WD 2005/ 117888 PCT/ GB2005/ 602102 CQOVBI NATI ON PRODUCT
COVPRI SI NG SRC KI NASE | NHI BI TOR AZDO630 AND AN

ANTI OESTROCEN OR EGFR-TIC- INHIBITOR In a first aspect,
wbeoRieaeNt invention relates to a conbi natiQicer00s/002102
conprising an antioestrogen and a particul ar

inhibitor of the Src famly of nor:-receptor tyrosine
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in a met hod ANTIOESTROGEN GRIEGER-TIMINI®BITQRI ticul arly
of breast cancer, or in a nmethod for the delay of the
progressi on of such cancers. The invention also

r el Hraeldist aspegt, ﬁhﬁaﬁrﬁ%@mf@n@an red@erde sicembinat@YASRIPEFiRg an
ey ARG AR e bk 87 050 o AT Bl RoblR s, oo
combingtamed thegnvention helsefnhn afasettadrfer é treatmmedti of ameedt, pifrm:ularly of

breggtf%al}ctr&]aﬁ té)? 1e d eeétE%{d 1%{ Hag d%lﬁlg 8§?1r eﬁosfg:regglgx? fg%sc a}bcaélcers ’9hef iinsfention
als6 @eﬂhbsﬂafaIpﬁﬂn&@éﬂﬁbﬁl&bﬂ]@oﬁlﬁbrﬁﬁhﬂﬁﬁlﬂgkuchglrc@ﬂﬂlbﬁaﬁ@ﬁirﬁrto the use
receptor (EGER) tyrosine kinase (Il1C inhibitor and a
thegrof {1 themapufpipie st & aq«edlaﬁmw éor usg inthe amef @arncmﬁ in the
mahSGERQF 2 EuRIBG f& UsB@SES del )Ebﬁh&gHEEf Rk, the
invention is useful ina net t treatrrent of
canberfurthgyaspect theantoptiof rebitcs s & cmmn@ron cempnmmraetpldennal

gro%q f;a}%]{or (r]&épqgrt @@) énsclg{lﬁnaqo E]I‘Iﬁrgahl‘)lt n% a | ol ngl%lc anl%%t%{y)f the

Smdbmﬂlﬁ of le-peapyiremsinnkiodses Ults @aitdeition oflihe snvastpeds ne@ful in a

i nvention al.so rel ate 0 phar maceuti ca
el S FeHmE b et bt Bt e GhOtaa sagcerrgostate
catké&€ néheh8Ddelli g ABcHBRUARE bbd focRlaer, SBMI CANESY fof QE delay of
use in the treatnent of cancer, particularly of |ung
thePagErRsion OBIUSH Gecals: dhiseanect ofiheinyention alse Felatésrip s pharmaceutical
corfififsh iAo RBEE: GANAES thefbe bR TARHLACKI & o
0 nmedi or use it t
megicagerd $giveninghe gertedah caxer, p?ﬁ@CdlaIIya)fﬂmngtclamer asloecta] cancer,

t { { nbi nat I Si
oreg ek B R e e SRR bR o PR B P

medmh&nﬂf@rus@fn thh@el§r & thaprogryssn dleiichi@sRpt or tyrosi ne
k| nases. The conbination of the invention is useful in
B GFPefh cip ERtiFR Al fo & sprplipation SPTPETREH Antiggstrogen,
an EG?RSItK hvaer and(?irpahﬂ:uﬁar BiveHof 1L Sltcrfﬁnﬁlﬂ)f%bn (Hzceieﬂ!ﬁ?tyrosme
progressi on of such cancers. This aspect of
kinpseg.e Hbg eombanasion pethainsntian iguishd imapeiipd talthectraposi of eancer

parfiplIRY e}{)(#f%}r%&t g&%gﬁﬁ@rﬁgmﬁe Ry 2 thelo el n%%@lf)ﬁ'%?such cancers.

This hepettr @ gltenievintion ilse aft@rto @pharmatduecataompasiiaroempfisiag such a
of tlil ressi

corfiva R TRR o b Bror O I e L SRS B e It 6 ratment

of daR€dr BB BelngihGadture SEE treBiRamEX F@TRIn thedmy FdiAirb@Bssion of
t herapy and/ or system c chenot herapy. These arc

canfrtial ly successful in some fornms of cancer 30 but

ar eCheS® 01??}6919 ?tﬁ‘shfelﬂjmgj danQt Hl%fu%le s%%?[ﬂ%eéeéﬂcﬁg Qt&ﬂgl vefitt Qadlatlon

for new ther apeutic treatnents treating cancer
thefaapyndiér sysiemicwhereothertpye Ahoendre paghltymcdesafulae bdme forms of cancer
but %eolleésfsggc%gsﬁﬁ in gtlhgres a%gg’re ?’suacc%a‘}1 %ee%%r 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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utilise conmpounds whit: h inhibit DNA syntl hesis. Such
corrpounds are toxic to cells generally WO 2E005/117888
P(" T/ CB2005; 002102 -2 but their toxic effect on
weRldhsshi vi ding cells such as tunour cells w&arM6s002102
beneficial. Alternative _gpproaches to anti-tunour
agents whi ch act by nechani sns ot her than the
i nhi biti nt,. have .t pot ent i
oulhels Pl Siectnan B o By P Sk Pnens A bafeierat
AlBRFiSe hfprddakeshe eni-finfooy@ne dvhidhaict By medhhmemy oﬂh&QMfEthe
cancerous by virtue of the_ _transformation

intibjien oD syptBessgR Ve e oAty e digelasenhageed aelg«“éwgy facEAn-
on @rﬁebéﬁ@%aﬁ’ﬁ hzgs%gﬁ disdRetel Ehat QEME)Q%C%e eﬁlcérgﬂﬁw v1rtue of the
tunmour ceflls Bras aw, |1J xstlt ensi , 1986, 1,
traSeforemagion ofapdrtionciogdPds infove onqosenetz@ 2 e p‘rlmdlu@n acr_mwatmn leads

to %@&PW&? Pla;#lrgghqnﬁlg | gl\%tecgﬁ% @S Tads %&Qﬂerﬂesﬁsaﬁgéﬁ’ 3: 01). Several

su&t@ﬁ@@ﬁ@@gﬂ/e}/nie&ad& prédudtion SfyfepRcEe whﬂ:hca&i ﬂece@tcﬁi for growth factors.
feration. it is kl-sown, for eé_% t hat several
Actinptingeh & sspvie dertenyPesBion EORPIFS Sf‘éwslg}htl%a s {panigereqsq i cell
pr&ff&taﬁ&{‘ 10 R96n ff@icéx‘ﬁﬁlpfeeﬁﬁtpste%rﬁ &E%ﬁés%%c&dé&%%hﬂ@kmase enzymes
kinase enzymes (Yarden et at, Bi ochern
and t@s&na@@rmm3actdzrap@@torwe altso tymsnrw Kinaseyesyzyeses (¥ axded ef al.,
n. Rev.'Bio %§m t5‘7 4‘4? et a HLRR rpi/lehy }%ﬁi nl@89
—rh—n"asevcl—o—b déent | ar 0S€
Chpndey enedirst gr@]p of X)&nqlheeklpzpﬁ@fo-b@ idenyifiabiroe fk]nm ashb viral oncogenes,

LU S RN TR ML -

tyfoRRE Rnased in do¥hATeNE fii RasBle S)@&(hérf’ WirSehei@e (ditferdise known as
c-Src). Receptor tyrosine | dnases are inportant in the

c- $fﬁhnsm ssion of biochem cal signals which initiate
cel lReE%)%r tﬁ@é nasEHE¥ uﬁf)(ﬁtaln%gﬁe el i¥een Wf‘bl%gheﬁﬁ)&'l‘ signals
t he ce ane and ~possess an extracet!lul ar
wfbcfnm;tnng: adb meplinatfoor Thepue hargeamrpne whicthspas thepel eremirane and
PO, omwhefcdﬁceﬁlpf%glgg \{31 a)) alﬁg% g}?\;vﬁtf Q&§ lﬁ&clﬂla? a;t»ﬁ&{nta %rgwth factor
(EaiF) m@l aAQnidgkeltigar pmrtpfrnmﬁcmﬁmamis bemk'naaie@o phrtfsblnmylate ty:reélhe amino
rollferatlg . Var] gus cI ses_of regﬁgtor téﬁyé
acids iTHRIS s P LGB I {861k 56 93(8\1/%%8% flages 0 receptor tyrosine
MRSEARE Ribwn FRE3; A@Bincé3n CRccPRSRERN 9baO0l 423$3) vaded on families
growth factors which bind to different receptor
of iggavish fastorkwhisl bind tq fidferanbresiprord gosipnkipsres. ublesclasgfigaign includes
[ A
R
as alnOE@F IR Hoe Nep bid ahBCE@p®rs, Claseld eqabpmr tysosios kinesek corapésng the

00 2 LS el BT e 5B Peros o

in§ SR EPhRH SecBfbr (IR PAIdTIARIIBEQEptbLGaRING kinhddRBdmpdnIhas s
[1l receptor tyrosine Erases conprising the

pl@iblat—@dnefcd @@Wlth/@dtog (FEETR frmdy of re¢epetyrofingingsepfuch as the PDGFa,
t h the PGF PDGFI 3
S By Y e PRbef BT 1B Bt ' eceptors. 11

i s alisalskReowh thhdertai@rijradifie hmis@§bd]@1gl¢b RRSBSss bﬁlcmrrgcdpm)r
the class of non-receptor rosi ne ki nases whi ch
tyrppige Kpase adiahife lagated larraqeﬂlyla%h andaaﬁ%mivﬂk)’ﬁﬁ 1dfe frapspyssign of

bibdhRRsal ﬁéﬂa%uél{ as those that influence tumour cell motility, dissemination and

invasiveness and subsequently metastatic tamour growth (Ullrich et al., Cell, 1990, 61,
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bi ochem cal signals such as those that influence

tunmour cell notility, dissem nation and i nvasiveness

and subsequently nmetastatic tunmour growh (Utrich et

@b,zoogﬁblsss 1990, 61, ' WD 2005/117&%$8 PCT/ GB 29&920
03-212, Bolen et al.,.£AS111 J., 1992, é’ﬂiié ?

34033409 Brl ckell et cl., Cr_tical JRevieux in_

RN 50 00 O BN P g

OB HicHis, | ée©|axlz1,caen018mm SBZ)hl%ﬂQﬂal neo¥dn @4693 BQMZB%BUVCQﬁﬁneldge
et at,

etgf/ss_nmé@%@_ i%% 24239- 24;6a¥§6ﬁ%§btégeréavl _&ﬂ%n&_ 339-369,
i1096.301897;451 B

e e T ey By o Aot o Sy oy oifyn G Biolosy,

1997P, 1864492 Ebver elet., ooy Bioph viion ARito JR9G 1287, 438149 and

SHPLBELL %, B L0 pud 988 Fou i N RS . Vi

claseesl of domeectner thiosiné Rifkdey a&d@hwﬂ&clddﬁlg&i@Src fhayily SIEH as the Sre,
and Yes tyrosine kinases, % such_ as

Lanbynagng s drrosies lgnaees &}ezf}trlgfargl@twch a%Alalaaw g ARfl g &aszarmly such
aSJ_;QkadTyskj(nown that the Src famly of non-receptor

yrosine kinases are highly regulated in normal cells

an d Ii ig knoien tbstbn S famile of raacietaptolr srosindg indses axe bighly regulated in
no@%hﬂ%ﬁé 511‘%1% b3 r%&nb@@ﬁe&kﬁ{&uuﬁ{) In%ﬁf@ bg{ﬁtmﬁ_gamg\érﬂn'act%ne
ue tamly nenbers, for exa yr oSl
cokfomastign. imwehemmﬂmfmﬂmembaralﬁd)ﬂ eycamp]blcx&t qdos(nm«ﬁm% is
| evel s) in c nan
OB S tran o g U PRt RO ST B B gpioB human
caﬁ@&r@mch beEds@bin@ichabtMABECIHd: ERNGRS coldn, (SRl b dt@fch @bncer
Proc. Nail. Acad. Sei. USA 1990, 87, 558-562 and

(Cﬁﬁ‘dﬂélﬂt ehfil., Prega Natl. Aged. Sciq@eyy, 1998, $30%7- 8505 Magred al., Oncogene,
| 95,
1@5?&?%03%%&296)’ aﬁ% Hﬂ%%gpéé‘?%ﬂ% f/va% wn%ln&rr gcege olrg%’]ﬁ’

181091f16$®)n dhk Sn:ésmsly hisonakswidyépsihaldaaseshds plsobbarlocated in other
cB AR R SANC RS SHED o8P 00 RS TR deCrl i)

Cancers oCar crnorna
adsnpsaninemac eld sqoaneerceld tartcheof Ithrigng (MzureaRK er 21 Eﬁﬂovean Journal of

Euro n rnal of 0O Cancer,. 19 28, Z-
5P e%???%w P}ﬂgﬂ%Cﬁ@cea alemgéafﬁ 8@@?@@@@% )99%&%2
1452 62) % ha@am,cal%ﬁg&h@g@m et GBNGR! 1903 aRK OY3KE), @dnc@lof the prostate,
199 33, 103 cancer ~—of the prostate,

OVQXI@} saper € Winner ef (@ i 1990524 64 TR)cand &prdpicatic cancer

(L?l%?eog e%rlﬁt)&lg]%“' g@ﬁ% %}E I@%nésﬁ%t '1§9§ %g%g’b?) 282'5}% é.ld%gr %man tumour

tishges farer tedhat fohte®ne faonity of HOII-ICSQID(HSYI’aﬂHG kieseed if axpedtérethat its
o tyr osine kinases it is

Wé?(sﬁée@?@aw%ﬁﬁ%cte Wlﬁgefgﬁaﬂoées,pr ead preval ence will be

est abﬂs Eﬁhﬁﬂknown th& theusrbdiiiindod el of hgdc nbheedepteflgidsirKnase is to
c-Src non-receptor tyrosine kinase is to

oG R BTG e dSEh NS OF CBRIETeS R B S Eibgumber o
cyldMRHEH brb@RLE frﬁﬁltdﬁ@fo%{ﬁnlﬁe AP RIhe Qbn kifi¥EARA Bémhﬁ In addition

proteins including, for exanple, focal adhesion kinase
c-Suads galp]eri ftmmgrlaﬁngdﬁth(wagmtha@e@l@te the agmuwt@s&elpt@n which facilitates

L gn n at hwa act t
ceﬁ éj?oéﬁi Lvl\%: VLES, LI anttrofl é‘ {)f the 15 AT S %Syn non-receptor
tyrosine kinases in integrin medlated st gnalhng 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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t cell ;notility. Likew se, inportant roles are

pl ayed by the c-Src,, c-Yes and c-Fyn non-receptor

tyrosine kinases in integrin nediated signalling and

826055148t i ng cadherin-dependent cell-cell p4RGhHIERS2102
7 Onens at at, Mol ecul ar Bgcl pXcf the Cell, 2000, 11

51- 64 and IG i nghoffer et al. EVMBO Journal. 1999,

18, 2459-247:1). Ce]l ul r.nDLiIity [ cessaril.y .
bt PREF P BESPCl SPB bt e TRt R, Hvasion of
oteBRAN&10Q 2402  onlof Rttt OtRTRD E@S . LHYE: exiiplé, laelos hﬁ@cﬁﬁs

of dissem nation into the blood stream _invasion
pragrereien fioms pesasHe dISHArnaEd: G e RERSSHifass e Correlted

r 0
wiflld QY Bon | 'r:é%E%tSﬁ?fHQS él?nhﬁlg%ea‘daﬁvﬁmﬁﬂton plpolely éﬂéﬂlégﬁ M, 283293,

calised t i'nvasi ve netas ati ¢ di sease
Filvhsm lzean EMBO &) 08dl7, Bl- 9hamiV@B®m0nL,r£e&@_e§&bmmmépﬁ% 248,
53§i§gfe activity (Brunton et rat., Oncogene, 1997, 14,
71593, 5 Fin-hamet al- E MBO J. 1998, 17, 81-92 and
Ver beekd@plyfigtas bednxBooghigd thiteseatiibitor of 828 noZ4deptor tyrosine
531-537). Accordingly it has been reCﬁ nised thg H
kinapgsishpule pe of valisap 2 elRctive dubphitor of e §OHHE of fymope ggls and as a
seﬁmllﬁlﬁfbr Of th¥ ﬁlsk@mﬁ§ho§ ang krﬁ/ﬁ&{/éﬁ‘éss' IR b Bin @fncbR1ls leading to
tunmour cells and as a selective inhibitor
1nlublt1t>1ln ef lmtssmm tpatirgmovathd In paraeilar @n &disbief ohsishae- Beheptor tyrosine
lﬂrfaggscs ?ulcci %e 0 “allue%% IaH gnt[ Hw;clrﬁ(?\g!r e&gfﬁtkflbltn Slg El? ?% F&gt %ﬂ@%@tﬁh&/or
u&mnhwGM£pdanmiwd@amme ki nases shoul d be of val ue as

an anti-invasive . t for use.in n
anafor St G HEREOUR Tegnt APRIGHHSET " QUSRI g 016352 that
thSERUEMsd AhibbE Aok reib S e 2APRlidtGad 40 EDleirapy or may
01/94341 and WD 02116352 that the Src kinase
inyohye, i addition de the OBBazlin, BerBiaH VG theee WHUFALANS copvsptiopsl spreery or
racﬁ&!hgraéy @Bo Eraﬁ%y&r’kﬁ ch&ﬂ&ﬁéfﬁpg st sBAi b bRMhdb 8nd B&nore of the
ui'nazoli ne. atives of t e inventions,
foh@zvmg pdtegomia$ ofsmtigenyurggents adi ot herapy or c¢ henot her apy.
(1)t E g %th%? grr %&%&o&pazggl\#a gf & Lror ?Xélrsnpgefméé al Orl])(l-':(litgl e (i)lﬁl§b1f%rs[ 1R (n%}n‘}xl;astat
an@ilEitodddflurd KRS pl@ﬁm@g@ﬂtaﬁtl‘(dt@rre@pmﬂﬁjnenon) A
rnetallogrotelnase |nh|b|tors i mar i

(i) nhiapiigkisragye/ iwgomate dmeadtds Predtrea L}seé‘ in medical

on(:ﬁSg}pts&Uh o UG 1ali RN Adgen®d Qfok bAakmple cis-platin, carboplatin, cyclophosphamide,
antiproliferativelantineoplastic drugs and

nilgegeh immatard mslnbien exbioraraiaicy segulphanrsg ngEisourert G g tabolites (for
t \
ex?n%?%ogﬁ ?akéé%h% a{sgﬁl R%?nggiléefrs] ?%e §)f121?i{6|}1%§f£ hr?d ntggﬁ 1' %,ltltrexed,

métrotpxate atyfosinkiagibanwkide id hydusyinphan, fandagplet sy mheaagt)ayred

o RSP O 68 PP RE BRI LAY At QP

(8 Rb-Y biffaBesl [N- {ﬁetdﬂﬁ&mﬁmb@s Gyiiigaioqeinatolibicrpsietiel)and
hydroxyurea, or, for exa one of the preferred_ 25
Némppﬁrwa%mplbé%zaml%r‘bgféwzplrﬁ By dﬁ»a?tn Hnour antibiotics (for
ughy El@é}ub .d bicin,
0500 OSBRIy (51 i o, s
idglobiqin, mézolzn-C6 dgdtlnemlycny and Mtbmpn)z antmntotlc agents (for example

.yn ' ben t
RS R Bl R FrfifL fhe wna
anlditd@tcad) EhrRlrysoi sdmeldse iliits o, (fa@xanplb B@pdﬁdopﬂﬁlﬂt‘mﬁﬂylﬂ{b mtoposide

epi rubi ci n,
and teniposide, amsacrine, topotecan and camptothecin);
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iciariibicin, mtonyein-C, dactinonycin and

m thramycin); antimtotic agents (for exanple 30 vinca
al kal oids like vincristine, vinldastine, vindesine and
wbhss8IRENe and taxoids like taxol and taxqigi&hosAiHoz
t opoi soi nerase inhibitorss(for exanple
eU|podophyrIcrtOX|ns i ke etoposide and teniposide,

..ansacrine, can and ca ot hec %’%I‘Vg ?05?%17888

i D oer B oo op ey PRG inodah fae

ral@0fen0. 6160828 Snd foabx yeraRhntaFes (fo? BxarhislE chﬁ]lufaﬁﬁ&;, flutamide,
ral exi fene, drol oxi fene and i odoxyfene antia

nilgieefisrigd GYI&?tC@%%WFaéG bUé%H@P‘éﬁ?ﬂlﬂ%Of It ARPEES (fOT example
t
go%’g}élfg %H%rglt%gﬁgqud IEI)QQ{_'%{Q, glgg (@t%r%)r(amézlgllﬂeﬁrgesltﬂol acetate), aromatase
mrsblmse(rfed elxm;nplle @8I prasiradolen lea'az:blfb usm@b 2y qxepxestgeé egdjohiitors of
(for exa neggatrol acetate), aromatase .5
SorrRiHCSE i aﬁ?ﬁ? %npl e as anastrozole, letrazole,

@vyor i@ Grih fR I MRESB 6@k adPld siidhhibi&s shcRide growth factor
5a-reci uctase such as finasterrde; (iv) inhibitors of

ani@fragigs Herp Wit TagioregsBtor eRfiborliss, tERERpKIBas felhbifashing sedpedhreonine
r

QI A Rl 80t BEOH S DU B bPELRS o crampe

thesEGFR Wrd)Sllﬂed@muSﬂmhllkﬂOHM -thdbiiobi-flenrephefig)- 7@mquz&b'e

o R sRn A SBIEL Rl GERY 3L Y (o

6 Mlei(zcaham;@eﬂoi)b&iﬁfazamh zt%nylhq (cPsse’v”monndfﬁ acrylamldo-N (3-chloro-
- ( 3-npaphal i nopr gpoxy) qui nazol i n- 4- am ne g%g) x)
4 ﬁluoaoph(a@(lg Fp&ﬁ]émgpoxy)qumazohn -4- amme (C11033)), for example

