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; 0 Conmpound (1) is admnistered for the prevention or

treatnment of pain nediated by the endothelin SyStem, ny
in particular that associated with el evated SR
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According to a further feature of this aspect of the invention there is provided a
pharmacentical corposition which comprises Compound (D), or a pharmaceutically
acceptable salt thereof, in association with a pharmaceutically acceptable diluent or carrier for
use in the treatment of cancer in a warm blooded animal such as Tan.
In another aspect of the invention there is provided the use of Compovnd (@), or a

pharmaceutically acceptable salt thereof, in the reduction of abnormal profiferation in a
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25 According to a further feature of this aspect of
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In another aspect of the invention there is provided the use of Compound (1), ora
pharmaceutically acceptable salt thereof, in the manufacture of a medicament for use as an
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pharmaceutically acceptable salt thereof, to a warm

bl ooded ani mal such as man. 25 According to a further
feature of this aspect of the invention there is, , . -
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acce %%{an sgg " Yﬁrgétegfa,gm{ d“sag’\ké}”%%‘ﬁ}% @%tghca%i’ feriagtn
CegereA () meddpalinthy tasculatfaitstifimthef thatturtemoafr. t hi s aspect
of thend ' : o e i i cal
on‘gosl t%%p%%é%% i%eﬁigg%{#g%%%mfl ; gr gl&) &
PE‘HE' el tentebly salifhaesh pnt at-gngiqaenin ageaids 2 Wam blooded

afis@lntadkan W th a pharmaceutical ly acceptable dil uent
or rrier fo 0 .use.as, an ant.i -angi ogeni c and
vas PSSR P b e it PG BPUiY ose Bl ereapive
rbameerisely aceplable balt theravd inthbhaotetea i mBlicaaitaiTorase 4RH .
2By 3 : V%E&:HI getd.ng nt" it is to be
ung{ggg?%o 2;Httﬁlaat t _g%éf%ie of actl %%g'of Conpound (1)
woul 18 “pdeppechd tedaventcathereds progéqdie mmeghiof of providing anteeti-
ahgisPRUE effebi WHRIAQbRSHse AEBBGHerBE arf FRCilvA YR motrﬂ%@t[n@ BH3ra
[ OV'e&%Q] ta@c% u}f%eesagtf eCo?gound %, )c’l or,a 15
P RAr TRt T RS S A BB At wer diopded ppimalsyech aggnagy
ant i Aaerginpgerfictheaigant of this aspea bihdinomdackheraiippRidesalch
il ; t he jnvention there is
P D P ARk Ehol i (LY s BEh
asrritieels eeefain aspogietive pith b barsssbtically @caspifible dilvert hecarrier for

iRl bif 264 GeRt a@ni B d e BN ded MnHSEh 8SmAN
ant |I;Iang]|ﬁ%gen|{f agent . in a warm bl ooded ani mal such as
man. = ST ERETOY s nvaRina diereds previded i patetiCompeuag A of &
rproackhtiedly acapthiiodil dferepf, @indibilgoadT batinhetas@R biRAGS hbitor of

& > j rm%| adm ni stering an effective
magﬁgogg%a%g}ﬁ%%un a%si'?h o a

In another aspect of the jnvention there is provided the use of Compound (I), or a

pharmaceutically acceptable salt thereof, in the manufacture of a medicament for use as an
inhibitor of bone metastases and an inhibitor of invasion in a warm blooded animal such as
man,
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pharmaceutically acceptable salt thereof, to a warm
bl ooded ani mal such as man. According to a further
feature of this aspect of the invention there is
provided a pharmaceutical conposition which conpriqsesrg. )
Conpound (1), or a pharmaceutical |y 25 acceptable $alt EB 2067
thereof, in association with a pharnaceutically
aceepbalty di luent or carrier for use as AfRycr003/003653
anti-angi ogeni ¢ agent in arwarm bl ooded ani mal such as
man. | n another aspect of the invention there is
p L ovl'ndﬁcdhe{r hb@eoltilsﬁhmvﬁ@mmt B id pl(allzi%iedtagﬁeﬂﬂ)dfof inhibiting bone
armaceuti.cal .y acceptabl e salt.thereof, as an
=FERRT P e Y e BB TP i HTer e apunt of
Gormpasi ¢, oF mplarmaeuticdly codpablani HeleofS G waas bigedrd adallsich
28hQt her aspect of the invention there is provided the
use of Conpound (1), or a pharnmaceutically acceptable
sal tAtpiding éra fuither fepfurephibislaneetof be BFenfiomibert sareided 4 or
phEBa@sticaltompddioRvhiol ciprife @%mﬁh@?i 85E5hadBEL @y
inhibkfit{)r of . j nvasi on i.n a warm bl ooded ani mal sSuch as
AHRERDI S e O SO0 St 4 PR TRt AU CBIE PP epio o i seiey for
uberes amiphibitar ofivpenttandsed A ar IMBIRE biafvatibehe vasn Plbadi gedaa
sgtbad of inhibiting bone netastases and inhibiting
I nvasi on whi ch conprises adm nistering an effective
ano U enadifer asprshad dherielveption thegrris proyifrdrtrrrnsecftGooabing (D), or a

p@&ﬁ%ﬁt@bﬁg@c&%ﬁk& LdnaKLQk as 4rQnBnsRS R RQ480Ls i Rl such
According to a further feature of this

S n,
bggif’gaé‘?malfsu?bﬁémiaﬁventi on there is provided a
pharimaeest ispal ofcieripesiduiter Wb afdaenss s TREPEIII WAL
1), [ i call acceptabl e salt thereof,
P |ﬁ n as%%@é‘?% %ﬁﬂ?\n&ﬁ h%%“’%g aﬁf(?rnal%né&lf tigrg é’?? rfc‘g%aff‘gﬁftﬁ%‘feeas a0
inkiDitgreA Pongimetogteses g Weom blogdséardial auvhiaminbi t or  of bone
et a8 bL.ReRSasAiRlbraR imvAMRieRis Abviled Y ARHRR of iBhifl i Vo0
bl ooded .animal such as man. 10 In anotﬁer aspect of
meEaeh YRR BRI hKPRnEing ppsifedibE apemst giemppuaddiaand
pnaia)mcemca% ac@ﬁammﬁﬂigztéoﬁ &l d Ward et akitne] sSal ds niaﬁle{ e Og »
as i phi bitor of bong metastases inp a warm Qloode
ani % ‘“@Jﬁéﬁ ae%{h ﬁraffﬁ?mf: ﬁle%lﬁ &% ﬁ% ?ﬂgcslﬁ‘éegg"“ot?er‘“tﬁgmi‘"ﬁ?ﬁeant i on
Phaesceutics) cpmrsviigeshitihempgss GomBomiOuert fhirnaceotically
a&@ﬁﬁﬂi@ﬁ@ﬁﬂer’e&?ﬁh Iaééo@%ﬁ 9&@91; !:Jncéu? ggo@;g‘rzble difd ng!)]recarﬁer for
rranuf,aq%iijore of a nedicanent for usé, as an 1
U3 F pffbopondasEt st waBdlqodpdanimal s ssded ani mal
suchn &E)_ﬂﬁinﬁpd ect dftkamrﬁfgﬁtﬁzﬁ t@ﬁ:ﬁ@}%‘_ﬁvi&ﬁ tHeE.& 6f@\$1%ﬁ$ﬂn@{l),%xhae re
is praovi,ded a .net of .inhibitjn one netastases
iR R SRl Sl P g i B BT P e ot e
bioedepenina sfchps mar. a pharmaceutically acceptabl e salt
t her .anl pal, .such man
ncor Gouet i BB BBRRER L L R UL BB NP 0 oy

rharmrsaiticaly apostatie s2lf thereply indlescmagufacture of a medicament for use in the

prevention of bone metastases in a warm blooded animal such as man,

In another aspect of the invention there is provided a method of preventing bone
metastases which comprises administering an effective amount of Compound (), or a
pharmaceutically acceptable salt thereof, to a war"m blooded animal such as man.

