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COMBI NATI ON COVPRI SI NG N (- METHOXY- - METHYLPYRAZI N-
-YL) - 2 - (4 - (1, - OXADI AZOL- -YL) PHENYL)
wEYRED IR - SULPHONAM DE AND N LHRH ANALOGUE RDGBEV04003733
Bl PHOSPHONATE The present invention relates to a
conbi nation conprising 7V-(3-nethoxy-5-
compTRELY! @YERZi w2y Yis) merdoty [ d - ueTHYLPYRAZIN-2-Y1) -2- (4- (1, 3, 4-OxADIAZOL-
, 3, 4- oxadi azol - 2-yl ] phenyl ) pyri di ne- 3- sulphonan1de or
z-m)aﬂm‘msmemﬂ catdrrackapbable® arlturt hanecdur her/@afi eirprosproNATE
"Conpound (1)", and a luteinizing hornone rel easing
hor none anal ogue (hereafter LHRH anal ogue). The

pr eﬂﬁr;iresbmm&m@nreiawstt&@bomeinaﬁ@scdl@ranfgwf@ ﬂl@fhloﬁyl-S-
(1) and a _di phosphonic ac

methﬂpywr%g‘) @r{é'r[ ééﬁr‘é‘@dlsiﬂoé &hﬂ&ﬁlﬁ%&y@ﬂmsﬁdwéphonamlde ora

phafrRAHRLMANY QFcepAPR ShIE ihR&o SRRRAEG Compou TR @m@élﬂ%g
and a_ bi Sphosphonat e. These conbi nations are usef ul

horm@ne relpasing bemmoan enadogup (lopeafienk HRFoanafagrele The migeent invention
furthé}\églg{ek Pona %n%bq%?ft@a %@ﬁn&g%%gﬁgﬁﬁd"%ed{ﬁﬁe Qﬁéhggﬁ‘[?ﬂ%sdcgd §Bivative

SucC at | ereo
(hemh@erlbmphéﬁ)hbnut&} and a eomiidatcanentprifing Cospoiumd (hen LHRH analogue

e t prophyl axi s of cancer, in particular
andﬁ 6%%8%% ?%ﬁc Cancer affects an estimated nillion
PeOfHese amﬁlﬁbﬁod@are wkufisl fbi @ teathidal srgesphyReisdERg®er. The
revalence and nortality, Mdire than 4.4 ml]ion cancer

invensionalsy rﬁ‘slatp%fﬁ&r&hé@lacw&wah%qr%vosmﬁe corpPTgnsush fpppinglipns and to
the ﬁ&stﬁ&e&‘)ff i @Eeﬁﬁé{uﬁc&r%f z@me&?@érﬁéfht B&Sust Heth8 trediRSht dr%kg)hgfams of

i ncidence in the worl By conparison, Europe has
<mnW¥Unm9ﬁwéh§E@ﬂmN@ﬁmﬁrAner|ca 1.4 mllion cases, and

AT 1000 o6RHES: 10 MO 105 ARl s

Rah one |n ree e op c cer at ‘
incideve, pevaiince and meitality. |M<exe tlmm@mllﬂmn talcert opsésrard feport:dSrom

ed.t o account bout . 6 000. a ar .. .
Asit ncTRd 2 siRieh RS PO eesRim RSS B R BR s i g ipeidence n
the diogl@aBe corfipapiesrt; Entopehasd B ntitidh RasesavsttsAmench T.9million cases,
ggqidggts as a cause of death of children 1-14 years
and g¥frigg 027.9402888t | rmt ed cancer incidence in the US. is

NOVYL AROUK ahd BROTH QQarmwrﬁ@i@ %naﬁe whtaé,pesﬁqs ki Hé’\%ldibfcancer at

about 900, 000 cases of non-nel anotic (basal and
somepoitinthet difs. Casger mostaliydn thedth§cis iestinated ogceoumhfas about 600,000

a ye%tiel lﬁﬁgut%fne é\%bﬂfohly déaﬂls %QQOIH%HW f?rhegﬁ ﬂfské/se %@ Eergcglg of'§l4 deaths

cdses ( exc non- nel anoma 'ski n cancer) istere
andi sncoh@@d’ acotEntses aicsusa oﬂd@ﬂasfs:hﬂﬂa:n lak4f mtssof aed. ﬁ]hy egsinghsed

% of ¢ ng_in tho

can RSPt e Pl Tor RS RSB URr o P R ST pbout
9000000 kked of n@s@elahaldrbakamm@qeﬁmds ceBNgkiH dancdrhe

p Iatlon at risk of cancer, has wn. Death

nGeierise &Ml cape gEmorbicig @I R ges ety 3@@3@0 new cases
(exdrlaaﬁﬁg hiel-hRPinbiMa 518K BfHcer 88 iSterdlid B9de@AREr 1k h AMBeER AR hffects
have remai ned rel atively stable. The result is

mainly older people, with 65% of cases occurring in those over 65. Since the average life
expectancy in the UK has almost doubled since the mid nineteenth century, the population at
risk of cancer has grown. Death rates 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,
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that 1 in 3 people wll be diagnosed wth cancer
during their lifetinme and 1 in 4 people will die from
w@ a008/m23264 N peopl e under the age of 75, deat hsPE€T/GBR004/003733
cancer out nunber deaths from di seases of the
circulatory system including ischaem c heart disease
and stroke. In 2000,there wefe 151, 200 deaths from
cancer. Over one fifth (22 per cent) of these were
thefervoare l 520 Cdwaths fromasadcea. Qmmhe fifth 282 pe fce@Pot thedevaiR from lung

nce s of t bowel r and praostate.
canf@ ] eyt Q8 pe e SR0L ke RERE Jrd Yook gid prostate
ce rWarlﬂwtdﬁpﬁhS iftidefie i mdrefitySraREBE Portall] ©8Sof cRERStoRE®Bmach,
and. so on) have wi _de geographical "differences

n,
bre%&.?&?ﬁtaé?aék% #1q Sﬁmaa‘iew%gqographml qiffergnces avhich are attributed to
1‘acigdS I@@l‘ﬁlr@l' hYd & t\!dla{l@rkﬂeﬂ&ﬁillen'tﬂ flrlﬂ’b%ﬂ&:@ ﬁhe??ﬁ@ %vé}r?.%o (aYt?errent types of

feren types of cancer but t our maj o
can’?%fﬁ’@%ﬁ e[fQugnaj er tpest lung begasta prostatecind sbloretl alcwuacfm awdr half of

all éa@és Y. osmhftheo[ﬁl(% 141 H§a$1%§ta% c%g&(??secge fourth }%é%ral%&§ alignancy

Prostate cancer Is t conmon
amcmg{mgq Wgtrhdw\rdc,l withi aheestimviated 4&010%ﬁewrws&ddld@{bsﬁﬁﬂmﬂﬂw accounting
ﬁmggs ento ﬂosed annual Iy, accounting for 3.9 percent

CENCBPCLEEES. current options for treating

c al”@lﬁ’feslt b}b’tidnﬁ e teutirgl aders RORAE b@Bicala¥ieltitia bxte@@beam radiation
radég}}on therag Pd /| qr system_.c_chenot her apy.
therppp /7 SYHAPICICAFINNLARY: d SgFeiire patialbnauceestfikingpime forms of
can€ iR re M buRERHN B othetS AR iblh clelr Qe ?&%ew-m&ﬁﬁeu'u? tratments.

clear need for new therapeutic treatnents. Recent

end¥cEEly, gndeihedia dpreespterntrgorists haveepr idsodfied aientemﬁalbcbf

w23 B G KLY e PhAE UL, 10 BRLIROT B AREClog
NathgetMedicivedVadime 1, Nighbers, Sephtntize 999, 98ept®nber 999,
ns, are ogenou

i 15 oS R BTSRRI B0 o4 Aine st mspieS Somprsing three
1sofennh)b1|idi)|thermn— 1, eﬁlﬂﬂ&hh@ an8 eRd ARineN dOE Beddii:ids ar-Etf@rmed by

| endot I % by cl eavage of the Tr VaI22
Cleay Rt 6’? Jt“fl?ei eé’E R rAgespruaREproprdothelingby gmendothelin
con@tlpd &\leﬁi‘n@ ’Pl%%ﬁ@ﬁt‘hélﬂﬁ BNEN TR thd RRstSIRe0t Véasbéd?ﬁtrﬁf??s known. They

among, t he nost potent vasoconstrictors known
exhibiti ‘B‘ldF r@gﬁpﬂ@thﬁamg@tl@? inglpdiae stimtlation p%qr;llumcdifmatmgand
r [
mlt%%fﬁ’% ?rlfhgkg{*%l?(gf Bvels] tlm? egg’ré\fea%t?% &gg a?erﬁgtﬁ 194 ggc? %ﬁgg mit;eract gwth a
nunﬁmowtb@ wamaem‘eecagGWt h a nunber of ot her vasoacti ve
dotheli,ns are reI ased froma ra
S WU N R X O

endethelatnielasduiar smasth ihidtle MR NIVBIS GRS, akwefe Yntedting 81d leukocytes.
i ntestine and Ieukoc tes. Rel ease can

t
Relg38S @i o a' r L%"Y@V TP shear shiessr pfg/ﬁw@slgturspwsa Wigp range of

horrh&Yed add gﬁdklﬂesWEﬂ:@atE&E}%ﬂﬁfm RRERPIESHAA Yo tiR K WS Ber of dlsease
El evat ed endothelin | evel s have been found I n a nunbe

