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DI PHENYLUREA DERI VATI VES AND THEI R USE AS CHLORI DE
CHANNEL BLOCKERS TECHNI CAL FI ELD The present invention

wo edoatien)1t o novel di phenyl urea derivatives usebPOl/ER®04/051111

chl ori de channel bl ockers. In other aspects the
invention relates to the use of these conpounds in a
nmet hod for therapy, and to pharnmaceutical conpositions
conmpri sing the conpounds of tht invention. BACKGROUND
ART Chl oride channels serve a wide variety of specific

cel lul ar functi ons MRHENYMUREADQERNATIVES o1 nal

function @ND THMEIRKSSE NS CALORIDECCHANWEL BLOGKERS
Chl ori de channels are probably found in every cell,

frombacteria to manmal s. Their physi ol ogi cal tasks
range fromcell volume TEQHNICALFIELDst abilization of
the nmenbrane potential, transepithelial or

1 g Aot kA Ao R AR G B aves ysefyps
CWF‘Q@@V%"%@'W@/ 24707 (all NeuroSearch A/ S)
descin diRecasRRUS, invaitibnaslateBithé uke 6f fHeeBYompounds in a

tives ctive. as_ chl ch bl ockers
il B Moy S B Emerdles’ SorFRa e SProg I he fomeounds of
ﬂmnperatms with an optinm zed pharnacol ogi cal profile.
Furthernore, there is a strong need to find effective

conmpounds wi t hout unwant e% S| ffects associ at ed
wi th ol der compounds. BART NVENTION It i s

an object of the invention to provide novel conpounds

whi cBhiasitle ghanhidlosef@ @W&]’mﬁrlé@y of§sucific ¢elililar filrtions and
o6t B RS AR 3. SREGR] BYd SR nuSAERRHE Sohiorice
charnels arg Brpbﬂbldffomptﬁ)mcﬂﬂ ffwnaba@teﬂ@ fo m@nﬁnelgz Their
pﬁy’élblbgfcapﬂéb%l?a ctﬁcgﬁ ctgg‘éélﬁgr;é)l{élggfsél‘jgh% Bfa‘bﬂizﬁtl@rﬂopﬂwe membrane
ofR AL Fensse Befal or isheluieatsporend APt o iacciuar
ogamedlesids t hat act on specific groups or subtypes of

chl OW@'Q?/%%G% QéVé?BVb | W@béb%?@ Ehﬁ Yo' o347 (all

ovl si on
NﬁHQéﬁ%E%I rﬁec,scﬂp% E@WPPB%d% @Hﬁh §§ SHPﬁfgf'ﬁe@ Rienyl desivatives, active

abichhride lcabhhélthjockees. ubi I i ty and efficacy. Inits first

aspe the i nventi on rrpoun ener al .

F of niipye o el 514 AMRicRiichD, eB e Ll idsuitn an
opﬁmrzedfphavmemjogicﬂmroﬂim Fmpphermare RhereRs ansirdRg need o find effective
compounds without unwanted side effects associated with older compounds.

SUMMARY OF THE INVENTION

It is an object of the invention to provide novel compounds which act as chloride
channel blockers.

A further object of the invention is the provision of compounds with a better
selectivity. A still further object is the provision of compounds with a better potency.

A further object of the invention is the provision of compounds that act on cell or
tissue specific chloride channels. A still further object is the provision of compounds that
act on specific groups or subtypes of chloride channels.

A still further object is the provision of compound with more optimal
pharmacodynamic properties such as kinetic behaviour, bioavailability, solubility and
efficacy.