According to a further feature of this aspect of the invention there is provided a
pharmaceutical conxposition which comprises Compound (I), or a phatmacentically
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20 pharmaceuti cal conposition which conprises Conpound
(1), or a pharmaceutically acceptable salt thereof in
association wth a pharmaceutically acceptabl e dil uent
or carrier for wuse as an inhibitor of bone net astase81 B 2007
in a warm bl ooded ani mal such as man. In anot her
aspect of the invention there is provided the use of
Corpaindsigsl) , or a pharmaceutical ly acceprebégodpbiss
thereof, in the preventionsof bone netastases in a
warm 25 bl ooded ani mal such as man. In anot her aspect
agfeptable sdltriveenf, iromscetataneviibs: pharanicokedlit deecpuble didden(co nartat et
e q;;ev@mgmﬁ,ﬂaﬁaggms&%{Aeoa,e%%@ed%m G 8l & e eof,
e manuf act ur e. of nmed| or use inthe
p r ev@m@?thﬂﬁ aspect pheinmstionstheis s grovidedthanse of GirpousidDamriamal
pmaiaceaﬁ eptaBle ANOLBESE, iRBE B Edn i oﬁbhse MG kLN dAer e
ovi ded a nethod of preventing bone 30 netastases
W Pt €& admi ni stering an effective anount of
Co n’pbundhe@ hspect of thainvqatiar thae B ptovided thyusa 6£@pipatldg)salat

whdhifiia QoBub LR RS e BLABLr e DB o goe i
*@ﬁ%ﬁtﬂif e mHeTised 1 2 provhiender apimeb brak percaut i cal

COm&m&&pM b as%ta&.ﬂ B88Sis gfzmaémgetﬂd Jof tr&finfbone
E ar rracglﬁ%l cally i is 200 WO 2004/018044

PHFBES Sd‘%‘nls“ﬁ’&‘tgé'ﬁ F’%P‘é" aggpt of Grprogtd (0; ¢r 2

rassachihioneaptabla sat mwfnaeem lﬂcﬁﬁéd}éa:@ﬁcﬁlﬁlﬁ @bima di [ uent

15

20

25

30

or carrl f u nt on o

met a%%cg}sdg 9 a(r)]fq%he\ﬁgef‘ hrf]re e‘% an enﬁllvm?u% erﬁés %’ffled?n

Pé?f@@%éﬁcah@pe@ttoofwlmh eommw; Poinprnd A oea plermpronicied t he
& aBE a@mgpm@s&a&m%ma tphmg,remg@%éesm m@&%?%@é%@

al t. thereof he treatnment of bone netastases I n
%lﬁmﬂéﬁiﬂn%af‘e%rnaﬁﬁﬁ%qsesszﬁaw% 9pass animel R EHER: aspect

of the fmrmmeﬂﬁebtamﬂelikﬁzél&wh,shepd‘ ©yloded thdighibiss, Rfarkpavad
nacey |l e salt thereof,

. b
Ao O e PR R et bR SR WP Bt e
resrﬂéat‘rnr@mhmfd, b!gmérmbasﬁmﬁecanen a warm bl ooded ani mal
suc r‘ln@ﬁoﬂ(@?&pec’t 34 Wgﬁ&&n tHerd3E l,towgé fhd\Re Bf%gﬁe%ngg{)tc@ gre

IS provided a trea one ases
PR Bt aMAcrepaEle s ihagos tatae hr@veaﬁm@r fresepeny e pairBpRiatestf

v%mwﬂdmiomelm-@ broaucu&h@%lmﬁ:@b{bédediﬁﬂall ﬁ&:ﬁ ephabl e salt

t her ni uc nan.

Acc ol‘r% ding ot ?SBM (\),&f%i[‘ﬁ’? em?onfqgeéet v P‘@%%Fd t%tﬁs%"fgg’ﬁ@@tnd & ¥ he

phmmwcew acrplable badt e, idibdmanufapfagrofa meditanea for use in the

p@%&?‘ brttf'e&ﬁeﬂ@@f 1955}1 a@a&gﬁ{e!i e}g@g? i eh(.nll) o]%rocf%mtmn in a warm
har maceut i cal accept abl e sa ere

biogdsdapigg %@Wﬁ a phar naceuti cal | y accept abl e di | uent

Of  ClalfdtiRFf ashf of iR tk%Btidnthetd 1 prbotifRtaMRRoa BF tch%
rm bl coded ani mal such n In a

T ROt SO A POERY PO CrRERB R pPEUPRET e
appiit b Gonpovnd () ea b penhacanidally aodeptalild QI @tcbD b :05arb 6136ded
JBLASUASRS, a@s described herein, wherein the bone

net astases are as a
According to a further feature of this aspect of the invention there is provided a

phatmaceutical composition which comprises Compound (f), or & pharmaceutically

acceptable salt thereof, in association with a pharmaceutically acceptable diluent or cartier for
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result of renal, thyroid, lung, breast or prostate
cancer. I n another aspect of the invention there is
provi ded the use of Conpound (1), or a 20

pharmaceutically acceptable salt thereof, in thg t FEB 2007

prevention or treatnment of pain associated wth
el evated endot helin-1 production in a warm bl ooded

ank§ehyskeh as man. In anot her aspect of t
thereof/s provi ded the use @f Conpound (1), p&/b&%&%w&n

pharmaceutically acceptable salt thereof, in the

mmﬁ@ﬁwm@n of ueamrmddf@arrmﬁ&mmrmu SRvatdd eh&@:ehm ENERLb3R
al n associ ated with el evat ed

r tr nt
8 egeﬁmfl o éItaPon in awarm 25 bl ooded ani mal
s u c h ha@othta rspedtiof &in Otvéntion tep &gtoviibd hhescionUenioua Iy fer e
IS Q¥ Ao, t ciated with
ﬂ()el evat ed gn %t%ge SFlggliI%pfr%gl% %%C:V%%O% tmgggprms"égwar\ﬁq
Hendrhpuiebaicg . ef fective amount of Compound (1), or

a ph@fﬁ&ﬁ&ldipb&%ﬂhyma&ﬁ&i’ﬁxé’@ [s@rovRibd tht 8 HE8ImpohQ B, Yar m
30 According to a further

ooded _ani na
q‘é%tﬁﬁ?l&“ﬁr a%rﬁf@leég‘b%‘wfor‘n%ﬁﬂﬁ@nrfw‘rf eI of v in the
mx@modedtreammprhﬁpnﬁn@umna dloodra ap@alistdh@Bmad)i ch conpri ses

t h er e gﬂaglahe(‘ @pect gf thg‘mggx%&%gr? ﬁ tp{'o%%lf;]cl &l metéo%c ? Q %Fg é:;‘amsv?hléh

