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A COMBI NATI ON OF N- (3- METOXY- 5- METHYLPYRAZI N- 2- YL)
-2- (4- 1 3 i PHENYL) PYRI DI NE- S- SUnPHONAM DE AND AN
WAR6AMTEOTI C A F ' " The present invention rBCHGB005004483
combi nati ons conprising N-(3-_nethoxy-5-
» oBERDEL L Sl
435 -Bh Y}BYRAZAN rRe-Y8) A (phonant 6@ ADGRZOL-2-VL |
giﬁggﬁ ?ﬂﬁ&Pﬁ%ﬁﬂ@qFVR?&PN%M%Eéc%RR aB| WIS aMITOTRSrAEENT 108y Bl (TREATMENT OF
Cbnpound (I)", and an anti-mtotic cytotoxic agent.
These conblnatlons are useful for the treatnment or
pThp hyesentiisvenfion aglates tO Cﬁhndvlnfmﬁ)@ﬁwmﬁﬂﬁngéf Bemgthesyto a

h
N T R -
pharrfi?alf:eﬁihcﬂlﬁj h&RpRBle sfaﬁrthéﬁ@f héreifee “Cogpbumd{l)grand an anti-mitotic

prophyl-axi s” of cancer articular prostate clanc {:
cytotaBamagent. Thesscqosnbinations |a¥ﬁaltségﬂ for the rrﬁatgwnb%ﬁp%hy axis of cancer. The

1nven ?]raalﬁ%re?%ﬁ ‘%_)Sal ﬁw%l#]gge{uﬁlcéﬂ%n}gﬁﬁﬂl RGhARSA sucﬂf SRR and to

Ion can cases are

the ude@RRESRA tHd @A ABdtare dMaheditangen? fér use i the rtrea’ws@s of proyphylaxis of
Eastern Asia, which has the highest rate of incidence

cancef,rin PAIBLICWSF PE9Stafs,Canfpar | son, Europe has 2.8 nillion

%%g%@mus qn%%{‘l 1% Ll]%ll C#e‘o wékRSide. als fibhdeGRcludes

cases for exanple, nore
incidéntapreviderica ahdh ﬁEJetahQO Mee vianl 4. 4milibn Garcen ceses ate repgrted from

Asia, glgclthp(%ﬁé gétmlgll%%aégﬁfro%a%’%%rb 121%%%1(%%}6 Ele héghegt I 6isin01dence in
the wBH§. B}pccﬁﬂ]%ﬁié?ﬁ %oﬂ@ﬁ&ﬁé% niBoaREseR N yrth Qnﬁkﬁ‘ﬁ"atl 4iin$1ﬁ61$ eases,

I'n percen deaths, and second to accidents as a
and Adaius 62H00eath of chil dren 1-14 years of age. The

ti d i nci dence i .
é%nﬁgsg g‘rg%gga & AQTE thaneo)?%lnéJ gl?eee f)eZc%pTé)%yﬂ?@&%Iop cancer at
some?%‘éht QOB cHaATE CAlceNPBrinklyan @ld €.5( Basamarddo aguanbies about 600,000
skin cancer. Cancer is also a npjor cause of

a yeambbutdmt:yn BYErY tﬁ@nmamsx secorsbnly toolprigherase i Regesat of all deaths,
I ud| n non r

o 545 BTSSR Ll 20 B s

canc&%’cﬁh@we W thE 165 % @bweatnas 1,086,000 havg cases bhvosdlyowehusgs, of about

Si nce the average |jfe expectanc t.he UK has al nost
900 Qﬂ)@lma;qwf@pnr@@l%rw@%{b%ﬁahwﬁw %y@élﬁtslﬂwan‘i%

b o@éﬁcg sl %ﬁo%tm ng gﬁf(‘) it BSth URMith PRAEP 26@DEFnew cases

from cau , such as heart disease,
(exclhdivig nf)ﬂlnhefl’ztnolnm skem efntce];) eegisterstliin 990k Alahserfis o diseasedhat affects

oG S B SR S 63 S o 1
expe!:thlfléé; ih e BRhal ahﬁos‘l JdBEBR 8inké tHe rBlideihdtEumtIc sert@sy, the Population at
I'e under the age of 75, deaths from cancer
risk efutancerbes gt Psathrretes from other causes of death, such as heart disease, have
fallen in recent years while deaths from cancer have remained relatively stable. The result is
that 1 in 3 people will be diagnosed with cancer during their lifetime and 1 in 4 people will
die from cancer. In people under the age of 75, deaths from cancer outnumber deaths from
diseases of the circulatory system, including ischaemic heart disease and stroke. In 2000,
there were 151,200 deaths from cancer. Over one fifth (22 per cent) of these were from lung
cancer, and a quarter (26 per cent) from cancers of the large bowel, breast and prostate.

Worldwide, the incidence and mortality rates of certain types of cancer (of stomach,

breast, prostate, skin, and so on) have wide geographical differences which are attributed to
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di seases of the circulatory system including

i schaem ¢ heart disease and stroke. In 2000, there
woweee/0ide) 200 deat hs from cancer. Over one fi feP&T/GB2005/004483

per cent) of these were from.ung cancer, and a

quarter (26 per cent) fromcancers of the |arge bowel,

rac1a1 qal% t1>| atr{sld pr o fyﬁsggqvq‘i%t%%g%te%fer hzgrgeﬁegg r%{)% erO%nﬂfferent types of
canceSHRTRE fyur B F’cﬁ%}%esﬂhﬁg k&, prédtite and Bolsfecti)acbeuie for dler half of

geogr aphi ca ferences which are attributed
all casesdmghaded i thet WK ahg Usn Brestaie eanger ip temlouethiesh cgmmon malignancy
amon!% g{x?lggzyeor} Sid? I%fl}r %hc%ruﬁg? Yol 0;(8)@8 %\;J éa%se&lggﬁéé&? §n191fa11y, accounting

ﬂnﬂi@ﬁ&é&ﬁkﬁaﬁ%@wqgh&ﬁ@gkgl account for over half of al
cases di agnosed in the UK and US. Prostate cancer |

t KarfeoentionsatiresingeAncaisl ing/AdmBySisAd R CHe T F‘ﬂ%}hﬁéapy and /

t i mat 4
or syl af Py kel s g B G EBRERNGRRTPRAL of cancer butarenot
succe§F9lEA otfew. MhBle iR cleansedddbr heve ﬂterrmuﬁatreaimntsncl ude
sur g| cal resection, radiation t

o Poberis cudait s Fisgyor REBOMS BV Ien Afary Fif s patentigly of
value 11[[;' F]hseoc{:@tr%%{t%‘f c&l{cef Eér R&Hﬁrcﬁr% 88%-688. B8 57 M 996 and

ere ear need fof new therapeutic
Naturt Medicimat Boluiie deNuh;bpr 2 rftkptanaier 920,194 S90br

h
SIS WS R EEREHL S TaELTIAAAD) fggon o

1sofor%§s|3 ebffnelfnep reﬂ@é’r}iel%iiﬁ Rnd t8&ALARA3. N&Ie%ﬁotﬂ@lﬂms?are Gormed by
Umher 9, September 1999, 944-949)

cleavega‘jmﬂthe Tip? §-Vat2eb@nd‘ @ﬁﬂﬂ?l}’ cotfrespABdigs ﬂmﬁd@hilnﬁrhm@ f’é’élpﬁ‘ehn

tides col three iso

convER B ERERIen 15 SR B AR e iRt e REfhSribtors known. They

exhibhtof WRE rR¥eecdromea aetivfied ieludingtilmiialod dfbeld grodiferatien and G
correspondi ng proendot helins by an_endot he

