conmbi hations Qr with the conbi nations_thensel ves.. Cel |
0.5 TP PISh B A DR RUAS: BV AFRAE BB o LPRIIRDG, ) FUERing cells was
courfliPRITERInnifidifih AT BN AR LSRR LE! | number vas
neasured usihg a Bec n Coul ter counter (available
(e) frQoll Beckisads€oul ter Limited, Luton, GB). Al cell
growt h_experinents were perforpmed.in triplicate. (b
O o sl e oh DR FL e PL B ek cacer
t ' [ 544 - e ab
s LRl 2B, oS8 LA AL A0y UG ran
canckhelleeat ed stage of an inverted m croscope and cell
cultures were overlaid with mneral oil to mnimse pH

c ha'r?g)égelil EOWﬁ@bM fj};«prdgglph@n@ msets(G-5 FR jamefer, 8 pm pore size
fronha@ﬁsltélr%éhwgﬁgha&a.tiﬁ bh-t\yell\"@s%ué-&?lﬂfr? E%té%‘é‘ﬁﬁ vx?ércp@(;ﬁit&ﬁwﬁlﬁ Matrigel
ours’usrn to

a video canera coup a tine | apse

04 ug,d@?v aff BEsEdtitegpeskesveright iguasndrlle dtdverubifiredebl. After rehydrating
notility, inmages were captured at 10 minute intervals

the wiellsi wigh sereradas| REMEEK L ehd/ “Fooallpokere s¢edgd optodhe megmbrane

o e
(or cohibaABRS bEaRibitBeEdishiunds) 48)600 ¢ bf culnie rRdiumaas added such that
plotted as either cell position (x-position vs

the memplisne inserys weretimmagrsedi Jharveadls wege aulared # “gdom72 hours, after

fupction of. tinge. T et ermne t ' i .
i IRER Pl T B P SO B¢ AR o e vt wih o
cottdtl S¥dbe A hBYEEe1Ls it had invRaédhr&ighrtd ty @detsi th@imBmbidp were

Wund Heal i ng Assay Exponentially growng cells were

fixethwithelh Samaldghydeanddhoperoupmembranes siere regioved Eop the xyvasion

fter. li.sh f ) . .
charfst g S5 hehinane g e B Elan i osbisPe ofEh (B Eotashicla
fronV R H1aVPEIbe R HSERA e £, TG osRINING (RBSLleal &S DAPL Cell

medi um cont ai ni ng appropriate growh factors, .
invakiohiwsis oantifedpdtng §u¢rsscestmixirossopo by vistving/h peviarase fields per

onpou was .added. After. 36 hour t-he. cel | e
et 1o AR TR SRR B0 CEp Bregfn B Data were
plotted as either mean cells per field = SEM or per-cent invasion with respect to the control.

® Cell Attachment Assay

The wells of a 96-well plate were coated with Matrigel (50 pg/well) and air-dried
overnight in a sterile tissue culture hood. Cells growing in log phase were harvested and
adjusted to a concentration of 2x10° cells per ml in culture medium containing appropriate
concentrations of inhibitor compounds (or combinations of inhibitor compounds). Aliquots of

cells (2x10 cells) were seeded into each well and the plate was incubated at 37°C for
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violet (0.5%in PBS) and wounds were photographed at

20-fold magnification. Sone wells were fixed and
war@snemssli rect |y after wounding (t=0 hour ti meCPGBRG0F/002102

to allow cal cul ati on of pe&as--cent wound heal i ng. (d)

Fi bronectin Cell Mgration Assay The pol ycar bonat e

s TR S DB RCTBEG Boarirc
addﬁ@m ERE8velME, ISU%)OfM["? s6REbE 0.9 Mnd/Me it eheh Fteden@fium). Plates

he nmenbrane with 50 ng/m fibronectin in serumfree
wer@libaft@i fop atientires 4&’(t0u&"720@.7 °Thealpy ﬂmewglnamnmfﬁmwhgm crystals

d i.th PBS. Cel
withig g cplinacee SHEollledehes iamoor Griaps A B oE gy Vip extracted at
4°c'o'0e§1 He Widh" 198 TRM 00 ﬂlmﬂiﬁotﬁe%s&%bﬂc‘é v&a%QQea%red “ﬁfﬂ a%terteck

were seeded into each well to which
MulaxlfmrEIerﬁ pllaterreaﬂem (ﬁlbwchbeEﬁmmSeUK) kequippett wrjh a 540 nm fllter Cell
xperiments, Is wer e aIIo dtom rate to

atta u Igépwe {on ﬁrgﬁtg}egﬁewzll perpq:ptztggg the ceTls adhered in
th &;ﬁ%{ 5 d) BaRr opri ate concent ratl ons of inhibitor
© t g t%or conbi nati ons of inhibitor conpounds)
(2 \Ne rIﬁa Vatd«si edratransfeadtd SNIEE BE3 &-bro B8 ) Fibroblast zﬂrdlfemwan d\ssay
t he underside of the ne for 20 urs.