I n"assocl at1 on rmaceu
VEOPBISE afitinostating eveeffeciie amawt pfét?onipetmdzl),lor FERBI2GOFICAD

a%&@%@é&%&o?@!%%%ﬁ&%ﬁéﬁsud&s%ﬁ in the prevention

or treatpnpent of ‘gal n associated with el evated
endotHETTH 25PeP PHATET THAR Pefe isaroyidehibhrss sHedmremd B oréuch

mmfmummaca@ﬁﬁbheﬂt ta&B(E,CJh @ fpretdaton d’i‘ir@al'hhbr@ Bf JabiRkRciktdd
PR b B FF oot e Db BB ¢ e

pr ev &rendteen agpect of thainwmtion thire pafomidedithensaaieompburdl (Hooted
;ﬁr@r’xﬂi@éuttéﬂbcﬂc%b@ﬂt thdrPoran Ak %ﬁuf@ﬁlpee& L El)cslnl&gt IS RHLON

here is provided the use_of npound
Pﬁrrar%ere'{rr‘r’e%rrorf PPinpsERfed e s%narlthrﬁfér Areqeyrowewarm
Hnuuﬁﬂmmﬂmmhﬁmma nedlcanent for use in the prevention
i mgl spch as

or t[nle ern pain ar m | ﬁ%;iooded a? >
N anor er aspe ?ﬁ@ CHPSUSH Of Fesfes e
q@?ﬂ@_ﬁfP@E@ simpiatidnod ﬂ@ﬁETk mattar mguc}m edouprivds iadrhini stkfngoan RffEckiSE S
n r
B DA P SR AL Bl SR Ny b
BirgbWERES#WR-mal such as man. | n anot her aspect of the

I NVeWhirOtntdd Qe th) pAMbULN ifré¥ers Hﬁﬁso?ﬁa t@%’ %Qéﬂf efoiln)at
ereo I n he

har maceut i ¢ ceptable s
b QP R b et s ol R b et e Korinsneoms,
os'manmnaetrr bonstehncthenldEdotl camce ph@iateicincer, Yadden dab@ thelehoma,
HRR] Rk - SRS el 1B Ofced
?r[r%vent I| on ther Eé I'S CS% %{/M%E? %mdhgg%%ﬁ%mﬁfggl‘?)l ),
ggtricranssh hgedardenseh cenger yenalcerops Wispkonsand letlemiadfigrei n t he
pARiBU B GH et tofrosatd BREHeE IR0, Blore PaiciiiylillErors to SCLC,
NSCLC, colorectal cancer, ovarian cancer and / or breast cancer. In addition, more
particularly it refers to SCLC. In addition, more particularly it refers to NSCLC. In addition,

more particularly it refers to colorectal cancer. In addition, more particularly it refers {o

ovarian cancer. In addition, more particularly it refers to breast cancer. Furthermore, more

particularly it refers to bladder cancer, oesophageal cancer, gastric cancer, mekanoma, cervical
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prevention or treatnment of pain associated wth
stinmul ation of the ETA receptor in a warm bl ooded
ani mal such as man. In another aspect of the invention
there is provided a nethod of treating pain 20 ¢ i K¢
associated with stinulation of the ETA receptor which
conpri ses adm nistering an effective anount of

ghodsl) , or a pharmaceutical ly acceptmpas:@abdssss
t hereof, to a warm bl oodedie ani mal such as man. \Were
cancer is referred to, particularly it refers to
coesophiay eahl c@xa;nrcbaraddmyre:nmfm to erifepettig divel, stbragch, thyroid, rectal

RANCEERERer. RELYLE ApeGRPEEavenBY, ﬁﬁ%ﬂ:&%& melanoma, In
neur obl ast oma, Kaposis sarcoma, 25 ovarian cancer,

2tz epboduie the elmewe@iaaﬁcuieaﬁ%feﬁamb’ﬁ st Bttt e pud more

plliAdeS kheGalteSroduls IuaMS m kumgnecana‘amher enft@ el the C eI |
| un

e R G i HSPRECAE CAHER PVGAT CRSFRSr
pkqdnqahmnﬁnmdsdsdu 1 aem::acniwhment pithe imeralicm, paptidutarly @i eanser fiso

.G ‘ |
PLAEIBLE S O W e UG T B
fertharaegbodiment bf e inkiiers the caserayin a P?P"’@EF@IW‘F é‘ﬁ“‘- nmore 30
par t & RiuhYerdtdod rﬂ@f Fhed theQanebliGn alkbtaB@l steted Mhat CHRISnd ()

particularly it refers In a
oA P e APy B ErR PO SRR Py, res
aﬁdiﬂmtitsm;aeﬁme particularly it refers to ovarian

CanCE bie dstbof Helub Ohon WR gaanéremﬁs'ﬂms lsboih sgs&ﬁa%edm

br east C er nor nor e partlc
raigsfl endothelip- bleesifbranethes eemect ofybsispintiereihis Iwwcmqb@thr ic

shAR &Rk o ﬂ@ﬁ%,gﬂ@&gtor féﬁﬂﬁﬂg%ln sttuatiBhs 20486 EMOiAB0R L8014
PCT/ (3B2003/

310 cancer _an nal. cancer. In
OSEYEPS LIt ahn@fl@r%%ssméh%ﬁé‘%’?f gavam’rl Pf/%lﬁ ﬁﬁ&lﬁ
Fehiyt1@iydbis % @&ih alsociadiOvith cariceDMaepatianaBrit is pan anmraiaemm
ct of the invention, the cancer is not nel anona.

pII‘OSB% cang

58S8¥her enbodi ment of the inventi on, particularly
t he dwpdisg 1 sfuither fastod Sisatriont obtha ineentightierrismeovided a