[
mitogenesis inhibigion of gpaptosih exemuetiE andschgmataxivy ﬁfg‘r U irfgagt with a
vasoconst ors known. They exhibit a w de
n“m‘gaﬂg%tﬂlsrvaé%"e‘?e& %nﬁ%/l ties including stimulation of
cetlle ddothefigy &t iréltasad tromi 4 cmgn ef tissue iand cdl $ow¢asoﬁcluding vascular
apoptosi s, extravasatjon and chenptaxis, and

endofbRl6maEtoHE FRGHth e, BnDh HGF DRSGaBR1'08: SYEHES andirgkocytes.
Relea%n %?111 e Lﬁlﬂﬁlaﬁﬁ%grhﬁfhﬁﬁe&egf Q{ng ph2868 ighnt ARSI RREnge of

sources iIn vascu endot hel i'um vascul ar
honnsﬁwﬂal aytiskines, Elemiaé;mddthalmrlpvah bavedeenfoundyis 2 number of disease

intestjne and | eukocytes. Rel ease can be stinul ated by
Stateﬂw%@%}]élc ludigfaneq$-ess, physical injury and a wide

Q%dw HANgecifd @n@dfﬁél{ﬂ A Qftaghhily apeshetri datiflemakes it

Iev ave been found in a nunber of di sease states
partiéularhsuiiahtel focihe grectamene o§ cancomsignsn 1004/ 8840peci f i ¢
endot hel in A

nti-mitotic cyto%oxuz?1 ggentsS {h’at BinktS RLf (e%ljo?é’i]n [H%R;%diciosely in cell

division and therefore in multiplication of cancer cells and tumour growth), inhibit
mammalian cell growth by interfering with cell division. At a molecular level they can either
cause stabilisation (epothilones and taxanes) or destabilisation (vinca alkaloids) of the
microtubules involved in chromosome segregation during mitosis. Cells treated with these
drugs are held in mitosis, i.. they interfere with the cell division process, this may eventually

result in cell death due to unsuccessful mitosis.
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particularly suitable for the treatnent of cancers
(see WD 2004/018044). Anti-mtotic cytotoxic agents
W b@b/0bi7e@ to tubulin (a protein involved cl osECT/GBR005/004483
cell division and thereforesi.n nultiplication of
cancer cells and tunmour growth), inhibit mammalian

PRSI ET—
and arf fr&?{n 139 @ﬁ% AtdadeBX SRRV 9 Fpafiféﬁia@ BEhdfRadl iafdof sneagistic effect in

o the m crotubulfes involved in chronpsone

thetreaﬂgetﬂgﬁbaumer during mtosis. Cells treated with these

d s.are hel.d in.mtosi
¢ B2 et Sed e n B bRt nvino, (s pRAL Coriibdtion,
comphﬁn§€b npdad (1) dHE ah BntiLRFIEE @pRidKic AFdnasSi S. The present
I nvént ors have unexpect edly found that thg conmbi nat

oﬁe@nwbﬁmth(: rermeirettiamitetin yLoHPXis PRRILC §it WE %l%toalgf‘e?ﬂdefstood that
art | ar
iR BT RS EDEL S, Bl s Sl o

destaBiBsatidg o BRSEBilid MyRoiubeles invblee i Selbdlmsm:hed a
conbi nati on, conpr.i Si ng Conpound Cé (# 1 d
alepmples of | ‘enttistie KV O oaiAents I} t@\%?é%e% "epifhilgngs gnd vinca

alkaloid@] E’lf‘gdt:% ggte{cf a}?%% %{1 Wotbﬁc%ﬁ%s” frels to be

unde IS re ers to any chem cal anal ogue
o Wi ACRABIESY: tschi dsq2aBAR, Aaﬂ&,@R o, 1 B 129 )2aR, 8Mi9) i 6z Bdb-diacegexy-9-

o lermppsicamonelaanp e R s RS PP PR
a%%ﬂ%oérlo gﬁfipﬂgd’rloﬁégé%e@»trﬁwtﬁﬁuam4 315, 10, PE22,12,12b-

al’k |'&r * exanpl es of anti-mto
¢ Wodé@kiy droatféTt Kl mathenocyTladendER4]-cydeprapal4, 5]benz[1 2-bloxet-5-one
(2aR, 3aR, 4a

| §1}1321§1 QZ%?E%R&S%OQMI lgé}éz%g&;n@thylthlomethylpachtaxel) BMS
[ 368Y91; thSﬁgﬁ@ymmM (Bpeneti pidlitined conjigate)p Maxoprexin;

propi onyl oxy] -

bamiz931 d)goetab(elrﬂdmtﬁlgﬁ)@(wgﬁé (RPREQIBPIL A2XBPEIS8ARERG 12658);

glﬁaa T‘elné{éz%o%mggggﬁg%ﬁ% 7c‘:yc tg)f)?le%) % %]Pk% r? %?T PyU

b] @694 5:5:08n 83,03 MBIz e7; 10888 1; BWEI598T6XADN 5 BYBschidviitbetic
(7-met hyl t hi onet hyl %acl i taxel); BMS 188797; BMS
> 1518E); Roviexelzod MACHHTr5alo®) pacl i t axel conj ugat e) :

T 927:. Doc ot er e); XRP9881
o (AOROT AR aof S R TREG) * W | arael - veT
997, oV one MBT- 287 ort at axel ; Pr ot ax-3; PG TXL;

PNU- 166945: 106258; BNS- 188797: 1098 1: BAY 59
(1 DNos 1g@thiloasiBssuchiaat A BIR 793 BYES247 1%.’193?9&’11%*?3' ﬁi@g%ﬁzl

( Taxal O@atup11§€91—ﬂ<%s deri vati ves and anal ogues of:

o epothilone C; and
o epothilone D such as: KOS 862;
o VINCA ALKALOIDS ANALOGUES AND DERIVATIVES: vincristine; vinblastine;

vinorelbine; vinflunine; Rhizoxin
e OTHER TUBULIN ANTAGONISTS:
o beta-tubulin binders/antagonists such as: T-138067; T 900607; D 24851; STA
5312
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o epothilone A5 o epothilone B such as: ABJ879;
BVMS247550 (i xabepil one); EPOO06 (patupilone); ZK EPQ

W 2@p05d160 one C, and o epothilone D such as: KESI/882005/004483
VI NCA ALKALO DS ANALOGUES AlDR DERI VATI VES :

vincristine; vinblastine; vinorel bine; vinflunine;

bi ndor SETIGGBRTIS SCRHCHILE: T Iy8sGRem DAt Dotastain
24851, gé}ég%@%gg)@@ﬂ) Eﬂli@ﬁ&{dﬂi’ﬂ'ﬂnﬁloggdﬂtﬁh S EM3 8% cryptophycin

HTI - 28 terlin derivative | astatin
deri vaamalegle(sdeMCBMﬂCHMIdﬁ%MBfMAaﬁ@l ogues such as

E 389; cr é" %F%%%QEQEA@lng%{ate% c&;rgd %g%rf'@)hkp%ﬁﬁd (D and any

I nven

oneof@lls@g@@goﬂg,ogggpl nation of Conpound (I) and any one of
he above conpounds. In a_ further aspect of .the

| hve ﬁtrth@n aspivet of the inyentionthareds pisyided Gaypawd () aogdadpeane.