norf1¥A geat dstrmiRgd (§e g lfsh fﬁﬁéaongaoaa ICPH’QH}?BHB Phfst
comfiBifiss EUAN e plbi el ATNANER BRIl TNEH) monsc 373
fibrdblxse dellmhd%aﬂ%mktdﬁbyMShmﬂd Siti thi ameed:tlmtiﬂg Butai GF5B6FpOf human

violet for 10 m nutes at anbient tenperature. The
c-Staunber of migrating cells was counted at 20-fol d

(

I nva3|§ta&gk1§ 91%% rmdl [ cgqﬁ%%%&gﬁfﬂy%{ ﬂ%&gﬁ‘é‘%ﬂl @elllcg%ég % 65-13,
NIHOEEL ¢dlls erdptandfetakwih ambetivaBng ﬁﬁiarﬁl@ﬁﬁﬂlf’)lﬁéh&maﬁb Src. The

Treatnent, 2000, 59, 245-254) was usgd to study t
resuitantas$ e TRaells é’efﬁtYPﬁéu}bi"f‘éé et D setlsher weil e Agrwell

tlSSIP u)ft%?er ggzﬂ%f %Fnér' ag&ra plates, {1\?2 é@.@@?g@tﬁlﬂ‘{% %.Su a[mrye 3 13%1€c(§)mpnsmg

Dulbébcaé-fmhﬁed E§g§¢f§ ntedivn (BMEM] Signah gluse) 3% ¢emiledlf\weiubn (FCS),
Matri gel { /m) at anbi ent tenperature overnight
2mMrgheta@tr@r (Qunifs g@lneeneqﬂlmné Onlgag/ml Afretpmy ey P&% pgpreous sodium

o UL YL BB R LTl 2 B

(7.596E0s gg%lan\)\nlﬁdﬁbgbrvm t hout appropriate concentrations
of I nhi bi tor conpounds (or conbinations of inhibitor

ureapouadeiweBGohbilised duPMQ tovioain and Quad! seelesplytierh Aliquots

oft %ckisgfqt@?lgyggrgaﬁwgs i ttfl Wr 3 efgzgcn-%mﬁ gﬁvet %nd added to

approfate B! Berifltlilufiodd Wel¥Bhided6 li Vet @nfeoMyg @ohdedffafifis. Control
inside of the wells with a cotton swa Those cell s

wellstewhishdest comgeend Waouejladdes were inelddadsingack plath eThe plates were
incurggtgg Q)%enr%ig\?ﬁ Elte37°C in a humidified (7.5% CO; : 95% air) incubator.
BrdU labelling reagent (Boehringer Mannheim Catalogue No. 647 229) was diluted by

a factor of 1:100 in DMEM medium containing 0.5% FCS and aliquots (20 pl) were added to
each well to give a final concentration of 10 pM). The plates were incubated at 37°C for

2 hours. The medium was decanted. A denaturating solution (FixDenat solution, Boehringer
Mannheim Catalogue No. 647 229; 50 ul) was added to each well and the plates were placed

on a plate shaker at ambient temperature for 45 minutes. The supernatant was decanted and
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fixed with 4% f ornmal dehyde and the porous nenbranes

were renoved fromthe invasion chanber using a scal pel
whb@de1mssl nounted onto gl ass m croscope sl i deBCT/GBRG1§/002102

Vect ashi el d from Ml ecul aB4Probes, Eugene, O egon,

USA) containing the nuclear stain, DAPI. Cell invasion

uantified w fluorescen 1L, ope .b .
the WATR kg wased gy B (20 M5 ST Fonah LS8 eg goruion
(Boeﬁﬁﬂgérfm&ﬁﬂqbﬂﬁ C@ﬁ%g{&@ W 689 20 9ey AUTREL 18f a £8ldrof 1N003¢ PBS
fiefd. Data were plotted as either nean cells per
contdihimlgd % BSBMnolr0.Q25% deed skinmwzsli roilk (Viatvel @sgistetedttmde meark), Premier

control. (f). Cell Attachnent Assay The wells of a
Beveggqﬁe?tpffqu? )\RBd an e]é@{oé &1% Ky, oﬁ@eg@sg@gnt(sgbltwﬁw@aﬂjled to each
el g GBS Bl A B E SRBS  cs. Th

well@Wptesyated with FBRGESN 0 @isuetembva>df @bn-belhd amiodiconjogate. The
cul ture nmedi um cont ai ni ng appropriate concentrations

plategfwerghlioped gy andrigiemaiBylparzidinepibstate sakition (Begirpigepannheim

0 n hquats of. cells (2x] cells) were .
cataf BRRY PR 22 Sabf WREF# e ecpoic YRS R i oy peitced on
plateXhakerWHiRAhEEABhESoveibR8d WetidSa 1@ E20'Rsh R4 pdriMde eTh dbBorbance of
PBS to renove unbound cells prior to the addition to

the vedlstwasehdasaed 3669 (imo ThivETtenodfiinhibition®@f Seliganproliferation at a range
serumfree. medium . Plates were incubated for a .