statesfin glag dadeding eangess.i n man i ncl udi ng cancers. LHRH is a

? ﬁ gﬁ‘-ﬁ?g gépf&c%&?{ldé thatS§ %c?ét&fjb)pﬁﬁe hpfotmm&snﬂoquﬁyposﬁy seal

portal circulation in response to neural and/or chemical stimuli, causing the biosynthesis and
release of luteinizing hormone (LH) and follicle-stimulating hormone (FSH) by the pituitary.
LHRH is also known by other names, Gonadotropin releasing hormone (GnRH),
gonadoliberin, FSH releasing hormone (FSH RH) and LH/FSH releasing factor (LH/FSH
RF).
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portal circulation in response to neural and/or

chem cal stimuli, causing the biosynthesis and rel ease
‘Weboosuresni zi ng hornone (LH) and follicle-stinPCERGB2@4/003733

hornmone (FSH) by the pituitary. LHRHis al so known by

ot her nanmes, Gonadotropin rel easing hornone (GhRH),

gonadol i berin, FSH rel easi ng3hornone (FSH RH) and

LH FSH rel easing factor (LH FSH RF). The rol e of

gorBdableaf gomgianamdiogenyin p&gﬁgétmg and ehalimduﬂi&ag ittidl gr@wihlef prostate

can?eirxﬁ\é\%{g) S nrrgé(%‘ég @g%%%&ifbd (9\1 er(]:ei[ g%gl QI ,Eeg%ﬁ_p LHRH

aﬂMﬁ’l Sitarit A0 irf @?&laﬂir@ tfe hcﬁlofl 9 UkRdnkd rF@SH s r%‘idﬁ%ﬁ opfhei-r hkvels),
and F H (by regulation of their |evels), t hus

andéhuSdﬂlaé a Tﬂe #waulatlmgn@e {avels pEgertadalsterejgs mdwth %ﬁ?ieﬂr, mcasimgnthe sex
Okl SR LA R o DR LR OPER A b o
W7/ 1469 dthe dlsvl@sﬂé’ bAwhioR js intrepatated harsinrty referenhé.ch i s

rat herelr referenc and
cactPAAhE gk Gty R BRRRER v TR ler o oSl
canpdrasd BHRH:am&gmmel ﬁ’edpliahklyinaaldag iRl cameditdl eagsatibh or tged
t o i nduce nedlcg ﬁstra on for the nang%enﬁgt of )
magPPEHod PRI Wikt P51 SRY AREDSRTRESHE 631 d Dpabave provep glfective
in tReAY& R b€ Beriid Emliitios Which RRuirk SHisTBM oAl HEFSHir8lefke. In
condi tions which require inhibition of LH FSH rel ease.

partiqylas el IR Hehaged thenapies hays @pvien éffé“ﬁlvé dn thareatgiegiefipndometriosis,

[ I t _
ooy S ABUTRIL R SIRYIEL B8 Sl
deppadsat nepplasid, mest epablyg@mdsadf tlet mosiatd, bre@tepﬂhﬁ@ryt LHRH analogues
havB D&RR lb?es icljlzgﬁ) Sﬁtvaﬁgﬁs’ﬁgﬂ&g% I rtghz&glgn {1 lqlé § %% %een investigated
as al,;toltdntlzlec@ntrmcepaw nbsthanai eﬁideﬂbn‘lm tl“héy Rzt Iab;ﬁ sh@atypussjiRutility in

nd have been investigated as a en
the BR PR A Y B e SRR oOTiE, Sl gesgpggmes,
irritah1e bOwBIAS Bdidhe, preinbhstial sFlndrBﬁe t lfeﬁ%tn'ﬁéﬁtatﬁfhﬁfﬁérbléblb AHidbutism, as
onadot r ophe adenonas, eep di sorders such as sl eep
Hto growihthapmenashewapy i ygravbhermenceiefipisntiiren, and in murine
mo&ﬂﬁ&ﬂ&&ﬁz beni gn prostatic hyperplasia, hirsutism as
an adjunct to growth hornone therapy in growth hornone
defBisphonphonhiies anediphosphdnic mciddeiivativanthet ae ofpablepfisegulating
metgfr%ﬁgﬁ)s %@f’eﬁ?{)?ﬁecﬁhg e fl%p csogpepg in hlﬂjl Ci&ngsnfsj ep(r?l(r)t\lrllct% ea:;‘],;é[ esy ﬁar\]/gta
proﬁc&mpﬁbneglhlhwr}caitlon umheanalcemi metabolﬁwmaﬁmanﬂ-blomﬂtahﬁmdka They are

t he on ced reqgul ato action.,on the ]
g SRt PR BT o AT TP L BUh qog A SMeuleliap of fhgse cations
parfidiltlyuh&ferddtidntof Boltd RadIETEBAt oAl MEEISRARBRIGOMBEEHQHa marked

with content and circul ation of these cations

inhiKjoniof hpng iesorplien ip &ty 28 san kerdeptonpsried indhag@primenielipspcedure
destfiRll iPALLIETHIRNIY. 78! S840 bpAl @ marked 1 nhi bl tion of

bone resorption in rats, an be denonstrated in the
ex peichipiealaise pf bl@ldwapl@n@teskmuw@hsedl drapiaticatiydn theipassidecade. The

mosz §0mm%§ n%flcaglon %or these compounds is osteoporosis, but their use in osteolytic bone

disease has increased rapidly. The FDA approved pamidronate in 1995 for the treatment of
normocalcemic patients with myeloma. In 1996 they issued a new approval for patients with
osteolytic lesions of metastatic breast cancer prompting the widespread use of pamidronate in

patients with tumors that metastasize to bone. Although the effect of bisphosphonates on
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The clinical use of bisphosphonates has increased
dramatically in the past decade. The nbst comon
wo p@so2260n for these conpounds i s osteopor osi BCT/GBR004/003733
their use in osteolytic bone disease has increased
rapi dly. The FDA approved pagidronate in 1995 for the
treatnment of nornocal cem c pafients with nyeloma. In
1996 they issued a new approval for patients with
ostesslasbimgdiated besé aarpiidn s bewt kioime dnd eeditdocemenged for many years,

N
Al t mhnjg’ﬂsetnhmvaftﬁxe(hhveofnebpd&&ﬁty&fbhﬂmmaes

nost.eoc) ast - i at ed on has been known

b PO g iz and 0 i R ELRel e Op e

if) ﬂi@fébﬁainﬁﬁa)msetom@bmp&mdm hibibhoSpHohhtefi@F conpl etely
defined. The present inventors have unexpectedly found

iif) tgagomiyinatiop Sse e AAPRAnO D) JERIG pndagss ardibisphosplinatetiRH
ca@ﬁh@le Q%Hﬁﬁulapf)edeﬁ 1nttﬁketr&‘€}ﬁa‘lt '89Ealn99r use of Conpound (1),

bi'sphosphonat es; I11) the conbinati on use of
Co nﬁb@m@re( acyordmgmﬂummsolgua@naﬂm thrire jshoeyi fesiratosshinatign,

con?% {$h an%péunﬁgb%nd t aliaeﬁo d}e treat nent of cancer.

ore acc .ne pr%sent invention, there is
pr oXccheding ta:mfdmhaatspmu of the prsserg iimgniio iennd p(‘dv)dedarcdmbmation,

an.LH nal cordln to a further aspect of the

CmBWE§%£$%T%WEﬁ%ﬂoﬂ1 9H§#@“? "#f-ovi ded a combi nati on, ‘
COMAEESTHING 16 FRMUNEpédt bf the Petsént iinepti6ts BR8NBpEovided a combination,
According to a furtﬁer aspect of the present

comprisipg CerpounddPean KHRHspplgaee andadutnbasahrese: conpri si ng
Compeiafifhwhdrd thedBn-41RIR G Raliggie 155\fbgd & 1@10%%3&%9@&%1& thls refers

Herein where the term"LHRH anal ogue” 1s used it 1s to
to fey chemispbeavepund &t a phirmagaatiezlly acoepiahje slidhéreel] including small

mo c‘%ﬁﬁgg pep?l ?sag'ﬂp:ﬂ ra&@%? %{‘f éﬁ%ﬁec or a%?a%gg éﬁg Itl%t C S recw:q)tor whether

ereo nc ng sma es “and peptide
by anirseraaloarwﬂghm LHIRI—bbmdmg giggooribytanatlodtéréc hméfRbhisecephas at a

t LHRH. bi ndi it
pogiorgr i LT el trertdn fertnt] Gina AR RS bt e
mv@ﬂndrml “LJHRH ﬁl%l@gifeﬂfef&b fof AITER Ha@tak biélstloriRiphifadéutigally

In one aspect of the.invention an "LHRH

te.
accgﬁf&b'@g@’étheFe@f di 8n¢ #peft of thrinveatioyyh LdIRE anglogue” refers to an

LHRIRLSTRAGRHE & n'n){ce%ﬁ&h@l[?fa BibRAhk: tﬁeP&"feIﬁfa furifbr %}ﬁect of the
aspect of the invention "LHRH anal ogue" refers to

invgntidnHRH LAERdh pealogye™ eferh mmﬁm@mat@a lof gn bEREpngagonistera
ph&tﬂl%i;e%? call,)J zﬁc?pt&rbgé %a?)t%gergco)sfr%g& by ? %ﬁolnm/ 8%%%utléaw|ﬂ

auaphh@amﬁﬁmmmf a pharmaceutically acceptable salt
t here an LHRH agoni a eut |
acc OB PLSTHE i PRGOS, or BIPL BB tocep aplg Yt threof,

capaB A YEhIatial nettd) BaTHR E@dérit Cébédlal BRI BbRerd Pinthumans and is a
co&‘lgc?urn?i%gntammg two carbon phosphorous bonds. For further explanation of the term
“bisphosphonate” the readers attention is drawn to Endocrine Reviews, 1998, 19(1): 80-100,
the content of which is incorporated herein by reference.