sl R BB 00 s

t e a ifRMRRhigeot bihibe envieatigt hiefeds PravadaddComdpduny (Brahdam epothilone
epot hil one A derivative or anal ogue thereof. In a
Adeer@Flvm@TraT@B}%‘étt &€k he i nvention there is provided

anﬁ"ﬁ SGE %%}JCC? S'J?th@ Fh\%ﬁﬂé@fhleﬁgg Rigdd (t!é}hbdﬁ&dc(l) and an epothilone

er eo urt aspect of the invention
Bdertvh&tr@oneaangmanebeorrpound (1) and an epothilone C

? E}ég%gs& pﬁ&e é&l'leehét? ireeglg @r%%egl éﬁé{o%t}en;d @ﬁ%ﬁc 1 e%othﬂone

' Cderﬁﬂﬂ%{:bllﬁféfo qlegrb(yfatlve or anal ogue thereof. In a

ect of the invention there is provided
Cdma duntiger (alspecanﬁltha invention thieresis previdrs Compeund @) and an epothilone

an her . Herein, where the term
Ddenv@g 8 ?ﬁ’ﬁe%ﬁ%reﬁ%ed it is to be understood that this

. T g GriSrthe? aSpdtH bf AREMERLi0S €8s BipeodedEampalidal) and a vinca
adm ni stration. In one aspect of t he i nventi i on
alkaloid derivative or analogue thereof. : ,

Herein, where the term “combination” is used it is to be understood that this refers to
simultaneous, separate or sequential administration. In one aspect of the invention
“combination” refers to simultaneous administration. In another aspect of the invention
“combination” refers to separate administration. In a further aspect of the invention
“combination” refers to sequential administration. Where the administration is sequential or
separate, the delay in administering the second component should not be such as to lose the
beneficial and / or synergistic effect of the combination.

Tn one aspect, where a compound or a pharmaceutically acceptable salt thereof, is
referred to this refers to the compound only. In another aspect this refers to a
pharmaceutically acceptable salt of the compound.

Where cancer is referred to, particularly it refers to oesophageal cancer, myeloma,
hepatocellular, pancreatic, cervical cancer, ewings tumour, neuroblastoma, kaposis sarcoma,
ovarian cancer, breast cancer, colorectal cancer, prostate cancer, bladder cancer, melanoma,
lung cancer - non small cell lung cancer (NSCLC), and small cell lung cancer (SCLC), gastric

cancer, head and neck cancer, brain cancer, renal cancer, lymphoma and leukaemia. More

particularly it refers to prostate cancer. In addition, more particularly it refers to SCLC,
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"conbi nation" refers to sinultaneous adm nistration.
I n anot her aspect of the invention "conbination”
WO 2d06/0S676@ sSeparate administration. In a furthPCT/GBR@®SH004483
of the invention "conbinatign" refers to sequenti al
adm ni stration. Were the adm nistration is sequential

or separate, the delay in i sterin
NSCLEb ploha catvst oo e ohores ot IaRERCRbs o
pamc{f}my ft er‘e\rlaitX Rt 3h beaigbh erﬁ&reqianidﬁﬁar@qumm NSCL I addition,

ere a conpound or pharmaceutical |y
more pmﬁe.[imﬂijoiteefsﬂl tb coloegoéad fcandes. In@ﬂémpwnm Ram%ﬂ%rbr isFefersdo

the co d onI I n.ano e
ovanaawalfl?f-‘ac%@ﬁa&?&m %%P@é‘b%“éfﬂ? {7312 getagtguag%&e%un%n&]&eamom
partlcmﬁ{f & rﬁﬁﬁct%rblécﬁlef &dnRer, Sgsdpﬁaga@%dnlcéﬂ,l kasttiy caricer, efedar®niag cervical
oesophageal cancer, rryel oma, hepatocel | yl ar hyroid, 1
cancepanicraacnat carcer. i géqhh@]aﬁggfers t@ﬁnﬁ@@e@@h@gpr stomach, thyroid, recta
and / %rj:ﬁélg\:%lagé%ﬁg&gg{jag? 058t TS ANt 091:,/ el @Rcd 30K lrmelg’ﬁcﬁﬁ’ac' n

ancer, prostate cancer,
anoth&MSIHmER lof ﬂiU‘iﬁveﬂtid)ﬂgpeﬁﬁélﬂ&ﬂy thervances figinl 2 metabtatic stgte, and more

cancer (NSCLC), and small cell_ lung cancer C
partlcglaslv theccangerqupducee Bgtasitgesiadhe ]é%’?cg"r ﬁ&%e?spt of the
snal Ad VRE Barticularly th
e 7 B A MBS TR AL BRI O oty e cance

produdékikin ﬁﬁtasﬂﬁ@d‘sﬂm@henémbd)qlment arfeth@msr entmrspm@CM@e cancer is
col orectal cancer, v rlﬁcancer

in @ msspaBRe S aRGIORT BHOCHBHE Netarre ray” pRnpaigRRkstgses. ma

furthezg ) dfn:}.n@gfi I R tiBR rtﬁe Pafcki BYh ﬁﬁlbﬁ-mdtad’ceﬂfcﬁdtﬁe to
Cl 8 tiron, nore partlcu ar@y refers to
c GWhere meeureacmamexf canqer gdeferiedrio pavicelagy fthls isfhe Flﬁgftmept of

refers to ovari.an A
BRECHTETIE e e i E—
extent'Of the E’@sﬂ)ﬁs‘éu{h@ rréébohie taf, ﬂfe&nﬁ@tokﬂlﬁdiﬁ@progﬁsslen and the survival rate.

oesophageal cancer asfric cancer, nelanoma, cervi cal
c Saciprularcdmbimgtion: e prasertinveniondsiydeon it refers to

ometri l.iver, stomach, thyroid, rectal and / or

'br‘gﬂlﬂp%ﬁzbandlﬂqg]étﬁ%%her aspect of the invention, the

%ﬁ‘? qund (HChdWLarra. | n another enbodi ment of the

i nvention, particularly the cancer is in a netastatic
.st(adrﬁpomﬂc(l)mmﬂexqimpﬂoml arly the cancer produces

rret ast ases to the bone. In a further enbodi nent of the
rfveRpqusd )p’f’é\dtHaE%BﬂQP?’y the cancer is in a netastatic
ularly the cancer produces skin

(? %@QSIW%IR%EE;OE ér enbodi nent of the invention,
opa(D&mﬁédrﬂr(l)/addeeAAaBSemdl sin a netastatic state, and

nmore particularly the cancer produces |ynphatic
°we€@9p@l§@il) andl B 1880Gher enbodi ment of the invention,

i Fitgf ﬁge R ran#ag ehﬂczﬁll}pl cepia B3hpd h&uﬁé %ﬁexaﬁwb@é %alttshﬁlth alkali metal

cance erre ticu y this
(sucH & dolifnt, [peadssiamt oroi’thmm),caslkaius em:thmatads éxpl esgalﬂgm or magnesium),

endothelin A This treatment j.s.in
ammapiug ststapd salts with organ?c bases atjfordmg pthy518ﬁ)g1cally accep{able cations,

such as salts with methylamine, dimethylamine, trimethylamine, piperidine and morpholine.
Tn addition, for those compounds which are sufficiently basic, suitable
pharmaceutically-acceptable salts include, pharmaceutically-acceptable acid-addition salts
with hydrogen halides, sulphuric acid, phosphoric acid and with organic acids such as citric
acid, maleic acid, methanesulphonic acid and p-toluenesulphonic acid. Alternatively, the

compounds may exist in zwitterionic form.