of crgPRLPTS SHh SR PoHRORAar T GAREHES ey SPBRRRRE) yps determined

and iRl Y S] *l1%e Wh ldvelihe cells. The MIT
solution was renoved fromthe wells and the dye was

(h) exin ¥oteMiabdudlet Migratipyssay t h 10% TX- 100 sol uti on.
The, absor bance, wa sured with a Titerteck Miltiskan
EL TR Ao B rBiags foe BN Of 4651 SoBPred CLagmugel gt
comPbildis Pro3AfbA M thideifon Feliher@ht ASRARNAN bdll KRSPRRERahMle the human
e treatnents was cal cul ated as a percentage of the
tumaelckl lindAsd®d in the control (untreated) wells (g) In

Bl ke e e P S S0 ik o s o
(Diféch@at‘aﬁ'%gé g\% 64220 1) &ds V%E‘HBQW 4O £R50} Bahl A&k 1% Shueous
conpourids) to e I

Inhi'bit t proliferation of Nationa
agarlsolsitibh wiae antbcldesd drd stddfedipt 42505 eABAlBquiot L. Dol pef the egdrsolution was

t hat _had been stably-t fected wth ti [ .
acdeslp RENE{ gy L0 P h{FBRS et B1or (R e A4 dell (AccEdsion No.

TSP RS oS OV o
mairfinéd it Mainpagture bABTI°d. Y530F) of human c-Src. The

resultant c-Src 3T3 cells were typically seeded at 1.5
x DPodroplet (2sulpef thsell/agarpes mextye|was transfeired by pipette into the centre of

ti -cul fure; t | G )
caen S S B S e P R SR Pl B pe
(BibBP Q{eﬁ'iiliﬁdSaEeﬁg%le 1§0.reRd0o @U@ﬁtesﬁkl%g’%lac@ﬁ Uﬁe%y bitideaekpded the

calf serum (FCS), 2nmM gl ut an ne, uni ts/ _
gellipg of thelaiganosanoht@ningglropletst Adiguoiny20 pnl)iof nedonm sdpichdiad been cooled

sodi um . . ) .
to 4°CO were transferred into each well, taking care not to disturb the microdroplets. Test

compounds were diluted from a 10 mM stock solution in DMSO using RPMI medium as
described above. Aliquots (10 pl) of the diluted test compounds were transferred to the wells,
again taking care not to disturb the microdroplets. The plates were incubated at 37°Cin a

humidified (7.5% CO, : 95% air) incubator for about 48 hours.
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chloride solution. The plates were incubated overnight
at 37°Cin a humdified (7.5% CO2 : 95% air)
WO pwabatses . Test conmpounds were sol ubilised i nPQIVEB2G06/002102
forma 10 nmM stock sol uti-@&5%.- Aliquots of the stock
solution were diluted with the DVEM nedi um descri bed
ab%%ra%@)q v?a%q@éjes%% \f’mﬁﬁg Rhd ?‘}eediélfgﬁéeso‘f rrgg{aﬁ {1 .V&gl's lnlfgalsﬁgé back to
wereé“nade 10 glve a range of test concefitrati ons.
the 6apBlof te apat iidple® WhhighatdShhibREAIAUL Y Naterived bpgldbethg the mean
~were included on each plate. The plates were I ncubated
MigEien Fleghirement3zaimsiey campoand(Pepncantsiipwo : 95% air)

@ in uQ,atOo o Bra | abel g’sg reagent (Boehringer Mannhei m
! %&&I—@%—Mﬂ‘% > ) ~diluted by a factor of
1: YR test tRivsMeEad AbilitG 0N EGhbinAgorPpoYudt GF tiaidvalticaUe ishibit the
(20 M) were added to each well to give a final _ _
grovetbred nman end/pr BousOCAfOMIgropnas anewss én dthyguisanusig mice. Suitable
37°C for. 2 hours. The nmedi s decanted. A . .
canci pels PEEVRR o8 G d TR B Ar e st (husipstigfpm American
TypdeRRbRi (B1fedtian, a0861 Maivebdt) Fotvarf) MAnhsiB8Sv Ad9e 800009; Cat. No.
each well and the plates were placed on a pl ate shaker
HTB2 g otfire triensgfestpematse EF GbrobBsidanceresils Treasteaper with antactivating

T BRI LB S MR A0 R (RO
@N@m @,@%)@h@fﬁ&@LMo cBtdfectd %_ﬁndé@éelﬁ.gbb‘ttaﬁl‘%fé)fr(ﬁn European
factor of 1:100 in PBS containing 1% BSA and 0. 025%

ColldetiandofSGalnGreltiired, BC AGEr @AMR, rSatjsmtrer Wiltshira d¥Ph@kk,)JK; Cat.