;ﬂ%taésgt%lal%ﬁ ostti%@ whi2h eSthprids @@Hﬁ(ﬁﬁd ﬁﬁ ashisesediguy he
bone. In urt her, enbaodi nent  of i nvention

apEPERE it éhereg)f PESOR R ERD; a@%ﬂﬁﬂﬁﬂ%@%?a%f&a@le d’%"(e&tt"écmé?ﬁ g
Lf&TéDlEl&e@fwénhﬁﬂlétrafebdﬁeﬁtBﬁpaﬁaﬁdﬁﬁb&ﬁwd PO Slint@Si oS itk BT, receptor in
net ﬁ%t‘%ﬁ In.a further enbodi nent of the invention,
P PO 4P SPH&S Bahcer is in a metastatic state, and
nor eAgiitivtallyuC@ndoynd (Hes oqertdo pnodfude te hsayperatnidor
ﬂ@cﬁ;kﬁéﬁsao? gﬁn of dfdent E&g&ﬁs%{ caRID QRhARP tacu%f as Ué‘i?as' cﬂx\éﬁi@ Ioéu? n,

e _cancer 1s 1 n non- met ast’at|1 ¢ st

s@#&&xﬁ%amt%tww%w @P@%MW%@WO& (w@tldars% sa!ehu@)
t5drraA] @nchiditbr lwhﬂﬂ.\s 6d ;}lﬂm&&t@cﬁs@ueaﬁmbmrmaﬁcw%@robeﬁ@w
t unour Ite.a t.he rret SEeSs ot
PR T B i By B R ADE G byt
aaci;mol_inhuﬁs),_tm apsoviend wtdrﬁenﬂmncbnqaa(snch as denerf erieedid t O,
ey Bl B AL BSTACbBL ol Wil hoocliRUSRE LGB [l
opfaenarosis drpreralceai v iilicnapyrrpd Bagpts Hiserre)apdtbEmin qﬁ@@efp@ with
E&&kﬂ)&]eygdfsﬁﬁm situati ons where ETa down-regul ation

Also neuropathic pain conditions of central or peripheral origin could be treated or

prevented with Corapound (I). Examples of these pain conditions are pain associated with

b 2067
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15 occurred |l eading to abnormal ETA stimnulation and/or

el evation of endothelin-1 levels. Particularly this: rrp i
is pain associated with cancer. Mre particularly it = ¢ Jf
is pain associated with prostate cancer. According to

a further feature of this aspect of the invention

there is provided a pharmaceutical conposition which

cq{r(pgdoﬁ(gwporrpound (1), or a pharmaceutica @[/nggnsmossss
acceptable salt thereof, igp association w a

pharmaceutically accept abl e diluent or carrier for
mg@mhaananmi:a bﬁﬂ@d@&dxa@éa it s bR B Bl @%ﬁpﬁﬁ%&%la%ﬁ S

bg | ation of th TA receptor i'n
SRR AN PTFOREEREPRGSHEHE YAERST eGP yein ensisbsih ( 1)

ipgalieg e thatoasdoelatib efldentral pdshitrokd, S:ad LI atca PGt Bfiltiple
J&[eg,ﬁ%dd%é{n%sg&atgua‘m] mstmfsffr ent origins and causes,

I nc acute as we RPN ¢ pain 25 states.
Ex anﬁﬂ’éfspaalrsétep af isceralpsigiy snhp;z astrasrl bpliceryehaninea) |
dnasthetok:io ﬁnﬁ%ﬁ%hﬂg'%&%@ﬁfe&& %%eﬂﬂm Chagkisd. rﬁgated or

bur ns i nfectious or i i ssue traunma
R Vit farspd @t i ve  pai n, post part um pai n, the

pai nAaismeuyaCadpdmd ) ik atpék&cde@ms&ﬂn(?ﬁ fhe bSMatht BR/or
and osteoarthritis), pain

OB @ R @bl bbain 30 SrciblQRber Eetore o Bt
\eepspagts/ighednic pimdé.g.iReysyd syndraf@sod ke paied | ow back pai n,
pai mm&%@t&%%&dgg% i 89k gn%mglfé,y&rg @%ﬁrg of

ost eqporosi's, hypercal caeatia o gnancy
NeirgRhicer grialpaEiatehd t he pain associated with sports

IQFJ USuitalde Iﬂmﬂnzsmadllpﬁcceﬂfﬂﬁ@saﬂbﬁﬂdlﬁﬂa %fﬁa&ngﬂ@'sﬂts%?tﬁ gl'km HES
eral. origin e treated or

(e SRR oo e Pl i bl cagite Tpapayiom),
R SYisone ads mﬂl wga&shwss a&'@anIUholaglﬁﬂBa&@;ﬂ%lc M s,
s@@%&@.&% Wthif

al gi a ?)Lgl n afgig[%l aQ,Q%@ %ﬂypos{éhglp%e emdm?i?hé’lhﬁefa

ﬁ{ftm)me Sytabls Phasmesertisepoppihle S it phamosaftiplypoceptable

aﬂéu&cﬁtmatsh%‘ witP tﬁjﬁdﬁogaﬁm%s?&:@gurw abﬁ ﬂE@Jp}{&tctaE@Hﬂ@m aHlé‘-

i W [y, .pain assocl at
g Sﬁghcen Tar et &t Blﬁ%‘mi‘f‘g’lh IHEA BfaberreRplpaic ecid
Lﬁsﬁﬂtiﬁtp[l”e;ur@cl er osis and pain associated with

FPg@feKl nsomsc.lsgmgtg&%lé%%%%n cshat %%ceﬁéwl{scer al

I in such as cause [cer ysrre orr
ReatipR Wit Gompopng @é{*)ﬂ]é ofirehlest calilind MG 3. BT s hepsidy, 2
bpiedv VIhe ppRinB hes Been&ﬁ%qg ggﬂlt@:ﬁ w?%f&&%oékﬁﬂ aQfiro @)my sent ed
itionally npound
bl PR el b B St S OO e e
fqéh@waghbemasomﬁmasbdl tional types of pain for exanple

seRhEXcoh88l@RRki, PaI N syndrome, 10
yasospastie/ischem ¢ pains (e.g. Raynaud syndrone) and

iR medat urt her aspect of the invention is to use
Figaapoundrifskj a &Qﬁh ®Rpiddng! LSRR Equmdu@ﬁmg&sp%ogyanon
v 8ol B 8 8 bRt cel tine MCIT3 B1/11 aso from study 2.
The following in vive and in vitro studies can be used to determine the efficacy of
Compound (I) in oncology.
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Suitabl e pharmaceutical |l y-acceptabl e salts include,

for exanple, salts with alkali netal (such as sodium
potassiumor lithium, alkaline earth netals (such asf! .
cal cium or magnesium, 15 ammoniumsalts, and sal'ts' B 2007
wi th organic bases affording physiol ogi cal | y

acceptabl e cations, such as salts wth nethyl am ne,

divi@icoyd:@d ne, tmethyl anine, piperidine angcrgraoos003653
norpholine. |In addition, suitable

pharmaceuti cal | y-acceptabl e salts include,
Diivdotirelodutnianakdeptonbivdipg atskye aci d-addition salts with

hydﬁm&gm&m{g&m %ytﬂf}%btem we@xpr@@mm@ﬁsb &yﬁ@lé&k@ﬁﬁh

anic aclds such as citric acid, nmalegi
(ORI Ieelly é%mﬁﬁéﬁﬁeﬁpr%eﬂ fox repastition Nindme SuisHBE ¢ Hothelie Esz
2 tROED6l rad O Ibh @S Svelelcgbédeuilin ﬂﬂmbae mﬁle@re%% FBmBhat (1),

§O i.nhi biti on of

ROt iRl RS bBbRR T TR SErsFss
g@mbtlnc IneaepI 08 AE: Y % chrfgleacstimity 2 bel ow. The

ei ns have been run on a gel then transferred over

to a nitrocellul ose nenbrane, where they are probed

f or Th%ﬂﬁgl (RURLIVE 19B0R g CORFATEHOR GRRHIPG I AIMB AP Splacy Ve o
thk ﬁgaln@)%xrtg)@%{dqmaa&é BTSred@ptOr WEad7 (8. ﬁCMazgs@m MDisplacement

cont ai ni ng, L %FMw ser mfre E}ﬂ‘z% A ﬁ’&utﬁ] "e%mfx}ig
oG 3 AL SEBEY S ORI BPEPORY 61T PereHide
the EOSRbptay il & mean dpkben@omp bl ad. 70d0h=3) nt 4 doacenstiond 168U

S8l beal 1 MR, Ll Logm study 2. 30 The
ol I'ow ng n

I'n VIvo an "studi es can be used to
Coedwsioni ne the efficacy of Corrpound (1) in oncol ogy.