extent of the response, the response rate, the tine to
di sease progression and the survival rate. Particular
W@ vbiomesd ons of the present invention incl udePCT/GB2005/004483
Compound (1) and paclitaxel. Conpound (1) and
docet axel ;  Conpound (1) and ixabepilone; Conpound

S oL BIPRS00 o,
compﬁ_snlfg @%ﬁl%om%’ {1 3R &n %ﬁﬁﬁ%ﬁ@ Wliotaxié %(e@t: fRRiké Bé, gntedichfent.

for éxanple, salts wth alkali netal (such as
s adcomdingtotaafssthermaspect bf theiinvgntion e iSrIEFO%léP‘i Bp gutical

cal cium
compésgpqrgw Cpﬁog}p&ﬁ?ﬁ @OIB%%'%@G@f %HR% ang{[rlgl ySi gdglg(%aﬂgi
assocﬁﬁSﬁ’ Wlﬁbi Shat@hdeRiSallyiéeéptatse &ﬁhérﬁ ovcidierret hyl ami ne,
di met hyl am ne, trlmeth%I am ne, eri di ne _and

rrm’rq]?h fihgite. a fortherspedt 6 theigyentiopdeere snsevidad 2 phigrcgptieal
compBﬂg I C éon&tt(%o%g?ﬁ‘%’/s g%mé&{ gba(?ié c1a1|:1%r%: bt gpharmaceutwally

accephibid ARt bl @aaﬂlérynmemaam@vma ﬁhadﬂbeutmal mhposumtwmch

hydr ogen hal i des, sul phuric acjd, or i
compwsqsranoqn@am;t@tl%@{t@;gx1§@gﬁntdg agqoplfaltlen g\e&]dp &m‘n@qe&l 18?(,1 ydacceptable
dilue %leq% ul phoni ¢ acid and p-tol uenesul phoni ¢ aci d.

erna Tvely, the conpounds nmay exist in zwitterionic
f (Il‘héréﬂ’hﬁraeﬁmﬂmgao dlor pisegt toentien, prees Brrovidedaniedied of treatmg

e S G S B LS i e SR P i
admiﬁ%ﬁﬁ?f@%d AEEPAHERELHYE aholf M ESmpSRAGT) i@fcotbation with an

invention there 1s provided a pharmaceuti cal
effectmmzpmemttloﬁanam-uhtwowmt@@@amﬁpound (1) and an

t t
aﬁté]r ﬁlagt o gé&g@) vﬁe&% ﬁn&ttEFaquezﬁt%? gﬂ}rﬁtgfa 1‘r§ ?néﬁ%&tgd 9t is to be
under@ﬁﬁ)ﬁrtﬂétri&s taf%o @ef@fértb ey prégditioh oPindidveasbarinhie trBathh:ﬁt ef -

I's provided a pharmaceutical conposition whic
metagepyiics e@nC@om@ﬁgln dherefore the A G S rEPD vention could be

used Eh el F %1'%0% as n%%ﬁ&!is%geg todétl():\gﬁ{&n &{c tg,r bffo leﬁgﬁhen the time

ar neaceut | i on whith

peno@%@ﬂfré SRy cRburdaid tord gatibhtcwly hled¢adyihas agmstasemo treat the metastases

association wth a phar t I
ey e bmonm o e G 5l G BEH ot cSEihed

prlmérg}\fﬁlﬁgﬁro& tulnB6Gnb %e‘%l@ﬁﬁhg Sﬂnﬁrﬁﬁfn{lﬁﬁl oPfuntdu@@tth Bfe aspect of the

invention the treatment of cancer relates to the prevention of metastases. In another aspect of
the invention the treatment of cancer relates to the treatment of metastases. In another aspect
of the invention the treatment of cancer relates to treatment of an established primary tumour
or tumours or developing primary tumour or tumours. Herein, the treatment of cancer also
refers to the prevention of cancer per se.

In addition the treatment of cancer also refers to the production of an anti-angiogenic
effect in a warm blooded animal.

In addition the treatment of cancer also refers to the production of an anti-proliferative
effect in a warm blooded animal.

According to a further aspect of the present invention there is provided a kit
comprising Compound (I) and an anti-mitotic cytotoxic agent; optionally with instructions for

use.
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cancer, in a warm bl ooded ani mal, such as man, in need
of such treatnent which conprises adm nistering to
wa@ a00d/0sqTo0rel an ef fective anmount of Conpound (PQT/GB2005/004483
conbi nation with an effectiwe anount of an
3nt ib-rrifM?ti c c¥t otoxi ¢ agent. For the avoi dance of
oubt, where the treatpent of cancer is indicate Et
| crering tardurthr aeect Ahweprrsentiptgtioaris iy %"Yﬁﬁlsg a kit
compl;?srig%/:enti on of netastases and the treatment of
netastases, i.e. cancer spread. Therefore the
a) Compaotnidn@}, iina fiodt untieloprgedemt; i nventi on coul d be used to

treat, a patient who.has no.netast o st th
b) an G GHIOTRGY BT SEREA E KRR O S IaPTgd bef or e ¢ hey
c) cont@eﬁﬁéff mefB %t @niMAl s/ Firhad 8bdonadysdpeFormes; and apibnally

treat t'he met ast ases t hensel ves. Furthernore the
d) withriesituetions fof ugsancer al so refers to treatnment of an

est abl i shed. pri.jary tuno r i
AP L BT e dor PRy 17 oRpH HaReRR Gl
formuldtioRN tdeQRattdegeribea dibFganbel oW. Banaedxanmpladfesutioddsage from for an

~ prevention of netastases, |In another aspect of the

anti-nhitpfieryiasexic Beent peshiieiRtel-cancer rel ates to the

tre 0 ; t; i

| R o AFRASPRTEE e e ARCIIEHRERERTs BloridiBa kit
compgﬁingln established primary tunmour or tumours or

evel oping pyrimary tunour Qr funour ein_ the . .

o) Compeand U idpfhesics PFas-Paal gl Grevdn rBfirp o fistunit
dosag%%ﬁﬁ;r per se. In addition the treatnent of cancer

also refers to the production of an anti-angi ogenic
b) an effi-editoticroytotewic agdit,do dedcand unal dospge @i andon t he

treatnment of cancer al refers to,the [
°) cor&ﬁmah@f@r&rf‘é{ seipiioe sRaarp LR e s BRB5AEY B flly
d)_witﬁQEé’th%tiBﬁs tR uge.f urther .aspect- of the.present invention
there is provided a kit conprising Conpound (I)h and an
amiécondingta afuethenasprito! é@%w?ntmttgﬁﬁaff Pipvigiel § Pharmaceutical

conmpREAGEUST o PRSI NE BiE s b sash o

20

25

30

assocERIBRWiR A Pharfhcidplopndefiable dilert dricaster fiovi use dothegeeatment of
form b) an anti-nmitotic cytotoxic agent; in a second
cancqinit dosage form and c) contai ner neans for

CORAEP etk 10 FRER, HORIBR S e
compasitiohtwitets egrprises Cofpouib (dunssotiafioningtita parmaceaticaty
accegtgl:gle ?iirh?tl:nt or carrier, in combination with a pharmaceutical composition which
comprises an anti-mitotic cytotoxic agent in association with a pharmaceutically acceptable
diluent or carrier for use in the treatment of cancer.