No. GG b S e B VRO et g ST fasf Ruman As49
NSCIE cfc8f &iisVRTEPCACKE. QOL%Q' ate shaker at anbient

tenperature for 90 mnutes. The wells were washed with
PB3\ (ot of tibowe sut@¥ huerm\cahcen teltrin-tobmhdf aitli mbdyre of matrigel

Bediget 15}%%{9%99 e 4l 8t Basbrs oA A ddsdium (BMEM:
Gib%@ﬁg%gp% ﬁ%?ﬁlg@%PQZ)'\Qere ﬁzctgg ?ﬁqc&&geéﬂ%yt ie a ﬁglﬂggﬁ etaatglé test mouse

eac at’es were gently agit on a

and geakailtanhiuleutdweere allowed tegreivdipeababti i 0 dgysa Afimals Wéke selected to
m nute perijiod. The absorbance of the wells was
provigecanied ang trepymenfrgrounsof appropimagelyiednalisvesags tugpour volume. Each

. i f ' 3 t ' .
conb 4 ocREC L SRR Snni 08 R,SRETY A0S, 0 vt
(0.1 vusiSped €0 @rbatin edighn dt the apprbprifie tdst degenhnd/doseLofhllyalnue daily

was derived, &h) In Vitro Mcrodroplet Mgration Assay .
commenging 98412y dQfeir peaiod of gRow %8| days, "bumeun size WesgRpRfyERg twice
r [ S [
week s SRTAOE 4 Thed B SRR Byd U ekl tummour grovwt
was @¥s2sede the human tunour cell |ine A549. RPM nedi um
(Sigma) containing 10% FCS, 1% L-gl utam ne and 0. 3%
agdr senergd Rtiysy eassasssd bE theoSte ddngse grybitor AZ10590dvheg used alone

may%?aod%n{o%s@atg\@}lte[fle Poeffor\}vingl'\cdc’ntcggtlr(ati%%% 314525 $h one or more of the above

tests :-

Test (a):- ICs in the range, for example, 0.1 - 5 uM;
Test (b):- ICsp in the range, for example, 0.1 - 1 uM;
Test (d):- ICso versus “Tam-R’ cells of approximately 0.1 uM;
Test (e):- ICso versus ‘Tam-R’ cells of approximately 0.1 puM;
Test (f):- ICs in the range, for example, 0.1 - 1 uM;

Test (g):- activity in the range, for example, 0.1-5 uM;
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agar solution was autocl aved and stored at 420C. An
aliquot (1.5 m) of the agar solution was added to
WORRME/1m888 um (10 m ) imediately prior to its PGEGB2®4002102

cell's (Accession No. ATCC36CLI 85) were suspended at a
concentration of 2 x 107 cells/m in the nmedi um and
mai nt ai ne t a temperature of 37°C. A drop (2 m)

of the ?Sﬁl( Kgar o8e™ ' yfpglﬁeer%%%?l}%{(ﬁs (leefpgldg@?}/[’pi pette

i nto theeagntre ohct®aGinWR tangd, fér dxarpRs, 1050098/ Wldhy.

flat bottonmed non-tissue-culture-treated mcrotitre
pl &t geneBil bblyenShe Std kinasednkibiigudeZRNe53Gis2edin contfanation with an

s LD LR hP g A uPRE BBy may v
demBfstiXRAI 3463 Wi &bn Rath R2BO5TPAbRS AReriBveME aBtivity possessed by the Src

transferred into each well, taking care not to disturb
kinaseniahitiitor AZDHIBE twhen Tiesst incombinatids Wity an aditioesteogeh padfoman EGFR
10 ni M stock solution in DVSO usi RPM nedi um
T gty e RS Lac 1A PR eioni s Shps Inenecif RATE QT fsove tests.
CORROUNES | M&THen el RRHiSItHoR bf WIS E¥B0MB 1| ;BvT) AAEFD183(1NEM) is used
care not to |£taur theorri crodr opl \g?s.lﬁ%e pl at es dvver}g\(/el)lsuse
against CTamiRE dels, By follommngadiivity dadyi bedlefionS@st&@O2 : 95% ai r)
i ncubat or fgr' about 48 h,oursl. &#gr i on was assessed
vi sual | yesid®)t he &P EPRIREEDHELY M- @edeon was measur ed

back to dge . A mgratory
i nhi bi tg%g[qf&o vvgéaféé‘raf(veg lggéé%rggt%ﬁ’ng t he mean

and whei atombinagars of AAPOS3 G (lan M3 tind Z5X1 889 (dopM) d vsed against “Tam-R’
concentration ,Si) IE Vivo Xenograft Growth Assays This