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



10

15

20

25

30

- cangers Bead 256 APCk CaREEy braigyFancggena

capabl e of regulating nmetal cations content
(especially calciumcontent) in humans and is a
W@ oovs023264 cont ai ni ng two carbon phosphorous boPCEGBE@H/003733
further explanation of the term "bi sphosphonate” the
readers attention is drawn to Endocrine Reviews, 1998,
19(1): 80-100, the content o?-which is i ncor por at ed
herein by reference. Herein, where the term
“coi‘rlbdmd:ibmiartefemmtb siequelnﬁﬂdidmﬂnisitﬁatibm Whera tieterdstinistchtion ag segidngial or

Sepgra eﬁ'lls ‘%gtll} i ltn}aS %gg gieggﬁfgl y gltggol?erﬂfe Ehe ﬂt;ieerpé #)% !ﬁuch as to lose the

benefisHIhd Rk iisticletbalof tHeRosbifalisraneous adni ni strati on.

I n anot her aspect of the invention "conbinatjo

r ef Broge apesle BAPRASCORMANI B rRReutically ascapiahlg rsala@lﬁréef is
ref@fedid fhid 1%?6%‘{0' tRE c&ﬁ’ﬂﬂ%h@ 8hly Olﬂ "anb@besPed: hiS RAHERS d al

adm nistration. Where the adm nistration is sequentia
phagmacsupenllatagceptable sglilodiheicompelidni st eri ng t he second

co [

¢ hen b tnal Miefnpflo, Bcpifly #erti 10 0abphalyl JEREL rlyeRima,
hepampelhﬂar pdmreatla cexyrqabmdermwmqunmonaoeubblaabmy, kaposis sarcoma,

ov RS SRR BRSBTS IR sthal PrSpiectnts ARy EReSH felfoma

lunp ba{cﬁﬁcﬁﬂi sntadil de)l Idgcandea NSCIs@), tancbimztlh&lldomg)mnaﬁ (SCLC), gastric
Wher e cancer is referred to, Eartlc IaH

%ﬁ?l‘o g}H 8 d feu{(aemla ore
parB&N&IER e (Ers 16 FloVhe@hn@R e 8dditiIVNIRES thié'(ﬂéﬂy 1t refers to SCLC,
neur obl ast oma, kaposis sarcomm, ovarian cancer, breast
NSEhKeenloreets] eanesrt enariam eanesr, and o braash censa & addificremere

parfiglﬂ%g it (@&%@ ?&Eg nﬂg%ﬁmﬁi‘ F: Partlgl(ri]’lgrl% gﬁ%ilgl;s(ﬁ &S\Jél_d[)@ % addition,
mog-aa;mmqudarbranm&rs tdr@a:decaai@amn kn additay, mopg particdarhciérefers to

OVarSIgP tC?.IbCﬁ][‘ E}? P@dlﬁl?l’}/ r:rrg)fee]?agﬂ?uiarlaz rlﬁre:?eg% lén bcrgehsic\:/te)arncer Furthermore more
paréiciéladly B Refer¥s Bladddr Care, aésophdgkalrcahet,abteic Siices, nvBinbfia, cervical
col orectal cancer arlan cancer_ and./ or breas

carggi Ry Of 15 LiEre B AL BN &g ts SRHoRFAL {ver Sfogpeh-lyroid, rectl

anmf@ralﬁ BarREAIA Afdher A6t dT el ihfdhkih, the tdncéaé BétSndlghoma.In
C. In addition, nore particul arly it refers to

an@hﬁr@n@@dlment%ﬁrb@ Fventipnappaiqulashy theeanecijam 4 watagiptiostyte, and more
paﬂh&ﬁl Earl?thlte %al?c\éﬁf)ﬂoﬁ ?%@a@{ases LD RAGhE 10D furfRE @mb%dlment of the
particularly Tt refers to breast cancer. Furthernore,
invemtiaa, patittilanllsl' the Icynqet isiied messtaide ﬁhfadaiﬂnncora pedicylarly the cancer
o B S P BP0 s g R PR LY e
in £MEAKRM dtak, andinvee parsitwisahcihe ciﬂtyf mbduceﬁ beiiphbtiametastases. In a
ain ncer. |In anathe spect. of the invention, the
fur@ﬁhearo et e UG RS FARHG B NeREBER TRt %36? t he
| NVeHetee trB@ehCoflcatde istéXBrréPidGRkticufarll Rhidis'ThE Redt@bhtGf
state, and nore particularl % t he cancer %‘Hquuces
cangetoys fuamnNEs Qprassies prsiediclin A Zhis dreptwent s tsamrafener morgof the
Y
oxkUFI Ao IS Bl g R vt e
It isbitrthst axpested that the fcomblhelonersb ofiCompoundf(Itand parigelat LHRH

anﬁ&grutes \cz:vulll ﬁ‘e{ve btelljlgﬁcla&} EEL i preventlng the onset of cancer in warm-blooded

animals, such as man.
Particular compounds, or pharmaceutically acceptable salts thereof possessing LHRH

analogue activity include Azaline B, A-198401, A-75998, A-76154, A-84861, abarelix,
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in a netastatic state, and nore particularly the
cancer produces |ynphatic netastases. In a further
weedsaizizent of the invention, the cancer is i nPEI/GB2004/003733
non-nmetastatic state. Wiere the treatnment of cancer is
referred to particularly thls Is the treatnent of
cancerous tunours expressi ng endot helin A This
treatment is in terns of one or nore of the extent of
AN HR2, AR Befide, heorets petnaelix, &1-2] 775hB-231 K8 N-06Hids Petsd 53,

d t.h At furth .
D B8 BB PPl SRl B Gontbiis, Bl eagsitin
hlsﬂﬁ??l; le?pﬂoﬁﬂe rtalﬁlﬂh&@lﬂt hﬂih whthielihavBI-42902 (Nbirotide), Org-30850,
B P eSS g,

Mﬁﬂmeﬁg&u& Lt hPARRG S UTAKERII b Ve PG E180 trafobi8lis Adetate trlptorehn
t her eof posses&g[l% LHRH anal ogue activity include

pamgadd, vameRpheximaddo15734875008, A- 76154, A- 84861,

ab t i X,
S e
degéxapiyilos, ofresticolacLHRH agetists ahalude, FLE an)@lt &iéited to;

.. ganj relj.x oserelin, histrelin,

i) | eu lfsslieil?ig;ﬁ?gtﬁﬁ %ﬁﬁ) gmE\t arelin, nafarelin,
NBI ¢4 @Qﬁ)u?H(id\ﬂpl’-S&Wyﬂ-@)—Ser&t@ﬁE@@&@g—PW%EHzeﬁer| n

PTL- 03001, lix, RWNM-47428-021, SPD- 424,
“)surg‘é%‘ﬂm SG%”?%WH%%herapeuti cs Ltd), TAK-013,

TA Glu-HEVEF S drXGyr Ikp-RoR A PRb- e, triptorelin
panl((ggg)euvone{pg%ﬁemﬁ?%r ZK-15734 Particular LHRH

iii)analenprgetindPe Pplepitd HEHO8) pept i de derivati ves.
r H—m CIH’]@ d but
not@%)%%f 9%5 f@)é Gi‘%use relrn ﬁ%gf atent §u0§4 228) e
iv)(pygc)s@ehn(@SPa’eeMlWélD— Ser (BuO - Leu- Ar g- Pro- NHCH CH
I tore P
(pfeyeidi el Py R N 111
)I(eua%sgralﬂH(ms(lfarﬁen?gtssmgsfb C[)}OE 06E) GH i v)
pyr) @ u- Hi.s-Trp- Ser - Tyr - u-Leu i v
gosEweGlyrHiy e t-DaTep-bepagre i N@‘?ﬁzﬁ?@ 2 Ser - Tyr -

vi)D- Sﬁ@l@@ﬁnéUS'Pﬁfénﬂ ¥4 (Azygl y)NH v) deslorelin (US
Pat ent 95)

( pyOyAQi-His Trpr Seisyr-Iris(Birdisut/wg-Iae glHpCoLHLCH CH
Vll)( NH ‘{{gllnkm%{;q& é(eESTPaE g}h 4 244 946) _ _
yr i s(Bzl)-Leu-Arg-Pro-NH CH
Q—(pyr)@lu—éhs@ifqd -Bar-TYD-DrpgB81e2 84 )-Arg-Pro-NH-CH,-CH,
viii)  nafarelin (US Patent 4 234 571)

(pyr)Glu-His-Trp-Ser-Tyr-D-Nal(2)-Leu-Arg-Pro-NH-CH,-CHs;
lutrelin, cystorelin, gonadorelin or detirelix.

Particularly the LHRH agonist is selected from leuprorelin, buserelin, triptorelin and
goserelin. More particularly the LHRH agonist is goserelin.