The pharmaceutical compositions may be in a form suitable for oral administration,
for example as a tablet or capsule, for parenteral injection (including intravenous,
subcutaneous, intramuscular, intravascular or infusion) as a sterile solution, suspension or
emulsion, for topical administration as an ointment or cream or for rectal administration as a
suppository. In general the above compositions may be prepared in a conventional manner

using conventional excipients.



10

15

20

25

30

formul ati on, see that described herein below For an
exanple of a unit dosage fromfor an anti-mtotic

W@ ya06057h€ agent see herein bel ow. Accordi ng tBCEHGB2005/004483
further aspect of the presegt invention there is
provi ded a kit conpr|3| ng: a) Conpound (1), together

Y\Aﬁgrge)%m%i]ﬁtar g%gfe)urai)éb&aéy l}eﬁﬁ? 135e3' < ag%l%lgteﬁr{%th gcﬁfownﬁ

exc1p191¥t"s°t oxi ¢ agent, in a second unit dosage form and c)
cont ai ner neans for containing said first and second

dosagermpnund(il);d optionally d) with instructions for
use. cor di er aspect of the invention

t her eAiéaﬁ?eo’\Tr‘g dﬁ%@ fhceuti cal conposi tion which
Conpr i g88scHRANRME doditich (dikEhteRRar@t i - M totic cytotoxic
agent in association wth a pharmaceutically

accept Rbvidod¢ (hieder);or carrier for use in the treatnent
of can Accor di urther aspect of the

i nvent ?‘@@Fﬂ&?‘eﬁ‘?%ag.(ﬁ&@?%é@ a phar naceut i cal
CormosHyp%mmusemﬁmambsmpomnpound (1), in

associ ation with phar maceuti cal |l y a c abl e dil uent
or car &’uobfethylwecgsmlﬁ% (e ot porBP oAt nﬁ‘gtuti cal

CONPOSiLd g{ﬁny\@mg{a gﬁﬂ}}%%gﬁmgﬁn i -mtotic cytotoxic

agent i'n associa aceutical ly
agGaRpinbtie cjzhotobtﬁmgeﬂts @ bd formiletedirseondingtth &npwe @mﬂ?dlﬂres For

of cancer. The eutica itio
xSl BBy SRR ke PATE bR TR Refobers

AI-SS? iR/05 (£@RSbRor-fr&Y pa@ﬁfaﬁé‘ltf%frﬁhlatl&h)eEhd@rhg-l 11posome
udi ng | ntravenous, subcutaneous, intranuscul a

encapsmllated\pashtakd[ LBF/RLP Resiitepl; API5 W0 NK- 0% Sinsplsh, Paclimer

i REERL BTSN A 95038 Soce b L A o

Xorarkd @éﬂékdloﬂfeosbf‘ PASSIBHAl YeRexa & os@ ey Aitti g Kyotay Qiaehtaxel
prepared in a ¢onvent i onal manner usi ng conventi onal

~p01yM¢mlpeb{gQUtMﬁteépaﬁﬁﬁ7éelmﬂpﬁf C) canibe fornul ated

t f
L B R P S e,
compHRMgWBHstveld Tl)egidamtahti-mitotic cytotoxic agent; optionally with instructions for

use; for use in the treatment of cancer.

According to a further aspect of the present invention there is provided a kit
comprising:
a) Compound (), in a first unit dosage form;
b) an anti-mitotic cytotoxic agent in a second unit dosage form; and
¢) container means for containing said first and second dosage forms; and optionally
d) with instructions for use;
for use in the treatment of cancer.

According to a further aspect of the present invention there is provided a kit
comprising:
a) Compound (I), together with a pharmaceutically acceptable diluent or carrier, in a first unit
dosage form;
b) an anti-mitotic cytotoxic agent in a second unit dosage form; and

¢) container means for containing said first and second dosage forms; and optionally



10

15

20

25

30

Povi done (bi nder); Magnesium stearate (Il ubricant);
Hypronel | ose (fil m coat conponent); Polyethyl ene
wa@kyeo567800 (fil m coat conponent); and Titani UPCTGB004004483
(filmcoat conponent). Antigmtotic cytotoxic agents
may be fornul ated according to known procedures. For
_exanpl e vari ous formul ations of Paclitaxel are known.
d) withpgsb@ctions| ioyeseabr axane; Acusphere; Al -850; DO NDR/ 02
ﬂnthﬂgﬁk%ﬁﬁﬁﬁﬁﬁOf&ﬁﬁepacl|taxel fornul ation); EndoTag-1;
osone encapsulatedogﬁplltaxel LPE/ PLP Pacl it axel ;
MAlcc&ﬂiIr@, to liethesfeatOne of3hk inveadon there iMperBdgshibe ase of Compound

LR A R iy E—

for usé’@& &%Heaﬁ\nenifsﬂ@@éap in  MRRMIBSIed Ahinh4 edu,ch)(yfﬁaax
(paclitaxel polyglunex; polyglutanmat ed pa axel)
ShActordingtlo snoihenebIaPHeaeratipn R PRSgGR] griss pRCompound

ent. |nv nt i on:
@, i n&gﬁ} %@tl-ﬁﬁgﬁ? cyt%to? eﬂﬁﬂttg {gga(%tléﬁgg@’n dafitdidin a
wamofslbb&a&hirﬁalvwﬁchaBMructl ons for use; for use in the
treat ment of cancer. Accor di ng to a, further

t hégccpfd@@ﬁqwta ﬁlﬁhgﬁspgﬁ of e reseqt W@W ere 1§p{ovP(feﬁ a combmatlon
comppg?%do%&gnd ng a8 TR AR Initdtio gtcﬂoyﬂc fa%érﬁ o4k in BRSARGEment of

-mtotic cytotoxic agent in a second
cancedni t dosage form and c) cont al ner neans for

g o] n(; cglﬁfgqllgh & 5% I&F{ flr-ﬁrp%t:fso( 1an8pt1(Hgt$lBIfeolg 5’%@%‘& a combination
treatrﬁ%l-ﬁ ﬁﬁlﬁﬁgl e RiniARAEEN of“ﬁlcéffe@tlﬂgaﬁl@urﬁ of Woktppind fpasptionally

e pre ent 1nvention there is provided a kit
togethamath % plrgmacdutiCaliy mgtap]e)dﬂupmgmchmer,\,mtclqmbmatlon with an

R R e L R R L S

pharrﬂ&?cﬂﬁcdll@ ReRANOiltkt br 8RH8GO o wir-babddedinimal) sachasiman in need .

nmeans for containing said first and second dosage
of sutlothempeutitreapmensrfar isedn the eptmeritaf GaRGedns for Use;

The amount of Compound (I), or a pharmaceutically acceptable salt thereof,
administered would be that sufficient to provide the desired pharmaceutical effect. For
instance, Compound (I) could be administered to a warm-blooded animal orally, at a unit dose
less than 1g daily but more than 2.5mg. Particularly Compound (I) could be administered to a
warm-blooded animal, at a unit dose of less than 250 mg per day. In another aspect of the
invention, Compound (I) could be administered to a warm-blooded animal, at a unit dose of
less than 130 mg per day. In a further aspect of the invention, Compound (I) could be
administered to a warm-blooded animal, at a unit dose of less than 50 mg per day.