cells; therfollewingaglvityyi@ay By femgnsiitedonbi nat i on product of
the inv [ to i,phihit: 0 f human and/ or
nouse cg‘régéti(ggrras S{r?lggﬁoggﬁ%{%xg{}?s\gf?ﬁeat hym ¢ nude
m ce. SUkétab).€ caaaapprogimaellydCsieffeect i on i ncl ude
human MCF7 breast cancer cells (obtainable from
Anerican Type Culture Collection, 10801 University
Boul evard, Manassas, VA 20110-2209; Cat. No. HTB-22),
c-Src transfected nouse 3T3 fibroblast cancer cells
(transfection with an activating nutant (Y530F) of
human c-Src via a simlar procedure to that described
by Shalloway et al., Cell, 1987, 49, 65-73), human
LoVo col orectal cancer cells (obtainable from European
Col l ection of Cell Cultures, ECACC, CAMR, Salisbury,
Wltshire, SP4 QJG UK; Cat. No. CCL 229), human
CaLu-6 lung cancer cells (ATCC Cat. No. HIB-56) and
human A549 NSCLC cancer cells (ATCC Cat. No. CCLI 85).
A total of about 1 x 106 human cancer cells in 0.1 m
of a 1:1 mixture of matrigel (Beckton D ckinson
Cat al ogue No. 40234) and Eagle's M nimum Essenti al
Medi um (EMEM G bco Cat al ogue No 21090-022) were
i njected subcutaneously into a flank of each test
nouse and the resultant tunmours were allowed to grow
for about 10 days. Animals were selected to
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provi de control and treatnent groups of approximtely
equal average tunour vol une. Each conbi nati on product
we®spisgared as a ball-mlled suspension in 1PET/GB2005/002102

pol ysor bat e-80 vehicle (@3T-m per 10 g body wei ght at
the appropriate test dose) and dosed orally once daily
connenC|ng on day 10 for a period of about 28 days.

———%%nnur size was nmeasured tw ce weekly using callipers
and a theoretical volunme was cal cul ated. The effect on
tumour growm h was assessed. In general, activity

1. podsensshitation sutieblsier use imthe syPmELiE Beatpepheiducagh ezncer comprising

an aﬂtb??égﬁz‘l{e%ga?‘flgaé/ Srgﬁq%agg énriﬁbﬁoall‘tﬁﬂ)@%ot Iglea £R+’l’r{%¥}élﬂ%%l ly-a acceptable salt

n-one" or
therdg¥sts :- Test (a):- I1C50 in the range, for exanple,
0.1 - 5 nVM Test (b):- I C50 in the range, for exanple,

0.1 -1 mMMt Test (d):- 1C50 versus TamR‘ cells of

2. ap r@a@%%%%bg%fpwgmlgn 6u1§ab or JTI% Jln 8? iynerg1 Otre%aﬁ}n?rﬁ of breast
cancfef‘%ﬁ:h oRfpriSese RIntbindtich erccérdM & @8im(1%h: asscs'&ﬁa{tl'oﬁ'vhﬁl an
the range, for exanple, 0.1-5 rrMTest (h): act|V|ty
phainmcetzalipageptablerexeippentloecarfien- 5 mM  Test (| ):
activity in the range, for exanple, 1-200 ng/kg/day.
In general, when the Src kinase inhibitor AZDO530 is
3. Us ﬁa?mﬁ&!mbﬂ%%h%ﬂsﬂ%ﬁ 'ﬁc&ﬁ‘dﬁ@ td O18%H D AR @diedrRes M antioestrogen,
EGFRP In one ofr nore of the above tests, increased
the $rctkiineis¢ inhitrtor Mmmﬁn@tarphaemawapaltyhmce}ste@n sglf thereof, and a
AZDb6 30 al one, fl ternativel activity possessed by
phagpcewijcallyacceptable fCHHeRs of 30 when used in
conbi nation with an antioestrogen and/or an EGFR TKI
may be denonstrated at | ower concentrations or doses
4. i n foplearmacenica cofnpobition hosceding $¢ slainE@rwfé«lacmhmses\/n dimsta
conbi nati on of AZD0530 (0.1 rri\% and ZDlﬁ éﬁpff\rﬂé(p iS.
COMPEHHOK EAPPEYNE %%ﬁtwest&aep@nd@ ARACP R SFCHRgRt ot
I
carrff B8 TR Tofiosiio] E5pkiihe Fhrﬁgm%%ﬁ%%? S
phaﬂﬁ&ﬁutﬂ:aﬂ@ﬁbddp&ﬂ)lmltaherémﬁBQp](larﬂnah@utmaﬁiy -ZEAep@BR efxtipient or
mV) is used against 'TamR cells, the follow ng
cattgEtivity may be dermonstrated :- Test (d):- an
approximately 1C8 effect; Test (e):- an approxi mately
IC7 effect.daims 1. A conbination suitable for use in
5. t haheyweoni sdrisinati@pdcrerlingio divimalsin thapmanfackgpof sinadicament for

administration to a warm-blooded animal to provide the synergistic treatment of breast cancer.

6. The use of a combination according to claim 1 in the manufacture of a medicament for
administration to a warm-blooded animal to provide the treatment of antioestrogen-resistant

breast cancer.