FEB Gafﬁl 0 aﬁﬁgﬁﬁ%ﬁ%ﬂ%ﬁg foﬁﬁg 0Q3/:003 @a’ée?pﬁéznd ¥ T,
elin ept or ndi ng assay Human
g%ﬁ‘iﬁ"“ﬁd‘r‘?tmggg?“b’? ‘T‘%p Prea@g[b?or sgvver e gxpr essed in
2}mmmuﬁﬂ 1) B3rackea ttkeme foir detas oL Famet: | Gsteabldst databIduitdton of
I pq IF,@, tudi e in
_1%9 ag 5\ E% %Jéém? *r)(n%dgﬁ SaﬁdI Isngalbagl ons
vve r éopapwp golmeyiwell yuve § Iioblui' fé:latreatrrlwt efnet Phesieng dmefurs but
alsPRRAA rulbdes tﬂé)paamroglée@ pﬁdLMtlbr[bflﬁ@slv bork Ykl REERTRMsBic

and inhibition of ET-1 bind mgawas expressed as a
d@é%ﬁé%ﬁ?‘i”&’e%bé’m 15%(%@%&%1"%?&3 tge e BT Pidferpar (it s
trEiﬁﬁgJﬂhé sSteomhﬁcpbrE@@thﬂb@gat [ ve | og of the concentration

ou to di. spl.ace % of .t he nd
f or WBB ogﬁn ¢l ‘1-)31 R aﬁglto e’ r egnee g‘arsgmv\(fargg1 g ﬁ%patl%%@)th
a@yai3ed preﬁmeancemwmaewmpprm@wtmﬁv@#smn@uinml thev t h

px%lf;eg&%?p@!ngc%&r HBbhdies HOREPRAM u(thé o B Bor B ASHERAL bt

fi n|ty for the ETD rece tor with a nean
CHPUHIY 4B SIFEAT ionq depsity apudihe metayans fepgsitlEyieRet ip £eRSh of
MeQstdbd Red. 2001; QO3 &) 303L49). Whd Wyipbihésiied hédidisth RhinS @R Shthbl¥iyiiy
a 96&68.;6%? ™ %%}41 the metastatic prostate cell in the early establishment of the secondary
bone tumour.

ET-1 stimulation of the osteoblast has been described as the key step in the
pathological formation of new bone in prostate bone metastasis (Invest New Drugs. 2002;
20(2):173-82). It has been shown that ET-1 acts to directly induce proliferation and
differentiation of the osteoblast, as well as stimulate the osteoblast to produce other growth

factors, by simulation of the ET, receptor and subsequent phosphorylation of MAP kinase




10

15

20

25

30

— -—CpAC| usi on  Conmpound (I) is a high affinity ligand for

t he human ETA receptor and is ETA 15 specific, having
no significant ETD receptor affinity. 2) Corrpound (l)}
as a treatnment for Metastatic Cancer: Osteobl adt' dataZ0B]
- Inhibition of ET-1 induced MAPK stinulation with
Compound (1) Conpound (1) may well have a role in the

tr of not only primary tunmours but 03653
n%?gﬁ’%ggﬁ?: tunmours and t hes pat hol ogi cal prpgglggit%f'séon 6of
new bone in and around netastatic . 20 deposits.

(B@EeS Fggtgbﬁ@)t;@!s OWrddS Baxﬁb NI EYERCeks. rmam, tlﬂmm m&r.mtn% 0 v\tafﬂ e
| treatin eo
s R gy ettt SIPi R abe B ReFooe

factr:rs idyethbiore cnxbasdog furdva egi gyevsth of thomttiseat Sunwirtebll. The
i St g@%%.gd R3BLAL @elllg m‘iﬁéﬁas%@éeﬁsk‘h%e?&%?gaxﬁcﬂ%{e% Fﬂg;?ﬂf idi s ©

['astic stinulation )
cyple bintvdich ghepr pradifprativeresporsas wgraritaghonier, ceaseppiing thepoppid net

rePlASH GlebRiis @S WiV RN Shaaith 1Bae BMRIbY @lat Nevalind-N QO@2SE@):
I n_bone density around the netastatic deposit

58(4?93% ewed in Cancer Metastasis Rev. 2001;
20( 8o 49 expeBnehB)desciibie bélyp dicipesins moenmpciradi:samnstoet thability
f
oftEhlLl Pto Qﬁ{ﬂ&l& ¥ u? odk %})l%%% %%lﬁ eThg;}J%uﬂ;tEo%?aO% rol:fc OI}

net ast |1 C pros e ce
offtheecelsennd prlisptipn O%ﬁzﬂﬂtﬁ@mﬁ@wn e Imx@ﬂwwn@trﬂeme fongtVﬁJ@

fag&gggglmmbeen described as the key step in the
cal format| i n prostate hone

tholo [ of n e
1l o %(tlﬂw@@?mwé B?i? 3% Tzewym%%wgé’wﬁt
adthgﬁmheﬂmsmavmmﬂlaﬁdn ET-1 acts to d| rectly induce
M@{hoél feration and differentiation of the osteobl ast,
as well as stinulate the osteoblast to produce other
gr oWbhMCP B Ebi scell tige wis paglated iom agfrcnthleselElns, MEESpELr and

(amm@%ﬁ vath% R ¥ Ak hembeeﬁ MY ﬂfdﬁmoﬂ@sﬁi@mﬂﬁs@
32003/ 003653 13 (Bone, 1999

4
“?&%84 hegE? E?oE dmgis gesprb ospgRlastioliggpto imitiate the
exhé e ddséTibd Bdi)w, NICBTB LS mtyws:telpm:kki a4 daisitpbf Z4x80°ETA

cEFEPLRLFAUEST BULNSENE N B NG AT AN Rs Pl co

wgﬁwsnhedmvn PR ang ireviactubﬁﬁblfmgapgwnhm@h’ 17 heursip sargrh sfpiivation
midgrour cell. The tunmour cells and osteoblastic cells
|n a netastatjc deposit therefore participate in a