Examples of suitable LHRH antagonists include, but are not limited to, antide,
abarelix, antarelix, cetrorelix, azaline, ganirelix and those disclosed in US Patents 5 470 947
(Folkers); 5 413 990 and 5 300 492 (Haviv); 5 371 070 (Koerber); 5 296 468 (Hoeger); 5 171
635 (Janaky); 5 003 011 and 4 431 635 (Coy); 4 992 421 (De); 4 801 577 (Nestor); and 4 851
385, 4 689 396 and 5 843 901 (Roeske).
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(pyr)@u-Hi s-Trp-Ser-Tyr-D-T f(2-Me)-Leu-Arg-Pro-NH CH
-CHviii) nafarelin (US Patent 4 234
W@ paosped2e4 Hi s- Tr p- Ser - Tyr - D- Nal (2) - Leu- Ar g- Pr oPC¥IGBRD04/003733
-CH ; lutrelin, cystorelin, gonadorelin or detirelix.
Part| cularly the LHRH agoni st is selected from
| euprorelin, buserelin, trlp?orelln and goserelin.
More particularly the LHRH agoni st is goserelin.
Ex aFmtlesemfnpfkasiotf ailitableIHRH antagoyosis sickide ok adapt buttedtioghe

cortgupty deernbed 5 3§ AR0bGiT7 V] Fpelans” NG oZobuser yugppgpses

PCUSHBI3563 &&ﬁ@r@ﬁb:s(oﬁsﬁdﬁgﬁr&i)the Eorﬂli&nagﬂlesamtdsn afee
492 (Havi v) 371 070 (Koerber); 5 296 468 (Hoeg

ap@cqtms,e@elw&ﬁamommu Piglpam Aﬁa &hezmmleé%amm’sswe H%forporated
hergl%yz}gf;reggp) 4 801 577 (Nestor); and 4 851 385, 4 689
and 5 843 901 (Roeske).Further exanples of
sui Pabméarﬂ:mhlomhpmg@rfmsmss i thelpersent inventien areselected fipmdidudronic

s SRS OB HESEIE PGk M CRLRRLAL o M

nerédaohi®actd,@EB03dr00i8 Geid, alanhbrtiha:id;mnipmdmnﬁs acidsdpadrexde agid, TRK

5o, RET A e Rlnbl 0B el iR PhpBarhaps for e

in tAY pfe@én@ f8k&tfon dragdiéctad fedm Blidpihio aah ot €9 63 INB4S B650/INE-58025,
the present invention are selected fromtiludronic

NE; 789 of NEN@A%i ¢ acid, incadronic acid, risedronic

aci ﬁam&ﬁéﬁ%mmaﬁo&%f%e p}les%qf lgoérﬁmﬁ%c%dener i dronic
acid ,  pam dronic acid , al endronic acid , m nodr oni ¢

aci GompdyddBomid devpedreljn, TRKpIBEOaceQER Y 2075 tablsadalfithpgof;

cl odr ona r EB 10 3. Further

5 SBRBBSHE (el Borretin o Mo BRb R Bhble it rereg,
sel e g&“{d{ﬁ n@labseRn |o@agﬁdrﬂxacéﬁuhhlglla@3§)taﬂ}&amtﬁ&&>f

NE- 580 10790 or NE-10446. Particul ar conbi natl ons

of Cn@p@r@i&ﬂnducﬁwﬁlﬂx, ona phwa@%mcaltzoeﬁﬁ%% fajtythey
lt'ﬁ : { ;8 iagllmld@ ahd r%a(ﬁ?ﬁf %8 e l‘f’ g‘lgli‘nlé%éelﬂ&%ﬁf L&Qﬁtﬁbl% @!11{ thereof;

Elh;vleﬁﬂg&uiéll (E)ailnH)toﬁﬁtbﬁiﬁaﬁhlL er zsﬂiahnﬁd’eaflﬁﬂ)lﬁl accepaibirauh thereof;
) and abarelix, or a pharmaceutically acceptabl e
s‘al ECompeynddf) an de&%«am&t 07 3 BIRITEERGH! F06ePNe splt thereof; and

Egﬁg&g{d (?I)agndg) , ﬁg? hgd X a?hﬁﬁ%c@tﬁfcall SQERIHE gal(th%reof

and ri ceuticall y accept abl
sal Compeurglql) and @emdmuivcheid, pr aapithrm@nteadca:blrylacce@tabtb salp ltheaeof

pha uti cal | ce ta%}j 1E'}aereof ‘Co Qur .

(1) Eg%? CRh&HP?ﬁﬁ%{t&c QXI ep leegalgﬁqlgp é‘%ﬁqxglgp S wntgl alkali metal
(sudE BEfYdAIM, Potdditim toh ﬁﬂﬁmlfl),, alkfiléhe coaNBRN(sGdh) as&ﬁh‘ilum or magnesmm)

pam droni c acid, or gr mac?utl cal Ig/ accePt abl e
aminpaiuapsalts, and salts with orgamc ses affording physiologically acceptable catlons
such as salts with methylamine, dimethylamine, trimethylamine, piperidine and morpholine.
In 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.

Therefore according to the present invention, there is provided a combination,

comprising Compound (I) and an LHRH analogue for use as a medicament.
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Compound (I) and alendronic acid, or a

phar maceutical ly acceptable salt thereof. Suitable
w@b@soeeut i cal | y-acceptabl e salts include, foPCT/GB2004/003733

exanple, salts with alkali netal (such as sodium

potassiumor lithium, alkaline earth netals (such as

cal cium or magnesium), amomumsalts, and salts with

or gani ¢ bases affording phyS|oIog|caIIy accept abl e

c atT}mﬂﬁore&U&dﬂdlﬁ§ tthb presetit infvemtiinhihesenis Pvided a combination,

di net Iam I peridine and
co%ﬁs‘ﬁﬁg'?/ 3 n&?ﬂ% B?telf?fpd?g A HMEHGHIE  whi ch are
S UfTHeFdf&Btakébr&lﬁé kCthe Prékdr Mvention, there is provided a combination,
phar maceuti cal I y acceptabl e salts_ incl ude,
conprigingkestroned (), paglogue and A bisahiesphenatestar nse agiat h
me(m%?] Lgen hal i des sul phuric acid, phosphoric acid and
or gani c aci ds such as citric acid, maleic acid,
metAa@nsbng mhdnnheraepedt @frthle pverdion dlres isl nuh\odndﬁ Idxarrdaceutlcal
contbgs o Fhishp e AT ERARRL 7 BT S By iabtopigor bina
phahhafeetlctai;ly pc@ptaﬁ&dixlaemtoﬁbarfiat i on, corrpr i sing Corrpound
use as

I d
TR (o PP oo b G ILHOE Jos & ey pharmaceutica

corﬁ(%\.ﬁﬁﬁﬁ Whlth doRFiSes! Confpotid d§ ﬁindia BigpHIs PRk i aOdRidnSitda
ound (1) and a bi sphosphonate for use as a

phaﬁ@%ﬁeeta%élmaccm@bk&ﬂ&mé BE¥B%i ng to the present
i nv t ) Shf
RERRE to aflﬁftﬁer aEfReQ{ &%h‘?%ga@mggtg% ﬁg;r ﬁbéisep schiidl

Conpoun ana onat e )
confpositios evha@ campelehscfanmmwnd Ay, co L dHRIg atxadoglefaud e hisphespherate in

ass&flatlon Wlth a o[?e;h%fl;\l}l%e?créﬁtlcaﬁ cegtaglregolugn% garE h? r gﬁge;tnl Ela-lllRH
an alkcﬁ@ttﬁng (0} adhﬂ‘h&rlaa}idcmf thé inhermolﬂhMrmq)emﬁHffdad pharmaceutical
acce di l uent . or ca Ac.cor di to a further
coregant VHCh EP GRS i assoS SR AL plarmalellitdlf
acc@}h@dl@&m’é biClrics qmé@xﬁbﬁahm Wi QBhMEWutlsﬁ%oﬁﬁmmhmh
(1) and a hi sphosphonat e in association wt

conpiges ARk Heaplpgueda aesseiatenswifh p @b@ﬁnaet?utleﬁmcé«?ptable diluent or
carigcording to a further aspect of the invention there

is provided a pharnmaceutical conposition which
C orfecorting ‘@mﬁgﬁhwdtsmelcy of thaink piRken ¢ guevidetich gharmaceutical
h h n '
coleSB0F RGP TR 7 g PR S
accqﬁqﬂﬂ@ tilwent bharmem\ne mbmbnnathdmmh 4 phgpmasduded camposition which

confrpre § FoBOS BT RGP o R REY 20 Py AR B 8"

cardrl uent or carrier, in conbination with a
phar maceuti cal conp03|t| on, whi ch conprises an LHRH

anabesguding 1o adfyeberiagpachef thy ’tnﬁefﬁloﬁﬁ%ﬁr?rﬁd&%‘tlii@a% phprmaceutical
conHosEBh i AhipHERIC AR poRAd f1),8h association with a pharmaceutically

acceptable diluent or carrier, in combination with a pharmaceutical composition which
comprises an LHRH analogue in association with a pharmaceutically acceptable diluent or
carrier and a bisphosphonate in association with a pharmaceutically acceptable diluent or
carrier.

Therefore according to the present invention, there is provided a method of treating

cancer, in a warm-blooded animal, such as man, in need of such treatment which comprises
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According to a further aspect of the invention there
is provided a pharnaceutical conposition which
wa@orsieres Conmpound (1), in association wth aPCT/GB2004/003733
pharmaceutically acceptable diluent or carrier, in
conbi nation with a pharmaceutical conposition whi ch
conprises a bi sphosphonate ith-association with a
pharmaceutically acceptable diluent or carrier.
adnﬁﬁieteﬂdg fugsaldanimiluhtefectiveapeant of fCoitpeundid it dontbirdiien evith an

rOV|de rmaceuti cal conposition which
dﬁ% W%ﬁ g???“ ‘in association with a

pharﬁwéfsﬂétab@cﬁtalh tF66 BRE@Rrveftidny 8te 18 brovadedia@hiothddbf treating

conbi nation with a p ar maceut i cal caonposi tion whjch
caneqsnig e weasg-blaodedrpinah Auelrianaty ihacsd of schdrratmenhwhich comprises

i CERRhvARhRufl dreeRipohd B35 dobidien dith

mmﬁlspﬂﬁgﬁﬁ%héggh¥ﬁ8a5500|a??gn MAthrg ph g?naceuflcaFl; o
dﬁabw@@nabﬂefdbkﬂamﬂmeBcarr|er Therefore according to

t ; glélfefeﬁs %Qatgcr:]ocrelpg % {hg tevsvéanrt %}{VE cﬁq H%?e is ﬁ?o%&d%%&gd c?[ftreatmg
canbmnm a \marﬁﬁbldodlsfd aﬁhm stlea man in mucolﬁ such treatment which comprises