In its first aspect, the invention provides a compound of general formula |,
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are as defined below. In its second aspect, the
i nvention provides a pharmaceutical conposition,

we@eopniwing a therapeutically effective anount POf/ER2004/051111

conpound of the invention, or a pharmaceutically
acceptabl e salt thereof, together with at |east one
phar maceutically acceptable carrier, excipient or
diluent. In a further aspect, 2 he i nvention provi des
the use of a conpqung of the invention, or a
pharmaceutically acceptabl e salt thereof, for the
manuf agture of afphg Nﬁceutical conmposi tion for the

i on of A manmal , including a
di s&der or coflYlition is
rkade of ghl oride channels. In a
e Nyyéntion relates to a
met hod, f or treatnent pr ion or alleviation of a
dlsedge or a disorder or 4 Hptlon of a living
ani mal body, including a hunman,” which disorder,
ase or copdition . is r tQ respe
dr

di s copdi ons
oF P SBRRBRCHHIICIN BHIR SHELIRERoh P EI R ra o o Foy RO and R®
atdas défqedobeladni ni stering to such a living ani mal body

" I L8R8l 1! AP Rl koS B ARk ko A DbmBlsiton,

a CO oun rneceu
CQEE‘@E!WQE! fbeweutlt:aib!reéﬁeptw@m@unb@‘ %@@rgp@rnd gicthe mventlon ora

phé‘r‘r‘ﬁéﬁe‘uﬂﬁaw édcebﬁ:b@@eﬂf Pfedf 0tobbfhe‘r’ QithaRt 16dst bhe pharmaceutically
a rlt fﬂrrom the .foll detai |l ed description and

?&Eﬁ%? & carighrapipiar a8l SE oF TeE | NVENT OF

Di phiargyfurthea adpedtytipiivesntibn prowddes thet usesgfeccompound of the
iveM&SH, (P M&Ma@@ﬁtrc%w %BPébiQSie@‘athﬁ&%?'fofm(e'ﬁ#ér%fbétﬁfe ofa

ceut | cal r eof
P Prasoui s konineiton GE BB L HimeRL.ereslan of Blibglan of a disease or
altjsbrdgreor, a banditiort ofl 4 maoimateinkluding a ihihaog wfmihrtbsease disorder or

8‘4;&% %nr%eghéﬁ%\%e to"‘ﬁwb'ﬂ:léék?dﬁro%rgﬂdé%gé ﬁ% aR4 ;Ege‘%

 ndolpenstBhiripenasrass fhevention flaissie apaineg dor treaiment,
pkdviehlistP bpaRdviation dfrd dibesyeodrad br@bbﬁer&irbyd;orﬂmo@\' df@Xliing animal

bé%i)}, I(?réél!r.?rf pg a%.'pﬁ vﬂwgh Bﬁgﬁfﬂ? n&’ggase or con%tron is responsive to
résponsige (q blockadeebthigride r)haﬂnetsr whichomethedoanmpriselding step of

a&m)ﬂr&tenh’{g fisudia fiiRg GRSl IERY N REed %r&@l@ﬂw‘éﬁé*péﬁtrcally effective

ormu represents

3@@5@?@9@99%@3 e thl% qreq)plg%r c%uﬂ%q@n;cceptable salt thereof.
tri fOtiver objetctsydf,thé mvéhtmrmmkbrupp,arerﬁlt(ujﬂe person kkited inlthe art from

tr%hf?oro %b?ﬁﬂw%&'ﬁpﬁ%r%&o&& ats halo, such as

uor o further enbodi nent, Rp

represents trifluoronethyl. In a
DETAILED DISCLOSURE OF THE INVENTION

Diphenylurea derivatives
In its first aspect, the invention provides a compound of general formula I,
N=N
/ \
Na. NH
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still further enbodi ment, Rp represents
trifluoronethoxy. In a further enbodi nent, Rp

wo eprasent s al kyl, such as nmethyl. In a still Por/EPmo4/051111

enbodi ment, Rp represents al koxy, such as nethoxy. r
In a further enbodi ment of the conpound of general
formula I, RO represents hydrogen; Rp represents
hydr ogen; and Rm represents ha o, trifluoronethyl,

trifluoronethoxy, al or al ko In a special
opAPHaTMRGARULICAY @@ﬁp&bi%%lt therﬁqf( %{hefﬁé@ hyl. In a
RPLRTbﬁdRéﬁmvﬂieﬁﬁéhtlyJéfééb‘hommepmbent general formul a

B e L

al kwitly tha proxisefbat ndt all tvediakent R mdﬁﬁe@m@nghmpﬁen
RgLF@qq Rﬁ%nglﬂsqﬁ@epéddrégggo%aa{ Gtrer réd?e@erftu” her A still
P b, Shleramelyg tEhioERIroRy. ke kst &
Mthltrﬁépr09$oahdtﬂi5mamwadm nd)tydrogen and R3 represents