1nl§b1?orpbistﬁgpl%feb Q&W%Ei loZ R0t Yty 'faﬂﬁ?ypdnﬂ Rorksxple Aghikifds of the
74) and 6-acryl am do- N-(3-chi oro-

henatocmel BoBiHacigd mity;(and- ; |
0L ANGRERY SRR AREEL M a0 Gl A e B o

sucﬂaistthfr comgiwihds disabbsédoin Ietxantpdoal Padrit Bipplicasioof WU\%V/ZZS%

R R T IR M RE————

(foY @il &lin &REO tnk}ﬁﬂn\‘.di‘é ofdh@Wid ol FrlufétionSHE Bn@sst &g

conpounds di scl osed in International Patent
Appl i cations WD 97/22596, WO 97/30035, WO 97/32856 and
CO\QQn?a‘?’Jo&%?’Q{‘Aﬁ{b%s&&% ?{nc{ tHQSmW i‘torwﬁsr mechani sns
(for exampre [T nomntrade, rtors of integrin .v33
f un Eailpmdaaigargindg cam&hahasrgf theZﬁeaﬁmrb gmtdlltyrmcnﬁorardependent and,

tioes. nd t e Src inphibito Ear and
iiRaoalved ey ADRRe Setera Greneb Pl SRRy of 1 Esrogen
red@BIoRDOEsBERLMIRBH ndl Be acihiet 8P Way sESditdl ¢astiaton. Preferably, the

i nhi bition of oestrogen-driven growh signallijng
oty obgesrpgenpway ala@%coup@aeémswg an@sétf?&sa &ierapi) 19 ?}@ﬁlp}wmg a
noﬁ %te?&@dl GVt MRYh O (R EEE AbreRBiSld] Rlid:PfRne, ArbGlabM
*5 effect s of oestrogens may al So be count er ed

1oquyf¢ge amtxcoleéy nogeampkidena ihe effots efeeatpdgenimingsabe countered
U fume Rl B P B o O B Pe kR P S B reseai
dopafrbgutatbiasubly asfsivegsant. : ar noxi fen. The effects of ,

oestrogens may al so be counter
It ha(‘s:] also been);ecogmsed that the growth o‘% certain other cancers such as lung

=

cancers may be hormone-dependent. For example, oestrogen receptors have been detected in
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usi ng ot her antioestrogen therapies, for exanple using

a steroidal oestrogen receptor down-regulator such as

fulvestrant. 30 It has al so been recogni sed that the

WOAWsN1@ks certai n other cancers such as | ungcrs@e@os2102

may be hornone-dependent . gsFor exanpl e, oestrogen

receptors have been detected in WO 2005/117383

PC T/ GE2005/.002102 - fp tumpur ti ssue. Such :
lungApragirdissigy Sugh@pessymay éh%‘g?ﬁfg‘?et TFodFede f“ﬁiﬁ‘?‘B‘?"t %&ﬁswe“‘d“"e“
cr QA8 SRARR Bl L Mas thegae@ef&gan sdcgsd. | ing by way of the

oestrogen receptor. However, resistance to endocrine

t heHawyvqg,rre%mcs tcaer»dperajedhqramqsam a mjajpr phwaclq igdlenggpment of
R F o s B G eapb Ry Bl PERRERE Bl B hplBreictnce
that esulkstis tunfoul proREEssi (. dgrrmﬁti yBhLs, Ibm:arch dnemlbegym mlm,derstand more

researc der st and about
bR LTGRO THAR WL P et Pl el BEE Lofndotmne thrapies and
disess ProptRN6Lint R RNHRGTbshRe LREIraP 850 300modiISRASE Been developed
progression in breast and prostate cancer, In vitro
thag esfiectriprizsngisivan ef lseisianagdy antipenonetagents. mefplydamepien resistance in
bre%gtq:%{ﬁc%k tft 8{& b%gn E}fo%%ﬁé’%? ?staFnQe ﬁ%@f”?g NG RA0ERES ’cells to the
. hot a tarnoxifen resistance In reast cancer. [t
anti@strdges mmmmlstrimlmwdeia ipstt ante clewatCEprevgion andaatiastion of

coRBaTeRP ah i ot vy et SR O b SO 005, 1o

103210443t it Qs Do bee® FHYMMANASrd¥fth Fleeor Eacqy_ta's&u@ﬂ&m(}mmmulate cell
pat bway (Know den et al Endo crin to , 2003

migration b\ mychanismihal isfreligvadde vels imvpt of @l?edm%efl é&ttV&Fed

prét&f KRLYY mpmlgﬁuﬁg%ﬁih%y MHcabEuC ekl cahaiR B RY 2602,
mechani ses t hat | ieved to involve 1nduction of

9, B’héO% Ebg@nstampow Egtor pifesting helartaey of g@spiatients is the

dev em%no ﬁﬂg@jﬁ@%ﬂ%é’f gfr{cbtgc%gg%vﬂlg]%l égﬁ% g/ pgél%g)lg? nSl%ch cells show

anfeﬂl(kah@&‘meﬁlf baetlinngilithendripvasiabriessy whith Lsaaﬂ@[lvq:)eﬁdmaai@rmgesswn
the developnment in their turnouts of cancer cells
inK¥ing an invasive phenotype. Such cells show an

enhange RATRAL fréh I@hitioNBt Batent XpARdtidWasS) VeI s ﬂlavxdsan@hl 3-Bosition
refl ective of disease progression inn vivo.

sulstibs W@ﬁ?lmﬁ?tdé’flYﬁkVPWFeSWémaS%b1bit€’é(taP%HW are anti-invasive
a Qﬁs’l@s%ﬁﬂ'?n hbat tﬁgﬁtto"i“vgh&s PARkk '119:‘ihd1r?goor§é§p§a§1béruq'ﬁgcompo;/lnd

cui nazo erivatives possess Src kinase inhi
4- @enhlowﬂg%-mﬂdylawdloamllnow&§1(Wetfa!gémmruéﬂf)@thoxﬁ t he

nent f . vari.ous can n S
5- t?%%lygro%ran— afloxlqlﬁlazoh or 0 %f] Oﬁlﬁoglﬁielgél; géy\é{%h?r? E)?a?nple 14
thérclﬁ f(Rat (cémﬁ@mﬂllyi p(btaﬁ ISazlifasi mHﬂ)l’tbt hakiy Js-identified herein by way of
tetra drog% gn -yl ox9qui r xazol i ne is disclosed as
$9 Wit hin Exanpl e 14 therein. That

C 0 mﬁpﬁﬁ@ 9re's§1t SveRt RN h Week bmﬁﬁﬁhét@i‘é Bhielact®ig id fuclefsed and is a
identified herein by way of 25 the code nunber

doppposFthwayrsontelipg ds measewlvévﬂswe abilifytof yahasaene SHgwm cells. It
hag Qe%tn sl%\f tlhg{]ﬁl’?' BitdG Ii)lf a!sesreklﬁﬁ. i Q?e%QCtPo'ﬂ L&l i?lvasmn, further

dom way con |ng t he |ncrease I nvasli ve
sugdebiirigt 2ys1g?f1f1caﬂt nohmfmmcnlenarse sigailing incett wsisthit 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

AZDO0530, or a pharmaceutically-acceptable salt thereof, produces surprisingly effective
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has been shown that inhibition of Svc kinase results

in a reduction of cell invasion, further suggesting a

significant role of Src kinase signalling in such

w8ShoshpRts cel I's. Unexpectedly, it 3t? has bggqdde04R6h102

that a particular- selecthon fromthe generic

di scl osures of conbination therapies nentioned in

I nternational Patent Applications WO 0:1/94341 .and.\\).
respis. PHQBsPGCLICHY, 31@ OPpLRHPY &l any aﬁ“%f-‘éF?%ﬁél&P%ﬁ’F%‘%@nase infitor
AZDVRBH PRtihRBa Bea@Peffidt thh@ &St 4c8EebIEReht Bemi@dlsGatidn @S her an

i nhi bitor DO0530, or a pharmaceutically-acceptable

antgnghtrogeh ef i@ Prc lpnasel ibdstos AZPPPX) gjiey ef f ecti ve wo
2005\%1311 888 R %@& ' ional Patdr® APbliciiofOF® 01/94341 and
speci %3%% ?}ﬁ? e %%%%9%%%9%%“%%zgﬁlaﬁk%oggtrogen and o
WO 02/168%2 thitnlasSc kinhseinbibitors AZD0&80heapeio dugy bs ugedgn eantenation with

ef fect than that achigevabl e. the.adm ni strati on of
et e PO bR PGB P SPURT RRLG AR pGpfene)
theP4DA8 36l caRlosMB ok B chBingtidrSust bEartingiolsadgntanid fhe Src kinase
~International Patent Applications WO 01134341 and 5 WO
inhgjzifo1 6FHD53hapr thpenBeechicombatipPHicebuepTingdl Gledve results.
th e[ﬁ@é&ldiﬁ‘%yo tngl% gin'v@ntﬁ)g 'ﬁh%'ré‘% Qe atcmeination_ suitable for use in
antioestrogens (for exanple tanoxifen, torernifene,
thersghargistfiemament of bast eangeranuhprisidg sy arftiopsiogen anddheSIc Kinase

) eci,fj i scl osure of the conbj lLon Wse of an

inREF e, 36 BRihFrrtiah R FABLA haRat>e ©, B0ca0,
nor Jiifetbeanyersoehthaasii MadohdimapoduneRsges tepitdiangiuy, sequential
effective,resultg. According &% thg,gres nt invent%&n

or pqparale JAMINSEPY ahthS CRBRIERECf B cenPingiine 11 B¢ q5Rest piihe

inveRtidr) €a SOHBE Mot fidatQatMBRhe Rk ahBaShti SPIFCRY antioestrogen and the
conprising an antioestrogen and the :Sre kinase )

Srg inhibispt dn 2 AZEEBVECct of the ipisaions st eumiipaion yersages seasE!

adr%ﬁ’lri'%ra{i&? Bfetﬂggs'e a énté. Sf[ntagotﬁﬁ‘ a g@&f%ltn@iﬁgenttigﬁt“atcglﬂbﬁhtlil(ﬁ‘l” envisages
conpi naton” envi sages the 'sinultaneous, sequenti a

sef@rats afrainatrg&icadfihvss tgeatsi vheod the hdnioohpiomen tilgse hgentsds sequential
conbi nation. .l n one aspect of .the invention, "a

or BB B TLHPPSGREE BF SoPAFaBnee ST Betbgeips g lose the

behdIR ofihk kAR e 4110 @EMctA thelcdbikatit Berapih i THub dor the Bvddance of doubt,
further aspect of the invention, "a conbing?ion" )
thespigseabigeantigr Boies & FOomRiBRHORCOTPRTREHI BF1OTHESR RE difrye kinase
intiBit@ 51\%55@50,%? gﬁmgeuEiQQI%QEW%lt thefe o, @88 3tnhMBneously,
envi sages separate admnistration of those agents.
setkretialyton ecpaditelninghe simprgistio freatmoief hrgericances osguent i al

o BYRBERE T Grob AP A0 M v

cafder.t he synergistic effect of the conbination therapy.
Thus, for the avoi dance of doubt, 2.t the. present
| v @it Ehle BRGNS & 6 ABIIAL AR SGIREA 1 K- gen such as
tarAdifeQ EStchRBRE) bk fdnb airSibLifdoke ﬁﬂ@%doiﬂ&iebﬂ;}e&i@fulaﬁym&, ora
or a pharmaceuti cal hy-acceptable salt thereof, for use

stes¢ifial opsireepiuEsFpior dowguestatel ugh Hyfulyeepat/ePipiargd ppfpestrogen s
tmﬁg)ﬂ%ﬁ Qt ﬁh{le%tr{ir{t.egtlﬂgrg ére?érre'graﬁﬁ’ocegtr&g%ﬂ ‘i"setﬁmoﬂ[’enf %te ﬁlgtﬁ)estrogen

si nul taneously, sequentially or separately iIn
tarpyifendilsd krovwodlyaye AftraZaeccp trodp es®i ‘Diolveflexbrie tigtirans isomer of

1~é?%gi%{e'§l}yéa]n§$%? 0§(UI tesgi—z @?cﬁé}éeﬁ}%ﬁ)ﬁtgﬁ %gwlllig’ﬁ isfd%gloge)&a}m SSatent
No. 4,536,516. An alternative name for tamoxifen is (Z)-2-[p-(1,2-diphenylbut-
1-enyl)phenoxy]Jethyldimethylamine.
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tan3oxifen, toren fene, raloxifene, droloxiferre and

i odoxyfene, particularly tanoxifen, or a steroida
oestrogen receptor down-regul ator such as

WHVGSLIRg - A preferred antioestrogen is tg9a%:0&R02102
or fulvestrant. A nore prgferred antioestrogen is
tarnOX|fen The antloestrogen tanoxi fen (al so i nown

i s otﬂfgg st??ogéagaznetﬂ)gsgc%ggrg %strrlglrg?also'}l?nown %e )Sle Asltr%.th:nréga ttrzi qume
‘Fisiddex 2anditRERIOY h b1 o€t BXsphR mﬁ/e7flmlm %n@w m@m giat&n pur€’

e ch ch is disclosed in US Pat ent
angipestrpgrat Whieh igrenpieiely fragrpikthe éﬂ’ﬂﬁlsagoqlit; Qesapméxky |a@iut1ty1hat is

asi,/o )’é&éﬁﬁﬁ%ﬁ%ﬁ%&?ﬁ%Xﬁua%é&%%}éﬂ%eggrﬁob eg‘(}:}s r%%o%gﬁ Qétz asan

oeﬁtud gee sdce@aont doémhs gulienoVifNeytrinh dasAstendyzdenmeeosratddatitcanpincdinical

| odex' ode n Cb 182, 78(@%f t he
mfﬂF fns‘flminﬂ] ‘é{h‘?fs e@ftéggce{)l?asﬁ’&?%?ﬁsedp@ @wing famoxifen EBVTSThe
chéiicehnan® 6oRRkatatl ¥ 7d-peuaf s s B%eﬂ@ﬂﬁdr%en@%?hﬁfy%)ﬁonyl]oestra—
W

ocstrogenF |ike activity that is associate o
1,38A 0entchopdl B-divt imybtb@ ?Qigléml@d li§ degcribgdbxEreppan Paent Application
ecept or
Néc:zl%\/\ni/rpﬁ%gr%g&]lu?}&in I ves &{ gigngl ready denonstrated
ef f i mzmmnna e:htab]eaahoeslrasgeahmclmdes vfo:rmcampleossorbsrtﬁaﬁlhl aromatase
lnlﬁiﬁlg Cl'es{gﬂ'lgqaﬁsae rtl’(()) e est?%Plfe? %lfhi%\é\ﬁ%l?,r é)mzo esan(yil f nogfutet £ %? e ora
stefoidal[aPorkAast uﬁmlﬁto’é sRANE afendd@bORRNL eI Diiafyht ekl PRdione.
stra- 1,3,5(:10)-triene-3,17(3-diol and the conpound
A prsfegesd @piigseigogen W@ﬂﬁ%ﬁlﬁlbﬁﬁf BrApasKEpF-detiorelf or Mmegianeg gh more
ek BE o A AR 823 5niRRihr M Slabeoo ek idfrofole. 1R
prégdée t oln a“suitabl e anti oestr otgezn “nclu oeg (%rgﬂample
anest@aple éalsceknopn by ther tpidd aamgf@nmaieaé Bas dspHivsitgedieu div @mpound

R D R S T

dislsbd asUSReiResPade Nansh,617. An alternatlve name for anastrozole 1s

1- et hyl 4-andrtstadrene-3, 1T d A prefer

2.3 (APBY S5or i ot G2ar PRSP Pho e RGBT Biorn)
| et r0a@hBle PharBX &AL AR EoptaId WO APDOSSY & &6r exam[ple a
anti oestrogen aromatase inhibitor is ariastrozole or

Phpemaceishldy-aqrentalds anifrréditiassalintes exapmds @ qoi-aiditlonsoih wish an
m{)xﬁ%m% g@&g lﬁ%ﬂc}{oesqcﬁ&é Wg&%ﬁ%ﬁgﬂ}ﬂiobg&%@(:sﬁl péﬁﬁ @.9@%?&%& ¢, citric,

malmabhﬁun)aﬂc lagiB, for exagpletd @MED-Badi-Rumarietith sdlt. r ho 7i r i i
r|I isclosed in.L' ate-issue.
ro s BoSelsFong, oG Eon Bivbe p S sSER P soPR e B
anﬂoe%trogdnl ane teydre Rindse-ipi¥idor AZD053O may also be useful in the synergistic
f3-1,2,4-tiiazol -1-yl methy 3- phenyl enej bi s( prepi.on
tregppenf ph 18yg cancer g P%Péengﬁ%p%%@){t: ibESR 46?»%@8 SlP & BIROUE Hpspe-
Of ﬁ%@@é’}%@r ﬂre%tmén@ bf tﬁéﬁfgpén% inv@nt?d ifdthided an anti-tumour effect that may
"i Ti acent| ca~l y- 8e” el > tabi e acid-addition salt,
befagyessest @Mpme'eatmnabmehnadlmhtals (dn: rggplonsovpte thanme hodigrasd rogession
angfogéﬁ sﬁrv?\%i t S uCnrt]l—t%ls"nmrl]ly 8{el p%éseﬂXnvepp on 1n}lﬁdef but are not
uric, tor oacet
hrﬁwddo, ifighitiex aﬂmh@uﬁgrﬂwnp tunmrur giowfth oy, Cogesssion sfachmouIAshnnkage
stated hereinhefore, t he conbi nation of the presen
of | “H(}%Ht lfl%rﬁas&%ﬂﬁ‘ﬂt%ﬁ’eﬁﬁ’wélho HATBES ‘ieésg"Bon ofrfepatmprat %tdéjelay of disease
prédrfARG, Fsmxkaingw it §d e hmealt&oco%maﬁsﬁ bl thé PreteABinvention is
synergistic 5 treaf ment l ung cancer as oestrogen
admeepied a2 Waebloedad agipad @w@eﬁsmrhurr@mgn nepged treatngwiifier cancer
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The cancer treatnment of the present invention includes
an anti-tunour effect that may he assessed by
conventional means such as the response rate, the tine
W6 260saease progression and/or the survival ged&i005/002102
Anti-tunmour effects of the.present invention include,

but are. ot limted to, inhibition of tunour grow h,

nmour Wt h d r.essi Fely f pur shrinka
iR selg it s ember RN, bt e ar Mo e o o
ex &R aink oRf0Rfof (R RESTHhadHH- tdebayefftt, tes@PdMie rate, the time to
progression. For exanple, it is expected that when t he

dls&%ﬁ%ﬂ%‘tsﬁl%a‘&m? ﬁE‘”ﬁ?lé%tént invention is adm nistered

1o a el bt IRedar Rl iBloniHeR o2 St Be gfeg%@ inveRtioR§€phr@futarly

treatnent for cancer WEB 2005111789 _
us¥@Tih CRAIEGHIN0RROZeNt oxpropiudaxs cidreastsohded fcqvpdimg totthrepresent
1nvr?48tg§l t g‘ég&lBWat%c#n gregat%'gegla @ﬁne%%ﬁéffér?%!gg%&%& 1tst{1<i1 g&:gtx 1 tehﬁ teffect is
thdi’ipehﬂit&llﬁlﬁlipenbru D Easefell ®¢ tfor dxamplepthp oxisst of ﬂ’(e&espbhsb tht E8ponse

to disease progression and t hﬁmsur vival rate

ratgdBe pp EliFat e NP ETS R ©F eRBrVEGHBT 04t (o Sprt G?hl‘i"ﬁ@e OF d8idn ove or

otteP¥LME ESBpdnSntP Bf tht CothRhAnSn YreHBRhtdt its BodVRBHSMN@IsE Bdrickample,
treatnment or prophylaxis of breast cancer. According

thet eferhd thy eosditation weasmentdnsynersisteritireaiicohis theeamertically superior to
the § %ﬂlee%lﬁftﬁ 5&'51{4 ;%/wtgé S ka8 8 ®tiod Azb@%o alone.
erapeu Fca y superior, as neasured by,
Fuftbasr tbx affydt ef tht hemeixdtenttreafmenhie syre:sgmitrsiéa be¢nkBcinledipornsebtained
. rate, the ti o0 di sease ess r.. the survyival
in h B gl Piights Mt S RP S Ehra B Gl AR DS B by the Sre
kid2BEin6HIPOAEDO B0 onkh & Liadh/¥at bt bf atombihatiotirehtntnt is
conventional dose, For exaerI e, to the effect of the

defipsithsrs aEeidag & syeuBinirRiTorsit eymelth camponprts ysiasedrf Kegonyentional
doggﬁdqw&ﬁér%eiln YneRtR @bdcAlat ﬁféduéetﬁlo@ef AR etle RGHPRUBDIL:, as

an antioestrogen or the Ste kinase inhibitor
maazmas@ﬁ ferlepareple, thuextténg of the iespefse.gle regifonphiates haridimsede digepse
pr(tag%%esgltoﬁrg{he :sﬁrvglyigl%en%d St I?&u&a{lengtﬁ)t 0%%?{%&%21 Ithaz Ir:]hg%‘\; e%n dosdng
cofr@ntiores paodss ¢eithdryone bf)thalorapttnEme sf the gembmatldnhmﬁnemt In

ki nase inhibitor A7D0530 al gne. In additio
e B YSFER SIS FbiPH, B SPHISAOTL o S)theiohgepstgagen or St

kibkd RhhitBOARZDEIVERG) velrkduced fREdut bétriRRe: tofond Hi@more of the extent of
conponents is dosed at its conventional close and the
thepiepronse Hippenere rite, tipidag) todisegse igesipndnd eirdivel datpein particular
wﬂhlaﬁ{ (ﬂﬁﬁﬂ%ﬂt t‘ﬁg ﬁﬁ%ﬁom &3he {éﬁﬁbﬁ% Sgt vklel fetvgf an%E@L ﬁoubtlf!ggme
extent o e response, the response rate e tine
siddiegfects éran pirosgthessicarvioan colensonal desad ofparh ganponsnt are used
equi ent to or.better..than that achiev
cony bRt FBRel RBuREOEH b PReh Bl fbR i R lidR Rl AR o
of @kuitde: haimcaaichidnipos abireAdcordiny 18Ghip aspettei k}ﬁﬁnventlon there is

synergy is deened to he present if the conventiona
Projded agtatmprgeutic] C@é@?%@‘éﬂ‘“&‘i’le &raise NG EISHA FrB‘?t?’Bli‘t of breast
caftePRRA c&mfné%@ a E@rﬁﬁﬁﬁﬁm% b4l heRIbLATRI abRciieh Whih a

nore of the extent of the response, the response
phemntageutichidy- @qcma’ttl‘i)e)@lm%laglecam@gr eSSI on and survi val

dat t] 1.t ho e on..