Anti-mitotic cytotoxic agents may be administered in amounts in accordance with
approval guidelines. They are both species and schedule dependent with respect to their
maximum tolerated dose.

The dosage of each of the drugs and their proportions have to be composed so that the
best possible treatment effects, as defined by national and international guidelines (which are

periodically reviewed and re-defined), will be met.
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for use in the treatnent of cancer. According to
anot her feature of the invention there is provided the
wais@spose7@npound (1), in conbination with an PCT/GB2005/004483

anti-mtotic cytotoxic agenfgin the nmanufacture of a

medi canment for use in the treatnment of cancer, in a

war m bl ooded ani mal, such as nman. Accordi ng to anot her
Legends 40 FI@8Y t he i nvention there is provi ded the use of
Flgmecp{igﬁagg béd dhart sﬂo&fﬁ{%gg 2tk Qs oNChpaind(), Ianmmaﬁtaxel either alone

toxi c agen treat nent of cancer, in
or in coﬁrbmmbn;xﬂmpoatusman ovanipghcanserregh hn;t\@:I:?[ErYdtﬂh?gOt@t"a"f33

N e G T e T S
or in c% Hiridfoh 08t the GYdWhOFIHE R @eivian| Qfcibiéifia béllstlhantor eat rrent
cancer. Accor di ng to a further aspect of th

Flgurqo3 demeis ajbav et Stbnwm@the effects pbincmaging dosssnt NP |°¥Wt°X1CS

pach@f(?elea@%getg}pgﬁ e no% éﬁg%ﬁn?{ﬁ@\tw tﬁ %ﬂ% @ﬂat %are endothelin 1+

Compdlrhd (1§ oR BRY FReA biCﬁhHﬂy passeaptebl @Pdil)ueat 1mv1troamttu®rsystem
in conbination with an effective amount. of
(mcreasmg alvﬁorbmpeva,lwsmeﬂw%m&&@ﬁ% @B?‘P"éhﬁfﬂi}ng 8@§Sher Wi th
[
\in'gg glg% fgﬁiln%é 1@&&?@%&@2\'}3&7% rrgfn thIH E&}]oevggg ‘E%Iﬁ}bl% wiclare
intendddas apBoitateCsel srabémbrtimEnts off e inverttios. Thasatemnples)are not intended

cancer. Th t.of Co d. . .
to, 10 narth@se@me. coRMTyFIdeaupi 348 SOBRHE D ierbies T b e s the
1nven¥t§ﬁ'hﬁ pra ca?ds%% bee@ltantanﬂﬁ@Mbﬂ? dEsh:ﬁbQ@ﬁéféﬁldNumerous

ect. For Instance, Conpound
modlﬁcaﬂiods hml valntinisofithe gresentanveskion prepasaibiledn viga O%t)ha tgaghings

. unit dose less than |g.dail t nmore than 2.5
herelrpamtauﬂaﬁt 1 9red§1]tm€31}ﬁosc€ps> g%’ﬁl“&lv%lggadm nistered to gg

- ExanREdm bl ooded animal, at a unit dose of |ess than 250.:
——n%—p

er day In anot her aspect of the |nvent|on

., .a . a | than 130 rrg pr day I.n
mitotie c:mt,un(%{)jlgllg Fg%nﬁ'i; gclzfitaxe Laind ccl:tgf‘ﬁ%{ o

et n, Conpound (1) could
IntrodSic86d Ni stered to a warm bl ooded animal, at a unit
dose of less than 50 ng per

cyFoewhiate hgeffee Or%%pnar@uaé .ﬂ)ﬁn §9@Peaﬁ%watﬁaaﬁf1§ -pifptic cytotoxic
agenta(gyg@ft%?e gﬁ dth éﬂw@ﬁ%rfg gahlt%ﬂvl\n@tg lsr ggggg?é’dﬁgﬁ?ﬁgbhshed
humaiodiafibhicd1Dligys FHEY amls@VCPh&ﬁﬁi apechofxpeess ﬁmgflomai endothelin A
(ETaij%gStp%;%dtsQ(gEt% hlgholré%lg Io endohhe m—lt 83'1b ?) PSS an% -apoptotic
factor in many cell types, having this effect via ETa receptors.
#% OVCA 433 was established from ascites obtained from a patient with advanced serous
ovarian adenocarcinoma (Tsa, SW et al., (1995) Exp.Cell Res. 218: 499-507) and HEY was
derived from a xenograft of a peritoneal deposit of a cystoadeonocarcinoma of the ovary
(Buick, R.N. et al., (1985) Cancer Research 45: 3668-3676). PPC-1 cells were originally
derived from a human prostate tumour and were obtained from the laboratory of Dr. J.

Nelson, University of Pittsburgh).

Materials and methods

In vitro studies in ovarian cells: Human ovarian tumour cell lines (OVCA 433 and HEY)

were maintained in culture media containing serum until sufficient numbers were available
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best possible treatment effects, as defined by

national and international guidelines (which are
w@esocosi7e@l |y revi ewed and re-defined), wll DbBCT/GB2005/004483

met . Legends to Figures Figujg.1 depicts a bar chart

show ng the effects of Conpound (I) and Paclitaxel,

ei ther al o nation

for exByHPTHH G Se GBI 1 FrIS HE PALER U F9g e D gorym. After
24 ho?r? R gérém%é%rl%ttlcﬁp @iéﬁs w8 WehGd tvxh& &ike @b&p@ﬁn@ﬂ)TPmM)jor paclitaxel

axe either alone or in conbination, on
(60nM)hSr gompbind(l) Hiptclituedli Bollosang tragiment i 24 hloanv«’mP@tOSlS was

measursL b8 sIASSL e GFIaUBLISN Bl it Borhyiier bl g
In vttiqpsgﬁ&z ?ﬁ({% )roit%et &Yk dﬁhﬁiﬂﬁ’ prsta‘t@mﬁﬁﬁP cOa (PPCT- 1 Wete mamtamed in

or endothelin 1 + Conpound (1) on _the
culturd wddérrs codtainirhdeeurp uott sif@ciew|nusiberPEete)avhiabihior gxperimentation.

e e U U SRS o RGPS 2GAr s

starva?ﬁ}{ QBiid WBrel tieafddrietittiek baddihainer(10y Myt eatlothbien 1 + Compound (T)

| owm ng exanples, which are intended to el abgra
at 109dvAn aﬂdl@nbdtﬂrmoféce&iﬁ rechivedl yolisle controalens Que gﬁ?ﬁ? later cells

e G LRt L o A s,
end ot 114 24 H&nlﬂéﬁeﬂtw@me gely ninabgs actd mealsumdzdwle_s,r abteedarh M Rassay

particul arly described herein, Numerous nodifications
(Mosanmdénmam ﬁ%eﬂaqum@ 8Predser3)nvention are possibl e