1. A method for the synergistic treatment of breast cancer which comprises the
administration to a warm-blooded animal that is in need of such treatment of effective amounts

of the components of the combination according to claim 1.
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an anti oestrogen and the Src kinase inhibitor AZDO0530,
or a pharmaceutically-acceptable salt thereof. 2. A
w@b@siersetit i cal conposition suitable for use iPCT/682005/002102
synergi stic treatnment of t¥8ast cancer which conprises
a conbi nation according to claim1l in association wth
8. @ PAMARRIGH} ek B?%tﬁ)%t?og%ﬁ% 5 &N brfst FQ{CH \gflich%omprises
A pharmaceutical conposition atcording to claim
the sdministeboptd $warmdblended esstal dgeis,intnbed & wick itreatseent of effective
i nhi hi tor AZD0530, .or a pharmaceutjcally-acceptable
amaggisiolhgscamgronenis ot hepembipationiaceimg ta cbdptlabl e
exci pient or carrier. 4. A pharmaceutical conposition
according to claim2 which conprises a first
9. conposmbinatiorccomyprisshgigh anioasttdgen ahd d@eSic &itths@inhibitor AZD0530, or a
phar maceuti cal | y-acceptabl e exci pient or carrier, and
phagmacepligallyageantadls sadfihersab arcordigs thelaio ¢ fry yrgde the delay of the

L T ITLIER

stat€xci pient or carrier. 5. The use of a conbination
according to claim11 in the manufacture of a
medi canent for adm nistration to a warm bl ooded ani nma

to ide.. eI g St i reat ne reast ., cancer
10. &% RN AT PP o e BB P s S KR o 0 R 20330, or
phmemu?raeéapml@éalt&hmdﬂ, a@BRdihg tOs1aisl oY 15k iR tddABink Ghe

a warm bl ooded animal to provide the treatnent of
trangfgrmyios of dgenalibsesss eellstto pAAStstatancer . 7. A nmet hod for

the synergistic treatnent of breast cancer which

conprises the adm nistration to a warm bl ooded ani mal
11. t hay cdrBbinitidie@nmsimlhantioeatJEeN tn®@the it 8Gald/RhMIBFAYD0530, or a

of the conponents of the conbination according to
phargpagputicallg-acoptablensadt thereof, hesordingtonddaim dffor use in reducing the

t i gest r.ogen-r.esi st ant st.,cancer_.whi ch conpri ses
tran e Rl e b e R R S B b By | <57
need of such treatnent of effective anpbunts of the
conponents of the conbination according to claiml. 5
12. 9. Arcarabibitica uitable dompuse i thy sanergistic eatimeoyefcaanet dohgprising an

EGEN T o Hhatoire b Y apapahie talitheat and fhe Ste kises initiier

AZTS0530Wrla S mHSREEAL RResebiR ¥aPtnetddg. Pr Ogr essi on of
breast cancer from’a hornonally responsive to a

hormonal |y non-responsive state. 10 10. A conbination

conpr, si n n .antioestrogen and the Src kinase
13- i %‘f%?&ﬂ%ﬁiﬁmpowwa S\%F?&ﬂ%&é gt By PYreRmiTegpent of cancer
whicdompr6d £06mbRAGESH %cﬂﬂiiﬁ&ofél%hﬁfinfagg catfon Wit %@F@n@geutically-

the transformation norfmal breast cells to a
acceptahleeexcipient or carrier.

14. A pharmaceutical composition suitable for use in the synergistic treatment of cancer
according to claim 13 which comprises an EGFR TKI, or a pharmaceutically-acceptable salt
thereof, the Src kinase inhibitor AZD0530, or a pharmaceutically-acceptable salt thereof, and a

pharmaceutically-acceptable excipient or carrier.

15. A pharmaceutical composition according to claim 13 which comprises a first
composition comprising an EGFR TKI, or a pharmaceutically-acceptable salt thereof, and a

pharmaceutically-acceptable excipient or carrier, and a second composition comprising the Src
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11. A conbination conprising an anti oestrogen and the
Src ki nase inhibitor AZD0O530, or a 15
w@b@sterseit i cal | y- acceptabl e salt thereof, accPeTGBUOS002102
claim1 for use in reducitd the transformation of
normal breast cells or DCIS ceIIs to a malignant
kinssk HHibitdrAZBOSRTBE B Eﬁirﬁ#& &Eleusﬁﬁ tlllé?‘e(g
synergistic treatne can rising
phafifdceutically-qobeptabie exdipieat dr)cm(eﬁ:ept abI e sal t t her eof ,
and the Src kinase inhibitor 0 AZDO530O, or a
phar maceutical |l y-acceptable salt thereof. 13. A
16.P h afBLE WF b%?tnbﬁttgﬂ'gﬁ) ?écto#cﬁff%ﬁ)uélgﬁp 4 1r{1t?15 tﬂﬁﬁfacﬂlré Ic}fea medicament
synergi stic ncer conpri
for admipisnationto awaon-dlduded Qmﬁiaatd’rprbﬂldle mheﬁg&éfglts@fcltfbﬁtﬂ@éﬂt df cancer.
a pharmaceuti cal | yacceptabl e excipient or carrier. 5
14. A pharmaceutical conposition suitable for use in

17, oYL P SELG L SELIBAL Lo AAEES ARG ALYk OoF ) Afcamen

rrses
for adrainERG Lo td:aabvhﬁn@nmaa alihRl &Rprovide eliee@atmbef BIGEFR TKI resistant
ki nase inhi bitor AZD0O530, or a
cangsiar maceuti cal | y-acceptable salt thereof, and a
pharmaceuti cal | y-accept abl e exci pient or carrier. O
15. A pharnmaceutical conposition according to claim 13