of t % c<? e}go%glr?gsce H&lzsgnl%ed%{ If% lgje féﬁ?‘rggmtfaglgtsf&%rg lﬁﬁr%hﬁs%tlon,
foit axathplees anmlet ot cipsat,ffeciasentdna mmbchm;a ginthading daauenonkien

conventi onal doses of e ch COpO r‘sefnt are used,
subcutaneous, intramuscular, 1ntravascu ar 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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25 The therapeutic conbination of the present

invention may be admnistered in the :fo:-in of a

sui t abl e pharsnaceuiical conposition. According to
wBbh&ssAsRect of the. invention there is pr O‘ﬂcq%iﬁﬁosmomz
pharmaceuti cal conpositiofysuitable for use in e

syner gistic treatnent of breast cancer which

R T R

dirE2f 6B R int® the GRNEUr®E by RBiRAMTRASIY bOWSIo6HE F6lieBe dn Bgeei N
may be in a formsuitable for oral adm nistration,
embegimeria wpihe Pesserd ipvantiag) the Stsrkinaspwhibeor gfdhe Goarhetstian fipatment
g
B BERS LB ok Bl R ey SEH, B M Sosmope crinto te
tradsaaahs tegion,| the patterteinmror thesuspen dn gﬂmeml the nurlnpq)sations ﬂ@lcnbed herein
pi cal adm nistration for e as.an.oi nt men h
i BB gEeq O & Y IBOB TS FOReT 0 SO Orcptses tha are
welleg@bah ip@ehii stration for exanple as a suppository or
the route of adm nistration may be by direct
i nj Seitabiphiappaseytically-eqreRirble PXPRICTHER WS fgep rablst {prigplation
1n<§1¥del R @)lan%?é 'n}é?tre)(m Leﬂts Qﬁcﬁlears lac?tﬁp QfiiTRMashoRkte tclaﬁlum phosphate or
present irvention P ki nase 1 nhi bitor of
cabmnmmﬂtorgrarrl@eamgam dlsmabeg aigshis\seghead com starch or algmlc acid;

T T s

acide¥ tdlQ PEYEy Afvelapentd oM by ethytl r @@pﬁr@lhydtdxgbmnmm sihd mﬂﬂ@udants
descri bed herein re ared in a con tiona

SUGPEAS ABFOTRIS RAG Emémvu&ﬁlap mep%ﬂ%t%d greopy F‘| f 1o %dafy their

distBratiofhll (henaMRqidAt sHRBrpRAbA of the active ingredient within the gastrointestinal
Suittabl eptiarmaceuticall y-acceptabl e excipients or

tragla pr o gmprov e ey stahxbutseandfc@ PPRARERNECO I ClihprqagRiesing G@pventional coating
BtsS,such as |actose, sodium
ag‘% %HarPa?ceh&g{fv?:l%% os pehaéttge or 10 cal ci um car bonat e,
g r aﬁlohmbsm@sdmobralum maggas mtthen’gmag)é hard gelagincapsulein which the
tarch or .a c.aci.d; ch .as eatl
St R RO R S e e
caﬁiuﬂﬁﬁlﬁ)tsﬂlatesdrﬂt@élhﬁ or @Csbﬂ cBltit adpSulePin@BLIMAE hotiee GBIt is mixed
such as ethyl or |[o 4- hydr oxybenzoate and
Wighyteigkian g Fech as Bt b SRR & SFAe Ohab ot
for myL %ﬂlﬂﬂ,ﬁloﬁﬂff RepHRSPRLEHiR rar&a‘?l@ﬁrﬁ%e@ﬂls”‘ﬁéseﬁ@d in unit dosage
nodi fy their disi n?egratl on and the subsequent
fombsor pt ion of the active ingredient within the
gaStIlh 0%?& nl"f‘Lmﬂ‘ ongﬁt% be%‘ém&n?sté 50%&%11} Sllqtlown clinical
st abi er ca
praxuioy eﬁ*‘drleﬁ)zﬁﬁﬂe dm &hlmegtmeagﬁmﬂsamwbrpaso@mdm eémlyeirzﬂ dkmmﬂn
tions for oral

op R Op G §5GRY 00 HE CRISEE T HTEN Ry g BrygSh S and

30i s KR T arl MitiBEKBEend 4rBmadsd iNBbioreehphedXEipRiseifit mbPbe
exanpl e, cal ci um carbonate, calcium phosphate or

adpisterad acserding te spewpyelineal Aragiss fPescamplon Faily arpelose of
angs‘fttohaig bét@vgéria@b@j’] d'2% %g@b@&ew C%HVC\P{?CB%; 95se%@t“%l31]1 Oﬁ and

such as peanut urd paraffin or of ive oil
5 egisposd. t Fa nsamlﬂe tahimlp makénb of encemttagTbeawen 5 and 200 mg may be

usecij \églpvteraﬁ%nt? cllafse ggtvevsegnn Oezgnd|46 nlilgn fstuseddosage form

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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The anti oestrogen conponent may be adm ni stered
according to 1-town clinical practice. For exati ple,
in the treatnment of advanced breast cancer, a daily

W6 aoshpse of 25 taxnox;ifen between 0.5 and %Tﬁﬂsz&ig/oozm
may be used, conveni entlylla. dai |l y dose betvveen

30 ng is used If an anti oestrogeni ¢ axot uat ase

hi bi t or. ( t i t, | b
parkiio. & CEPEGPRBOBRUTHG =E b RPOREE CTieAT LRI TFPRSHLL mags
5 geif@fépib@y fré}n Q@dult Yo Ripab 1%0&sreqfrefexam§$ﬁoﬁmbameldqﬁg wemn mg of
be used, conveniently a

corbequnééw @b%lt aggn%g tog 0P enelkechady pgiehte RESFR5HREY fram@a?lrt;? 2 mg/kg to
2055 85958l SRR RELHRER BN U4 Pt

if roq@ead id divided dest. r(émtvemsntm @dawntof fultesimnit ks aglemestadc{i yufBetent to
adm ndlster ed so, tpat an Xl Ch dos

sl g st 5t hapatite e et - REPDIH tydfgintia thoe

whhiGah 8¢ AGnitRietdden b ShtirEacBhg AL SfEFtdn®D to 1Dmp lﬁelay dependent
patient. In general, conventional doses of fulvestrant
upehihe E@t@fﬁﬂwm%r"é“@)@@ aRisg farppEgon equivalent to 200 to 3U0 mg

of &§ &I]én 891gﬁt/hgp %g‘%%ferred okt aﬁhﬁﬁét?aﬁl)ﬂ is b@ uﬁjcﬁinluﬁémﬁér%%@ctioﬁ

ni st er the range, for exanplé, from -about
Dok shpuld be adnigistepadsbas tbichieie blavdisoun levels pfifpltestrant gf from

516730 §erPh e AT AR hRTARRUS 3B b QB JTG & cu RAROHAC

exzﬂfl}ﬂé eS(Biﬁg,yin farsafn saiihpld:tof Gasﬁ)rnsg/cbgaﬁlmg m%wtg bﬂhgndb,ol@%w/v benzyl
nore preferably fro

schig 95 bR TG OTTEogF SIS TR B YT PR AR ggmuscutarly

an@l QAL Srovide EBRLERUENS cﬂfﬂ@@sﬁaﬁffmfdﬂ&dtﬂ%rdaybt is
admni stered sufficient to achieve a disease response

in tTh@Sl;ﬁé@iawmhlba@rsé@@ﬁof%ll\gé%qrﬂhlrhe amiEtictre 5o har 4 gy dose

o LRSS 0 M0 LSl s i

dnuqlnnlrdosdse Ir grnbel, ddweadnses vsll baddranisterad whena plamntgr?écqutmg

formulatio ent to 200,t0.

criRER S Sp el b Byt s re bt p v on FRIREe:
exhrip1E ATUSGKE S 30 fijg&g bo@yiweigh \ﬂﬂ&‘geﬁersllydirthﬂed) $1mﬂarly, for

adm ni stered so as to _achi eve bl ood Ee ﬁgw vel 35 bod
adpifjisresen Bhglptions @ Apsedn ths rangerigk PP {} g 2> me/kg body
we;i ,c__gﬁ o B hRA. bl 5&nﬂis§§t@énv1§ h@w&l& f_n%féh@d %@ﬁt@uﬁﬁy 1n tablet form.

| vestrant, for exarg inabnil npl e
GentraBadoiomalgidmingsration.midege lyo%mavgeefqﬁ aranple, ﬂ@b/ms/\kg Hé%&lyg/kg

bogI % Ohgt 1%%% ﬁl%%é?yle%l %@?ydn 0?5 fx%e rﬁ%hfvc\)ﬁ?ﬁefﬁ{ﬂfé‘,' lOQtﬂlQEg to

‘anusc u
10rm>g/kglmmrxmvgmmlbbd weé morebamudxlméjs en ant dcfse nn *ap oangel f@gexample

0 58kEe 97 el tatnrieBt B et (hgieo oo R 1 s

abb@MEmg tO0.5 @%aHelses klﬁasl nﬂﬁlﬁﬂ@@ thére HRrtioWArlK Gniv asb,agu\&mgh tvill
is received, gzl ven if required in divided doses. In

coglaimebant 25 esner2Sa s thi 7 kijaseAahiPitst er ed when a
Ipﬁtr ﬁg\% gﬁ%gesraﬂg L@ieliSies RIRHRY Gleinb YR mdyHe v%ﬁ@c[@c@rd%nfg% the

mnistration, a dose in'the range,
pagicalipllisgas®stdte amiythk gvirall @ﬁldngmk@ t}ig@ayenweFWampllej it may be

el RREY o el ot At a8l ool TR AR G

cofBiragor ReatBeB &defr0ddduce 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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wei ght will be used. Oral adm nistration is however
preferred, particularly in tablet forma. Generally,
for oral adm nistration, a dose in the range, for
W3R} Pmsd- 1 Mo/ kg to 20 ng/kg body “E'ghtﬂ@ﬂéﬁﬂﬁﬁmnwz
used. Particularly. an orgj. dose in the range, ftor
exanple, 0.2 ng/kg to 10 nag kg body weight wll he,
used; nore particularly, an oral dose_ in the.ran%ﬁﬁ
f or ltesil p pepreotate Bathphagnicsuticaheymas SHER g RERFHE W Arpsent
imRAt SR AudeEYiRb&BbdiYon d(')ﬁip}isig% 2881 ckQfoFBn Md the S1@KrAbdlinhibitor
about 0.5 ng to 0.5 g of the Src kinase inhibitor;
AZR580 patt 4 plowhanehjcallyméaepidbls E@pPiPBrorgargipy. |Sucl:  parapasition
about .. 25 ng t R 3 i i.hhi bi
cofiea gl e Ol Bl Bl HARE R R Bhctancous
adR@idaribes thegaedistigttamthe! bpatcircat. ar  di sease state

and the overall con%;éion of the.patiﬁga. Eor exgqﬁle,

it Aagerdias to thisjaspeqheldcinyention thygeis PLoyiced AghEtRE Yt he
coRPON G BAAHIONS dsc i ARAINQhistid¥ec6AEHR 81688458 cAitertWifich comprises an

conbination treatnent "in order to reduce toxicit

anfeps@ogso Hbe Gicikipse mhibier 48PS ﬁrequl@yn@ﬁ@t,ically—acceptgﬁle salt thereof,

r [ L] v [BESP ' particul ar patient

angé?ﬁ%h%%%ngagﬁgg?k%ﬁgéaiEPP%Cgﬁ%nknomdedge. WO

1200541kt 78881 cRCHiEB 2005 AR0RITQA0 tHEDrésentvinVehtigrealso includes separate
g@gteciated.thatfthe ha%naceutical cop$%§é%hggda
CORPRYPAL PP I B ETHOT RV G i AT TS &
phE@KHRARIChIlYOR:CGMAN &:Sipiait icadidr] @A atst@ge toapditioneoBpesing the Src
‘kinase inhibitor AZTJO530 and a
kingie tohiten A 7R 10y orrerhapacsticaly aioppiaile st thergely ik sych

%n‘rfrc]g hyfd i1 d¥ridR! QHdHOESniddSi b NEIBE Iy Hrovides
m%o ?ﬁgﬁhéﬁg g%%€§¥ﬁ§?ﬁ?%e I nvention #%r sinultaneggg
thShadpéutic sombinatom df thetiheenggméor giasiential o eparare admipfstration in the

br east. cancer c ' ' . Of o
v RERR RN b weREChPL IS o4t ARG oM ruf oo be adminitered
sirgagitgaeaistyl on sui table for use in the synergistic

treatment of breast cancer. which.co I ses_.an . .

ant [GBETT BB RS AL I (L PAGEOB Semores A1
coBlptigihp BTiaE BsHrdidWidhr AGRERNE edthdsBidh tordthiaig &fe antiéditogen and a

pharmaceutical |l y-as ceptahl e. excipient or carrier. 10
segongieantaaeevith ¢ aiitabls sPBRKIBFOBRBHIEd MheFC kb HiBhibH eeAP0330.
ALYEIY b Ms Qéggn? of ﬁl%lpyqulﬁ ineR@rAth&e iGRINAS 4 1LiPRB use in the

conpri si ng i rst ‘conposition conprising an
syatpisdestarroge nf araght eancpivampesiegit-i cal | y- accept abl e

excipient or.carrie nd .a secon L L] L .
com¥i of fyoqisegept e e SRRRB P SR RER R greinfent o
pharcagee it i aat hnit aseerbab(sacisal 4 tablbareafspleand a
phar maceuti cal l y- accept abl XCi pj ent or, rrier
Such)a c Hﬁﬁé‘é}“f‘?iﬁﬁn}%}b‘ﬁg @t%%éﬁ?&fr ﬁpbm%‘%‘t"i”gl%’t ¥eeptable salt
t hergngdt et Wthahh@ihcBltichiieadc BN &:REpidn@br carrier, in a second
sequential "or separate admnistration in the
synemgidssige farmeandrent of breast cancer but the
sepagat e cgrggﬁgr%eég? fUF C&R%[ﬂ?l% 384 lﬁﬁst e@&ﬁtu%{t%gsa e iforms.
si mut't aneously. nveni en such a pharnmaceuti Ca
conpasbidingno afurtheeadpant ef the presao ipenisesthae ki ffrovided a combination
conprisin first container wth a syjtable
R e St R e (s
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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20 second container with a suitable conposition

containing the Src:. kinase inhibitor AZD0530.

According to this aspect of the present invention

WOSRniRePr OVi ded a kit for use in the syngigldhbfnoios

treatment of breast cancefz.conprising a) an

antioestroger, together with a

pharnaceutlcall eptable excipi e or carrier, in
cobrioges driined BpRagaorRap rpSac Wi SPuBresp SghY-atlepuab
emﬁ%&ﬁ%k&%nm25 h) the Src kinase inhibitor AZDO530, or a

armaceutical |l y-acceptable salt thereof, together

wi t A partishiar siepiésing beasfitp! HePspserRipmEn Rl Hiab e bsast cancer that can

be E:r&rt%ci $iih the @orﬁbr?ngtf %rbq thel‘im/etntlgﬁ’ eaaR. n{gpférﬁ}: bl%gsq %’)cer in atlents who
I'ner or contal ning sai ITSt and sec

haviot yed bsageeafed wit. antlmstmgedlth’@aﬂyd)uaalﬁmbm#sewmgﬂb%haﬂfeen

th esent invention fhere is i natign
eyt wEh GEfrTge s bt Sret pisrhcf e o3 REp g Pien. aner

1n1ﬁ£@%fﬁ@%at@$le bﬁtﬁ@ﬁéh {B@BEE has HEE6AE sREnt 0 thi s aspect
the invention there Is also provided a

D h apaersding focalurthe GaRsesoltthcopresest Inyandion Hefeig Peoyiied giedss &f
i L8 OFPHLBE At WPad
co B R L PR 00 mD e P SR M hdrinistraron to
a vaehibheded arimhlntb efoide thcnsyasrgtsuc atatmnnt\mf btgagy cancer.
gg?%n%q% ![o ﬁ;gﬁ?r%% Ce% nee 1fnvef*n§i)8§ t 1@ %ro%deﬁ‘a{ dsg Bf a
comBivieidn £ fdleﬂnﬁedthbﬁinbéﬁ)@e hnl&amtmufmnne bf 4 hadicaamt fdp ednnmstratlon to
treated with the conb natlon o£ the invention can
2 Vg Riendgd piwasie P&%‘B’é FrRABER 06 ARUOSHIPE N B SR TS Cai?%fif
been tdr&ak & Mithdt B E@ct Sass HeaRNink fioa Merdd rovi @A a method for
breast cancer that has been treated wth anti oestrogen
thetstynerajolc etiments o€ brepd sansen Wil pramriser thoadmigrtidriagy or
wa}qﬂ—b%bde(flgml%ﬂ tBétrfé £l LA ¥ Jaﬁ'ﬁ Bl R 3F BRLE M st e components
erapy, has becone resistant. According to a further
of&spenbnmﬁminebﬁmdS&nmﬁmﬁnent|on there is provided the
use 0 reinbefore.
s fiae & b S st S B R RS BBl il g mifgd for
therodBhdht b A@dethopsi-1¥Biktatt e ol OMiad &vhidhe oSy Glesddintnistration to a
treatnment of breast cancer, According to a furt

wags feeaded pnipRED Aty BrePO A Sluﬁlél"f%at’i“%ntﬁ? C&@ﬁ@ﬂ@tﬁé}éheo@wonems
(ﬁﬁ?QBhBﬂﬁﬁﬁp%Qéﬁggﬁh&%thﬁae|nbefore in the manufacture
0 o

a rnechcarnent for admnistration to a
war Ascdstiog tedisaspasadt thopissenyingdentionsherq is atsprpprvidsfl a method for the

syl%gél%tgcet‘;’eta{lg&? lgrgq?slc ? th%}twlgghe g&n&eezgdnuﬁgtgﬁ{oq 't@gwtcu% Blooded

as ec resent “rnvention there
anﬁmiabmadﬁdn Acadelf kot tjfeaurnenﬂ& anleéegive@mgingtof an ameaasmmm asgfefined

ncer onpri s he adn1n|st a
he\'ﬁgﬁ)ﬁ r%@%ga%mgﬁﬂn%qs& Oor: agtef {J]] ﬁ%l’&]allsgiﬁtl ﬁln te& é]tVﬁ,gjﬁlPunt Of
th$rc REda8ChhBRoMREDYB006: o PherkeRiReABNAGcptile Ezlm&hereof

conbi nati on as defi ned herei nbefore. Accordi ng

f ur ¥iseordiag predis aspoct pidhppiesahinVERHiPEARTDH 2l5A @fcéﬂdeé 2 method for the
sy@errg Xﬁéj@&tnqﬂ%f lg}ge%t I:a%:m 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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the treatnment of antioestrogen-resistant breast.

cancer whiclz conprises the admnistration to a *rt
war m bl ooded aninmal that is in need of such treatnent
wb 200kfiegés ve anounts of the components of tH§/cB2005/002102
conbi nation as defined henginbefore, According to this
aspect. of the present invention there is also
he%ﬁl%\éfoggﬂlﬂhé@ﬁm gme & s eﬁg&tlafyﬁgﬁegétggaﬁn st @&-{E%QL BIEH:CHVG

cancer rises t lon to
ammnmfblhaﬁrd kdlaseanhlimbr AZBQSSDSMIarphammdeﬂfoa]@aarheﬁtﬂé@ﬁaﬂt&lﬁreof
an anti gestrogen as

effective. a

55 [e BeRGLibPa Berrge R o BB R F Mg B @peen and
thd $1@ karbd RhidithoA ¥00530f or%&hﬁﬁﬁ&@ﬁtic\iﬂ’y adeptitic Olt théB6r, BF Gse in the

ki nase i nhi bitor AZDOS3 or a .
delsp F Fa@EREesian pfbrsest eppeation s hermopplbrEHnsicedrermenally

L Br t

nohi N PofRREhe B4 10 R RURARALCREUER Blal SR s B,
hobneasdepmahntenomimwmecsmqaimtc&elmrmhm -Bidepehtiem enwrs jnvasive state.