In vivg stt%zkzgyy %yﬁﬁlcemic%%?é?é gﬂl%n B Bthedidin E;(ekﬁ@ﬁse(ffqr £X WP EIEY cells

e SCO e I nvention. arrp es
into thR gk, e § dig‘zmmreatabhsgleé iraoiere dad erimeid gigsfwere randomized to

d .
4 tfea@?@@t%&‘i‘ﬂ?(‘g‘)&é 4 wiciaent esobp- iie b sl griet Sith Compound
given 1%}; n% ?&qﬁfr itdfeaf ?écﬂéﬁse(ﬂ)&?ﬂ@f/da%‘} forof1 da9ERYEdnd lg)ouprrecewed

at | Wlth an anti - otic totOX|caent
intrav(@paad inj @ktehs omctlmelgﬂmllkgb gvaradi %M% fog érftqs?ﬁo dethigd|graup -
recelwﬂghl o abw,ﬂs @ﬁa%i%g)glgtg 8\5& %Q %@F 1113 &JtiBs in the -

sameedg@o& Vehide Ql%ﬁ@)THeE& Bi@ESs arete eplcatdithegimeevel s
0 englkgé_thelln- 1 (ET-1). ET-1 is an anti-apoptotic
Resultact or in rrany cell types, having this effect via ETa

rec S. i
e
statlsﬁ@ﬁﬁﬂsﬁ 1ﬁbmfé&‘eét'§$)ﬁ,ap®bbﬁt Hdwevet, Wagm) CampouBel () WResscombined

218 499-507) and HEY
with gagiimiel Beer b BB S BH DR T BRASASB TG (pgehict

treatQ &¥rol cells or either compound given alone. Results are shown in Figure 1 where “*”
indicates a statistically significant increase compared with controls.

In vitro studies in prostate cells: Additional of increasing doses of either paclitaxel or
docetaxel significantly reduced the numbers of viable prostate cells remaining in culture after
24 hours of treatment. This reduction in viable cell number was reversed by concomitant
administration of endothelin-1, an effect which was blocked by Compound (I). See Figure 3.
In vivo studies: Compound (I) as a monotherapy resulted in a significant inhibition of HEY
ovarian cell xenografts. The degree of inhibition was similar to that achieved with paclitaxel

given as monotherapy. The co-administration of Compound (I) with paclitaxel, caused a



10

(Buick, R N et al., (1985) Cancer Research 45:

3668-3676). PPC-I cells were originally derived froma
whovan03qsost at e t unour and were obtai ned from PEIEGB2005/004483

| aboratory of Dr. J. Kelsomy University of

Pittsburgh). Materials and nethods In vitro studies in

potn o S BT B RS ot g QU i o
[Wel! 150, gkhiks sUERdWwA Btigheher s were

Ormﬁé@é%?%ﬁ?@?gégggperineﬁiation. At1 his time the cells

Conchsivas t ransferred into nedia without serum After 24

o b i st fat ERee§id G S b SPABHRHH fegeptor
antagqRAPRHAH atdskthe e Bae bft paxBlaxeldl dpopioRB ih beatiaroells fovir24nd the

hour's, apoptosis was neasured by a standard c%l
growth enhabitary prapiert®a ofpaclitrxel i Sesisnityganss a ke Pyt
vitrq studies i r l.s:
el BSES BB AR RES o o B Tt
cell d&AR U] CempAIMANI) At donbinskibh evitngactitaxblesrsionetpxel is potentially
avai |l abl e for experinentation. After this tinme cells
usefuljorike feaimentcafic@BCathit 0 medi a wit hout serum After 23
hours of serum starvation cells were treated with
ei ther endothelin 1 (10 7M or endothelin 1 + Conpound
() at 10 7M An additional group of cells received
vehicle control alone. One hour later cells were
treated with paclitaxel or docetaxel at either 10 6M
10 8Mor 10 10Mfor 24 hours. At the end of this 24
hour period, viable cell nunbers were neasured by a
standard MIT assay (Mssman, J | nmunol Methods. (1983)
65, 55-63). In vivo studies: Athymc mce were given
subcutaneous injections of 1.5 X 106 HEY cells into
.the flapnk. After 7 days, when established tunours had
formed, m ce were random zed to 4 treatnent groups
. Wth 10 mce in each 'giroup. One-group was treated wth
Compound (I) given by daily intraperitoneal injections
(10ng/ kg/ day) for 2 1 days. A second group received
i ntravenous injections of paclitaxel (20ngy/kg) every 4
days for 3 doses. A third group received both
paclitaxel and Conpound (I) and a fourth group was
given injections in the - same way using vehicle
al one. The experinments were replicated three tines.
Results In vitro studies in ovarian cells: Addition of
ei ther Conpound (I) or paclitaxel had no statistically
significant effects on apoptosis. However, when
Compound (1) was conbined with paclitaxel there was a
hi ghly significant increase in apoptosis conpared wth
vehi cl e

I
efrgore, compound
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treated control cells or either conmpound given al one.
Results are shown in Figure 1 where "*" indicates a
war@biosdiroecal | y significant increase conpared wWE€TGB2005/004483
controls. In vitro studies.{3Lprostate cells
Addi tional of increasing doses of either paclitaxel or
. docetaxel significantly reduced the nunbers of viable
Claimgr ostate cells remaining in culture after 24 hours of
treatnment. This reduction in viable cell nunber was
reversed by concom tant adm nistration of endothelin-
1. 1A @mbibdftiens comprisingi<3 hebwenSmetiodpygednd-11)2-(4dd.4-

.Figur . lh vivo studies: . ng.. -
oxedisgafgonahapy B SN R TR et oliof pftotoric agent
HEY ovarian cell xenografts. The degree of inhibition
was simlar to that achieved with _paclitaxel given as .
2. nibhottmbiapton Fuserdies wardim g hesptiaaiiy tpxiy agent is a
wi th paclitaxel, caused apotentiating effect of
taxang=mound (1) on the anti-tumour effects of paclitaxel
resulting in partial or conplete tunour regression.
Results are shown in Figure 2. Conclusions. These . .
3. f Thacogbingtiomprsordipgta flaym B EreEr I:m‘éoté"pfe‘/g‘?tf’?“& agent 1s an
o mhﬁ? othelin receptor antagoni st, potentiates the
PO ect s of paclitaxel on apoptosis in ovarian cells in
vitro and the growth inhibitory properties of
paclitaxel .in ovarian tunmours jn vivo. .Furthernor .
4. Cabpsamaeron pREPEIBEL SIARN 1 oF aftn oryssin Sl a0 cytotoxic
e @8HiverLObXhalbdtduB&dof pacl i t axel or
agent %%g%gﬁgk§egé%%“%§gth. Thd%? Compound (1) in
conmbi nation with paclitaxel or docetaxel is

5. 2 Qﬁh’%%tgi;ﬁh{aﬁgg iggc{?lflclhg!% n%hlag? a 8)? AT wl?JreiﬁEfﬂcg SltEnoft Wtotoxic

agentliVak SodBIGHOY d&ivaetl byt Muledienhétedt ) - 2- (4-[ 1, 3, 4-
oxadiazol - 2-yl ] phenyl ) pyri di ne- 3- sul phonam de and an
anti-mtotic cytotoxic agent. ‘2. The conbi nation
accordi ng t.o cl aip [ TN AC IR ) G W o TN TOT, ;
6. oyiBpteadt Al of LA bR AE Mmoo cytotoxde
agentd§ 69 EfbtAGoreC aériniativé ontnedlegur théreofant i - mitotic
cytotoxic agent is an epothilone. 4. The conbination
according to claiml1l or claim3 wherein the
anyl - 1 ' G ci torlchai | ihitotic cytotoxic
7. Qe it fin SORE 16 BRET orcRil GRALM MERAL fitotic oy
agentdi€ @@ epbthijoriedD dbdvative ooenalbgienth8rephier ei n t he
anti-mtotic cytotoxic agent is an epothilone B
derivative or anal ogue thereof. 6. The conbination
3. acHy diniEndt®nGkaiiing t8klasthal WheteithiBE @ithnfitotic cytotoxic agent is a
anti-mtotic cytotoxic
vinca alkaloid derivative or analogue thereof.