"vi & Bifstags oglly g ﬂwfl FCHtieE itk Rewibop omprus &) foy 0 minates
memmara&e $itB PR thetd® PDGIOIr BEY 1) £0 ¥ AT AbmidSyh alefal

rep St 6 B AR AR A B b i e s 20
T e e mﬁwphwuombﬂe@mm@mmm-puommx
MAPK%Thr%ﬂm Md%@?ﬁo@;ﬁ; o AR (bérléw?)%utﬁm}(b&ﬂ c%uﬁx{: . %t e

ki nase n ost eobl asti ¢ cel IS sti

avﬁ%ﬁ@é%c%ﬁwlw%%ﬁ@)1'5’E®F°tﬁtﬂh@ﬂéséw%qua¢?@ffd@b’| vation
depfitofnbiey, R PIMRY & MM UchBroRBiry WHRO PhPlorf e d MIRPK RLE2SE:

nomxz.hgedotwgolgal MAPK levels.
Results

Stimulation of cells with ET-1 for 3 minutes resulted in increased phosphorylation of
MAPX in the osteoblast cell line MC3T3.E1/71. Stimulation of the cells with a standard
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factors fromthe osteoblast. The inventors then
denonstrate that Conpound (1), an ETA antagonist_is _an
effective antagonist of this ET-1 stinulation. Met hot 2067
15 The MC3T3. EI/JI cell line was isolated froma
parental cell |ine, MC3T3-El (available from

I nvitrogen), which had in turn been derived from
neMBssRiseR7BL/ 6 nouse cal varia. The MC3T3rdEdBidos/buzese
is described as an osteobliastic line. To initiate the
experiments descri bed bel ow, MC3T3.E1/Jl cells were
epoMat fagiorak DEF . @lsmspatyd infincpeases pepsphopdition pRAGATX. Compquan (D
iRk EsD- 1Ju{au§eemme§pﬂwhmlm0mwd i ncubat ed for 48

urs. The cells_20. wer ce in PBS a
TPEE T P b Eior 62 i b5 MAP B HO Gp 44 FoBRp D in e
oSttcblavatlh e MOYIEAIT At this stage, ceI I s were then
i ncubated with tt-—C€o {3—for 30 minutes
then stimul at ef ’Wr?'ﬁ“e owt h fa(E'}VS?‘g’P or ET-1) for
3 mnutes. All {rmﬂieamm t hen 115em)ved and the cells
| ysed and storg¢ 20C—f-or 5 resi s/ western
bl ot, which 25 °8‘?§I"T°%%d Dhosphorvq5 ated MARK and
phosphor yl at ed Bkt 10peobi ng wi t [B12AR | -phlospho p44142
MAPK ( Thr 202/ Arc—ant=Phy AKT (Ser 473)
VAPK (T %’ha‘ﬁ’1 ! SIS
anti bodi es (both comercially ravajlablie from Cell
Signal ling Tec mern;@yl)d(I)'IZﬁ)emprdDEl‘m bands were

quantitated by st f ed as arbitrary

densi tonetry uMi_ p f’—"‘ﬁ‘y@ toét?r%l & MAPK | evel s wer e

normal i sed to ‘GC%P"MQHF‘U@re' 315780 Resful t s

"n et cased phoCHHOFY Y D of ZRPK ih the o

osteobl ast cel | Tine MC3Waskl/JI.” Stinul ation of the
|s.with dar.d 2007 WD 2004/ 018044

T&ﬁf?‘@é%ﬁ?%& gigmi é%owt h factor, PDGF, also

r es uldte dht sovnapeaseds whedpt on yeaf fhoparflaNAEKI3 E1/J1 cell

hﬁf @qor(elﬁgmplé Qﬂe%ﬁn@guﬁgtﬂeéom&%ﬂy M%ﬁ’éﬁi I'?aﬁntal cell lme

ory ati'on in osteoblasts. Table Ition of
1”@33‘@ E|1nduc:ed MAPK phosphoryl ation with Corrpound (1) in

3§b&npaﬁhmmm;ﬁﬁdrlofl\d s T3.E 1 /J | environment
'-?-\Yig_ Fﬁe%tn%ctfguon'}@%(g](ﬁ? 70 Ser %rrgrcla:wtg Sndl\lé?odglre%sxg'noo 00

mediated by various mechanisms in the hteratuxe to suggest that specifically inhibiting ETA

will produce beneficial effects on primary fumours quite separate to its effects on bone
metastases. These mechanisms include antj-apoptosis, direct and iﬁdircct growth promotion
and promotion of cell motility (Nat Rev Cancer. 2003; 3(2): 110-6).

Of more recent and increasing interest is the role of ET-1 mediated by the ET4
receptor as key players in tumour angiogenesis (J Cardiovasc Pharmacol. 2000; 36: S135-9).
Mechanistic studies have now shown that the ET4 receptor is important in the production of
the potent angiogenic factor VEGF (Life Sci. 1998; 63(6): 477-84) by direct induction of 2
hypoxia-inducible factor, HIF-1e (J Biol Chem. 2002; 277: 27850-5). The increasing
literature to support the role of endothelin and the ET, receptor in tumpur angiogenesis was
reviewed very recently by Bagnato and Spinells, (Trends Endocrinol Metab. 2003; 14(1); 44-
50).
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+ Conpound (1) 20 pm 109.18 + Conpound (1) 10 m

105. 15 + Compound (1) 1m 157.41 + Conpound (1) 0.1

pm 122.11 5 Table | This data is representedzingyy 7047

Figures 1 and 2. Note: The above experinment is not

reliant on use of the particular MC3T3.E1l/J1 cel

line, it could, for exanple, be performed using the

coavomngiigkd y avail abl e parental cell |ine piddRBesmhasss

10 3) Compound (1) as an imhibitor of angi ogenesis ETA

receptor activation by ET-1 contributes to tunour

gr oVt the ewperipruogebsi tpinw waddiv deatfedyyf Geappeddl) on the

ation in

REDRH SR o LRl ol By HRAE TP B conlton
m@ﬂ@ééﬁﬁson primary tumours quite separate to its
mefbgcts on bone netastases, These nmechani sms include
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D o ROt TP Ur ST S e ik Crg B gt 8
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unrpgagt%ri enszgnd ll;h% nﬁ&%vegeosla&ﬁgéd SEd-Eyé 1efdE QI laoIn? Q:ep X&tﬁ ﬁ:‘;@ mﬁﬂ;@f atthe

tunour angi ogenesi s (J

ceQly wmmcdmémwef Of?é}@é vesggls bikgpegtiong within Bl R PRPPINE
th8 bR LERer D@ BN QY RROWLE LRI stub,ﬂyxEéF Amb@E LRh BfimkiSteated with

|rrportant in the rodu t|o t he ent enlc
teptAsgRd VaRisk WG PEPEY eot 8%“206‘)1’0“@% 3{&5% gl Yect
pér&ﬂtd@ehbdli&mﬁifofacs%cdﬁytpom a- IndUCI ble factor, HF-1 a (J

Biuﬁl% Chem 2002; 277: 27850-5). The incr easi ng

rature to support the role of endothelin and the

ETA Goeweypt 6B ciwedtredresions indipod yessrb dinsitiesesnd upoie ndgatydr v
az{ll\/rg{ﬁg %Lﬁp\zirg@ ¥ v@%glg @Jngolé T asRbRgh { Bsel ol 5@@0}1@3@&5}1}
SeoR AN FEOS mﬁd@?@b 3?1%%1%@?3% ce F‘H*Gf ﬂeﬁ"%%&? SRR
TARSE! | bephibbow aﬂﬁo@h@wm llsrbrmi nixmcmrs msmnﬁommw( @) on