. ¢ I OXVis _hi Al
N i AOLORE YN 1 OB B ooy
ugd-f | uoronmet hyl. In a further enbodi nent, R3

r epflﬁ&ﬁiétd fmb?dlfwenﬁﬁﬂhe%nﬁio@ﬁﬂ of bénéklaf th'ﬁ‘!!%f I, R’ represents
nmbodi 0 Qun nera
L T s )
triflubfdroethoxys kgl or alkoxy. mrma@peclab&mbodllmgnt R représsnis hala, such as
cRofPECro %F@Qh@eﬁ#a fl{?ﬂwef %Hfb%@lgﬁ‘érﬁ ?alrt?pr§a§é+ﬁ9 tffioromethyl. In a
sfg{nlub'tgﬁréglggog igremk re%f‘qgﬁg %quﬂbpagroln%ﬂowg In,gdu ¥ Corg)mobod‘ljment R®
repzeseiealkyl gdciogs methyldintehstilifurther émbodineRe, R‘F{épré%ents alkoxy,
‘?‘ghd 551 Hb%gpendent |y of each other represent halo,
? uoromet hyl, trifluoronethoxy, alkyl ar al kox In
a stlnig further ﬁ@boélmﬁm pﬁﬁmcqmpquﬁvéi Qfaea@tﬁ#aormuifgb Srrgpresents
hj@ogth;R" rep Fé%eﬁﬂﬁh o @rpfafhaﬂ-'tﬁ rdpfdéé?ﬁ@halo@ﬂﬁluﬁ&)rﬁélﬂylm

ADRERFGAL Al SRR b7 ShebRERTESHmgIE 57 reasys

triflusroendthyl. enbodi nent, R3 represents trifluoronethyl.
I'n alnféJﬁJHhSF eﬁ%@ﬂéﬁﬁfthe%rﬁ&ﬂfn%scﬁf ch@rmbdEIRaR" and R®

chl or or o. stil nb
SRR HULOOBR 1,5 EERIBPTSS Bl kﬁéﬁps@yl,@%m@?@oxv: alkyl or
alkoxy Ih arspeeial embodineei R” i€pressmishalot sudir ad thioroy ffeofoydr bromo.
[ f furth
|na£‘rrﬂ1r§n‘ér bRoaRicHoR P%ééénéé fhfﬂﬁo&}ngérth further
and |Re sttifpeBerembgdimegeat th aﬁ@m@uaﬁ@f ggnermh@gseswdfbhﬁ yR" and
Réfe[ﬁé%ht%Bﬁfgeheﬁﬁ@Ré rﬁéprb@érﬁs Heald, fiifliremethyy, ltrifluoromethoxy, alkyl

otakgal TEACPoRa vopPutian 5 BrRliu HBufpPReify o o furtner
efmbpdineant el?ﬁu@ormmts hata, st@ra@slmw hal o, such as chloro
or fIYPRPhet Qm?f)aﬁ'r\érh of etcf&ﬁﬁ &J?%Q#'Q@%Fal féfmula I, R?, R® and R°
rep sreengf ‘ﬁ%.%g%' an FOQ ?en[}ertesgnts hal% ?rlﬂuoromethyl trifluoromethoxy, alkyl or
alkoxy. In a special embodiment, R* represents halo, such as chloro.

In a still further embodiment of the compound of general formula I, two of R,
R, R*and R’ represent hydrogen, and the other two of R% R’ R*and R
independently of each other represent halo, trifluoromethyl, trifluoromethoxy, alky! or
alkoxy.