adng ngir?f%lg %? ad ?Pgléalt?glre%%?tl\}e%n%?}htgq F@Hné\lnﬁl) ef eCbmatlon with an

eff@lil €&hbR oAAPUAR HOnaRBud-didHnaRtB@ ighout e a&fi@ih@sphonate
according to the(fresent i nvention, there is. provided
O

a niar W"@Fdaﬂ?ee%ft Hej. wheie dhe treafment ahsaneBlipdisated it it be
undeh Fdd d3Rat WD alsd Reflle ﬁﬂthé’g e%e&ﬁfanto@ RRIATREs a4 tehreaRNERE ¢ pes
mnistering to said animal an effective amunt of
me@stmsumd cqricyr spread ottstefereithercomibinatian o the @raseniénverbemgould be
useg Itoef’jl eaﬁ %Q{r]] c\:/ng thg @1% Ec% ﬂg{ﬁ%sfég & s%g?ﬁxgr% @gg&%g%’%é g;hlgiggthen the time
pertoﬁ&ﬁfdré] theg am; a,nd Itma patisat thi)hlce{adg tasametawdses ©ucdat ths metastases

et Ewr g St St i A i ap RS AL egpblshed
prifeYRAHBEE drimbuls SRIdVEIBHIhE Britfafytumbuedritedbiry Sndf®edpect of the

of an LHRH anal ogue and an _effective anpount of a
invetionrbe ersmarter caser rekies & e areRIwof deststasesyhirngthepgspect of
thetlﬁ%ﬂﬁ&aﬂk dx‘éﬁtnﬁﬁf‘&f%ﬁnde? rdlfAEl 6 %eec?eatdlént bﬁm‘éﬂstﬁﬁs In another aspect
erstood that this also refers to the prevention of
of theirarsntimehe tremimehte§ cansat wistas tofreaimerist 48 egablished primary tumour
cancer
or tspmg %lg\rf]e@%nl%g pr rﬁz{rg E"?ﬂd&b té)pﬁlgg gl fgrlﬂégl% tpgatlﬁgh? of can V\%r also
mﬁha&nhepﬂﬁmakmaﬁeaukqwskop then1occurr|ng, or to

:OZ? Mfeln tgh b meﬂgelﬁl Od ngg% gség?l%{sdar? u‘gﬁ?n ?rﬂagl :sttng-a%giogenic

eﬂ&ﬁhﬁﬁ&@&@gbb&ﬁﬂﬁ@hﬁes Furt hernmore the treatnent of
cancer also refers to treatnent _of an stab
oy 08 o FrBp sshsFbOF G BIVGEL SOSGT) Here gt PGS a kit
Wg rafid ah DNHRALAARREE op@bndi SvitU QRIS hhes
corh d%%? %#ﬂggnce?ﬁ?e ates§% y elérgvéntlon Sf =
net Astcading to 3 furthaoashest oﬁt@p Q@penﬁflnventlon there is provided a kit

comprising Compound (T), and a bisphosphonate; optionally with instructions for use.

According to a further aspect of the present invention there is provided a kit
comprising Compound (I), an LHRH analogue and a bisphosphonate; optionally with
instructions for use.

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

comprising:
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the invention the treatnment of cancer relates to the
treatnment of netastases. |In another aspect of the

w0 poosfeizen the treatment of cancer rel ates to PCE&BR®AN03733
of an established primry tunmour or tunours or
devel oping primary tunour or tumours. Herein, the
treatnent of cancer also refl@rs to the prevention of
cancerper se. In addition the treatnment of cancer also

a) Camhpusd (D, ihhé‘lrﬁtnmijldoiaig@formf, an anti-angi ogeni c effect

CGO rdln to a further
b) a&?@%ﬁ%gﬁo?he mpar on'H[ n?tnd\?éﬁ iTi on ’taﬁgre is provided a
c) d@hfalr%f)méﬁlissfbﬂ@)n%ﬁﬁg)witﬁﬁ(st dndasecoraindokdgeHommna baboreionally
o&%l onal Jﬁ géth instructions for use. According to a
PREPCURBHEEPSDf the present invention there is
Er OXh €@4ngle KT 4 wsitdREdeSHdS f&@ﬁﬂ%ﬂﬂﬂd (1t }m%}ﬁ e aaablet for oral

sphosphonate; optionally w th instructions

forma@@pmﬁﬁ@th@fodeacrfhgﬁ berein b&Lome An GRMpeco Gr‘v@§élﬁ’éagl°~ ﬁwmﬁor anLHRH
I eTiis)

anaEc%Elﬁ_l i lgtlbg Y&lgﬁg%d?elgd il 1g§]g(§}gm A g%%l{t;(/s)e& h?r%m below)
ord pmtomg@ct Ietnasa foomulatém, or Adddetdpmaplationgof ar LHRH aatageiist (sfe herein
present invention there is provided a kit
rising:a) Conmpound (l), in a first unit dosage

f or Apcdiding o 4 flthtraispdcogiithe piesera irsentiumthemiid prdvidedyekit

form and c) container nmeans for containing said first
coMf$econd dosage forns; and optionally d) with
a) C&ﬁﬁd\ﬂ@t(l)oﬁ%ﬁrﬁrunﬁﬁlﬁsagélforﬁi(anm e of a unit dosage from

Conpound. (1) m ght be a tablet for oral

b) #@ﬁl?hﬂ)lsﬂlqné‘ﬁg msif‘esécqnﬁa‘?lté@%? foeaaberei n bel ow. An
Rl e R e i s S SRR T i S T
d) wigpmsguctioneéorimes.ei n bel ow) or a prol onged rel ease

forpul atign -ati

it 28 5740 oL Lty SR Horh REES b Hhohit ity bEREbieeor orl
formajaeioh, sot hérbid bploesent i nvention there is provided a

kit co risi

dosAGTRGR T & it s5pich Rep RERET vepidrheBEma VRt 2 K
cofigage form and c) container neans for containing

said first and second dosage forns; and optionally d)
a) GpmpeunddDy incx ggntidgpaga S An exanpl e of a unit dosage

b) 4 QAR {10maRghd; SPRRBRPRAL fosBHBEmPRga tabl et for oral

¢) a bisphosphonate; in a third unit dosage form; and

belfo:\g

d) container means for containing said first, second and third dosage forms; and optionally
e) with instructions for use.
According to a further aspect of the present invention there is provided a kit
comprising:
a) Compound (1), together with a pharmaceutically acceptable diluent or carrier, in a first unit
dosage form;
b) an LHRH analogue, in a second unit dosage form; and
¢) container means for containing said first and second dosage forms; and optionally
d) with instructions for use.
According to a further aspect of the present invention there is provided a kit

comprising:
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formul ati on, see herein below According to a further
aspect of the present invention there is provided a
whRaosozazes i sing: a) Conpound (1), in a first uPCT/GB2004/003733
dosage form b) an LHRH anal ogue; in a second unit
dosage form and c) a bi sphosphonate; in a third unit
dosage form and d) containdl-neans for containing
said first, second and third dosage forns; and
a) Coptpotid(I), Yo@ihewiwith aiphsdiadeiticaltg adceptabls diluede 610dagkidgintadfirst unit
a further aspect of the present invention there is
dosagefi¥ed a kit conprising: a) Conpound (1), together

b) amiéﬂﬁo%}hﬁﬁkﬁé,rfﬁﬁ SitbhE Rhif dRGEEREALAIR di | uent or carrier,
inafirst unit dosage form b) an LHRH anal ogue, in a

¢) certaippmenns forgosaing vidirsiand seqond dasage fumshagrpptipeaily

: L0k id first and second dosage forns; and
9 V@gﬁ’%ﬁ%f‘?‘% fgﬁﬁsv%l th instructions for use. According to

a fAncpiing asfether efpettd the preeent inventimntthepnistpnerided askit
cOn%rrn\/ipled a kit conprising:a) Conmpound (l), together

THhea phar maceuti cal » acceptable diluent or carrier

a) Jompauhd (I3 ttogetick withspgermiaeeuticalty acteptalslp didedmp on@inter, infh frst unit

second unit dosage form and c) container nmeans for
dosgsr{PHini ng said first and second dosage forms: and

b) af RIHIN 8hd1¥gud) in' sbkbnld Waft [dSdok @6ten; ke use. According to
a_further aspect of the present invention there is
c) ahisphpepbenate. i ¢ thindripitidesagg form; a@dnpound (1), toget her
| I Is I CAlrd
e R e S R R e L A B R
e) vathdostrictionstfodesage form and c) a bi sphosphonate, in a

t hiﬁ%cdcoycﬁ | ttod gﬁ% e.ag %r trgf t@enfj %?ti ngtrai nerv. e %n‘;haf oa[ce tical
corft AP OSATT e ST il ST Bt
congposition hivhabhpriess Cointpoundd) burtdn MR Hfaatlogukein adyociatioh With a
phatgg?ﬂ%%fi 3 %gg{ep‘%g eedl Benct)for }:artl'gerl flg}/ ssrcl,ti}l t Q: t}'egt%{e%t st cag(r:e?‘.vl ded
According to a further aspect of the invention there is provided a pharmaceutical
composition which comprises Compound (I) and a bisphosphonate in association with a
pharmaceutically acceptable diluent or carrier for use in the treatment of cancer.
According to a further aspect of the invention there is provided a pharmaceutical
composition which comprises Compound (I), an LHRH analogue in association with a
pharmaceutically acceptable diluent or carrier and a bisphosphonate in association with a
pharmaceutically acceptable diluent or carrier for use in the treatment of cancer.
According to a further aspect of the invention there is provided a pharmaceutical
composition which comprises Compound (I), in association with a pharmaceutically
acceptable diluent or carrier, in combination with a pharmaceutical composition which
comprises an LHRH analogue in association with a pharmaceutically acceptable diluent or
carrier for use in the treatment of cancer.
According to a further aspect of the invention there is provided a pharmaceutical
composition which comprises Compound (I), in association with a pharmaceutically
acceptable diluent or carrier, in combination with a pharmaceutical composition which