9. The combination according to either claim 1 or claim 2 wherein the anti-mitotic

cytotoxic agent is paclitaxel.

10. The combination according to either claim 1 or claim 2 wherein the anti-mitotic

cytotoxic agent is docetaxel.
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agent is an epothilone C derivative or anal ogue

thereof. 7. The conbination according to claim1l or
w@b@snsademherein the anti-mtotic cytotoxi c ageel/GB2008/004483

epot hil one D derivative or_ggal ogue thereof. 8. The

combi nation according to clain11 wherein the

anti-m otlc C oXi C in Ika
11. dglhp\;g y@tlep agcﬁ)gélg% Hbe tgl@msgl \éﬁ{&a\g G r{cg gl’ltl mitotic
Cytot@&&%e%{gqxg&pﬁbﬁéﬁer cl ai m 1 or claim2 wherein the

-mtotic cytotoxic agent is paclitaxel. 10. The
corrbl nati on according to either claiml1l or claim?2

rein.the anti - C 0 )
2. RGeS B Y PR BELE ST g o
cytot&!i@h%@itis padupfifond, Wherein the anti-mtotic cyt ot oxi ¢
agent is |xabep|Ione 12. The conbi nation according to

either of clainms 1, 3 or 5 wherein the anti-mtotic
5. O o B SRl P 1y SRR it

cytot@ﬁébgéﬁtﬁmmerewﬁ@t oxi c agent is vinorelbine. 13. The
conmbi nation according to claim 1l wherein the

anti-mtotic cytotoxic agent is XAA296. 13. The

| _
. SO AT % 1 g oo ssns

XAAQQG[bI nation, as clainmed in any one of clains 1- 13 for
use as a nedicanment. 15 A pharmaceutical conposition
whi ch a conbi nation as clainmed in any one of clains
1P éoﬁbl?ﬁa?tg)‘ﬁ' REdrBheb LhiRNSwRre A ah A% i0HE Syotdxdd dgent is
accept abl e | uents or carrier. 16. A nmethod of
T-138G6Fat i ng cancer, in a warm bl ooded ani mal, such as
man, in need of such treatnment which conprises
adm nistering to said aninmal an effective anbunt of a

14. CONRLABIH206n,28 climbdBOardy o cit@s 0f13cfopiisesaskrth&dicdident.
The nethod according to claim16 wherein said cancer

i s oesophageal cancer, nyel oma, hepatocellul ar,

15 ﬁg&&%gﬁ%%c%%%? E(')(mé&lmo%a\;}ﬁi%ﬂ '3 c%ﬂ'lb%%mfl YBYmed in ng one of claims

0Si S sarcome, ovarlan cancer, breas

1-13 &RAEBE atiGOWRh ©6¢ 8 mosysIREmadbuasilit &ceptalde Khluélitﬁdd@rrler
cancer, nelanoma, |ung cancer - non small cell |ung
cancer (NSCLC), and small cell lung cancer

16. A method of treating cancer, in a warm-blooded animal, such as man, in need of such
treatment which comprises administering to said animal an effective amount of a combination

as claimed in any one of claims 1-13.

17.  The method according to claim 16 wherein said cancer is oesophageal cancer,
myeloma, hepatocellular, pancreatic, cervical cancer, ewings tumour, neuroblastoma, kaposis
sarcoma, ovarian cancer, breast cancer, colorectal cancer, prostate cancer, bladder cancer,
melanoma, lung cancer - non small cell lung cancer (NSCLC), and small cell lung cancer
(SCLC), gastric cancer, head and neck cancer, brain cancer, renal cancer, lymphoma or

leukaemia.

18.  The method according to claim 16 or 17 wherein said cancer is prostate cancer.
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(SCLC), gastric cancer, head and neck cancer, brain
cancer, renal cancer, |ynphoma or |eukaem a. 18. The
woreihosh7according to claim 16 or 17 wherei n saPdI/CRA@S/004483
is prostate cancer.19. A Kki{gconprising: a) Conpound
(I), inafirst unit dosage form b) an anti-mtotic
c%t otoxic. agent; in a second unit dosage form and c)
19.  CBKIGRENISHEans for containing said first and second
]ggﬁl% f ' ; j ly d) with instructions for
a) Co e. gg&’ﬂ{r ersagggggﬁgégdgﬁlﬁi nation according to any one
b) an anfi-miteficreytdtox R, agent; itesevand fai¢ dovage 6ot apddi canent for
use in the treatnent. ancer. | b
o) contigperaneans frutros@ magroei st A iecund ok e RO B fbnatly
d)wit@glsﬁﬁ@ﬁ&jsqms@ed cancer is oesophageal cancer, nyel oms,
hepat ocel  ul ar, pancreatic, cervical cancer, ew ngs
t unour, neurobl astonma, kaposis sarconmm, ovarian
capcer, breast. cancer l.Qr Cery 1Pr;
20, CEREER ot SRP R Bk SR P ARTRE o QR P HhAbBmtucture of o
medicaiBht fof 8d inltlGetRBEIIT caNDL) iR)e, warnEblboAdd animil, shangy man.
cancer (SCLC), gastric cancer, head and neck cancer,
brai n cancer, renal cancer, |ynphoma or |eukaem a. 22.
The USe , . . _ . . -
21 AR U B RR hn Py R i Pap A, BhcopRad L@, myclom,
hepat@deﬂhﬁﬁq)ahﬁe?ﬂity canabancegewings tiBodrpnewrslagtnmphlgaposis sarcoma,
treatment of cancer. 24. The conbj nation.accordin
ovariag| GAPT A ERECH COUTTEF AARRT: O O SApTAgUATect isgp mélanoma,
tung JIHEL QR sREARER ‘ﬁﬁlgl dh@d (NBRNYY)eatd SnalCRIMigREarRaNSELC), gastric
ew ngs tunour, robl ast oma, kaposi s sarcomm, ovarian
cancet; dradand ixokasnhcer dneiarcancay) snalcrater clymphpmaer dakagnaia.
cancer, bl adder cancer, nelanoma, |ung cancer - non
small cell lung cancer (NSCLC), and small cell lung
22, CafEeke (RGkdthe tdASI 2E0CAREGEeD 1 weRth eidlcatekispaditae cancer.
brain cancer, renal cancer, |ynphoma or |eukaem a. 25.
The conbi nation according to claim23 or claim?24

23. eé()eﬁginestt%rg asdniied in gnyp 5255 8% 3P For use in the treatment of cancer.
24.  The combination according to claim, 23 wherein said cancer is oesophageal cancer,

myeloma, hepatocellular, pancreatic, cervical cancer, ewings tumour, neuroblastoma, kaposis
sarcoma, ovarian cancer, breast cancer, colorectal cancer, prostate cancer, bladder cancer,
melanoma, lung cancer - non small cell lung cancer (NSCLC), and small cell lung cancer
(SCLC), gastric cancer, head and neck cancer, brain cancer, renal cancer, lymphoma or

leukaemia.

25.  The combination according to claim 23 or claim 24 wherein said cancer is prostate

cancer.