TerienofustaRRER A S i SR Sine B foeereampstanon and

th@iurﬁf;meg&lve anmounts 30 of the conponents of the
combi natj on as defined herei nbefore. According to this
as peCPOTEmE it Bisssechak the ApesNt IngAntiondisae isPrayidsd a;fPB\‘?}Da%“
cofpBhY 8adiiRbstidBen artMAEEGiiHabCinkibREH ABDO530f ol h@Rhaceutically-
cancer which conprises the admnistration to a
acquptablolsily oubead!, fernisaninl the Helpy ofgh¢ progesesdorodf baesstreandee Erorent

j ggﬂé g 1.oestrogen as defined
ho%%@éﬁ%&%%géggﬁ ? %IEPO{% ?gsé’g_ﬂlglée §§%4 herei nhefore
and It vetlfsic mplettalrhe busptimedgaentd thé uerof slepandimation to inhibit the
dim I str an effective. apount .of.th? Ste :
traﬁlf: Hg%aélop Hﬁ'ﬁrsiislt 8 sgntg I%rg:g@us 8&%ﬁs &€ F}F.{Dcomblnatlon of compounds provides
au&@@&g@gﬂm&mmg@ﬁﬁwﬁbﬂ e salt thereof. The present
invention also Elates to a conbi nation conprising an _
ant Mypamebepandienst srehgien i hprremprpRBial wPagpdbdeye Bycle of
sta%dﬂa {8 gl‘fcféﬁﬂdgﬁi th%fl n%‘fﬁéVeEb IItejs %v& hAah&R is 1A sfeﬁés df%?aﬂ 85 in the
the 5 ay of e progressiont of breast cancer frém
apaeammpqghajnmyl hreas pepitb elivan amdlmmqqumlbgp In normal epithelial tissue,
oe%h’ g etgﬂ?l%%ts% I:l;(ﬁl‘l’l‘l%# gartggltel'laasr’l I%Jélﬁ%setﬂe % b %S%l%? Sf the grogesterone receptor
wii€ll dibRe piepaadadio mdidde broxasptidiabtdl @owit Costitutive growth of
hor npne- i nde endent, nore invasive_ stag
SURRHHPY n@%ﬂﬁ’é At Sf"?‘ﬁ’éseé mowﬁwmeﬁ@ead%haéﬂﬁa typoyr pheglls. In
pr&@fRenboPRishli wiBnent ischsS SRR OasPERAEIRS 85:0B dRBMe it BecoRkY hpfatent when,
rate. 10 According to this aspect of the present

in genpeahtthosiza pfdhenyciei prsdieeele ba celorasH ned the shrogstplevels hgyre begun
to g%gxg?eggedo q‘ﬁé Q\ﬂt e—?xﬁﬂgﬁa’ﬂff}éhgeslﬁh@ Qtstﬁls 8 gé Ql'etcgﬂdl Y6 known

or a p ceut = acceptab salt thereof,
(pdradoxirsBy)iag thuhtal Gaicmymaﬂn Sllne(m‘ﬂsg r 8sdise prngbssesmtd DCIS cells are

C er froma hor responsi.ve to rnmonal | y.
e Gaert PO b 1 RETEY Ffe 8 ot et PR B st o iso
mérRddd @Srebed themdsR1e0élst he combination to inhibit the

15 transfor mati on of breast cells into cancerous cells

. QWe bpyve Etgitivapraredtdle Baperbiaati pra vheguesentanangars has effects
no?@rﬁ? Bh th%@?mﬁ OPUBTEREY Bredt EGREr 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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in normal human breast epitheliumin the prenmenopausal
woman, cells have nuclei of standard size and

standard chromatin levels. It is known that there is a
wehiBh1788s changes in the appearance of nor midydneRRb2102
epi thelium as mal i gnancy.dgvel ops. I n nornal

epithelial tissue, 2. 0 oestrogen stinulates nornal

uces r e
iR B BBl S SR ER P B! bR R B freas
celiyxb h@@l&lsta&eISalcgfoﬁ)MﬁmnmCmdeisdmlﬁlblv thegraosfbtmanibn oBDEIS cells to a
eplthellal cells conprises the non-oestrogen dependent
BLFAE- t urnover of cells. In prenle, nopati sal

WOMBNs fifiheea et thAtEATmbRRbA QAll Bdve bibesdiRi M bS&AHGreventing the
first becones apparent when, in general, the size of
ongehef brgest ednceras Womgn senescBly sedispptsddo Hisdliserss chr omat i n

| ev re.
e N
con@nﬁﬁgwnanu@mnogﬁmndalad $1y kirase ibhibitad Amwiéonma@hhmasmtti@ally-

e D B 3R GRS SEARBRA RS bl i of ors

bré®e defslloa BOlsakged nuclei or nucleoli and al so
mar kedl y increased chromatin_levels. W have found

t hatcapreingée thisdisyect pliehe Bistnh Y pBien dters Kélsppayids 2 combination
cofn?}'iﬁﬂ hP e @sgrog&f &fitRe Sro %naﬁplhhlgﬁJ)ryAﬂﬂOSI?’beoﬂ &‘Mrﬁhc@tfncally-
transrtorne ast cancer cel but al so on t'he
aceprable sali theveof,goowe m whucing pw&}ra‘tdyginh@ltmdthg fransformation of normal

bnor nmal lLls in the breast. The
bre’caBtrﬁ?ﬂH%I?g??an Is mahﬁ'nesenatt i nvention may therefore be
used\ ¢nbiedios ecatpesfcd talseitdnvantivbast defihdithereinbefore may be
transformation of breast cells to a rrallgﬁiglnt state,

adipppdstessigt hapls BraBY OHADHBRATIGES RuGBe fTEsHY OF HElgeEpy or the
ad_}iqnJ ibeRioN\Gr 2005{0It/AB8RicREMICE2005/ 002102 - 15_
i nhi bi tor AZDO530 of the present invention can inhibit
the Sprgmsm@rqmtmewheﬁteﬁ @f pratialior eeiaplete fEneus reseetipnpziogto, during
or %té}ttﬁ ad%%h tr&% ﬁ{;h @éaﬁﬁeﬂt Bpth :[J}esérn Shvention,
ranst orrralono stoa nant state. It
is ﬂlbmbmeragmmeag@nis ﬁohaptlmhlslscwﬁtbithmondnmavibﬂl {redyave oﬁthe
benefici.al effect reven I _onset. .of bre
erREORIEPE P WG e B PRRY oy ot Gysaleaf g ¢ et 4ot
di sgpse. rﬁ@ﬁ(ﬂiféihtﬁk&/alnﬁnédﬁlaStlﬁd@rﬁgﬁdnd@f)mbﬁ@tuﬁfseli?e(ﬂemf as used in
invention there i s provided a cotbination npri sing
an anti oé@@lﬁfé@éwlwdf%émg?le KPRl %nﬂmsslaflak AZ00530,

or gpharBeRitLGA k- ex%ﬁl@ RiERI o8 Fakdwih RREGHnctibPSuch as

use I1n reducing, preferably inhibiting, the
t r ansf or grwittofactof amibpdiad, grdyrtle &stor easkipter angibedigxhg example the

state, Qntp % %ﬁﬁ gﬁtﬁ)% %8astnpﬂu§ha8 19(?&1% aﬁ’tg n%%? a?ﬁl%o?? Iaétuxu‘nab), Class

i nvention ere rovi a co
conpri si D@c@pﬂoraylbsmcehhasagﬁnblamj(fmftaaﬁple mhlblkdmefshe epidermal

i nhi bitor A.' har maceut i cal

accept abB@Vdy aPtOf T%@F]é(bfﬂasﬁ errp CereRr ﬂﬁosr“é"olﬂ’&"?sﬁ hibitors (for example
pr ef er abinwidihi R iid iBGilin rhfvth FRAS FARIBLCE R E)cFlri&feﬁf@f inhibitors as
breast cells or DCIS cells to a malignant state.

A
conbi nat Aesaribadeter ﬁ’éﬂ\mpl‘bﬂ)}’lqlilékfmaé%é’rﬁ CancsnRessprchg2002, 62, 200-
defi ned E@f)?éeﬂgg{h%o%m@}/napeemhlbltors, 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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1.5 adm nistered as a sole therapy or may in addition

i nvol ve surgery or radiotherapy or the admnistration
of a chenot herapeutic agent. Surgery may conprise the
WwHshsf-spartial or conplete tumour resecti oN-1RIgMs/002102
to, gurlng or after the_ ggm nistration of the

conbi nation treatnent of the present invention.

Chenot her apeut, ents for ignal use with.the . .

conbr nac PR PbgbEN o Prad SR el SritAe s gpors sueh
i ncl ude, asf401 BXAEEAIUofoanilinG)-6-HetHOW-N19 1 GRS YRpdrRis- Of

t her apeuti c agent

antip: rot VH@&%Y)@@I:HTAWSIP?] eBtd e Frampta g Witin v O 01/32651),
combi nat}_ S P%rnqe%yl oluégﬂrégrb m)%gizﬁ'@ ggﬁcﬁ apgy. (for

exanpl e c atin an tostatic
agent s, ylmbpmoymmﬂaeohmrmzmaﬂ]s vothingWeOMIM 7242} vatalanib (PTK787;

factor rULvERRaArslaT T a ARAIERE The 25T
ant (iver Wag&lﬁﬂﬁjnbglg%’ agehﬁ?shwaéftﬁ@&bn@édn&shﬁscﬁﬁéd m QﬂiterSﬂlonal

anti body cet uxi nxa d ass rechtor t yrosi

| ci nase Faiit Bpplisasoqs §P %@ VORNHI 20 QQ)Q"”t(ﬁ% WO001/92224,
ep| der na{VOO@fOQMADar{thb@Q/Ogﬂ@I ly), Gass Il receptor

tyrosine kinase inhibitors (for exanple inhibitors of
t he (¥)ns ublplmggahvxxmnsfeaum@flerﬂ éfm ¢xypmplechterferod)Omid r ecept or

Ietn hléb t o@ﬁ@@? h%ggtgrglllc haS tl%ﬂ 'ce%gi;rﬁnl?g og% agg%%a%}lo%{é zlcid,
ser i nel t hdeaicnieki, naskonio dificdlalisic dcid, Aeddtbnic acid, pamidronic

transferase inhihitors and platelet-derived growth
factor iH BidEddronGacidy anti angt ogeni ¢ agents such

as tHpsempl 4B alidfidiatior bex @kdvattisn of anVﬂﬁ&é{r@gen the Src kinase
endot helial growh factor (for exanple the

inkibitdr-AZZX¥a0.20r a pheorepaticaly-acesntably witiherend apd cBiisingrgdigtion may
%%@&5 r {[9 Ruchl- anﬁ AGh&L: e é hog Xre%?e\é%? It a@@e Afhvea i

rece yrosine kinase in |b|tor suc
thelradﬁabm(smmmdz f I uuor oani | | no) - 6- i net hoxy- 7- (1- n7et hyl

pl p 8 ' egbg' {%]%'ﬂgg‘fi h&ﬁé’ %; Stnt A6 Ontion tﬁe%é'%%?&dé?& RS B the

syﬂerblsth&f&tlﬂenm lﬁ‘b!ist Bk @l whiSr 36in@X¥ds-the administration to a warm-blooded
net hoxy-7-(3-pyrrolidin-I- ylpropaxy)qui nazol i ne

anmsgc@ﬁ e it iR DR Spehrisepbyent gianaligrivg ameRead 1 antiggstrogen
befi %ﬁﬁﬁéﬁéﬁ)u@i? iR dr %ftér]a%%%eéﬁ@@a%ﬁﬁ% AN klnﬁde\{ﬂhlbnor AZDO0530,

vascul ar damagi ng agents such as the conpounds
or dipbaimasadiclly-dcognéabieatalt dlrragof, anéﬂaefq’re Appiltaregislp with poufter an

9/.02166 WD 00/ 41669, WB01/ 92224,
ef%ﬁrbvf/aﬁlé?ﬁgtf é’g}%%é?%@zls 10 (v) biological response
nmodiThe eonssin(gf radiatoeaip) & divdnao bad mm)rn bimdec( anitpalguch as man within

th gﬁ;@gofﬁ g?aﬁ%rs g@? a'g a:f Ielgglglragﬁl% t%’igi)lbbf tb%foggtp%%oa of the present
inRGtigh aCdeBdE OirGnREhE, neridronic acid, pam dronic

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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acid and al endronic acid. For exanple, the
adm ni stration of a conbination of an anti oestrogen,
the Src kinase 15 inhibitor AZDO530, or a

r i cal ly-acceptable salt thereof, and
&@%P@E@y"t radi ati on may oduce anti - cancer® @fFEEPE2102

such as anti-tumour effectsS, that are greater than
those achieved if the radiation is onmtted. According
Nargatlhp ite Speitonated flosehyall pie s dp ranign ¢ &APEonSingle dasedr goses, for
[ t g ¢ Lstd C.
o B R T L Do YR Sl b BT Pl oy
adwirri sredell amdeskratROlya fiypafragiochedsmdivtirerdplyatayibs ukal wieedy ofnall

suc reat ment. of ef fecti ve amunt. of_ an
oS St 0 B BB S R e R ey o Dyl | O hour
ovef { REhiey 6f @RP umsa?é rah R S 18dikisHBHR vy iBEIY Ond Hés4a0 98 the half-

~or a plianniac:erttically--acceptable salt thereof,

lifa pithp spiope thesitivngth arklyne Piradipiion capitied: ped onihe upipkedatdeile
am%gzgor(ajnolt@ A hﬁfh@lgasg@cg bAtht g{ésen?_nﬁeﬁtf?)ﬂ'tl‘?&ir@ﬁ I AlldRe of a
may “be given to sald warm bl ooded ani ma sdch as roan

cowdbirfation as2ksfitdiechepentiefole of thamamghctire bba medioaraeniéeladafnistration to

the adnjnistration of the conbination of.the present .
o HTEHPT A S e et ROaR Srasd PRIt aby Ry wide te
syRdpikiid Bdaeh@fl 0Pt clinbg. t 0 t he known practices in

clinical radiotherapy. The dosages of ionising

radiation will be those known for use in clinical
chRRSF AP¥erE IR hAdine skORnbAGr &AYogssed wi || incl ude

for exanple the use of y-rays, K-rays, 30 and/or the

di r didbt erbsehé fnvertiop adsb relaids totd eombinatipn ¢efitsingan epi@ermal growth

her r.ns.. of, . . hNg. Q , i .

fogt el PO o PR AT bl ACh D RO Fhd AR nibicor
of [tN- $1¢ fadliyadf mom-recEiior tyexiaminaseX- Thiy sombiyiatine of dsedavention is useful

. dai | oses of 1.8-2. , 5 days a;*;eek for 5-6
mm@d%@ﬁ%%@wé%%n GTB2005/ 002102 - a7
Nor rikjles &k idn@ive bvilibie bl RiRREGHedR Gvéislof EGIFR ih B ntldBer of human

range 4-5-60Cy. Single |arger doses, for exanple
tumoyreayd dalingreasgdiprnaissipn ey caselga with gisease prgraseioppnd a poor

prB%%%LiQ*fJ}‘%ﬁ@;Pa}’ientﬁm%ﬁ F93.2SBBY Rfcer ﬂgég'hl%lg §i&ERGht, 1994, 29,

PEitraoperatively. Elyperiractionated radi of herapy nay

111l 26 sed Evlopap Jyurs stmlf Canago £661,3f7, SeppEysniad, 89-15). For example, it
adm ni st er.ed r.equl ar er a period of ti f.or

neg oS b Ry B RbCTS Bl oB s eab Vs ol Py

tathaxigRss fnediated th Wit Ftepasvadreypishsital ad aandticteptochponents of the

the half- life of the isotope, the streng fype
ECHR pigpn g Hﬁﬂ%ﬁ%@@@ﬂaﬁdﬂoﬁl@ﬁ@wé%%@bi@c Pt 10w

alDGRONA ekt adhotitiht BRI ARPESa QfmliNE1 BOFEER arhSIER tdsRBhnt
there. 1s provided the use of a conbination as defined

MREY bienishmpeecelln coiiébermhibitad buthe EGFRAeEP Bdhent f or
adtrtinistration t a rm.bl. e ni nal ¢
ThatcEEaieh! et Rhth IR AL pP U e PP

prégemvihgmtibhcludi® oy per il sircer, Myelaiagitpatotellofag@aiicreatic and

cancer. Conbination of an EGFR T'|l 1 and the Src
cepmﬁl BCEr E%Wur, 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 lang 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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The present invention also relates to a conbi nation
conprising an epidermal gromh factor receptor

tyrosi ne Idnase inhibitor (hereinafter an and a
WahidsAsgy inhibitor 15 of the Ste fanny of,.1/cpr00s002102
non-receptor tyrosine kingges. This combination o1t e
invention is useful in a method for the treatrrent of

e My R, AR AL ML

profieEs@ASE GudRi®RESi on nay correlate with di sease
progression and a poor prognosis for the patient

(Ni HsPibg t@fhlwpect opthe REseCHYERFONFRRBYR Hrreeyidaddrombination
o3 ot 3 P A U0 SRR o
capesapretigancérabon-esdllsteH how dancehbfd/hehd amimebk eastr) C(mmrng an

to the anti.oestrogen nOX|fe i at.
B 1Sl PR R AR R B SS GR fievt Ropcamoior
AZDO?FBD)D@KH}ihaﬁﬁacelhti(ﬁlly RGERaSE %ﬂhél’edifg pat hway (Know den
Endocri nol og1 2003, 144; 1032-1044). 1t was )
aI s&tléﬁ%bﬁ]uqdﬁlé%ﬂ o KEP B OUAbIEHiON harAsagesihe simultyneeys, sequential
ox%EIBaE‘HJ: 9&11%?11395’(%3? tlféfcoflﬁbﬁla‘ﬁﬁ dref ofmim g@rgﬁs (%Ecrﬂ‘gi Keremti_efore
breast cancer cells could be inhibite
| zDOt is@n@yn GarClessd kirtags sasheasahe@b fmtymft¢oeplbrmm1nmlddases are
fréqﬂgnt oﬂ@se&a}}l Iﬂrggn g‘élg%np g%ée)jgaﬁ Eeglggr:]r(s: télpc as P4 %gr olr}ttl}jle prostate
(\hapa@eaedl | His aichenpdndpeR Ll m%ndAcobﬁﬁn/gly:ﬁhammﬁ:bogmsed that an

t unour obl a a,. kaposi s sarconmm,
lngyﬁ?lgoi‘ﬁeceatﬂwfms & Rl bEst ViR RoR SAEnS Mgy of the growth
QskatLcifanzer, bl adder cancer, nel anoma, |ung cancer

i ncluding o non small cell Iung cancer (NSCL.C) and

smalltis&epyn fralﬁg‘iua%érelf‘atfers@mp@a}mn NastyopE26emd deternatipmgiiPatent
ABRREE b 9Bt B0 DGR ol SRR oEADE e TR e
pastees mzeglmwtsubaw@nt atdn: 4-posumfgoksessrﬂ(ﬁﬂﬁétyt0saﬂﬂmm&¢ inbibitory
t VD, 2005/
o B A0 B e SO RE il ey PP B e mpsaiggeocer. Tohas

bebxhﬁisdﬂiédlbgad{ WoadHeCk of.aneeic, ABEr. IARsGR. Garc&qdesémh 119@7 38,633
nﬁ | a 8 reSS| on of such cancers. Accor %

ang el Hie 145 B RAT B R UBHS FORNON S cdhies i orophenyl)-

7-REQYk A8 Y3 3 oeNERA GRS IR P quitd SRR SnihO (a1463& oA a§ Qﬁ‘ltlmb and by the
synergistic treatnent of cancer (particularly

Agsiadereca teedeme ‘bosd)-e dhalcompoyalis @ potey ESHTRATIET @dn@@pntlfled
E%Iﬁ;ﬁ% er and ]-lead and neck cancer)
he%gﬁr%lgl?@!r}%aggdelﬂg—ﬁ ) 9or a pharmaceutically-a
c eptlab fwthsakitownfeme bitgrnaivdaltaenSA pplickti @ e 96Vﬂﬂ3b7 that certain
D0530,. 0o, a pharmaceuti cal | accetble
st@ﬁ&;a@g—gélatﬂ-qwgfzp@neg% V?]tavgf Btt')s&%samglaﬁ 8131 %ﬂlhsmtgent at the 4-position
al QBN BEEGBR tyrosepWiSAg BHhitild S &1i i), LTANL Obs: diSRALE R Wa) 99/55683
or separate adm nistration of the cogﬁonent s of the

thet SasiompophN A3 ctgaPhep i OrehigRrinrdiioryethoxsgruinazelin-kagige. or a
phtalqﬁcelgc ~a(Jce Mﬁ@%kl n%é‘&f'hlﬁ?&dtt@%e o Juﬂrﬁ'e}skfog58774 and

receptor tyrosi ne ses are frequently present In
OYeipis ah liEiR BRI tThet doalpovahicery keowh asglotiaicad iiflertified
heperil?a%ttela%yethe 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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(Vin iko:pi ez rcl. , Ilistuc lenx_J__, 1992, |4,

481). Accordingly it has been recognised that an
--------------- - inhibitor of receptor tyrosine
wonasAassshoul d be of value as a sel ective i niidaid04s/0835102
the gromth of prostate capcinomas. 15 It is known

from Eur opean Patent Application No. 0566226 and

13 S50, 1905 SRLED: SRNA6A54 005, 00 301 23500, and 0.

Nm}slsle&sdf-ﬂﬁbraphehylm (Shtb&phoﬂlu@%poay)qhhﬁztﬂmp@&hine (l[hked to the code
ug%§sess EGFRléy osi ne kinase inhibitory act|V|ty
&rsithh 8PP vnd L08R g 6FR At (187 comPedide dept §§1@éremafter
1nhm§&gghﬂgbgngb§;e cancer. It has been disclosed by I
Whodburn et at. in Pnx; Amer_ Assoc_ Cancer
Res dids Bintherlgmwp froggintermaiopd Paisat Ppriligatemaly 61 97/0PR6d that certain

ot 8 tL§‘ —rega?'e c aﬁtde Uﬁlv ALY fi&g‘ess EGEFR tyrosine kinase inhibitory
i ik

Ioro orop
acﬁvn’getl:bomr@)leﬁ ﬂtercbmppllimll 4-[(0]?)) Dpheny ety andda] H6-(@-Hdaixy ptenyl)-

THh Ry PRt e ke i e s Tamoes BT, R Of g LGP
59896 it £ ECEW trKﬁ | bt cBRPSINAA {uektifRY ht R aLQdS ¥R humber

ZD1839. It is further known from | nternational Patent
PEARL®0i cati on WD 96/ 30347 that certain 25

str L].ltcig Hfrﬁ‘llall %o%lfwﬁuﬂgéag%@“ ﬂ%li@%dnvl@g lo¥&P7120 and Internatlonal

possessing an anilino stitu at the 4-posit
Pagins ppossas SV Q_lSBROt)Cﬁ/& @%@ 198/0R0 Ifcemé WQ I99&2|4®$7rtyata;e1ttaw Dlhyr
strlléétﬁlﬁgg—%edg%f %]%g%?ﬁ{n/eg%ﬁgﬁtév%@ \p/\c%segsgljng a1(13 grﬁlmcg snl%tstitltler}l? at the 4-position
als-é-ybbﬁés Eemtyb@&m@ﬁﬂh@amhmub@azmltyn Tbr aaifnpld) ﬁle,coﬁ{)o@d

maceut i cal |l y-acce able sal t thereof (I|nk

rn
Ni‘h@ kopeaminretieazemn-goyalpyiy -y ddinkerzg the co %HU@W&%W%
anf{ER BINEY i<CRMBHIEKT STIEW RN is38er@ikib@hdt a8y HR code number

identified 30 hereinatte.rby the code nunber C%I-774.
CH587@5further known fronwlnternatlonal Pat ent

i-N t

str Eﬂcgﬁ%{g?ﬂm\éggﬁgﬁ gtﬁﬁel Lr/]Ig(iZ’}% %Ee)b(g g‘f 1029f 1%%5 and United States Patent

Npo6g62688 thgt mnmamtltasn mubdiy—ﬂﬁla&:ldtqumbhﬁm@nvdﬁm podséssifg an anilino

so bRl T eosie e IR I B T 2008 Ry pabay. For
ex ek GB2 & ROR 1 Q2 chlodHU-flldkb alieh)- 3@y aib-6- (iaﬂl%th laminobut-

42, 1803- 1815 and WD 00/ 31048 that the conpoun
2(]%)_—@@}11}40&-,? rethpgyquinoline (identified hereinafter by the code number EKB-569) is an

EdPk {REhl or o- 4-f 1 uor ophenyi ) - 7- (3- mor phol i nopr opoxy) a_|

ui nazolin-4-amne (linked to the code nunbers PD

18: 280%itabld c@nbindthBB) thesinpamtiBGER HEFR TRH it selsotap famdfor s

I dentj.fj n h
e BT o, oY Moo ha Bt S FieRlony e
E@ARTKEatnponen\br thé/c0RBim6tdrhialzDe 834 &iBI-7Jth&lore preferably the EGFR

tructurgkg -rel.ated he eHgéyclic derivatives al so
§sgBeLn FRARLOR & e inhibitory activity.