comprises a bisphosphonate in association with a pharmaceutically acceptable diluent or

carrier for use in the treatment of cancer.
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conposi tion which conprises Conpound (1) and an LHRH

anal ogue in association wth a pharmaceutically
waecwsprrbkl e diluent or carrier for use in the pPePaBR®ANIZT3

of cancer. According to a further aspect of the

invention there is provided a pharnmaceuti cal

conposi ti on which conpri ses ¥onpound (1) and a

bi sphosphonate in association with a pharmaceutically

ac cApctcaﬂlhg tackk funhert aspect ofuhe hmmﬁmthe&ses lbmviﬂladaa phambearital

gtanc Accor d| aé{;urther og the . 1t
compRsERE B RS esing 00 1 oBimaP e B Bhprmaceutcally
accepHapIe Slilhiér® br ¥R GNinGBABIHaESS with a@amcédn)cal cdthpb#tibh which

anal ogue_in association wth_a pharmaceutjcally
compiasss R bHB Hpvplpgps ingssasigfipn é@thmalan%fﬂstm% mﬂablé dilpent or
carﬁéﬁﬁlﬁ'aﬂlépﬁﬂsp%ﬁaﬁe f ROR[BE FhithlaGihbintacBREaRY AREFable ldHED or
or carrier use In the treatnent of cancer-
carpiercfor eriy thedreatnﬁqmt ohencaspect of the invention there
' S @ﬁé) aﬂﬁ%gﬁtl&tﬂ 9%%?%% &%ggg gga?{;& tsh?eﬁxl%’\ﬁ)'r érhal administration,
for phanpiaaew talblBablf gapaﬂe‘, it pribdngerali 1hj|eetmn (mcluda’rgnheavenbus
co nat.i on w th har ceut ition which
st 0 P S RO T SO0 BB Solfap. quspension or
emPRRLRE BipidaCalnhiyisafoars ab biudétbe Blea@lor EstrédtAladiiistti®i6n as a
in the treatnent of cancer. According to a further

suppefjiay- Ip general thepbay samrpositiopempy bpPisHatere h apconventional manner

usiRO S RBARIthI GRipip@TPosi tion which conprises Conpound
( i n associ atl on with a pharmaceutically acceptable

di | Berexagple Compiovnd () eancherfompideted s aviablet sing the following
exog&gl{t mceutical conposition which conprises a _

I Sphosphonate in association with a pharmaceutically
accept abCaenphiund€hs or carri er for use in the treatnent
of canc Accor d|}1r:‘1)91 (;E[ further aspect of the
i nvent i orf 498 meny §9 a phar maceut i cal
conposi t Croscanhiéltdze Mﬁ(@ﬁﬁtegﬂﬁpound (1),
associatjon wth har maceuti cally accept abI e dil uent
or carrikvid qnﬁ(l%‘%’f)fnati on with a pharnaceuti cal
COMpOSi tMgghem%a%mﬁgpﬁﬁﬁt an LHRH anal ogue in
associ ation with a phar maceutl cally acceptabl e diluent
or car r i Bypremellese Kilsptegsesivaneace)i n associ ation with a
phar mac rier for use
B R S
con‘posn tTltanmnndlysxilde(ﬁlm eaf mlmo&amtb able for oral

le as . a or._capsu
F or AecPng bt g e B Prdty i Bionibr S bunBRed fice
corfptixiiy Gaesuiad (X)ahd anUHRE dkloghid)lopadasle Wit in@fuctions for use; for
i.nfusion) as_a sterile solution, suspension or

usedpthedrestinent 8f caessi cal admi ni stration as an oi ntment or

cr eﬁ&(ﬁ’dhn% & a ABBERspREDT AL Blsdt iRBndch therd WPOROSLPE Wit
I n general the above conpositions nmay be prepared in a

corgpsitaEeraprand farandre hisphagpherates ontiprallawitndastpicdensdor use; for use

in the treatment of cancer.

According to a further aspect of the present invention there is provided a kit
comprising Compound (I), an LHRH analogue and a bisphosphonate; 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:
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For exanple Conpound (1) can be fornulated as a tabl et
using the foll ow ng excipients: Conpound (1); Lactose
wormsiyitsat e (filler); Croscarnell ose sodi um PCT/GB2004/003733
(di sintegrant); Povidone (binder); Magnesium stearate
(lubricant); Hypronellose (film coat conponent);
Pol yet hyl ene gl ycol 300 (fi-ll&-coat component); and
Titani um di oxi de (filmcoat component). According to a
a) Campdued (BSsipedirstahitdhagpf@sent i nvention there is

r ed .a ki.t conpri Si Coppound, (1) and an LHRH
b) %xr{gf}f@g&g?lo%lﬁtlpsﬁgq%guwtgﬁsagﬁﬁ)qnﬂgqq ons for use; for
¢) désRideNmbiiR for @ataiing s:d fisaartecoricdiveigdi fons; endoptiohilher
aspect of the present invention there is provided a
d) wite ins¥RSeNSoRYSConpound (1), and a bi sphosphonat e;

forABd iR d YmMt bPcdnest ructions for use; for use in the
treatment of cancer. According to a further aspect of

t heAproedingito 4 favthertaspast ofithe prejsent prventiaichery isprovided a kit
coﬁr’f@i’ I.sing Compound (I), an LHRH anal ogue and a
spifosphonat e; optionally with instructions for use;
a) Canpamné (HnintaHesttunegaosagatforof, cancer. According to a
further aspect of the present jinvention there is
b) %ﬁl&l&’)}"a@lﬁmé@k‘??s“’&8 V‘?lg&??ﬁgeaj‘)%nﬁoaﬂﬂgound (1), in a first
¢) dbtained gRagsefof @nbdiniBy sAd fitstizd oeddodpdspel fornss; and optibnaily t
dosage for and c) container nmeans for containing
d)g’ﬁhéps?fi“it’é’flg]é?ﬁ&seéecond dosage forns; and optionally d)

for'¥sd 1 thdgtdiMEdtioPRscEor use; for use in the treatnment of
cancer. According to a further aspect of the present

i nvAseearding torefuethpraaspech of te resentiinvepippihersiinprovidpd a kit

. nd (I'), inafirst unit dosage form b) a
cmg?@rl%gsphonate in a second unit dosage form and c)
a) Campa@ind €F), inedirst ungrdosagetfaimi ng said first and second

b) gnoﬁﬁﬂﬁ afna rog&‘é in%nsgco%%tuinﬁ%%lsalgg form; and
¢) a bisphosphonate in a third unit dosage form; and
d) container means for containing said first, second and third dosage forms; and optionally
e) 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 LHRH analogue in a second unit dosage form; and
c) 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) a bisphosphonate in a second unit dosage form; and
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d) wth instructions for use; for use in the treatnent
of cancer. According to a further aspect of the
w@e@sopi2ed nventi on there is provided a kit conpeT/eBag@4/003733
a) Conpound (T),in a first unit dosage form b) an
LHRH anal ogue in a second unit dosage form and c) a
bi sphosphonate in a third unH’dosage form and d)
cont ai ner neans for containing said first, second and
¢) tdnitainer desagr t@rtaiaingamid fuptandsabhd daspgadortns; and optionally
n use; for use in the treatnent of
d)wntﬁ I{S%Et cg?r |e to a further aspect of the present
fonlrwanﬂhetrlaatmbﬁircﬁ“caﬁcepr ovided a kit conprising: a)

Conpound. (1), .together with a harnacet cal »
acc Pty ’Iné t‘%ﬂ? iﬁlﬂi%’f agppeto F"Fupé‘ise ipvegtien ﬁ’&e I RTVidgd e ke
cofngflm,g -b) an LHRH anal ogue in a second unit dosage
form and c) contai ner nmeans for containing said first
a) gﬁ@pglg@dﬁdtoggtg%‘élﬂp ) ph@magmlgc%b(tchquqbﬂeydlmenwﬁchmer in a first unit
dob%%tf(;ﬂ.hctl ons for use; for use in the treatnent of
ncer. According to a further aspect of the present
b) amBRH amalogheing Sesorphoﬁli @e@eefom,tandorrpri sing: a)
ou l): Iy phay maceuti cal »
c)gggglb({sglgqnéte 'i’llaﬁé;c% orltgcésra efOiam [ %{a first unit dosage
d) f:m‘tﬁherbl)eaﬁs foir 8 (ritois At fest Rcmc&&ﬂomcﬂ doshge fdeaaggad optionally
andc contai ner nmeans for containing said first
e)g'ﬂfél g‘gé‘é%e forms; and optionally d) with

foﬂ@%ﬁﬂt%@trbﬁﬂfémf@caﬁ&e for use in the treatnment of
cancer. According to a further Eect of the present

i nvéeording tnanather feabpre of @éenvgnqmt @18 AP gidegythe aye of Compound
Cﬁ%&%ﬂﬁtléﬂ v)v1th LRYRIRIE AU irPthP H@Bﬁ@&ﬁf&tdf%%edlc alent for use in the

accept abl e luent or carrier, 1nafirst unit osage
trepigrent oflgpneen, lnHRFanartdwdgdemmal auchersamed. uni t dosage

for mcccﬁ’ﬁﬁgg to another feature of the invention there is provided the use of Compound

(@), in combination with a bisphosphonate in the manufacture of a medicament for use in the
treatment of cancer, in a warm-blooded animal, such as man.