18. whig hle@lwaﬁbi' RS yderbistis tre AM¥ROSH dah &} Vﬂﬁém&drﬁ[%ﬁ&s #He dadifistration to
TKI, or phar maceuti cal | y-acceptabl e salt thereof,

a wmbbomm@bthm ig an needof sugh atrteentaficpicetive amounts of the
carrier cond ¢ si,tion,conprising the
comgPhS bt bR PR AE Mo BRREE bt 2
pharmaceutical | y- acceptable salt thereof, and a
phar maceuti cal | y-accept abl e exci pient or carrier. 16.
19. TheA oethadffonthe drepinaent b RGERCDK Hiesigtantcapker whitk comptises the

adrqmmg?ﬁt&%ggée of glﬁgn&%l[a%?nﬁl%gtgg of 33)%%@”' Sgﬁct eé?r}]{;&%f e?feéative amounts
of thd @AtpPRBAts OF tHeadaMinatibd ac@?@in@%@cl@fm gpconbi nati on

according to claim12 in the manufacture of a

medi carrent for admnistration to a warm bl ooded ani mal

20. to |de %he trea t of .EGFR TKI . r.esi st ant gancer
10 AiplocormbRgHeT %ﬂlt AR 3R Jiocumereistie dergmat of broast cancer

ﬁ%gran\ﬁlﬁ’a é(}tr%% $oFR PRI TR bﬁ%ﬁc@?ﬁ%ﬁg 1adc table salt thereof, and

r mr bl ood that 1s in " nee eat nent
the Bifc kaddse mhllmﬁ)reﬁﬂh@ﬁ% of a pllmmaommomldanaxep&bltetsalt thereof.
conmbi nation according to claim12. 15 19. A nmethod for
the treatnment of EGFR TKI resistant cancer which

21. €O Wﬁhﬁﬁﬁcéﬁﬁa@&ﬁ?ﬂsﬁfoh%hﬁﬁﬂe Ff ule gfﬁtg;s@é: 80 SRR of breast

that*1s 1 n nee such treat nment | ve anounts
cancer which comprises a triple combination according to claim 20 in association with a

pharmaceutically-acceptable excipient or carrier.

22. A pharmaceutical composition suitable for use in the synergistic treatment of breast
cancer which comprises a combination according to claim 20 of an antioestrogen, an EGFR
TKI, or a pharmaceutically-acceptable salt thereof, and the Src kinase inhibitor AZD0530, or a
pharmaceutically-acceptable salt thereof, in association with a pharmaceutically-acceptable

excipient or carrier.
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of the conponents of the conbination according to
claim12. 20. A triple conbination suitable for use in

W b@s8yises gi stic treatnment of breast cancer 0 PCT/GB2005/002102
conprising an anti oestroge#)-an EGFR TKI, or a
pharmaceutical |l y-acceptable salt thereof, and the Src

ki n i.nhi hi . . . . .
23. Ki Na$RalnfRERIPE 11‘1%%?&1 Qi to claim 21 wh

phar ?aceut %:caﬁ%]pycz accept gak?fe s&l t ‘ther eo‘?’.l"l}‘:ﬁ‘?lpﬂses a first
conyloaitioacentpiisial an anpasirbganamsii plabhecehidcallys&ceptablbexcipient or

synergistic treatnent of breast cancer which conprises

CareTs ¢ ?eﬁp’éd EURBRSHERN C¥MRIisEns 3 HgFRd ke g #pbaymageutically-acceptable salt
e85 Al ScRBbSEHL B LBE 552 ik Ecompnon
congpitisinglthe Sfodtinass éntibité&ZBYSBY, 9t 8 pharniac@aicaBplacbtable salt thereof,
breast cancer which conprises a conbination according
andppharmaioeptienllyracesptaite prdRienigyeaiein EGFR TKI, or a
pharmaceutical |l y-acceptable salt thereof, and the Src
ki nase inhi bitor AZD0O530, or a O
24. pharysage of b G@ple YombiRRbA@rdag to d1Aigt 2P the fanufacture of a
associ ation with a pharmaceutically-acceptabl e o
medisaanqst éprradgyinigiatiangp apgarmpblopdedhandimak topadvide thesynergistic treatment
according to claim2 1 which conprises a first
Ofbé%%g%agf?l}gon conprising an antioestrogen and a
pharmaceuti cal | y-accept abl e excipient or carrier, a
second conposition conprising an EGFR TKI, or a
25. phakheasse of k &1 yombinepompicerding to elaiar 2in theminafacture of a

o TS MO o B e oo
antib&¥oBbA-RisisHAPBRAR cafdera Phar maceutical l'y-acceptable

salt 'thereof, and a pharmaceutical | y-acceptabl e
excipient or carrier. 24. The use of a triple