For A8 %ﬁfﬁﬁ'h@renﬂ)@ﬁ)ré3 QRBSRDharmaceutically-acceptable salt of AZD0530 is, for
4-[ (1F2) - 1- phenyl et hyl arni no] Fi - - (4- hydro yphenyl } -

exqrpple piheanasputically:aqcprialln a¢idiagditi¢n jafikked exaonpltan asgbaldition salt
w1ﬁl%qg(§r§anp (K(Lr o}gaqnc a%uZﬁ_’ %sg%'d?dggloggzl’lydrobmnnc, 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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59326) is an EGFR TT |. That conpound is identified
herei nafter by the code nunber T(1 P1l<1-166. it is
further known from European Patent Application No.
W3@8héddsand I nternational Patent Applicati gRg/dedbbsnozioz
98150038, WD 99/ 09016 andy(\N O 99/ 24037 that certain
other structurally-related quinazoline derivat | ves
posgess an no sy bstituyent at the 4- on

D At sebddedRefBie ) PoBPiRale oS Bt Bl St Py Borm
TKFahd S3amhse uthlitﬁtoﬁ AMG B®lis Lefi-ih Are(sPndagiatic tEQ&ﬁetﬂt of cancer. The
Ca%gégal nazolin-6-yl] but-2-yrnamde (linked to th

CaNGRS 8F e pres Wsstlonawdu@mn %BS”IT}Oé‘r %CE@WWQ assessed
byI&%n&aﬂmym aé éesbﬂeeathafehﬁ,éfo&er einafter by the code
mber CL-387 . It is further known from Nature
I\/tedqu: eranbi0i00 trcrﬁmellmi mqmmmamnum s aldfigtdans @Jodaeyrpynergistic
002. 0 ert ai.n ot el at
et it i PR BakriphficsBE M RER ARk Bh M SR MaleteBhtda
heﬁuibsﬂotet uent at the 4-position aI SO possess EGFR

tyrosi ne kinase inhibitor ctivit For ex t he
anﬁcﬁiﬁfarred combination accordmgyto ahls aspect%f the presentalln entlon comprises the

EGHR( Bk tﬁam@ooﬂ a phhs IO hliy- AR 16 ¥ Rerbof{ AhOSichHaddtinhibitor

no ut 3)en uni i to)-7-ethaxygr inoline (identified
AZﬂE}SéO,rmambmyemh@ywe@tmﬁ@BrtheEmé 569) is an

e ot D oaPBaf RN B Aot fuk BEER hRBon

comgindes 82, E@H TRV QSI-TI4, bﬂ@ﬂ}ﬁnﬁbﬂeuﬁc&ﬁy -a@leptalig 2@btharedf, aktkthe Src

B- 56 r the ECER. . TK| onent t he

i S50 O ARG e ST PEPS abl s t he
EG-Khe thétap&gidRemembtie oftthie agestif rtpr@sntisvedbbilB@dPbe As
stated hercinbefore, a suitable

adpyhutorae BRG toapiof2 aleaaébtkmn@cgl&cﬁl compagifiEs ohgegrdingdp this aspect of

theq)ﬁ%ﬂﬁ'oﬁ thef® iF ﬁ%ﬁl@& § érﬁra@éulubfzﬂ @Sﬁﬁ&ﬁtﬁﬁtshﬁa@@fog u&qﬁl 'tl‘Ie' s9fkrgistic
salt, for ex np e a aci d-addi ti on sal

treatmng@maupeowhmh gempiisea e celnkinatonas am ?&FB&IPKIOW mpharmaceutlcally-

acceé{j#)e sgl 6{1?:%' \Aﬁréc? %ﬁl %gcg]%bgsb g{hrlﬂu{ %%'@g?(?to} gghaﬁ*nag ﬁfally—
aceppbrihle theabf, $n akodidtenXih' d\ﬁhafﬂlz@eutmahpmepthbleéxdlﬂnerﬁ or carrier.

ggg%ﬁ% ‘j_%&%%lrtllgaﬁp %@6%%&%& tﬁaélvg&tlogtq&y% in any sultable form

sudtels@hdRehOdReriveNBe@i®BoR. Nat i on of the present
invention conprising an EGFR Tl .1 and the Sic kinase

i nhitoefsredipoBZe icy! epgasition puitahls fesase ityihe pynergistic treatment of
ook £ DB ot TR BorReery e Skt bokRlpepai
salnﬁuyrehé aa@éle§seldnasbynmlutw SdI06Ha lor apkamnacestichdiy o idpiadle salt

at nent. of the
T ROB AT AUGHY TbhPT SRl Ay Serp RGPy & calilf
Syney fyithdripgefereddf ;ﬁﬁﬁndcf:utichl&oﬁfpf)ﬁﬁén dustalblb Esrapetit th€ &nkigistic

superi or using anal ogous criteria to those described
trepi@ieat PfirapesF eomprises 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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A preferred conbi nation according to this aspect of
tile. present invention conprises the EGFR TKI
ZD1839, or a pharrrxaceutical |l y-accept abI e salt
858R1 nd the Sic kinase inhibitor A]PEQ
\58 ﬁwa}r}rrg%sgutl cal |l y-acceptgpl e salt ther eof fur?oﬁmm2
pr eferred conbi nation according to this aspect of the
present invention _ conipuses the ECGH {) TK' I CSI-774
foraral&dwwawﬂnf%pg Y0 BecHPam Le0 g ¥ SOhBebpetive igredirat
Co§€&nenltly %Stﬁll%' ohi &BSE Of ZHF4XRSAbovOlO fhe, for example, 'ﬁ] the range 50 to

pha ically-ac eptable salt thereof.
750 hrgr ap@mblx:m Mnmbalt()pmﬁ(@ﬁ mg,heye aefradiy Hithe W@gep%@é@ AP0 mg.
s r
WRNEIROER R 4005, SUMOURLBT AL IR ATEDE 0 pr e
adasfgetionfontdmling23 ﬂl‘gem()llﬂgmﬁ 1159!11% ofscpvedugredianta Convemently the

har naceuti cal co sitiopn suitable use int
eyl G ot OSSR it B b e EEbbRdh Sade 5 to 200 mg,
m&QBI‘efe%‘iylmh@[fangéloﬁ%BsoTﬂﬁg or a pharnaceutically.

acceptabl e salt thereof, and the Si-c'sinase inhi b| tor
Azo@esrc kmsqambibapmzlégﬁod’aﬂ|g9neei@11yémaé@uréstgraqi psing analogous
bef
g G rouleP L ERRGALloRTy pldieiroa hrebefore, o, 9
Th eTho mp;a@stand: mhsddesiesarﬂ»e«ﬂ h¢re1nb¢fm$ naey e oarigf actdrding to the

P B R BSFb E6f HE PETHUF O Okl PBrar Bl SRerie. i ey be

neéﬁﬁ@ﬁﬁ&&ﬁb&kﬂbﬂ&b rERBPOS abdveinditiohaiiogesf o nthmmpbﬁentsrw the
nerglstlc treat nent of cancer conprlses

copgipBiipTairgagpengin qrag tegedugs toxipity Zi?q_sg ggledbl}ngai:an be determined by the
Bt ushdths SroREERal siANthd IBwled

pr;%ﬁﬁ&lt(e?}]vgg gsl'i?ére]llfqiﬁ’% Oﬁ&ﬁ:ﬁ%%gg e ’usgrr% as ﬁr. | s. wledge.

phaftveitidawpeedistyd én@ttép pledyneceyt¢al C%pqsmn @erfordipgto the present
o BJRE B B PIAREREA FEBBOR SOk i
Ambﬁﬁ’:}ﬂaﬁcﬂuphmhcwﬁmyabd@mle&mlpﬂbﬂ @& chgier. USieh iamompesition

synergistic reat nent of _cancer np¥'ses a. .
COEW &Plioeﬂqe%tﬁj f%gp%oyb@hwmgvﬁf 0 %‘F Inyention for simultaneous
adﬁﬁ}ﬁgtﬁﬁsﬁyith@@lnkﬁgsﬁe ¢eRtR £ cérbt thereof, and the Sic

| ci nase inhibitor AZl a05313, or a

pharsaedingihis aypast eldhe HryPuiloahere isipegvidse 2 gharmaceutical
coﬁ’%ﬁﬁﬁ&r@sﬁttﬂg? Még% llﬂ et?é@'h&?ﬁﬁﬁﬁé&%%:ﬂt%f %@%ﬁ%ﬂ?ﬂ%ﬁpﬁ@es an EGFR
TKIabd aephaunaccla;p;slllj' -eccbprnlpie bt uhcmofl, the Sndigdase atmllmtoalAZD0530 ora

adm ni.stratio ral.l cont ai.n.,for
AR so e 1 T R A b e Riene o
catriee ECIF' I [R is ZD1839, a conventi onal t abl et

f or o ongggi@)gﬁpoglilgg agvg&%%q\c{té%é?r‘eﬁegtt ipygntigp also includes separate

B§1§6rﬁ'c€ﬁhp§§ (%Efns@-@&nﬁ@rtlog 2 OmPEki QY andAOFHIYKO or @?Bhﬁﬁceuucally-
gredi ent . n

veniently the dail % oral dose o
acmblﬁahﬂm;@f 40d agharfngeevgiraliyprcesptdbre axp@ianhpiFarso 3!16 a second

A A IR0 9 S
sal'f kheteolf sndl 3 ﬂlarﬁﬁéeutlaam/@quﬂolmaipleha&ni catrief.0%umhi aa:bhmnsmon
RS, St T ool ST RS0, SO 5 e
adgf?ﬂyt%bﬁ i thy sfRfistic treatment of cancer but the separate compositions may also be

administered simultaneously.
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daily oral dose of 051-7 74 is in the range 50 to 300
rug, preferably in the range 50 to 200 ing, nore
preferably in the range 100 to 50 nag. The Src kinase

WBQ?UQHE%S AZDO530 wi Il generally be adm ni Stp%%ﬁﬂsz%%joﬁ‘ﬁoz

anal ogous anounts and royjes of administration to
t hose descri bed herei nbefore. 10 The dosages and
schedul es descri bed herej nbefore. may be varjed

acc SPAYFHFOHB SHeHE PIERETLiGR £ maPE ALY 1t Ry tigh gorppses a it
coRpBEins h rifPBHidihd Viffa sbito1P&hion EQHiai RN R FRSFR TKIEN a
be necessary or desirable to reduce the
secrind wentapent vwidreshitelds egmprfsition s ontainigiemts kigfase ipkibitor AZD0530.

conbi .0 I [ r s £.0Xi Cj
AR Rl SRR TP bR VAR SR e
syndigisticStrdatreait bingned yorppdidingcul ar patient using his
prof essional _shjll and know edge. 15 |t w ]| he )
appréci afel th Q#ilt‘ﬁé" AEHEE 'icé?ptﬂ’gﬁﬁ%{“‘ir?%nmgether with a
ac C QR &Rty B M BRAAL I picn NN QAES M b Bsd: UEie8osdge form;
conposi tion conprising an EGER TIC and the Sre ki nase
i nhibbi t othe SAADNS Inhanr AZHINAPQ Qe @ pharinacegtically Acecpsblgisple
excizpi ent : . htlon. ' I
o ouREE ofinef R dBhorm e B RTINS B BB B soona
i nvenit dosagd formsandul t aneous administration in the

SISO SRRl SRIES] e BOEES TG S

phar¥esait€ aturth60¥paRsS bi the PreSdiit indbhtTtdre 145Lovidedtat@mbination

synerggftic treatnent of cancer which conprises an

pegred prejnbelgre far pgdn Hic ¥R giticEImrAei@ptEDl e sal t

t her ol dink REth Bpect HINAS HiviAn R d:O1sALEDPRRedAph@rmaceutical

phar maceuti cal | y-accept abl e salt thereof, ang a .

copipatitiomier esstin thelsynergsisdpating okseodqyivdih compriges acp@pination as

5 har eutjcal. 3 bt . [ 0.1 he .

oo AR At SRS BRSOl i

CONPY psdtidulpr aurbtisifg baefipefahd presenciampitios isthatalne daaEdrthhKéan be

or .a .pharnmaceut.i ca - acceptaple saJt thereof, an
e PR CHPY DL B EAInG 6 RE R PO CB5E GopfPas Mg fye not
yeBbRf oMl wiR th ERMdr MO 5itRGolchGeShEt Hab b8 Rated with a

i nhi bitor A2: h?0530, or a pharmaceutically-acceptabl e

grawihfacterdnlibifor. faperagpln widh PhEBEER TR e Whidichee pelapipended to such
| o car . > i
b B g, xS Foime WSO TRRFLLIRP oy GRE ROb KL
f or /sequdimgtié afurier spgaphithe pre8int admtimngheratsipoevidad thdiese of a
syner.qgi stic treat t _of..canc but .t he .separate ., .. .
coRBBLE! £ dsfucd g ilietore funS BiiiarE of ARARRIR Srdgmiyigrasion o
a Wibm2610Qded hfiBB8toRcd i 6R0 OmERiRit @ atmeAPofGanveani ent | y
such a pharmaceutical conposition of the inventio
compyredgsio i‘%{ffhe{i:%?ﬁ‘iﬁt PSR gEnriagre Bgnedistehe Weth2a
coftibiriaB! £ EOARORLiAIRPorE At hihigcthBer EFeRcdiint @8)hdaministration to
second container with it suitable conposition
a waontperded gnintabtogirevifd tha seatnght BiEGR ggant cancer.

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

as

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 s synergistic
treatment of cancer conprising : ai an G-1? TM or a
\959{310@7}%%“ cally-ac eptable salt thereof, t%‘ﬂé]s%osmomz
wth a pliarmaceuticallyyacceptabl e excipient or

carrier; in a first unit dosage form b) the Src

| ci nase i nhi bitaor. AZDQ530,. or a ph ,
W GO 2B yhaide HESLPL e 8i67cive ameief th qoppponents
of dhePRALIRESYEI eBihddneinbe@it.abl e, oxcipient: or carrier,

in, a seoond 10 unit dosage form and c) container
mear$cPrging o isaspichf thapygsant ngentipndheseic @t Peviided dgeedlpd for the
N8B .- j g 1 f E .

o rARRTEG] Qe SR ELPE AORER ol S B R P hagp e
adméwigiatibefd £wanf-bloodedeninml thaeis siyned gf sicharebtireat ofen tffedtive

cancer. ordi ng to this.aspect of the_ inventian
gy @ o SRCERL Pop sl GREAreBbie b et & defied
he€MHRAS¢ befa, sfnﬂﬁltdﬁ%&lslwf&}h@r SUNBE GSink Crati SrEFARAECHRE amount of
cancer which conprises a conbi nation as defi ned

the, e &frapraimBibgor @330 P nhgmnagpytisally-acceptable salt thereof.
pharymeapticald Xpat6EeRt g}éke%% ﬁ’é&it@h e Ralsh ?Wi&ﬁ 2 method for the
particula-r surpFl sing benefit of the present
synergietit trearméng of ¢ratertiineludiap EoHRt Hglt resi simnt lsencer) edi ahdbomiptifes the
.the. conbinat.i.on of the i.nvention can of onl .
st e RO S s P S BERsh ' R B R o fpaggs i nece
of Budrtesaintient afcdffattivertiidahis @f the dbmpdrats @ eebmbimatior@slefined
been treated with a zo gromh factor inhibitor, for
heginfii'e with an EG TKI, and which has not responded to
SUChccbflz 3PMi lspbeille pRidnnviMichitgd ¥ aRSIpAG/ided a method for the
treatable w th such therapy, has beconme resSistant.
SYPRIBiNi it aagnans obcapear inelndiag Bf1 resigan canceniwhichremprissa the
MRGE bR Pl QRLIGH IR DS B i nEATPLORL AR AR EHOSS
her el nbefore in the manufacture of a nedi camnmen or
angogimi ofias (RGHR DKL, boa plarmarentidallpacteptablaisatatheteof, ps defincée
th nergijstic. treatnment of cancer. 25. According.to a
hef QiR Ty SHOBEt POTiep e SO PoRP s A i S a e T
anktBi8t ¥fthedSrc GkRIARY iARIbItGMAAS0T36f dragHlaeiaititlIef-Qiceptaile fai€hereof.
manuf acture of a nedi canment for admnistration to a
war i grgheEian Faatpant of hegresenidevepten asdeliperdisreipfrefqre prRbe
dIMikesh 8¢ A £RAFE5r mACEAE@LAImb GlvBaf .
“The tpr_esent i nvegfirorﬁéqt here is prVO\S/irg%rglag a@?ﬁ%ﬁ?ﬁé—le
adiriygsteyine o dreinotherapentivengent of defamd bereinhéfote. conpri ses
the admnistration to a warm bl ooded 30 aninal tltat
is ii: heed of such treatixient of effective
Catihizaing iofiirs At oestirdgen CoREHRETK Bargifthd $ue intdioindd iAZAIGS8M as

oY

a

def i,[ned her ei nbefore. Accordi.ng to a further aspect, of
t he THF BESHY MVARASRAISGCI RIS TRIEGPBOMART SomEbing an prjjoestrogen,

antHFR fyRalne KR inRbitG@nR a Piiicast Shdbr SANCSHE féﬁﬂlg)gd'! non-receptor

conprises the adm nistration to a WO 2001/1178
tyioginy ionasee 0 Bie eanigpation 8 thegitepiies 1o verdel ia aintegliodiferghe jreptment of

Cah&r %ﬁféu lygp&.gas{ga%gérnent of effective anounts of the
con"g) ts '

onen
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 herei nhefore. According
to this aspect of the present invention there is also
provided a nethod for the synergistic treatnent of
w8Shikinc! udi ng EGFR TKI resistant cancer )ch’ﬂi&‘igbsmomz
conprises the 5 admnistraggion to a warmbl oo

animal that is in need of "such treatnent of an

effective amount of an EGER TYl, or a
bagsth apdrhGBY stiraelptiey cempdle pt tampe fenapsistan M(df breagscagesricplisould be
ml’ﬁﬁ"ie%'ﬂ“tiﬁef E}%s?ﬁe%na% ldi@Pesygloy with or after the
dm i str an e ctlve amount of the Src
kl nageorilinp |ththﬁs(HSp6%N6EtBé)preSHM mvention there is provided a triple combination

rmaceutical | y-.acceptabl e. salt thereof. .Accor
s RE SRR G HaSRBlRRY O Rt ehi <Pheisnf € ok, an
EGFROYKU @€ a ghiBbOodc rac& @blekalt FEABT, Ghdthe Grd Kifak MiMitod f
cancer (including E Al resistant cancer) which

Wﬁ@é&?hﬁlﬁ@ce@icmﬂ Qcéﬁé&l%%ltéhfq ntial or separate

{
P 5203, U L R L Ukl s
or s@pmmhmesimdtmn lmétlxc@nmpmtscmﬁ ttasombmamradas described hereinbefore.

her ore Accordin i S .asp resent
o B TS P aReh B0y 5wt e REbelproifled
SynrCaughisie EGPRFHQI'(HEE Aty effthccagmargs Gefet héﬁeﬁ@eﬂiﬁ:’% Ilsuﬂable
resi stant cancer) which CO%FI ses the _ad.nuinstration

triplg cemiyartannt Sesdatenbat- i E¢HA LKL & seiscird Bampfor gxpgpple, ZD1839,

odireat OBB3 OFK1RIB6eET 8817958ind RRBUSYS. PhrerdblFie ﬁ}ﬁi €K1 cponent
a pharnxaceuticaliy-ac: ceptahl e salt thereof,

of theftiiple gompiantidnib P BH artdbliHé. Mompretrrdbiibe E@E&Jéﬂtcp@ponent
tion of an effective amount of
Oft‘a{w @??&%{,ﬁg@ogﬂ% %PSI %gtaor AZDOB630, or a
ph a%amta&ald&teﬁnbeﬁiré )a-salazﬂndfmlmhh&eelsta:hﬂy-h@eptdﬂé salt &@heAEGFR TKI or

N TN T AR TR S N A -

acldDRIGARY sAf wiRYn irﬂrg&ﬂi@i& b@Anit BYOkWA 2§ H@EForR, hydrobromic,

radi otherapy or the admnistration of a
sulphiais tES10A5EEH eitricy Brlteicay featticas her ei nbef or e.