According to another feature of the invention there is provided the use of Compound
(I), in combination with an LHRH analogue and a bisphosphonate in the manufacture of'a
medicament for use in the treatment of cancer, in a warm-blooded animal, such as man.

According to another feature of the invention there is provided the use of Compound
(D), in combination with an LHRH analogue in the treatment of cancer, in a warm-blooded
animal, such as man.

According to another feature of the invention there is provided the use of Compound
(@), in combination with a bisphosphonate in the treatment of cancer, in a warm-blooded
animal, such as man.

According to another feature of the invention there is provided the use of Compound
(), in combination with an LHRH analogue and a bisphosphonate in the treatment of cancer,
in a warm-blooded animal, such as man.

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

comprising Compound (I) and an LHRH analogue for use in the treatment of cancer.
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c) a bisphosphonate in a second unit dosage form and

d) container neans for containing said first, second
wa@pasokdzeel dosage forns; and optionally e) w tCT/GB2004/003733

instructions for use; for use in the treatnent of

cancer. According to another_ feature of the invention

there is provided the use of %bnpound (), in

conmbi nation with an LHRH anal ogue in the manufacture

of Acewding dmefirthepaspedef the prdsenttimveationetiereds proaivied p coinhination

R RO EHP G P BRI e,

us eréordingpmm figthet spedtrof ﬂmmsﬁﬁhmmtlm thlareds provided a combination
honat act of a . nedi canent
coafi CORBOPATD: fo R B Rt s i S hits R e h the reatment

of edhiceml , such as man. Accordlng t o anot her feature of

t he |nvent|on there is provided.the use of Conpound
(1) Acpgid les bt AatiebsPastioh the PraspRinERtPb G inRRpvied & combination

treRRBNQRRR ?ttﬁ‘e Adﬁmh@@atf%%‘f'gﬁeﬁfé&@e Bho@nt/58 @oﬁ@ggﬂe%(ﬂ, Gptionally

use. in the reat nent of cancer, in a warm bl ] _
toggthierrwith a phaymagentiealty a%@m@l@dwnt @ carrsr e combiaptiorewish an

R T S e
accteptahtemﬂnent of camnxcﬁera warm-tdoodad amilblad mdﬂﬁasmmrrmlnpe&mfcshctas
thman.t.A}F 3@7 Vﬁoth%r fe ture of the invention

THEPE T “6 58 i1 g gt menfyo é%‘?ﬁ%und (1), in

co ﬁ’lAlcEtﬁﬂlln@ o ¥VffrtheRaspegpPhOS ﬁbﬁs@&ﬁﬁl@ehﬁoﬁ ﬁherettﬁ pﬁbtvﬂﬁﬂlh cBhbination

cancer, in a warmb] ooded anigal, such

trep{RIeht MPGSg t jBistrationofi ap efdgctivy émev@ﬁ Gomowe@)e optgonally
todlfRViviE d phitfrabsRically &eemsma sth{eha or daftiet GHRbABILASH Wik th

an LHRH anal ogue arid a bi sphosphonat e in the treatment
effpgtive amewnt of a pisphogphonait erdigeallytagatedr with ophagmmaqentically acceptable

dlltelﬁﬁ Of éja!l’lnfg' 5 9 v dﬁ]?ﬂ(ﬁ@& n@ﬁlﬁgtgﬁch%fs n{anqn Hée%so%gﬁ%’f nlg%rgtﬁegtltlg n

ere I's provi
treéﬂryenaﬁoduannﬂtdmaamaito@mcéror use in the treat nent of

cancer. Acc t her ect. t he present ..
o aRtarRE o Lhel Rpf bt e SREat thete S BRI ERE A sgmbination
treflRFPOsORTricing ,th@d%lﬁls@at&mhﬁsp Bl € ainBilint WS €omPolittia(l), ogtlonally
treat pent of cancer. According to a further aspect, o
togefhsr w?ﬁgeh%rmaﬁ%ﬁthlwcm@#edt@nto?rcf@trtfedn 501@B%tl<wawﬂw

effsawe LindhRS &R TRRINshaldgue offbnkiiNdBial WANE pRitthaseutically
hosphonate for use in the treatnent oF cancer.

acq&et@gkdtﬂn@t opcarien gndisa effaeiiye emontt of hdisphespbenate eptionelivoiagether
w1&%§{h§gﬁr§ﬁtﬂgc:ﬁ}r{% tg?ec%ﬁfag% Qigﬁﬁérfg?# éa?tner&é gngertDﬂﬁ nri)t]ooca?fir% i '3190(51 as man
in ide}l of ephitlemaieltic treatment for use in the treatment of cancer.

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 Compotmd (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.
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together with a pharmaceutically acceptable diluent or
carrier, in conbination wwth an effective anount of an

W@ RiRSI02326d ogue optionally together with a PCT/GB2004/003733
pharmaceutically acceptable diluent or carrier to a
war m bl ooded ani mal, such as man in need of such
t herapeutic treatnent for us¥in the treatnent of
cancer. According to a further aspect of the present
[ nvaRHHmatolgeassepérscﬂvaLHRH agounionyiwonht naymally baddministered as a

proi nn‘%%%%@r?}l g%nﬁ{](%r t ;ﬁ? %@}1%?%0&? %gFa%ﬁ;lt{eﬁ:et YHvehoR o?‘ihe drug. A
nuibéofpestotiged i?éléetﬂe aamaptiony nidineDHR Bl anaRElidseie known and can be
conbi nation with an effigtlve

acl‘quvgé 9% é\@ﬁgﬁs&?r@g&m fygan § fqrgb ugqtg\ra(%%blg polymer matrix which
relQR& tH@Gﬁ%to'V&ae{ ﬂ)rﬁloﬁg&ﬁf&@@l ﬁutgblle %ﬁﬁ[@:gtﬁﬂa‘tﬁ@ﬁ&ylﬁ&s bR Rlylactides.

war m bl ooded ani ma such as man i n need of
The teemapelpleptidet fscisedviart genevic sease o inclyde mﬂsé%arﬁ@ﬂﬂct@facld alone,

co 2}5{;&% of 26§ o‘rfnq 0119 add fﬂgi&gﬁ]&rof e}ﬁ)tlyrﬁérs LRt RLSFSIh

IOI’]t I‘O\fl a Co |nat|ontreatmsn .
pni;yrpﬂs mdngnmllres af‘cmmlm paymertsiand capfolyamers fthielp ctiovasidipamggither in

tionally together with a
racﬁ’i’?é %E@ﬁfﬁ\g’&g“"’{,f ggcept able diluent or carrier, in
CONDnd aproath\bat Becno @éetuplrhi¢mpaniolendr ntitroaapstleiimulations
analogeoptlonallyto et her wit ar naceut. ally
cOTgRISpe e DI cas ek Mt picaly %H@YQ#O @? Yeglide] spipppymer. in
whth tBe BHRPNGS G@ﬁtrfﬁcﬁﬁﬁd gmatéd/ t oget her vvnth a
phar maceuti ca e’/ acceptable diluent or carrier to a

war FP 889 §dedesaribardhe prepretionsf migrosapsyerepniinigg ERRH analogues
us&xggﬁ glﬁﬁﬂff)h%ag n?&.@?ﬂ%hé&%ﬁ a é-n? ;l@ﬁluisrlcﬁfr"its BFeBBrth:omprlsmg an

ncer nmpoun
innehaqueaesephinsc@intaming the pH BRI enadegue anher ewtr, oibphesadanpsisag a

sol\éﬁ(grl} %faaglgoﬁlfq%gﬁaé:}xg Iél&fi i ! ct)rgal e \gxlﬁegrlxg (tjeegra?lg 1{1%?0 Psapsulated
LHRIY h@l@eﬁﬁi@stﬁkﬁﬂeﬁﬁoﬁdeltv@n@g mmm G)Im]i@le dovi upetb 3amaltiisy

at a _unit ess than but npre th
par B 3b 431 05n s uone g e o Bt L EER BT Boty(lactide-
cowcmlmé)@@?)@@nfwhﬁ@nmkm gkt dose of |ess than 250 g
n"anot her aspect of the invention,

nd

( 1) V&@B@%Wamrmegmen@ahl@ dmplaps PrapaYed doiag aaﬁmhﬁﬁﬂona&f a
spic\g}ﬁp’c&%c{lylgc? e p BIyP{ﬁ:\?/gﬁcﬁgﬁﬁH]a%gﬂg cpﬁfn(ﬂ LYn Ctgﬁleuﬁ%fell’é'agég%e LHRH
angldgrierivet p@thdtof atleasd slmwmwudrdwnan&acn@in angqueous physielogieal-type

aof less than 50 ng per day. LHRH anal ogues,
emﬁgﬂ}]frf ¢ul ar y LHRH agoni sts would normal |y be

admwd 980021 3ades@ibes tie sugdned releesesd niictontyktatline peptidle suspensions

order t nhance the therapeutic effectiveness of the
coﬁﬁﬁﬁlgﬁ%ﬁﬁﬁ%‘}“ of prol onged rel ease formul ati ons

contagiaRiaRembdiREIRAR] @8 LER 4RI b]1@ B faRatiepol merlc
achi eved by admnistering the drug in the formo

foumudation camabicd ob Bely HBE-lagiide) whigh iwsmeﬂ%@@wmuwa gplvent N-
S DTl Pact Ldes. The torm  pol'yl actide’ i
use dml IIHRHgetngoiist as el @s being ddivertd byainy wéths poflotgad rdlease
me%rcl:oidcsj ligtleg Bove could also be prepared for oral administration using standard techniques
and known excipients.
The LHRH analogue will normally be administered to a warm-blooded animal at a

unit dose, for example, from about 3-4mg per month, or 10-11mg every 3 months, of active
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copolynmers of lactic and glycolic acid, m xtures of

such polyners, m xtures of such copol yners and
worRoosees4 of such pol ymers and copol yners, t hePCHCBR@4/003733

acid being either in racemc or optically active form

One approach has been to deve|l op mcroparticle or

m crocapsul e fornul ati ons coﬁ%rising t he bi odegr adabl e

polymer, typically a poly(lactide-co-glycolide)

mgzlf@ﬂlml Wher the LERihnaogup & gosirelimnaahgained fefease subcutaneous

forl} F06 A ARRHA &% pdr nRtith, 3F 1:'?_ Eﬁ%%@érg%%n&{‘ﬁs Bf ec‘%% Aol bnt
nlcrocapsgles %%ntaln [Ffogues” usi an