confi nation _accordjng.to clajm 20.i.n e nuf act ur e
26. of e iBtieb A HiIs CPOPIINGH pieeriine footefv i BF mapibbtHusor 2
medHERk forAdRAMYE-ARN DS WHRERIBb&d AnithAR8 pieAle e tRhtment of

breast cancer. 25. The use of a triple conbination
EGER d&d desisyartt brezlstadamc&@0 i n t he manufacture of a

medi canment for administration to a warm bl ooded ani nal

to provide the treatment of antioestrogen-resistant
27. br eaRtuse 8Pg ﬁ{plT:l §olﬁﬁinaﬂ-&?aéé§?dilgétoacfl§ifﬂ & 60 HRLBAERL o 2

according toclaim20 in the nuf acture of a
medidoiend feratindi i strachnd to iast arai-bloodddmanamaletd mrdti dotthe dreatmena bf breast

to provide the treatnment of EGER TKI resistant breast
canqeg {2 S Teggfantio bpfLATHOESIERES 2p EHER EEhierayi on

according to claim?20 in the manufacture of a

medi canment for administration to a warm bl ooded ani nal
28. t 0 Hpnethiodeot the syncgistietrtatnkentofdasdst casercwhich @bmipfises the

resistant to both antioestrogen and EGFR TKI ther any. )
administration to a warm-blooded animal that1s in need of such treatment of etfective amounts

of the components of the triple combination according to claim 20.

29. A method for the treatment of antioestrogen-resistant breast cancer which comprises
the administration to a warm-blooded animal that is in need of such treatment of effective

amounts of the components of the triple combination according to claim 20.
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28. A nethod for the synergistic treatnent of breast
cancer which conprises the 25 admnistration to a
woRsH iseoded ani mal that is in need of such tPEHGBRIWNE/002102
of effective anpbunts of t-#Hl conponents of the triple
conmbi nation according to claim20. 29. A nethod for
30. h% eﬁﬁ)‘iirfﬁmhe%eaﬁﬂgn't g?ﬁbﬁﬁgﬁ@' fe?ﬁﬂaﬁ{ 58hst Qﬁrﬁﬁﬁ hfcgnrbgﬁ{prises the
conpri ses mnistration to a warm bl oode
adnﬂmsmiontth atwdrm-bloodeleshirafl thatdhir nieedtofienth tedatr@éited ffedive amounts
30 anounts of the conponents of the triple conbination
of theccosmemarfs obthel tap%cgmbg@tlomaﬁ@rwaa te gl BR. t r eat ment
of EGFR TKI resistant breast cancer which conprises
the adm nistration to a warm bl ooded animal that is in
31. nee@n@fhoﬂlfahthbrt@atmm bf bleast icheet thaeisas®stahSo ®bth zhﬁioestrogen and

rr%Jnents of the triple conbination accordln% 0 o
EGI AKhzuapy5vbish CRmpBidcer fFCantSFfétlfPfr tat Yame-blsodpd @mmal that is in

e T o g e e

acc@dﬂ’@&mmrﬁgded anl mal that is in need of such
treatment of effective anounts of the conponents of

the triple conbination according to claim20. 10 32. A
ItAF b—g:g% ?%g ngtt c'gﬁ&@%g%?grﬁ%:c@g t goln"{lpmrgl112g0anC.':?nr{:'ti)>restrs’oggﬁJ A EGFR
TK]PB@[ ﬁl@eﬁrﬁlu&afﬁ@hlhyta %ﬁBIe%Qﬂt ehepddf! arkdBE SRS kin@RAnHiBRorAZD0530, or a

ki nase i nhi bitor or a
phalpmspmawapmtam sedictbereab far usalin theldelayof thef prpgession of breast
del ressi.on of .breast cancer froma
cand Frogr gl e B B o AP R e R E St v
state. 15 33. A triple conbination according to claim
20 conprising an antioestrogen, an EGFR TKI, or a
33. phak tride cembiahtign acorimgiol odaimal( conyaistng an antidesttogesran EGFR

i nase inhibit AZD0O530, ra .
TKIJSﬂra% H%’é‘&?‘?“é‘ﬁ?ﬁ&a%@@ggéﬁllt ezshify and{G Sty kingsg,inhjhigor; AZDO0530, or a
phaﬁﬂ%&tﬁd&ﬂ %B@ep&ilﬁ@&ﬁﬂh&%&f %}lﬁé i RUIEhg SRRk IR RhliSh bnormal
?,ate A'triple conbi na§| on according to

breast m’llﬂ@ﬁ)ﬂ(ﬁﬁrptat& ng an anti oestrogen, an EGFR TKI, or

a pharmaceutical | y-acceptable salt thereof, and the

Src ki nase inhibitor AZD0O530, or a

ph I
4. Do HTACH Rl SEERAILD CRufeld comisFil an (rffock(tfch n EGFR
TKIDGH Spleshnhcertioaldy-amkpigblashlt tieadof, and the Src kinase inhibitor AZD0530, or a

pharmaceutically-acceptable salt thereof, for use in reducing the transformation of normal

breast cells or DCIS cells to a malignant state.