Co . .

e o B B B gDy et n the
syedrgistiq tedatihad of ezt cemp‘p;i &he omgerieaingmt eighpoisenf hl)/elaiwn includes
an%pl —Ittgrrel?iutarl{e zl?at may F s%‘%%l tt>))é §%1%%1§1r Ilnne]%r?seasld@sr%I ?é& Rreinbefore.

non Trhe&qm mrmblﬁeym $nemmeku df&l&@ﬁeseﬂ’ﬂih&ndﬁlﬂhldﬁﬁﬁddmﬁ affbrding a

thelnv nlfts3 el i.n nmet hod f or hetreatrreg}
SY%‘i‘Tgls‘%“a‘i*f éfrlf 8‘6&? et S’iaP‘i}mB"l‘l YoHBHY UEBH UEOBORECTE L IR {r0se
debethed phehedree, | has been shown that resistance in

M ~F 7 human breast cancer 30 cells to tlxe ) .

ant iAoergfeﬂeéwlq CORFMRFKPR FFOTHNEE A 2 PECTiON (S AFSCTH ynVLeRién

| G [ X
oo B A O T N L Lo SOOI g lble e
thehrectfhaltdhm mmwmmm&szmnmmmmmly-a@aptuas wlt thereof

b re &%ﬁg@&@@ﬁpg ggg}nap ('Blge];ccct)r mmé)&) {h?snas{)eecis: ofs tsle present mventlon

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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i nhibited by the EGFR tyrosine linase inhibitor Li)]

839. According to this aspect of the present invention
there is provided a triple conbination suitable for
WoGoshysb€ synergistic treatnent of breast £Aa0
corroporsllmsgg an antioestrogen, an 5 EGFR TM or a(‘fl?zoosmozwz
phaumaceutical | y-accept abl'e salt thereof, and the Src
kinase inhibit{ r As170530, or a

phar HsdERle Feraingtipngs él%ﬁsaﬁﬂt of &g presers gpgntion may hegidpipigiered in
the RESY FaQeEpid Harrh £EMcaPcdnQUEBtiBAL AQR i t

si mul t aneous, sequentclaa or 1separ at el‘?%t r%ﬁlglg%%?ta?@?lemvemon
thee ig Prewd@ﬂmpmam@umal tdrepasitioh swigbledor w&s inléhs syrckgdic treatment of

|nbef A suitable nt| est en has t he
brﬁ%gnanﬁ%rsw °°mé’a‘ e SR ? anfﬂ{lfgg%elnaﬂi ]ggé%sgkl'ﬂr 4

pﬂmaﬁaoamwaﬂf'—adchﬁtable a4lt gsof)edd thedrcheré mpafior RZDDSBanr a
suitable triple caonbination of the invention,

phggpscepiopiy-ascbiaide &gl Werorh axﬁssqcauowahﬁpéammlpséy acceptable

exXBhenf ddoarfer. 1033, PKI-166, C.. 387' 785 and EKB-5609.
Preferably the EOFR TKI conponent of the triple
contihagpinpesitions 2erE8e! i thiOBipedt pé the Mpreatir mhebeiblayy suiieble form

e triple conbination is
ugﬁl%%gﬁngg%gs a{eé'gp e?el nbefore, a suitable

p harApatelat bh:z&inateuacai epﬁlﬁdmht&)nSaitibldJifor tidein kHeGhIRTEiKc teatment of

b AZD0530 i.s, for exalérrié)1 b‘{%har maceut i cal lléi_ acc

r8?§f SHIFE CRUPISes A GPPPBALELGTRD aptigest E385PriheEGRR TKIZD1839, or a

praghateaddilf-h@eptaRk kalhtRoRBnd OB ZaM Se RhitAOHARDESRCHh
such as hydrochloric, hydr obrom ¢, sul phuri c,

phapmacevfisalbiacseptable salf therept, inpssasiadion it gphamiaecusicall-acggptable
exeipdin€d: Bglei nbefore, the triple conbination of the
present invention is useful in the 20 Synergistic
t r e frether wéfetredepisrmaani®@t corfiveition maebletfoeat methe sykrgistic

sent i nvention ant i
o5 ES SR ol R SRl o B TR en S Bdhe AR T
OSiIe'BBI{ m’aqﬂlahﬂcemtn:bﬂjv Moeptaﬂib Salf théPbRaioA® BRatH @ inhibitor AZD0530,
at ment o the present invention is defined as
W%Cé Y'%Fﬁﬁ&?%? st thergqly ig @psopiptignwitla p phgmageytically-

actcmg; icGbd Mrriyperi or using anal ogous criteria to
t hose descrl bed hcreinbcfore. 25 A preferred triple

contiapael naniivesiogemepreroneti the HEPRAKIsbmphecnpaad éitc kinase
1nf%1'31§ 1%219(5)539 %gf‘gé Iﬁ(&%%ﬂ@ﬂﬁ x%?&sﬁsr ﬁzgga% {ogﬁge I gﬁs Ilﬂ routes of

adinte steation t(amdsetd&e:rtbeathdzremhefsm |nh| bi tor A7DCB30, or a
pha euti cal.l y-accept ahl e sal her eof
prefer ggﬁg?s g %1 g‘gl%g q? g Fﬁ?ﬁtfobel R b0 "a{“ﬁ‘itl %Ccﬁléﬁ?@é? the
pa@fculah @isgseseB taind the@REHD Bondﬁitﬁiﬁpif kegatian. antdapple! P8R be

the ESFR TKI OSI-774, or
NeRISEHN ST IRC R rFVCﬁ&@@BPW@@&M doses efi{es eponenigofithre

combfnaligh RS Redt AbBLL B HEORRRHy. Bbselc duﬂl%]can be detlerrmned by the

maceuticall}; acceptable salt t her eo
precyitibigs athioanigeatifg tuhsepaptnce@e mtlelnhnmrg hmpmfmgaomﬂ sloll bmd knowledge.

usef r Le at ment of a
boctt el b8 BYRELEIE bhmat WY T ba on o PR BB RRE pitSen:
intengsnidcludidd ﬁﬂﬁ@biﬂlé’ﬁ%}ﬂ@ﬂ%&ﬂ%ﬁ@&é@%ﬁ% EGR®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 triple conbination of this aspect of the present
invention may be arir roistered in the formof a

sui t abl e pharmaceuti cal conposition. According to this
WO RRSk178ds the invention there is provided &cr/cB2005002102
pharnmaceutical conpositiop.suitable for use in the
synergistic treatment of ?JI‘ east cancer which

conprises a conbinati on of an antj oest rogen an ECTR

TKI Acgprdigs & thisasprst eluhs masnpn fresis Papidsd @ Aharmapaiisdr
coﬁlﬁgsﬁ(;}xesu§btﬁe foir H?esﬁ thd iy hé}%its@cr tré%M:}cré %poreﬁ’sﬁ czﬁ‘xcer which comprises an
armaceut | cal l'y-acce l'e salt thereof
an'a«mtmgeat 4ndEGRR ifKI arp Iphmmumlkyadctqm@mmmmé the Src kinase

1n1%1 1%O§Q£ﬂ)téé? %(rs ]a% :%glraceﬁl 1821 y-ag%ﬂ%; ssﬁnl?eﬁedo ?fil:}ﬁlg% A f:eé.ltically-
5 acée@fameeiﬁpﬂntaﬁcbﬁﬁr Fornms descri bed herei nbefore 10 A
pr ef erred pharmaceutical copposition suitable for use

n PHDAETAFREICEE ompesitipRaccPiiie o gris 2P Q5 the gt nvention also
inﬁﬁ’d&? Eéf%ﬁ&: RnfpBRbLRALIPRsiAL 2 ARt @&ﬁ?d@ﬁmﬁ‘b&ﬂ mmg ﬁ%tlggtcrggen
TICl ZD1839, or a pharnmaceutically-acceptable sal
and heh@maceuafﬂilytah@ep&bb X ipEps o] qamebuatsmonAzmmwncnonmnsmg an
i [
Cgﬂgg‘gg? %f i élrl_lﬁl% eﬁh&‘ﬁ% ﬁclgctf palg%u 5%3% % ghattmgcfeuucally—acceptable
10 exeipehpirentienandathiidenmpdsiich douj‘phhlﬁg therSaé Ellflliffédnhlbltor AZD0530, or

har rrace | cal tion suitable for use i
i Pt MR airlrns it Sinient or

caﬁﬁm&ﬁ@c@ﬂpéﬁ‘mcﬁ{boﬁ%nhenﬂ? StovRREthe thddeiddomblittion of the

OSl -774, or a pharmaceut]ca |ly-acceptable salt
inYeREQIEISF squ%m} Prescmpate RS AN Hhe wermmmem @F cagcer but

GREBL Aht EnEQRs1
th& %g{lﬁgtﬁ thigbs%?dn's ﬁﬂ 2 ﬁar rracglbs?e?%:éa ufnbl a@%g pt abl e
15 ex c iGomemienty s@hmmhmac@@icammpoﬁtlmrtﬁ tlmlmw@msn r:oxgpnises a kit
coﬁlﬁ ] 0 n egfst the EBVIENI aI ﬁmtabg rr%%?puto% 881 %}ﬂlln% I%éetagg%%{ra%en ;bsecond
coRAMEOGIMIS s1a1ABld RbSpesittbny d@ﬁfaﬁﬁng&ﬁe EGERITHIShd aithlml‘bohﬁmer with a
t hose descri bed herei nbefore. The dos%%es an

suiablecnmInesitipR e inag theeve kinfss dntubior wiP 050 véfqogang to this aspect
of %‘iﬁés@ﬁt@ﬁveh@oﬂ R6re lsxgg{)mw& ik fuSERIRe s%aigﬁu@ﬁéiauh&ﬁ of breast

overal |l condition the patient. For "'exanple, it may
20 cam@rccz@rﬁmgessary or desirable to reduce the

abo e .
cort) nat T PE e 5 SURRDERRR ool prcpiento
Dos eamexhenb.nﬁnsngnttthgaéom(smtmsmeabldst}ort:drpeulepr act itioner

r n rticular_pati usi i s i
pr Olb S si aﬁlg{}i?g %K% (}{r &ﬁ% tlgalbpacce %El)tlwa?tl tﬂ%%ol}, together with a
apppe&hatdcdifakcdph®idraipMBRc&thirkalin 6 6dBRAG it @dage form;
according to the present invention includes a

25 conpbdsi t MERTCERISF Flﬁiﬁﬂ@f A PRATG: G88 Phasmarsutically pegeptaplp)salt

andtﬁe%f $b the?Qutﬁ' ?ﬂ%a&%bm &Eepp%ﬁpéé 1&9& @rrier, in a third unit

phar maceut caI l'y-acceptabl e excipient or carrier. Such

a dowpofimni ad conveni ently provides the therapeutic
LP:‘: Irg ai er:ﬁ(l)n%lélgstt IO(EOSI! aEIgHrll sauff]rcs{,gs?co];l ! 1roPn1%§osa%ett%ms

cangewill 2A0b2 @R RéclAdBHSt, Eﬁ' cbrveBAE) M}Q@Bl@ﬂlponents of the triple

30 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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-26 According to this aspect of the invention there is
provi ded a pharnaceutical conposition suitable for

use Ti the synergistic treatnment of breast cancer
wBL603 ¢R8P i ses an  antioestrogen, an EGFR TKln,c8005802102
pharmaceuti cal I y-accept abl . salt thereof, the gfe
kiinase inhibitor AZDCBS& or a

pharmaceuti cal l y-acceptabl e salt thereof, and a .
phar/fgeding te g1y 4speet a&@é prapios tse ispilrrovdedeahaipgceutisal
coRfIREITBE B LCRNEOIROSHS bQintf 605l kO HiPeATRER 2 Ble

present Inve al so S separate
copdmpO S @ﬁmecthnmnbezfomgl ascﬁmatlsm vehmpbsintacaricelbrpresibig
an.antioestrogen and a plla
exﬂpﬂeggorcﬁfrfeéal ly-accept abl e excipient or carrier, a

S eCc Mkt BANIHOSE, trd sEPnCOMBR SriRg thrfhpy BE3hRasT KdncerQiresdnts a major
phar maceutical | y- acceBt able salt thereof, and a

O%WQ]FHEE@B‘FF &t ¥e§p°é’éd@ tigp antlfprageg tfﬁag?ﬁnt bter dayetqpapsistance that
re@ 1Rrubddhf ﬂo%r‘am 'Ihlké%nsecfég@trahé' 10 thelth@ap3t & bidaB@Gfeer with an

i nhi bitor r naaceu

E(BE&[ITK)I mayalse pc\@bjpe In az]t;p ctlheodelf ha\@ﬁ)@}cn developed that reflect the
icall tab ent _or_.caryr

ac@l%sﬁon o%%é‘l gtanc f Xre n \;:grncee 5 qbo hi oll\l}l 1anone trﬁatment %or eXample

tambﬁf@penﬁtame cammm matmam wadh ah me}FRl TKE Mt hadmow®een shown that

sequenti al or se mnistration ipn the _
re@?%‘é?é’% @ppogiiey- E’é’{s) ﬁy[%g? g&%ﬁb‘étfea%&*’c“certoﬁﬁ s (Rl GYR TKIZD1839 is
m@(ﬁﬁf@@ﬁ'ﬁaﬁ@ﬂ%d’@%a&ﬁ%ﬁp@@mﬁm Rt Vh @SSt OhPbileh RN K1Y kinase

15 Conveniently such phar maceutical conpositiion of
signading poirey ;ﬂhl% aHpWs @eé'glonmkmtof caeprsellshayinganfipyagive phenotype.
SRARLIRA NG aWhiinBentidt B@ég 15t iR 'ﬂda&i%:%?%ﬁl:ﬁ‘isr}%}etcﬁ% of

ant1oestrogen, a secon cont'al ner w t Itable
digrosgposgressom icemb.ai ni ng the EGFR T™M and a third

cont ai n Wth a . sui i tion containi h

S e bR e B pEE ek B a B p g Ty Bl b breas
caBSP @it cane tichtd phi@ S tiple RYRBInk @ dfIRY i@vdnsioR EAViedRHody breast

kit for use in the synergistic treatnment of breast 20

CABER ELPALERAPNP SRYRP YL RRCTR A GRS Y S erntiogEp s th e FOTR

TIRNAEARCEH bis6 Blch cRAECLRAEARL Bed bRl Gith eﬁﬁer of B6th bfhntiokdrogen
a first unit dosage form (such as a tablet or

th@ramsqnd@GF&ﬂ‘Khﬂﬂe@m wWi¢h hagmogresponded to such therapy or which, after
mf&"alfiﬂﬂéﬁge&% L Jv1¥h 39' s BRolne OSEGRf -t 0get her
arnaceu acce ta Ie ex0|p|ent or
car rAaem;dmgno a fw&reoas@ean of the cpmsag éenvibbtidnrther2 & prgvifiddahSode of a

i.nhi b A Z-p30, or a .
B LG Ry e DB B BPesirere e pegpament fo
adhRgietdieh 0\ WAmabRBarAGel té salidy tRGGepiiak RaXmt B 8Bt cancer.
or carrier, inathird unit dosage form and d

)
contcPrdmere afiuthenspecs Af we Mvsaiahere 5 rrayideddhe bis®r aiple
colfbidatlod N deridAPRIE DT the hﬁnﬂi‘a&t{lre%lf 8 %eﬁﬁaﬁ%ﬂgfﬁgdﬁﬁlﬁgmtmn to

that, for conveni ence, any two conponents o
a Wampbleom apior tqlaowdmthle tregynehieoflanigeeghogct-ogétdne brenst cancer.
flrst uni t .dosage with the third .
G o atsatilirees § BRREL <Bhos B Ay et b o FTRRL ot s Bl
coafbitabien hsdeginéd IaeibEsre inl e plagvhéled of a treldiehi®ent for administration to
conbj n (}el on. as

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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defined hereinbefore for use in the synergistic
treatnment. of breast cancer. WO 2005/117888

PCTI G132005! 002102 -27 According to this aspect of
wB8odsRyRRL i on there is also provided a pharﬁ%ﬁﬁﬁhhﬁ%bun
conmposition for use in thegsynergistic treatnent of
breast cancer which conprises a triple conbination as

def i er ei nbef or n association wt 1 )
2 HHEr ﬁaedégtaplezﬂl Mpf%@f'eﬂr%wt O R FEITEr tg?t g Eepisiatyto bath
anfiSestib@dn@fld OPRErKIiRShHt ance to eridocrine therapy of

breast can cer present's a major obstacle. Tunours

t hatAceersjngriela fusthes agpoy of ibe aresem wmfméhqm sarenadnd 9 mgteed for
th%%glllgggg Iirg%fm%ﬁtxtl%g BI%agtt&%cFre \é/iﬁlé# g(?]nzi ses {h? HRrH.{nh tratlon to a
whmetdedded ammﬁt thwi it Im r@ed OEﬁERtr&'dtﬁeﬂ;&y ctitsioe dﬁvﬁitm}f thé ¢bmponents

vitr.o cel n devel oped that reflect the

of hedtipisice Watb“fn %Sé1§{1 for‘br east cancer cells to
bot M R&ainEes k ALME: ztsp&,@bmae bresé@invex@ith@e kGrdAdda0h 88N for
resi stance, and to treatnment with an EG R TIFF. It.
thyBept{ey op @téwegwgmqreﬂq@pt breast¢anees ydechgomprises the administration to a

w%ﬁé@@%ﬁ%ﬁlﬁﬁ %h&g@g{ negg:gf: ilcﬂ H’@?ngll 1ka&troz gﬁ“&ct&f@ Qﬁgﬁrgé: 811 thec‘ cc;n?ponents

of@iﬂﬁpb@dﬂh@@%ldeﬁne@lﬂﬂreﬂﬂtfwatl on of corrponents of

the Sit ki nas si gnal | at hvva

o XSRS BB BB BLPT SRR RE SR (ot A (ted a method for
thephenaént PEEGFRUI rés@tdns beha varer @lilbl@&ﬁﬁ;ifﬁﬁi thehdé@iskration to a

motili t(y1 and i nvasi veness which is reflective of 15

wamsderdsd grigh balss Brncet of sk remeahal PERALP 22 aYSY plshigpmponents
of kﬁ?e'}ﬁf)letcoﬁgmﬁtmnsas@%ﬁ%theféﬁngefb?e present invention is
that the breast cancer that can be treated wth the
tri gicgordogite a éxrihelnasmct phide pregen inveriicodherbes pmeiidags ipethod for
t.
b B8Ry o PR H PR Bl Bol o Bl Sho ERR it thrapy
whiddl cdniyeiseytyie bdhin@traimnho ea&hn bdlmﬂe&aimmhllahathm nb&®df such treatment

eated wth her or antioestro 2 )
of T AT B TRTHET Sy SR R OrF R rges hreinbetore.
I es pRBsehgt@thisPect PEhaP¥sdf inWBht @R thed fs@lso prdVidddalthethod for the
being treatable with such therapy, has becone
SYPEEiPSY ErRimenAR Clspas prgotrovhicly aommises thepisripisisationrie a warm-blooded
anHﬁzﬁ %ﬁ@ Is 1h E%e%rbtf 's&fﬂ tlte%{e t #fsan% di@ ﬁ\féeaglofnlﬁ%f Qntﬁ)fest?ogﬁn before,
triple conbination as i ne erein ore in
sm@lmﬁmbfumél corfafter theadmiaistationf ad an efebtive ambmrapf anEGBR KT, or a
phflrmac ut1ca yogctcg%arl éea 3¢ tté%fr:oefge?sod\é geed’&%:egeg?b%%(oﬁgr etjo%ufj{nﬁgz}neously
WI&Scﬁenﬁtbr t!hf: adrhi@istrarvandf iaf Bffédiee @mbsnt Pr O IS@keldndisb énhitsi®r aZD8530, or
r| nmbi nat.i_ on ag defined here:inhefore in the
F -eecgptable salithetedent for administration to a

war Mcbb: RGeSl @nispRE of B Plefift el thdreRLIBPovededdidMitdd for the
estrogen-resi stant breast cancer. According to a
squyglﬁwetreaa@@é ef brezfst eanectiwijeraompnisestibg dmplanspiedy paguentiaher separate
ad}{]%’ﬁ%f.%ftlof? o&%ﬂtﬁhftﬁ%ﬁ IL.h%Pléql? né(iﬁf {f E‘%ﬂ tﬂgg&n%h{%}‘%hg&lve amounts
manu u re
of @icbrionipshangst daf cnln: thple cB@bimativat as rdeﬁhaa]dxéfaﬁhbafumal to
c ;g\élé:doerdltnu ?o ‘Efus a%;t)ergtegft thg {)resEecn;t:EV;arn}%ﬁ)n rtl?e%el 1Ssta sgtprot\)gcﬁegsatmethod 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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According to a further aspect of the invention there
is provided the use of a triple conbination as
defi ned herei nbefore in the manufacture of a
[ for adm nistration to WD 2005/ 117%
‘gsc(%?%lszggow 002102 -28 a,yvar m bl ooded ani mal y2005/002102
provide a treatnent of breast cancer that is reS| st ant
to both_ anti oest rogen and EGFR TKI therapy. According
amogntzof ey KB 11gls piercihagpaoeyticallpesepiable sallBredlos defiard i s
he,%mgfoﬁeeﬂldqher@ﬁln%e&w se aé}l%alsaf@@gagatéadncanfsfraﬁw@ Bl e@lctive
breast cancer which conprises the admnistration to a
anfunien thelfiro bidest ialribitar AZTHAB0,ios arpharn@e@tlgillysagmtable salt thereof.