Coemmhemitlg nhebdesle drad rdosxa&ffskeup{'teelm i 35wt per mlonthooﬂ llemmhgwanz 3

mogﬁﬁ{)'gl'ileﬁ e}):l’ilg\glinﬁg r%%v%%sqa glél:)j gn g%tag‘%u s llejp?@g %%%ﬁti%‘??é gvgo is treating

anf parEl&d pagerd. solutlon of a polyner of lactic acid in
an organlc sol ve m cr gencapsul at ed LHRH

anal B@bléghogla@ngﬁl Vl’IH @P@l%”arbeaémﬂ%?rﬁﬁ@o 3 Warm-piopded animal at a unit
do¥Naf é?lgéﬁ%tfn@fmd% foRhSKiRALRR iti&Rr 998 tlfé%eﬁ’t?c%ﬁ{r Ef¥&Rive dose. Fora
monol i t hi ¢ i npl ants conprising a biodegradab
singls|dpgaggdenn dlesoactiye ipgtsdiegitsymayderompaended mdthaam appiRpriate and
coRSARSimp LPEL A U8R BT PIRLLS ol L oy e
of ﬂnltgmlmonmnsﬁtlan [IMREEcamtl fogmmi\l\lfgenbralty)mmmm ebrsit 20 mg to about 500

mg;ﬁ“aij)?g%iﬁwé E‘q%ﬁe I_clalﬁgl o&sgel(}{g]?tﬁe Oify c&)aeegﬁ rrlécgsdsa&fy b%tvarledEl gependmg

up@Nhs hodt@@hied| thé yRec\¢bite BNRIMini sWEdR3AiARE @eﬂ@&ﬁ‘ﬁhebiﬂﬁess
t he sustai ned rel ease of mcrocrystalline

beigg GsaREiAfRFerdinshy e QPYUI dRRres Giwibede tenaa@eqﬂﬁye e epractmoner who is
ngﬁh@g&g? hmgmﬁhhgg{d (an LHRH agonist) is sold as a
e pol ynerlc formul ati on conposed of E
( DLThedeseareyf aaph efthe @lrugwpbthqnéﬁrqpﬂrt@nhbawéq @easposed so that the

bes\?\g})ﬁ\éﬁgé n%ﬂg{ﬁ%%{%gfeftlgvagﬁé d;%'g b(}cflgﬁondf‘gl%(he pr i %eﬁ%ggileﬁﬁes ?&/hlch are

penalie@dy ecvievdtods re-dsfired), ahb‘bemeoul d al so be prepared
for oral adm nistration using standard techni ques and
known exci pients. The LHRH anal ogue will nornmally be
adm ni stered to a warm bl ooded animal at a unit dose,
for exanple, from about 3-4ng per nonth, or 10-1 | ny
every 3 nonths, of activeingredient. Wen the LHRH
anal ogue is goserelin, a sustained rel ease
subcut aneous formnul ati on contai ning 3. 6ng per nonth,
or 10.6ng every 3 nonths, of active ingredient
Conveniently the daily oral dose of leuprorelinis
3.75mg per nonth, or 1.25ng every 3 nonths. The
opti mum dosage however, may be determ ned by the
practitioner who is treating
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any particular patient. The bi sphosphonate wi ||

normal |y be adm ni stered to a warm bl ooded animal at a
wapdos/oezse, of an anount known to the skill ed PCT/GB2004/003733

practitioner as a therapeutically effective dose. For

a single dosage form the active ingredients may be

conpounded with an appropr?é@e and conveni ent anount

of excipients which may vary from about 5 to about 98
Clammscent by wei ght of the total conposition. Dosage

unit forms will generally contain about 20 g to about

500 g of each active ingredient. However the daily
L. ﬂosg cWﬂblnaﬂgﬁl QSﬁlpﬁﬂlﬁg’Nk(B-n;ia]id)@ds-ﬁﬁﬂ@}[ﬁte{jﬁgl-ﬂpgm -(4kg 3,4~

ost treated, th articular route of admnistrat
oxadirot el BRTR P RSTS PR oG g Er aela geceprabte al
theRG€ AR LAGHRH HfaiReat.i mum dosage may be determ ned by

the practitioner who is treating any particul ar

patient. The dosage of each of the drugs and their

pro Os._ es
O S s M s
oxadmze]r ~Draplomnal)pygidinted -suipisongmidec br aplanp&qehmllaaweptable salt

the{;ﬁgﬁ@ﬁﬁ%&gﬁ&pﬁ%?f |S Imneg) will be net.Clainms 1. A

N- ( 3- met hoxy- 5- nethylpyrazin 2 yl)-2-(4-1, 3, 4-
oxadi azgl - 2-yl ] phenyl rld hona
3. phaf FREVIRHER PPPEUES Rmnehasrs mteﬁ@ r%ﬁéfg 251Kk
oxe@'ih’%bpm hehyl) @%@B%EE&ﬁmld‘eoﬂpigﬂﬁinﬁgceutlcall acceptable salt
-net oxy-5- nmet hyl pyrazin 2 yl %
ﬂwﬁw dind Z78-H anglegusisad ¢ b)sphaspaengte: 3- sul phonamni de, or a
pharmaceutically acceptable salt thereof, and a
bi sphosphonate. 3. A conbi nati on, conprising
4. N- ( B-coetbhmosiyn Becnelingytb plaimy | nr 2 whkieirpth¢ LHRH Salpgue is an LHRH
oxadi azol - 2-yl ] phenyl ) pyri di ne- 3- sul phonam de, or a
& rmaceutically acceptable salt thereof, an LHRH
analogue and a bisphosphonate 4. A conbi nation

acc ding to clai r 3 er.ei LHRH ana
> omhraatiay grrosine & <l dosrviaciedy ég?fa?tﬁifﬁl‘%%%effom
1euP}o%1m ﬂuéemheﬂn@to&m anliiBbbeadmNi st is selected from
euprorelin, buserelin, triptorelin and goserelin. 6.
A conblnatlon accordlng to clainms 4 or 5 wherein the
6. [ R afibn b L& %%ianﬂs 4 br 5 RLERIPID BRI ARKPIHolelin.

al ns el n the LHRH anal ogue I's an
antagonlst 8. A conblnatlon accordlng toclaim?7

V\'her eclorr]nbtinlzl 10r|1‘ '5'0'3:'5'1‘ ngF t%%?a?rlrlss %relenctthg il—lflfl-? Qﬁalogue is an LHRH
antagonist.
8. A combination according to claim 7 wherein the LHRH antagonist is selected from

antide, abarelix, antarelix, cetrorelix, azaline or ganirelix.

0. A combination according to claims 2 - 8 wherein the bisphosphonate is selected from
tiludronic acid, ibandronic acid, incadronic acid, risedronic acid, zoledronic acid, clodronic
acid, neridronic acid, pamidronic acid, alendronic acid, minodronic acid, olpadronic acid,

TRK 530, CGP 47072, calcium clodronate or EB 1053.
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antide, abarelix, antarelix, cetrorelix, azaline or
ganirelix. 9. A conbination according to clains 2 - 8
wob@soies he bi sphosphonate is sel ected from t PCTIABRIW 003733
acid, ibandronic acid, incadronic acid, risedronic
acid, zoledronic acid, clodronic acid, neridronic
acid, pamdronic acid, al entPomi ¢ aci d, ni nodronic
acid, ol padronic acid, TRK 530, CGP 47072, cal cium
10.cl odrcombinetior asEiimed B any. ona of daimanla? fonisass cinadinaentn
any one of clainms 1-9 for use as a nedicanent. 11. A
phar maceuti cal conposition as clained in any one of
11.cl aArphafdnd@eutitabdapobitidn agclwintel] imaphaterodckitd BAlih yssociation with
cceptable dilu nt.Pr carrier. 12. A nethod of
apﬁ? uRigelDAveeRiabls dilugnton By 0ded ani mal , such as
man, in need of such treatnent which conprises

adm nistering to said aninmal an effective anount of a
12.c onhimAihodonf tigating aaperEdiniavasmybleeded gpingal.uphsasiman, inneed gf such

tre@%@n%ﬂmgﬁ‘Edn?ﬁise§&ﬁm9i§i.ef-i%1%Eb WY SBmEIORRESER athount o a combination

I nat1on "as cl al ned any one of clains 1-9 |

as lgigsdiimaiyormewit chines bAar maceut i cal |y accept abl e dil uent
or carrier for use in the treatnment of cancer. 14. The
use of a conbination as clained in any one of clains
13.1- 9Ai phatneecutitalidoagiosition ofhich comprisanrmiombimtionsseclaimet] ireany one

treatnent of .cancer, in a warmbl oode imal , such. as .
of ﬂ,ﬁlﬁns lr:r& in association w1tlix a pharmaceutgcraﬁly accepta e%ﬂuem of carr1er|'¥or use in the

treatment of cancer.

14. The use of a combination as claimed in any one of claims 1-9 in the manufacture of a

medicament for use in the treatment of cancer, in a warm-blooded animal, such as man.