+.ha a

T Y R N G e
lmms (Madﬁho—cr 5] sbunour cell s wer e |izdBaeHoaoed

bl A D

nuda..ana —CAraa-A O

u: |—y 1+ T CTY COTTPpuOuUl 0‘00 JU

Y(@ (d)fc Whi cl e Wis gi ven once dail%%fc%? Bt h the
fnmm) dCGcﬁ!ongl ven g1 the day after cgl28% (P+Hl0ant ati on

] masuc RALR ?W‘El € ﬁ)abl t+Hced—5—days IW

ea - wilth ‘Tane tunpur _at the centre
tDiéMﬁunb}host@ef bl op¥ vessel s bi f ur catii38¥<P<4a0k] n t hat

area—stpphytny Table 2

Joon ] 1

! statistically analyzed by the ANOVA test compared to vehicle controls

The above cells Jines are commercially available. One source is the ATCC (American
Type Cultare Collection). LOVO has ATCC No = CCL-229. DU145 has ATCC Ne = HTB-
81.
Discussion

We have shown that, in vitro, Compound (I) is an effective inhibitor of ET-1 mediated
activation of MAP kinase in osteoblasts as well as being effective in inhibiting angiopgenesis
in primary turnowrs in vivo, This confirms the potential for this agent as a therapy in
metastatic prostate cancer as it may have beneficial effects in preventing pathological bone
density increases (by inhibition of osteoblastic proliferation), mediated by MAPK pathway as
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the tunour were counted. The nunber of vessels
supplying tunmours fromaninals treated with 10 test
drug and vehicle were conpared and the effect ofs T
Compound (1) was calculated as a percentage re uctlon
of vessel count. Results Conpound (I) caused
reductions in blood vessel density around turnouts in

t ne@doephisodi mal s conpared to vehicl e contr ebBerruosnosess

Reductions. in vessel countss by Compound (I) were 15

seen around tunours induced by both colon and prostate
welbdslinbftiiting sheireleabe af@rawth $aitory which elipeart the Saptivad agl growth of

mJn@Lt}l Pl K0 & n@&&a‘n@i&ﬁﬂx@éh&a&dﬁoﬂ@fo‘ ABREi IR E o CAYS ed
Conpound (1) Cell Line Tumour Type Conpound (1)

Pfd%@ém{“ﬁﬁ/ kg) | nhi bi t| on of vessel count LOVO Col on 50
4) ZQ:% B0 hh eﬁt@t@n@ﬁéc%o%t&%%(uﬁ’ﬂﬁ L%y endn@éﬁh &6teqn

% 145, P % (P O DU145
S, éﬁ@%@%ﬂ% s Y5 e b Ry g e b
drainade fpedheym bhthe Aot efstpremmpia sweibntties upedriagh, e«hach is then
mﬁs%@f}qagkfagm&%@ CssGElhe n!sﬁe A 3?999;@5%9&@ widh n

aval urce I'S American 20 Ty
capgtrending \eps dBinrasAgRds o eEorgraent ATeeiae of tedpregry wh %5 |

bé’k@&cv@%r Sl Npsitrve KB ga&ées xaiﬁsmaage%&e?ay\aasdsxs@mm@wn it a@te,
itro, n e ctive in

rpibie et OBy re Beie O e o e ap
vagomeddionis niséibtadvieéddeibelinreceptors bmihe basmﬂmrgn@ﬂaghwme3| s
asgghalwra&%@[l%bt urnouts in vivo. This confirns the

potenti a or this agent as a therapy in netastatic
Msthgdt at e cancer as it may have beneficial effects in

Pr eviehldy R@s Pl Qgh@@thgatzm%m@w@owouhmgy Ras8 n(sbihe
VWI nhRsl bLt! 0 Of Stv%q?_gnlfo tl C g}%lﬁ]];- (l'le?m)healge maPe SSI’)_]CC'ES
adeCT! %—M@u&@cﬁ%&w&ﬁ smg/ledarlal das:s bﬁih)inhg €tanpgmtdr[’9 Ioelgease
cgm%c%m gd pg&%g{nsa rmﬁgﬂaé HRBR ﬁﬁ d D8 SYh oY Phay 80 o 7

unour ce one mcCr Oenvlyr onnent
dqm amOﬁomamva@@o@smcporalﬁg¢wéwe §1T!§ was preesed batween@ and 4 hours

p&[ad}ﬁ%ymﬁgg@w{md@ Corrpound (1) as an endothelin
receptor antagoni st in the human endothelin system 5

BtHan f orearm bl ood fl ow can be assessed by
t errrmman ICto)&prt!ﬁﬁﬁdpﬁgucbcﬂlestmﬁﬂ@ﬂﬁmgrdﬁoamrﬂa@&mﬁlﬁz!)fdhehﬂﬁﬁblﬂfdm

ar %t rQse nasg ﬁ l mﬁ:lsa% Eg cgrglpage cgrgo p—O BﬂH wf&lncvgcgncc OP Q gose
response betweﬁn the doses investigated. This dcmonstrates that Compound (I} is an
endothelin receptor antagonist in the human endothelin system.
5} Compound (I) in a Dose-escalation Study to Assess the Tolerability and
Pharmacokinetics of Compound (I) given Orally Once Daily in Patient With Metastatlc
Prostate Cancer

The following study can be undertaken to determine the maximum well tolerated dose
(MWTD) of Compound (I) in subjects with metastatic prostate cancer. This study will allow
you to observe the effect of Compound (I) ox prostate-specific antigen (PSA), observe the
effect of Compound (E) on a serological biomarker of bone metastasis and provide you with

pharmacokinetic characterization of Compound (1) in subjects with metastatic prostate cancer.
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inftated to just above venous pressure. The resulting
arterial flowinto the armwith no corresponding
venous drai nage | eads to engorgenent and swel Iétqg ef nT
the forearm which can be detected with sensi

strain gauges. Infusion of the arteri al

vasoconstrictor ET-1 into the 10 brachial artery |eads

t @odiBdgt i on in forearm di stension due trordesweassd
arterial inflow This vasoconstriction is nediated

via endothelin receptors on the vascul ar endot hel i um
Marniddd associ ated snooth nuscle. Method A study was

per fpgﬁém%&@ré; ! ggmr%wa\tefa&@l%&a fioke g&?s@.ggmmgn %

to antagoni vasoconstrictor effect of ET-
bape 5028 Retontys efshdp e ean e vt &1 tsdrry-iGimpeRt (heeadal e
g@&mrﬁ@toaceaﬁmn +8rebRrm. Ea@mg caHRjued bhSthé SEBhVEREE. St@ls@an

bt ST BT o Ot o e PR B ey R e e

caireseiyit hay Breatubjeeta sth ihetasia;csnrcaﬁarcancerl:or earm

i S e
CogpdRed () admingiretion] Pose Ssapiénmiten (LY Wirbioh @@mecgs in any cobort

ha% abilcRpekieRbd Yaosd 19tk @ﬁ&ty (Dﬁﬁé}lfétld&lﬂg dnBwha o8 8drihho0d
ow i'n. response to 1 nfused red to E@?&é’bo

f
ComgrayrdShasminiiehpne edarrcan %fﬁal%%c Wo“sféct"rl" S5ghesh
subfeer ol @ pLseuianiesik el Bise DL 1] thisstwd etdimablrsat @ at thatame dose