tr e%&l?ﬁ%%qngmv%{t OIel%{ qatgsnt%% n]?le {) hgtlon 2@1@ :}SGHr'l]% §n an%oestrogen

t he i on as erei
an TR TR o 4 ﬂw@mfidéﬁﬁd’aﬂij-aaﬁpt@‘ﬁlb salf thbﬂ&ef piicethe Stc l«mmse fihiteor
there is provided a nethod e treat nent
A%?ﬁ-‘rﬁ%%ﬁp@@@f@%@% b'rao%ﬁqptaalf‘esalétthee <er Uit R delshﬁ@ the grogression

of ‘)R‘@St@%ﬁﬁ&ﬁ rafl‘ﬁ)hﬁ’dhaH?reépon‘éﬁé B Phapesdl hH?slpoﬁsmtstdteSz e. to

in need of such treatnent of effectivé armunt s of
lnh}@h’ﬁﬂ@ irgng{grmation gﬁbrﬁasécmﬁeir;ﬁﬁl@ fewmrd hoardnoeppndeiss | ned
nbef C
non ?nv%m Ef' &Iat% \1/1@% ({ng-ér?%p%ngeﬂr Iglgfe dg\%swgﬁgfe %88%68{1&?191 the triple
cotnbﬁlaﬂdsmlms adbfendﬁ@%Raffd\z’t orethe sitrand diseefsagltogtemeand\ﬂm smhvwal rate.

co rissth admnistration to.a _warm

¢ g te L i b e Pt Diknibn g peyi R 8 LD b Rumation
coﬁbnhﬂ@a&ﬁﬂﬂé@dﬁ%g&ﬁ an BGFRI&KT! 64 dih@rrsaeBiicaidt-haaBptétsie salt thereof, and

defi ned herei nbefore. 1s According to a further aspect

thep$rc kipasepipbibien ATIABAL Qr@rph@w&@chl%p%wtai%saa these{olgr use in the

RS Dbl R i sl

nonmmpplilsS\@sstatMe admnistration to a war ns- bl ooded ani nal

that is.in need, of such treall en%
a m)E'h hef as[pﬁe t(l:lg %/81}] 1eorr]1trelate e u €5 l}eqn%le% mbl‘fai'imon to 1n§11b1t the

tradﬁ‘bhmdn bebehsaxdrfino eancémamams mg th@cdtﬁbnﬁatlaﬁ peaimm@undsh@ovides
present invention theré is also provided a nethod for

ab(r??étcaéﬁ?% erengivepiptve sfieat nent of breast cancer which

CONRYd BRS fouA 13 thexbSdidddf 1he BiplOconbifiidh Bf @ $RMcnt &VeBIn has
that is in need of such treatnent of an effective

effgpip npitonbf onethe avitoeldtangfgereddutast @ncer selipput alpreiudp gonstitutive
arfih e Rbinl Le@ls @,gg rf;'ogw éﬁ&{t afhGhaPleRth REbRGLT e triple

anount o
comlbmamcduhe pta$e|nyma@mep tap tferdak e tibedrte ofdpcea grefedtiln@dnhibit, the

bef I
oo graieh o B FGes SERURBr 0 L EotoRnimtie Hempsegosen
anFFFR KKNaRehd SikiHaboinhibifdr) AB36530QF thepesant invention can inhibit the
phar xxaceuti cal | y-acceptabl e salt thereof. Accordin

trapgopion abpreel brast fidls i @ DR statpy St farle earaivatios e o inhivic

thPE- ARG JFBIA9DelfsAb 2 hiGignBY ASEQI Sti c treat ment of
breast cancer which conprises the sinultaneous,

seqUtapfurther @{rpe@@braatahaatnpbmWI@tlmamlbhth: a benefigiaheffect in

bl ood ni that is. need of ;
T e SR T

conmicoatling o s aiﬁéclt ofitle prescat mbeftiohehere 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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ta According to this aspect of the present invention

there is also provided a nethod for the synergistic
treatment of breast cancer which conprises the

o8 20 ?Lgscstratl on to a warm bl ooded animal th3t 2%50&102
need of such treatnment of ,an effective anmount o

anti oestrogen as defined erei nbefore and the

si mul t aneous, sequential or separate adm nistration of

an ersaeing fehiAaspsbel tha et prentiepSise: i 652 Yided AdiRlt
e B B Lot pRERRRL AR aSRphole sal
thegéafLdnt] dime®ru dinased ghibieri AFD B0 sepapharacendivilb-acreniabiloslt diercof,

forA}se il‘gl‘él%%ﬂg\,/ e?efegg[;g%l ?nbm%lt%: éu{ﬂe tra Srf(;):/nnac(gngégftenal nglb?ea%t?crells or DCIS
CGHMraeﬂjhgnanTb@tepr esent invention also relates to a

triple conbipation conpri sing an, antioestrog q%fa

EGFrA trigje combipajpen tgafpet afiihe presept iRy enongs deliic ghgfgf efore may be
adﬁﬂﬁ'&@r@«ﬁ as 2L hB8py6:Cmi il %§<ﬁt16ﬂ"ﬁ'v@l'v& erger?m%@rap? br @e

phar maceuti cal | y-accept abl e salt thereo for use in
admirastagbayf ofhemotheppotjicageit ehdefined hereiabeforsancer from a

hormonal |y responsive to a hornonal |y non-responsive

state i.e. to inhibit the transformation of breast
Biclapic8lITesieitrba:dfie®om a hor none- dependent ; non-i nvasi ve

sta o.a hor nde dent, nore invasjvVv
St atlde [USHLEIER HATIPoE FBY D5 PRE S S OHOIAT T a1 oAl S kinase
inlBRRTAZD@B0 Qb€ Gded PN cdrndtioA®yithQn Ah SRS SR bAYSESIIGHR TKI.
and the survival rate. According to this aspect of
(ax he GsHézevith Stediesnt i on there is provided a triple
comb} iatd Q0 neAMbabh e'&e@&sa{ﬁeawmwﬁﬂmnEﬁB;{&b , 2003,
or a pharnaceutica y acceptabl’e salt theréof, an
ﬁh@%ﬂ&kanuha@ud&ﬂnemrme deSI 1530, or a

pharnaceuti cal | accep S er eqf or in
t he @ del B© 5?6 %@Oﬁ?lggr eSS|yB "i\g#:FLrue%a Obr%aggnccag?el%? ‘?%Sm a
hor manal hyendesRRAsicwsitivoOyaiafaf SRHNICY7 ﬂu&ast cancer cells that was

non-responsi ve state, | n apother asgp the i nvention
rel ates 1OaNAEd (Kan-Bf (tPRexifen;tpiigant nation to

i nhicgit Ebﬁjan% 6@0@1{ quIR QBIOhatif BARD ifxBhditSveit®rBatment with the
cancerous cells i.e. the conbination of conpounds

pr ovi desEGHR@I@@mé%ﬂ@bWaseﬂeSlﬁéﬁ@ﬁb lapéREbRi ve ef fect.
u i
U SO N RSO ok e Com et o
phhe rgt- fmt et mbdlamsshpplamdltm eidls 5 %Fagidenlf @@hﬂns)ht;qiemaillsm

GRS RSl LB s

37°CiiPh BumQIETHAI B A spRdte G/ﬁthtSI%-Z‘CQE EWRBH uded V& TtkpediindiBY analysis in the
therefore be used to induce; preferablc){ to_inhibit,

asgepye deseRbaddelomnHe FAls isre Bristined dppliegok s Hergh vy peAtum
il o' tal QBSLFOY BkibioRR
R e
abpveewrglutammem(lOanMdan inhibit the 2 , t ransf oi anati on
of n a_DCl S st
c orrb??fg?il (I)\?]élgfa ﬁre%ﬁ? cancer Cﬁ:ﬁsbw?re n%aﬁntal{lr an %nfblrlrgetd %éﬁqifﬁﬂ medium
supfibered Wih 5% o&aﬂ&BﬁlLsg'lp@ld stef@d-depléted fogtal culft demrm, antibiotics as

expected that the triple conbinati.or have a
abBléfh efitanige (0P mdd) andig- EB@FWH@“ §1§MH§3‘@H * br east

8 anceLm TR IO NMROrP6Re: bR X1PHedicBRARE By 1R cbR®uous exposure of
| Sease.

‘Tam-R” MCF7 breast cancer cells to ZD1839 (10°°M) for a period of 12 months.

Nunc (Rosklide, Denmark) tissue culture plasticware was used.
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According to this aspect of the present invention
there is provided a triple conbination 30 conpri sing
an ant estrogen, an EGER TKI, or a

whadosmeesst i cal | y-acceptabl e salt thereof, andtrdsiensbigo:
ki nase inhi bitor AZ D0530310r a

pharmaceutical | y-acceptable Salt thereof, for use in

red n preferabl the transfar ' of. .
nor kel PipeieF S Rctelth Berel Srupdfo B g gl M i

theeddefz el WA AOAL eaqcentmoﬁmfammﬂgldual dohip‘énéiﬁspﬁ&he of t he
present invention there is also provided a trip

s RRTLIPOGREPISIT Y thahe cpmbivdiopt Bl vean C@@P@%Oﬂ growth

i)t
wa? %\é:ﬂl.lsa?%@fﬂggagg&: Hps dti%?ﬁ%ﬂgt&?g{e%eﬁ ﬁoﬁola&é?@ﬁlﬁclfell néfBer was

maphaedieLs Bekinky Caclse powtiréavaghtle frhwrReokman Eoyltenisnitedriuton,

oorFe o RS SRR i ol PRk, 2ol Tt

(b5t atféme Parlsé ABAIEsi € OMPEIIMEbii g treat ment of the present
i nventi on as defined hereitabe'for

b
admilsversgtued ig osuplbissperyiye Hateﬁﬂ{friﬁ Alawahtn rercyios phase

ordE OPMEs %fegt@e[nl’feﬁéd forred RRAIBRY oPin ihir8ted AHHOR0PS Al e Bultures
of a chenot herapeutic agent as defined herei nbefore,

wergoBkleidajihoaineribeit toppintreisPld shapses indha medivig dparg the cell motility

AL SRl SRR R b RS L L e i
a tinhd lapsatvidentrécoatng ygrem. dnddquanti@tion ofldeRmiNlity, (rae)geoﬂbﬂe captured at

G.owt h St dleslo arious te t
10gaBe Uit Buaey R e adn EcaEler R 18 i Foots v
tradl@33rsink SAAinfdl Gnd oB GhAIGies DIRG/afS (MBAILCPlmetids DK, Finchampstead,
tarnoxi fen-responsive wld type' MCF7 human breast

Beglgshien [CR)e (el mqvemyntayps @logse ps eﬁ e geilareition (ePepiionyaty-Resition)
or %‘d{é:ll?hs%g ml?%{o unHBB G SinchEh bithdato YRSmiflaat GRatiSshl persistence
Tam R (tanoxi of

en resistant); and (i11) a variant:
of seltmotiHtANIaRs of edllsaverdipipttedessclathetal] préortitt frare theprigin,

()t reqtm allt hAStShe 20 EGPR TI 1 ZD1839 t hat was
de rg‘n‘aﬁe@ﬂ%m%m -R . 'fanoxifen-responsive "wld
t y p&xpddehifalyreeasing Cﬂl&c)m‘re keldsedwad elated whiordhwelteelltcultad plates.
e red-free di um suppl nted wt
At RS ERP: CEBPUHT GO g e (P ] PY PRpLALatching with o

plllf?eftté @Plafd WBhe8 with OhSsphatb-Bhffdrbd Sdiin f(PIBG). ZBA8 Medivdh containing
Cultures were maintained at 37Cin a

apmsmﬁ%w Eromdh Eeciers phitier sinneuBds (crpombyprsiany @fdahipigr: compounds)
WEE)ﬁp&\r,c\lll ﬁﬁ]—:} 'S% F?Lﬂ@lt%sdeﬁs {Ngretf&@d WAR A% RN Ad § aﬂfeg with crystal

were mal ntained in pneno free
vicRétl (dJS% im@BSY andsupplde wem;@dtogralphetﬁm@ﬁdd muiahlﬁsatrdnp peuhe wells

weé% (3% a&q ata& g%hg%ciﬂrylo tgra\% ((%b% "ho 1Al E)(I)ntl)tl) 90 alf‘bw &Feulation of

per-cent wound healing,

@ Fibronectin Cell Migration Assay

The polycarbonate filter membranes of Transwell chambers (6.5 mm diameter, 8.0 pm
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 pl;

5%10* cells) were seeded into each well to which 500 pl of experimental medium had been
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"Tate-R MCF7 breast cancer cells were maintained in
phenol red-free RPivit nmedium supplenented with 5%
charcoal - stri pped, steroid-depleted foetal calf
WEhLMIN7s@t i biotics as 30 above, niutfunine {3Q&.h5
and 4-hydr oxyt arnoxi fen ({0-7Min ethanol). 2hifha1o:
"Tam TKI - R MCF7 breast cancer ceI I s were obtained by
t he continuous exposure of ' Tam MCF7 breast cance
adgeg) [IscquioABPERYeNtS GEIENYere alﬂovaedﬁ% mfate Stware tggaegrgide of the
meMine (ROBKIoHS; n%&@f)&)méﬂt%g%ﬁ O&Mkédéﬁ@en%@éﬂs OF HRHR0HAS
used. WO 20051117858 PACT/ | 002102 -
comproida joe combieateng pbinhibftor compganyds) Wnreélédemlmng r«d%t\fn%re allowed to
o 3B B R bR P 18 LSS0 Bl oy o e
uppdr stde ef tha bevbriie N\tetd)ﬂaﬁﬂvétb\mﬁl nadtioaRya Iinthé hngrhlery cells attached

o B APR IRy WEAGTONE (FpL i B EpeRekGh sof Sehet whf

0. 5‘%’5‘1%@3’\@61& BPh Bflules ﬁf’dﬂﬂﬁént VaSpefatifB aTHE ﬁﬁn&? bdigPating cells was
Beckman Coul ter counter (available from Beckman

co@ues at@p-foldmageidicationtusing an @Rjprtedypicresedne. gr owt h
exp performed in triplicate, (b) Tinge
Lap%rf drion REg. f Cell Motility Cells were cultured in
6- wal thodifiesioe ofthe ingthed praimslyandriatd pwddcdxcer nk élaadt Ogneer
pha r owt P re transferr dtothe hea
reSeiderralingil e e8> 2o S5 aBah B bV G HEPL R broas
cad@r v@ke overlaid with mneral oil to mni ise pH
changes in the nmediumduring the cell notility
anallyaspeell plyqarhepatp fiftermeplyanpedpesity &1 H%iﬂlaﬁle‘}ﬁé BiHRYPYF size
frcn ggé‘ﬂa{r—cln@)s\!vtg‘g Rﬁcé@ 199 ANRER - QAR BflestAd vRre &l)'at@@ whi@ B Rrigel
vi deo recordi nhg system For quantitation of
(0.Frpuziohl) agambﬁmmmemgu@omglun@d statile tisgnerpiige éoci)cht@fw athydrating
thei. %éis%gﬁslg?u%g QF‘? ﬁf‘l@ﬁl%(r el {[%gt@vc%ﬂ?\w& %ed@& oAtg ﬁﬁe méhgorane

S Was t rac
1n@ﬂﬁhty3$d164 @i/ velaveth Mettheut Qyfreprived ¢cﬁ186ritﬂét10ns of 1nh1b1tor compounds

|ncharrpste d, 15 Berkshir
(Orpqoatbp@a%fso ST CerBpn ey F%‘ﬁ%{ ﬁgﬁ P addEd such tha
the/mB@Giahd Bkts ke Rhdbedd Tt 3RBEWHe GhRIrEHat(37PM YordS hdurs, after
function of tine. To determ ne the directional

wipdy b sereinyesivespllead Mapeel wersremeyedioms fhedagilasof fag wells with a
co%rp gvi}da% s%r&eltlmgt lﬁli g( aéchﬁroﬁgl? () thé ﬁ%sﬁ&%f ﬂf llﬂérﬁbrar(ec&ere

Assay Exponenti y grow ng cell's were
flxlaammhwtefxbnaaddelpﬂmreldh@mroumemmaheswdré remQIV«thﬁr@n pedhesion

20 After es i shnent o er cult cekls .
o2 A by AT S AT g PR Fp el Vefpici
fraa MonReaERobést Bugehe spbadne i t@rteing eettleRBEIn, ]ﬂﬂﬁs hlell

rnedi u:ua cgntaining appropriate growh factors,
inyasion Bfa6 BrantBprhBiiha SUeTSICCRISTASSAC OR 3 eBing hEFPRiRtedields per

m&GTRRURES)1d ﬂi@ﬁfl@ﬁmﬁcgnd&&rﬁﬁg 3B NAHBESof EMEnCalH ffeldEDRa were
fixed wth 4% ornal dehyde, stained wth crystal

leedlaecltl(et)m% Gells pBSjeldhih SEWoermes cang ey apeiov by reapsisetd the control.
Cfﬁlq ngenlflcatlon Sonme wells 25 were fixed and
ell Attac
fter wounding (t=0 hour | aze point)
t 0 ajhb onllcafl 20wl plate fere 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



10

15

20

30

per-cent wound healing. (d) Fibionectin Cell
[l1ligrat:inn Assay The pol ycarbonate filter nenbranes
of =-ranswell chairibers (6.5 hen diaFne ter, 8.0 Irm
HL&ysA from Costar Inc., Canbridge, MNA
\gga@ggi%ﬁs t he undersi de of 3t he 30 nmenbrane w t?wGMgJS%OZIOZ
pglnil fibro:pectinin serumfree RPI Al for 01 hours
at  37C. _The _pol ycarhonate nenbranes were rinsed qnce
30ininKteppBe s ergurpshed frige it 453 fRyremoye eproneber!ls giioro the

ad"élﬁf&ﬁ %‘éa&:ﬁ‘kv'eﬁ Bf 940 W&Q@T@%bm{émp@fs rﬂklnﬂ h s%ﬁ[n&‘-ﬁ%é I€&ium). Plates
- Al i quots of cells (100 } 5x10" cells) were

wge er@ebémdrfpna fatber Anksturs at é?%tma&ﬂombe frotlopmertop tatiapmintedrystals
' a 2

R e e

4°i cgreﬁi@t wahnaos maommml G&e afsottiarce wasmaaured Wil a Tﬁerteck

ou st e r riate conce rati
U RN %ﬁ%&ﬁﬁ@%ﬁames SorbRe G £ i £ Cen
atﬁ&lﬁ’é?l@ RAeIpolRI 6 RALEE ARy 4 Qlall:t'i’laﬁé@ h€a frtQned of @e cells adhered in

mgrate toward the undersi de of the nenbrane for 20
theent! (Umiieatespels-gr at ory cells on the 5 upper side of

(g .hg R 288 ;@Eﬁet&% gf {g Jx@;ﬁ)“f%ibﬁ%@%ﬁ?@ t& ARSy
me rr‘d?ham:ssapo&lbenﬁmmﬁhe labiligPotfacesradmo@inyd Goranubmb@inne dest

5% C Vi ol. et r. 10 _m.nutes,a jent .
e BT ot oo A St AR S o
fitObIRd: e€lisakiat B&H beeh dtaPBgRintfe@ad Wik ani Sdtiv et mitAM €Y 5 8F) of human
m croscope. (e) Cell Invasion Assays 10 A nodification
-the method previously described by Fliscox a elf.