C%gpuﬁ no{je elf)m ?)%&}Fmor&d%te nga{sg%&%%o%le@ent agoni st in

urmneno N Syst und (1) in a
Dos dubisasadan tantinue Stegry fqr oretysisbsdayfelefghevdlisidwal gritega dre

B §HBRERAINST dr65o &Eje@mmo& have GdeX 8y Bkd HatG1CE
Daily in Patient Wth Metastatic Prostate Cancer The

°“fﬂ<§‘F1?"Eﬂ/\‘>i° BERE Feliplersss ey (i @ RAle IR BUH R B s recaiaen will
ediRaidmesioset dosd loeriak el shasien a(tMMBIDof Conpound (1) in
SubjﬁC% Omnth &%tes‘?‘St t| CRLpstate cancer. Thi s study
will WHE S5 °8B¥eile the effect of Conpound
(P Imrdem‘e@sdsat/mqf@éwrﬂe@waﬁtl gen (PSA), observe the

efif aglh BcelRBRARA afd rhic? 58 9410 29120 Ala 401 LEBE K@feciOf
bone netastasis and provide you with pharnmacokinetic

cha%%vaaw &P: Conpound” (1) in subjects with
AShudde HCPIRY (@8 Atdra@adTERs to t3MD ﬂ&%@&ae d
PCT/ag%lm\ﬁ%%]log)\?;lG?arbd a‘ﬁ% thg - t}I f)gé f}\)ziﬁn p(rDost ate
canc o Bconfi r med
by (howpe irscaremandir nﬂﬁm]’mﬂmdnfslc dlﬁfolsftnwdy(bemtaﬂ(yl)nec an be
e b0l BTG oSO LS ¥

st arend hyedrpefComppusid b edmigigtisnigad gi ven st udy
medirgath wﬁccfngﬁm;{&nd DI ofUdldpbundith RElbRNEL siflé 8RE i

aren‘rérLg ach e level can recruit up to three
subjadtrle ﬁisﬁt Sﬁﬁ‘i”i@fﬂat ic prostate cancer.
Testing for pain relief
The analgesic effect of Compound () may be measured, for example, in the murine
mode] of cancer pain described by Wacnik et al., Journal of Neuroscience (2001), 21, 9355.
In a further embodiment of the present invention Compound (), or a pharmaceuticatly
acceptable salt thereof, is administered to a cell or individual prior to the development of

cancer. For example, a person at risk of developing cancer may be treated with Compound (),




— A formall assessnent of tolerability can be nmade in
each subject follow ng one week of Conpound (1) ‘ .
admi ni stration. Dose escal ation can occur when tA .. /Ulf
subjects in any cohort have not experienced a dose
l[imting toxicity (DLT) follow ng one week of
conti nuous 10 Conpound (1) adm nistration. The dose
Cafp 2¢56RbaAte by a factor of two at each strREpIGBRI3/HAE3
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19. The use of the compound according to claim 1, or a pharmaceutically acceptable salt
thereof, in the manufacture of a medicament for use as an inhibitor of bone metastases and an

inhibitor of invasion in a warm blooded animal such as man.




18. The use according to any one of clainms 1 and 6-15
wherein the cancer is renal p; thyroid, lung, breadtfion na7
prostate cancer that is produci ng bone netastases. 19.
The use of the conpound according to claiml, or a
pharmaceutically acceptable salt thereof, in the
manuf acture of a nedi canent for use as an inhibitor of
bone netastases and an inhibitor of invasion in a
o, ar hy; : .
20. 71 PR3 o MR SCUaRUAS Bl Eors Pl dcalS hocoptable sl
theRbR inrteatdrutadtury oﬁat aepicatieat Halite astananigbitor afibohbenetastases in a
manuf act ure of a nedi cament for use as an inhibitor of
warghpleodit HUMakeh AhMA™ war m bl ooded ani mal such as man
21. The use of the conmpound according to claim1, or a
21, pha{. st%lt')tf &S 4 lr%/{)oﬁ‘ﬁ‘((f g&%ﬂﬂhg t S@ﬂiﬁn l,tJ}ed ﬁ&?xﬁnadeﬂtlédqﬁ/ acc%)tabie salt
I camen or use reventio
theiQf)f b@ﬂ% fiRtudshas esa hivdiamenr fox bk@l@dﬁdpmnem of bohe Astastases in a
man. 22. The use of the conpound according to claiml,
“m@ﬁbﬁméﬁhﬁﬁﬁ%b%ﬁhé%ﬁmv acceptable salt thereof, in the
manufact ure of a nedicament for use in the treatnent

Of ’Pl?eglgsero.mf aescgoglip%bu_ﬁ Rﬁc%rdﬁ/\g Eongzlglln%) ?do“?% p%g%euﬁ&ﬁf} a%éeptable salt

theﬁegf ikt ymBaciet by h medazienlfoy e d-thé #eatindnt of bone metastases in a
3, 4- oxadi azo| - 2 yl'] phenyl) pyridine-3-sul phonam de),

waigp blgogerhammabisch 82y accept abl e salt thereof, in the
manuf acture of a nmedi canent for use in the prevention

3.9 {‘ﬁegl?fsteraﬁél E§ gp g}oﬁ‘%? xglgthw?pyrazmbo?)dfdmam%% oxa%azo??

vl gﬁé RO nEd-eybRotHagRdd); @ /pharBadediticdll; acceptable salt thereof, in the
4- oxadi azol -2 yl% phenyl ) pyridi ne-3-sul phgnam de,
mamfa@tumﬁrarm@chmm% Qryis EEEp PEBIeBt @R IreaiBeE of paindn @ perm
uf u nedlcanent for use in the prevention
MO§? EF§§%1£E paln associated with el evated
endot helin-1 productlon in a warm bl ooded ani mal such

24, Q‘-’her{@@ofﬂ5(3 Thehases-etiVp 3(13211’1 2-y1)-2-(4- [1, 3,4-oxadiazol-2-
net hoxy- 5- et hy Igara2|n 2-y 2- (4- [1,

yl] EhmY®M1d@2€b$~Slﬂp qarrpdm@yaphmacaétwlisa@q?pﬁhmmt%eof in the
maﬁ%fﬁg'ty %rann'qgcﬁ? e(ﬁ?lfcl Xxsg‘?nc&? ?@eﬁtl&%gnéapﬁérﬁ%ffgam sgot}ﬁlted with

ure 0]

cle@lted ERDEHBERALL ;ﬁf)dmloﬁ 1188 $ehal @dleMahimal Stﬁdhl’ﬁshﬂﬁd on of
the ETA receptor in a warm bl ooded ani mal such as nman.
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stimulation of the ETA receptor in a warm blooded animal such as man.