Br e a5in GARNGRE: pr&REGR ISRt SRR BY ShABRDy e, 081{*519%5% 65-73,

was used to st udy the invasive nature of the breast
NEh#EEeells wetedrangieeies wish pn mvyt@mrmwnlat(é’ﬁ()ﬁ) oEhurpards¥randhe

%Lgt%?tr ct §rf: (3%3 ?el%egé @gﬁgﬁ eSé:eged aﬁi%‘xpﬁf ‘c’s?n% %ﬁ\é’elc &9@6 ~-well

tlsplh@ctmreamitedeteer oot pateaCobtatyahdhi c@ﬁtmnhfg z(n(hsshy infegthund Jomprising

anpi eng  t at u in a ssue
02205 s rise EoR el Bn JAME MmO RUR 1P oetal il SBHBACS),
2rhVeRutBRIME, f00funfts/ROPni@lin3A&0. lﬁ@mlssn‘éﬁbﬁyéiﬁ%j@d%%ﬁ&)us sodium

the nmenbrane inserts at 5x104 cell

chigridg é@itm%qa prhe phatesveere aebaiadrayamiabhat 7 C inmiusnididied
(705%@ ny ajé-ﬁqlc Qi nations of inhibitor conpounds)

and cul ture nedi um was added such that the
me n‘d?eatrmmpnmells e rashwbiliseirar IS8 O tﬂﬁ@m/wel(} wMpgpak solution. Aliquots

or e 4 GEn e PG= snBleq ApBED Pl Flanc it it Piaa 1 o

apprupiae vefls.t Seianaildtidnyvivele ntade ecoglt/@mraagahf tesTb@ﬁ:@ntﬁﬁthS Control
t hat hag i nvaded throuqh to the underside of th

WHEHDIAITE [SHeF RPN E W AAHB T ORI Bty HEn Bl tTﬁeplates were

inPRLRH VAR Anes 1W‘°arh%nﬁ&%ﬁé’d/ &%9b COP. bR airMBSHaeR.
chanber using a scal pel bl ade and nounted onto gl ass

m crBadl davellisk irghaent (BedhnigearMasoheimiiasalegue No. 647 229) was diluted by
a factor of 1:100 in DMEM medium containing 0.5% FCS and aliquots (20 ul) 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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from Mol ecuhu Probes, Eugene, O egon, USN contai ni ng
the unclear stain, DAPI. Cell 25 invasion was
quantified with a fluorescent mcroscope 'by viewing 5
weRasAiRsd | el ds per nmenbrane at 2-fol d magndi&abisRbzio
and counting,, the nunbe[34;>f cells in each field, ta
were plotted as eii:her nean cells per field S c"

or per-cent inv th respect to e control
thecflfs W WE ﬁ%mtﬁ%g%ov&vﬂé’%iﬂﬁs i-Brd sl’eaewaseﬁ%w@n
(Bwh%g&wlﬁﬂelm ¢dta1MuetNd. 887 24HWal Hﬂ&i&d’\ﬁl 4 $ac@®PEF 1:100 in PBS

air-dried overnight in a sterile tissue culture

cokigog 1%BF4A agd BRR3g dnpd $l@@mpﬁ adkk (Weres! fregistersd tradeanatk), Premier

st cen x105 er n
BREhiS) Sohl, GrRRGR AR LOR o3 B BRASR s RuBE b Thacsflo ench
Wdﬂf Tihe Piakes txefe pmﬂ@ onlB g&te( Dbked @ff:bjﬂﬁait e erbire Ifdi@lo binh@teS The
npounds) guots of cells f2x104 cells

W‘%lé &aedﬂash%dow%%lﬁs (e fo aere geRo 3t eftnonvpqund g %x @@Juaﬁte The
pla%%%ér@ﬁlow &9 Ql'i_\‘f t%&%ﬁéﬁylgﬁ{ﬁ%ggéfagggﬂ@gn (Bo%ﬁm?&r Mannheim

m nutes. The wells were washed twice with
Catogogue &oubrbol2Ad10dal]) wagmdided toteactt Well. "Eiwcplettcsmere gerekycagltated ona

oS g cioprd futhe (e Refistadt dpe dpsorbanceof

thef Wigltshels ndbakioed 8 680 nd/ Ché Sxtaﬂﬂo@i&ihlml@ordﬁ\éélﬂlﬂﬁlﬁéﬁfeﬁﬁon at a range
tetrazoliumcrystals wthin the cells. The 141 TT

of E%Cﬁlﬁtfaé‘ﬁnﬁl\ﬁ@“rhéﬁ%\?%‘apqqné T ey ETeN Oféﬁ’iﬂ C‘P‘H%""é‘Q@ Wig getermined

an@?fﬁ ERChBHeRtive 5, M6 Whdivi.th 10% TX-100 sol uti on.
he absor bancevvas . rreasur ed with a Titerteck

(h)I\/UI {1} ¥ty pagon As@¥r (Fl ow Laboratories, L;
- K) t
o P ARE 39%1‘%{1%% & a?é% UE D B o 2RO
compdmmlm)ttagﬂnlﬂif thé mégretidnl of adicthern achmnmliat bedl loeRtfocdxample the human
reate well's. (Q) hlj \ﬁtro , Gavf <1F, , ~F3~13
t“‘é" 81????&%498 ~a (,t, S C' ~l"f?(it}xF hth' to This
assayMietanm ($end) QSntﬁ;lﬁiﬂgl m% BES,a % Estut GHRP MNGI3 %k arose
conbi nation of test corrpound72] to inhibit the

(Dpsof-tnlepsn No 0160 Navasgrramned 1st/i'e it @ waer adlal 4 Ktogi@ffe)aqueous
aga{fQHﬁlﬁoﬁgwgs alIt(SClP:{VQ@ Llﬁffssttorgt?‘lﬂtlﬁ%t} hﬁB aﬁ@g)t ?lefﬂﬂ) of the aégr so%utlon was

stably-transtected wth an activating nutant
addsfd th BEYH megliv@r L0 nJg umgecaatslwrpnbauo ity et etlit9eccllo(Adaession No.

by Shal i.0 9 9, ..65-73
At{EERE8 e SRR cBlecflyictidr g B Bt e imape
maimmamat(a‘t’&ﬁlﬁblﬁ)tuxefofman c-Src:. The resultant c-Src
3T3 cells were typically seeded at li_x 104 cells per

wel P drerle Qg %q cell/pgassanig iy Vipseranplaaechly lzap%tgrmtaéwmre of

cad VAIESE (@bt ASo QRGN 15Uk BB H(Sh %u@&ﬁﬁe-ﬂ@a@éd&ﬁ?croutre late
conprising Dulbeecod' s nodified Eagle's nedi um ( DMVE Ip

(BiBby Ateyilip Calagueblo f@@0d)). dhat plase waranlacgShriefly an ie to speed 'the

e B bk A BBl R Rt DS ) g ad veen contea
to 5 wtre @fansfIRR ifb LASWNE ERidgneteiat i QMBI ©ittodadpledy] Crest

ina humdified (7.5% CO2 : 95% air)_incubator.
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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Test conmpounds were solubilised in DVMSO to forma :10
rrts4 stock solution. Aliquots of the stock solution
were diluted with the DMVEM nedi um descri bed above and
wode/iss appropriate wells. Serial dilutiongryésosio2102
made to give a range of teaggt concentrations. Control
"~5 wells to V\:hl ch test corrpound was not added were
Io\r)glrl\lrl]ﬁ% qltoggvag cl\';l guall té;gldls aace(é’;\e ngra N ”%‘dsb ngg%;urgdlbjick to
the B(ﬂ:gﬂ:bﬁtlmragblfdi&dﬂbtl abmiglratdstg 1mlﬁlagﬁyﬁc5§ \Basaiéhlv&gwplh{ﬁﬁgl heinBan
Cat al ogue No. 229) was djluted by a factor of
Migrafigy NGRS YSHRSHE ﬁ%aHPSHWFtQCBH’PS‘i‘W(ﬂQO‘@?eS%uP@S and al i quots
(X 20 Iﬁ@il\)o)ﬁ@foﬁraﬁ@%@tﬂ&ssa%acr‘ well to give a final
concentration of 10 M. The plates were incubated at
37C Thay teg gnepsipesithasabilithi of pasehinationasodyeied titeguvenfion to inhibit the

oG AL IRATAHL! AR 5,000 oSG A BRSTHA R i

caeem kellwetbt ingentiort 1hﬂuqh&i latnes MEFEbiphsacader dalls @bpimbR from American

anpi e erature for 45 mnutes, The
6 S e anE irae b B et et e Benabs Spip 530 Cat. No.
HB2005 LM kdnstected JtbubdrerINghbBladRER MRED BEhn Wl ton RBR 40286vating

ul per well). Anti-BBrdl3-Peroxi dase sol ution
mv%ﬁéﬁ‘?@@f wa?ﬂm&cw@%lmlém@ceﬂm i@zt depgibediy Shalloway ez al.,
I f
CRLAAE D B BAIRERRL cdhortblh Lod?ipls GO Hurdfean
Ccvlbdtlcvrr ddbllr@ﬂmyes B2 £CH| GAMRBEvibarye WiltsBiraf SRdrod G, TB) Cat.

TS LR SR Bl e 200 0,288 s

Nmmear&bxadeﬁs(mccambt 8ot CCengsgr at ure for 90 minutes.
washed with PBS (x5) to ensure renoval

h
-cla-f en%wt% 83%’“%{‘ il o*alylae&ﬁljlqﬁ@aftﬂé in %éﬂl opp Atlduix{yss @f matrigel

(BREIAE BRKAEH @ﬁgog@tw@m zhﬁkﬁﬂig']éié Nﬁmﬁﬂi‘«;ﬁ%a{tﬁl Mediym (BMEM;
sol uti on (Boehringer Mannhei m "Cat al ogue No.

Glb@@le)ogvmlgo AHWE 2L bwera diieatgs] subcum@owﬂ)amm ﬂ@k@f g@httd;symouse
t ur: vel o

LB S4B RIS U S 8 65 i VS e

provide mmltrloBandaeammasgmm i bpE8Qnnatedit equalbveregestutren: Yolwhe. Each

inhibhitio liferation, at. range f .
coiabpt PRthd e’ Beritbhs el Ssamiiopon LuGmb g vehict
(0afmi @810 & B6POMAGS )at W SpFIEEafdicRadse) aRfdRBd orall once dally

anti-proliferative 1C4e; val ue was derived. ¥1
conpenpigs pp drbHt o P Beriad of pkeut 8% dass Eymouwegvaamwed twice
W%grr%)g{sn §{&|§%ﬁ&% ?nc?%ﬂ?%bﬁ:%a@t%p@rg% Evag ga@t it hnlqb(eﬁﬁct on tumour growth
wzmagsea‘iedon of adherent mammalian cell lines, for

?’éag'ﬂi’ %e}atf p \H p'?)ss a/og?é%é%?ﬁ_iﬁn se lﬁ?huﬁ OHW %Wge légsfgn alone

ma}g&rd&ﬁﬁnst{aﬂdfac the &chﬁxhﬁ)gcttmcé‘ﬂmm&ihl%ﬁ d6st} i@ onafoRest thdabove
37Cin a water bath. A stock 2% aqueous agar solution
S5 aut ocl aved and stored at 42C An aliquot (1.5 nzl)

T) i mregr ety prren s e B e e T T (10
(Accessi dpsti:- ICso in the range, for example, 0.1 - 1 uM;
Test (d):- ICs0 versus “Tam-R’ cells of approximately 0.1 uM;
Test (e):- ICsp versus “Tam-R’ cells of approximately 0.1 uM;
Test (f):- ICsp 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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ATCC CC1..185) were suspended at a concentration of 2

x 107 cellslnal in the nediumand nmaintained at a
tenperature of 3'C. A droplet (2 1) of the
wohbdsagagpse m xture was transferred by pi paidias 065902102
the centre of each well .g§.a nunber of 96-well,

fflat. bottoned noel -tissue-culture-treated

niicrotitr late 2. .(Bibby Sterihin I > No.
0a2000) . TRaBTLE ey MRttt oS O OPKE 1
speed t h®estg®l | i nGcnivitytiheheagoeORe e CMPQI M0 gnltPRiyet S.
Aliquots (9 pli}&of medi um whi ch _had been_cooled to 4C
er & 874 P & THEGAEARHPHEIN L PR gt R emRBptiQrowith an
angbe“s{ngetﬁ ahdBr HAEGFRAKOR Scor molEstithe ARPRURARWREactivity may be

iluted froma 10 nM stock solution in 1) 1MVSO usi ng
depphsjitptediprel thahseen widhe4 PP Rleriso vidtemnativaly attévily pOsspssd by the Src
. - di | t C oLk re transferred to t
il I, REbER TR Gt RS b Bl 0 an e
TKilimmayddrdempbadisited hhlpwel adnesntingoss dridoitbat @@ o inode/éE thdabdve tests.

hum dified (7,5% C 02.:. 95% air)_incubator for about .
45 KBUPETPR bBLBRITRSs PeaPESSOe) 180 pa5s5 (538 (LMD i used
aghh@r-adh 0 c%?th@$§lﬁﬁﬁ§gjadﬁ'vﬁy'ﬁlla¥ Ye dkbrksitRedli st ance of
mgration was treasured back to the edge of the agar
dropl et . Tet (A)gr at enyeprpekinsidbiGn ¢i6%58 was derived by
plotting nmean ' {1 a nment agai nst test
conpound—{é_%g&g'oncena{lg]gg{ogﬁa?% ﬁﬂéﬁf{cg’_el lc raft
andl tvhowt 4 comisiyation DHIAZI0630 (InBdsamdegD 1838 (hpM)) istuseddgainst “Tam-R’

inati. duct . of the | tion to inhibit th
col BRASH RS T PE P hICE P e i nomms gown as

t ur nout sTésd(Bi-hy mMa@ apprdeinkdl £ B Sct;abl e cancer cel |'s
for injection include human MCF7 breast cancer cells
(obt ai nab?% &1 om ArepPpeximately s eict-ure Col I ecti on,
10801 Uni versity Boul evard, Manassas, VA 20110-2209;
Cat. No. 11'113-22), c-Src transfected nouse 3T3
fibroblast cancer cells (transfection wth an
activating 10 nutant (3(_530 ). of human c- ,rc via a
simlar procedure to that described by Shall oway et
at, cell, 1987, 19, 65-73), human LoVo col orect al
cancer cells (obtainable from European Collection of
Cell Cultures, EC ACCC CAM R, Salisbury, WIltshire,
SP4 010, UK; Cat. No. CCL 229), human Cal a-6 |ung
cancer cells (ATCC Cat. No. RIB-56) and human A549
NSCLC cancer cells (ATCC Cat. No. CCL185). 15 A total
of about 1 x 106 human cancer cells in O0.1. m of a
1:1 mxture of matrigel (Bee--kton Dickinson

Cat al ogue No. 40234) and Eagle's M nimum Essenti al
Medi um (El s4E; ; 44; G bco Catal ogue No 21.090-022)
were. injected subcutaneously into a flank of each
test nouse and the rtsult:ant tunmours were allowed to
grow for about 10 days. Animals were selected to
provi de control and treatnent groups of approximtely
equal average tunour vol une. Each



conbi nation product was prepared as a ball-mlled
suspension in | % pol ysorbate-SO vehicle (0.1 m per
10 g body weight at the appropriate test dose) and
dosed orally once daily con ntencing on day 10 for a
peri od of about 28 days. Tunour size was neasured
twice weekly using callipers and a theoretical vol une
was cal cul ated. The effect on tunour growmh was
assessed. 25 In general, activity possessed by the Src
ki nase inhibitor AZDO530 whgh_used alone nay be
denonstrated at the follow ng concentrati ons or doses
in one or nore of the above tests Test (a):-- I1C59 in
the r@nges for exanple, 0.1 - S 1ti'Yl, Test (b):-
IC.tt—in. the range, for exanple, 0.1 -- | |I'm au
Test (d):- 1050 versus 'TamR cells of approxinmtely
0.1 /AM ‘'rest (e):- 1C50 versus Tarn-It."' cells of
appr oXi mat R cgmignation whdrOysed sitngBanequly or seh@nGallyrin tha 8ynergistic

I @agfent HO breSX AARLE theD ~ 1 Test (q): activi [
the r gn%_e, o exar%cl ceo,]mb r}agf?'gg%w-gﬁg\ﬁn fg%qoef T’f?'é%‘i the' Sre
Pefsend By AT or a ghgnmassatictlhy)acceptable sali tharedfn t he
range, for exanple, 0,1-5 .N; Test (i):- activity in
the rgnge, for exanple, 1-200 ng/kgtday. In genera;,
when the Sx&haenprgutsal ??HIPBJF'F‘UYS“%!S%S@@ i e spergistintreatment

cafbbdanatricon which Bordftisesthlah @RSt deeid &R SRNARL infidicr )azr%%, or
™M %Q“%ﬁﬁr‘ nor e lof {_Fge. abgve tests, increased
A PRAES Ualy-apesptable splt thieeqfrand @ ghasmaseuticlit-acseniablageeipient or
AZpR530 al one. Alternatively, activity possessed by

the Src kinase inhibitor AZDt0S30 when used in

conbination with an antl oestroren and/or an EGCER TM
may bé. denbpbimateedtabtontingtion GHOCRES SiRUILOBSSY or AR Sially

B
| @TRYBEE angigugcaicigen Timephaiacoribdlly;acdeneblé etcipdant siarrier, and a
aeédn¥ bdr¥poSE¥n &:ﬁg’iﬁﬂp [?1? %Fﬁiﬁq?ggitbit%ra%_ogg% ora &gnnaceutically-

appr oxi matel y rp effect;

aagg“ﬂ?ﬁ'ieﬁﬂ't‘&?fff’fm?e pefrmaceuticaliyreccoiable cacipiontior pratisgron of A
ZD0530 (1 jM and ZD 1839 (1 ttM is used agai nst
‘Tau-,L-R.p cells, the followng activity may be
denonst r at'Q§ USe ofgqmbinprion aceardingdp Sidinrelt i@1the mapacture of a
afiddgament faSadheisistrdtion to adWarPRIbAUEd KRRl Yo blovis & §yRelistic
%Qaﬁr\%z{of breast cancer.

5. 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.

6. A combination when used simultaneously or sequentially in the synergistic

treatment of cancer comprising an EGFR TKI, or a pharmaceutically-acceptable salt

thereof, and the Src kinase inhibitor AZD0530, or a pharmaceutically-acceptable salt
thereof.



CLAIMS t. A conbination when used sinultaneously or
sequentially in the synergistic treatnent of breast
cancer, the conbination conprising an anti oestrogen
and the Src kinase inhibitor AZD0O530, or a
pharmaceutical |l y-acceptable salt thereof. 2. A

phar maceuti cal conposition suitable for use in the
synergistic treatnent of breast cancer, which
conpri ses an anti oestrogen,-3he Sec ki nase inhibitor
A7_170530, or a pharmaceutically-acceptable salt
thereof, and a pharmaceuti cal | y-accept abl e exci pi ent
or carrier. 3. A pharmaceutical conbination when used

si mul t aheous blar@hcet@AL@RpbaidnYsuitdbl hNGe SYMRE E)Qerll%rsg? treatment

treat nent,.of breast er._which conprises a
co&n%&r‘%E }”lélgh “CEEF % %aﬂ(laﬂ‘t? peapaceryisallyaseepteble salt thereof,

phée ﬁwdé%ﬁsé dibity- AZDED Ak aepmaituﬁmy-sa@écpﬁae Ishi€ EhrereBf nd a
a nposi tion. conprising the Src ki nase
i n%hliﬁl%? %Lr c@%%@%?'e S PEhf S NET eut i cal | y- accept abl e

salt thereof, and a pharmaceutically-acceptable

exci pient o i.er.. 4. . The use of a .copbination

accor di ﬁg ,t"gp aTr]Jr?ﬁtI'call cr?"‘tbﬁlgt'%‘ﬁﬁﬁ"a%f ?‘E‘“@%F‘)'e‘é‘sb’ or sequentially
meBiftsaeangistic dreatedntiof caerattiidireompriss WA Sheid 66l cMriSTY an
t CEEHROMKG e VA LSt 1 t r.eat t qf breast )
cancer \ﬂ(g O_El'_ﬁgp use%%%kagl&@ gcﬁﬁﬁagr;{gtﬁagﬁnﬂﬁo ’o?"li{ ﬁgps‘laB“"Gf“&FarW'
| aePiehle exgipigmtaqrt qarmisr, gind & sepwdi @wanpesitionf afmprising the Src kinase
admfiiBliost rAD08%0, t Qra toge] _ani t g, prpvi de the
trgatnentaﬁf antioéﬁ??ogeﬁgﬁggggﬁgﬁgg%réggtt@%ﬁ’er?‘ 2
6. PPRMRE BTG RTBRiaBAResipisaed carTierul t aneous!y or
sequentially in the synergistic treatnment of cancer
conprisupg n EGER T1(l, or a . )

phar maceut i Cal'fy* deaptraeaceeiing 19 fisine 6fin temmanufistulr of a
klmﬁdEmermifa_)rbadn(iﬁistMm%Q,w@h-b@ooded animal to_provide the_synergistic
p@@&ggﬁgp%hgglIy-acceptable salt thereof. _38- 7. A
pharmaceuti cal conposition suitable for use in the
synergi stic treatnent of cancer which conprises an

EGFR TKhY ?H%a ggarnaceuticalIy-acceptable salt

t hereof ; user aGomawatianastdsding to AEIDOG 30 theananafacture of a
p Imedinanse@t for @ain|njstraGdmen taRh e - f nd . a
p?egm?utj cal | y-accept abl e %@gﬁ%%@ﬁ%pgrprggger {hg  treatgent of
p ar macelrT 84148 hbi nat i on when used si mul t aneously or
sequentially in the synergistic treatnment of cancer

whi ch conprises a first conposition conprising an

EGFR T ] - h tnace&%icallyiacceptable salt ,

t hereof,” and'Ps E‘H‘é HRHEL BOFE AFedysimuliapeaysly 1or csequentialy entthe
SYneegistic itestmeraird bevas @EMBCoBPDREAGS it AR bs EBERTIE, or a

' I.nbibi tor.. AZDO530 . S
BRmiceRRa 2P lptie) avtee & Rimsedntivipscnzps30, o s

pharmaceutically-acceptable salt thereof.

12. A pharmaceutical composition suitable for use in the synergistic treatment
of breast cancer which comprises an antioestrogen, an EGFR TKI, or a pharmaceutically-
acceptable salt thereof, and the Src kinase inhibitor AZDO0530, or a pharmaceut‘ic'ally-

acceptable salt thereof, in association with a pharmaceutically-acceptable excipient or
carrier.



pharmaceutical | y-accept abl e cxcipient or carrier. 9.
The use of a conbination according to Cdaim6 in the
manufacture of a nedicanent for admnistration to a
war m bl ooded ani mal to provide the synergistic
treatnment of cancer. 10. The use of a conbination
according to CGaim6 in the manufacture of a

nmedi canment for administration to a warm bl ooded ani nal
to provide the treatnent of.3&EG-R TKI resistant
cancer. 11. A triple conbination when used
simul taneously or sequentially in the synergistic
treatment of breast cancer conprising an
ant i 0cst3; 0@ehamHa
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second conposition conpri sing an EGFR TKI, or a

pharmaceutical l y-acceptable salt thereof and a

phar maceuti cal | y- accept abl e excipient or carrier, and

a third conposition conprising the Src kinase

i nhi bitor AZDO630, or a pharmaceutically-acceptable

salt thereof, and a pharmaceutically-acceptable

excipient or carrier. 14. The use of a triple

conmbi nation according to Caiml1l in the nanufacture

of a predicanment for administration to a warm bl ooded

animal to provide the synergistic treatnent of breast

cancer.