In a still further embodiment of the compound of general formula |, R?and R®
represent hydrogen; and R®and R* independently of each other represent halo,
trifluoromethyl, trifluoromethoxy, alky! or alkoxy. In a special embodiment, R®
represents triflucromethyl. In a further embodiment, R* represents halo, such as chloro
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enbodi nent, R5 represents halo, such as chloro or
fluoro. In a still further enbodi nent, R3 represents

wa@bkdioanoloand R5 represents chloro. In a furtherPCI/EP2004/051111

enbodi nent, R3 represents fluoro and R5 represents

fluoro. In a still further enbodinent, R3 represents

trifluoromethyl and R5 represents trlfl uoronethyl. In

a speC| al enbodi nent the corrpdlund of the invention is
| oro-a-trifluoronethyls

or fl@rlert 2 lilbfugher gmpodimant, R mrQﬁ?éltmﬂﬁpmmtwl and R represents

cHioyd.lin laffaﬂheﬁ-émlﬂ&ilﬁéhf |Rf¢éﬁféeéht$|trlmi@ﬁm&hyl khd Rrdpresents
chI oro-3-(1Htetrazol -5-yl)-bi phenyl -4-yl]-urea,;

ﬂE? (4-Chl oro-3-trifluoronethyl -phenyl) -
[n4a stihiucther gmpadinent pﬁmlcommmdmfmeagal farmylg L, R*and R

nt lI=/yd Q‘\d: R°ahd ﬁﬂl Qndehfly of 4ch other represent halo,

trﬂ‘;uo(qgngt_hﬂ I gpc{ﬁ% gﬁx,o@kprr lkf»ay qn a specnaY eanod|ment R®
repro$ante trfluptdéthylt hra Furhey emidaidirhemty R® 4epriebents dwio, s(ich as chloro

or R@vﬁl f?'{ gmﬂ}‘& %Ro? ‘%ng Iiib rtel%}\ésae%\% frlfluoromethyl In a further

uor onet
embog[gnegnt,ER [e\p@es(engﬁ]l@aigl §ucLh/as chloro or fluoro 'In a still further

ermbddindntt R F en@s (lilﬂb(;iogand RP Fép#ééérﬁ!?bhb?o bk BITEANSr &nbodiment,
R Foeais okl k- o s Mb 1A Si ey ahogiment,
r&greﬁer}tﬂﬁfmpmrﬁeﬂwyh dricuis? cepeeseyits pifleogdmethl. - [ 4' - f | uor o-

3 ( 1I'F|'é %@%@mb@d‘%énﬁre rE!:Sﬁiﬂou?dﬂflhe inV&stion is

N alpm-é-t(lﬂuﬁéée?ryferyweayw-{?n fiéetgazol Sy 4 rgorometyl-

bipheh@-ByfPukéajor o- phenyl )- L/ -[ 4
A A S PR,

N-{(4+Chloeg-8+riBuoypmethyl-phenyl N dﬂ’é@lﬁy3'KUﬂ1b$tEﬂiﬂ|-5-y| blphenyl-4-y|]-
ayl] urea; L/-(3,5-Bis-trifluoronethyl-phenyl)- L/’

PP b 10 L ASA T By PR
N-(3/5-Difuonb-phend)-N1-H tahtiorazdB{ 13-iettdzobbpiebiphedyly4-Yi}-urea;
I\P(B%‘Pllér{lorégpﬂ(:e' W—/\P-[§ (tlf-l'tta*r‘dgdl-cf{lﬁsw ltnfm&?(?}}ﬂéﬂw ﬂa{phenildﬂ-yl] -urea;
Ny(\a §-Bifkopp-phepyl-Nirb3-61dietra Sy ¥ qﬂporonpezthyl biphenyl-4-yl]-urea;
L'Fkﬁﬂ.@r&néthbl- plﬁérfy@ZNT-EZB*be)o—BJ«(H’Pletﬁttbz& &yl)-blpﬂeﬁyw-yl] urea;

N @rﬁ@'?m Ao bl HRERTEN O e rpd ity iohenyt-+ i

UKGS( 2- Tri f | uor onet hyl - phenyl ) -L/'
N-(3%- bidmcsrstﬁr@aw) NP4 adro-3-4 THA Eétr&bnw)bw héh hl-yl] -urea;

@,é ﬁ‘ll%rcl phenﬁ) N H -1‘$uoro-2-}1l—:}J te razol E {I tP ip enXI -yI] urea;
N- (4-&hme-3—t(1ﬂhhbrbaterth§d-qnlheﬁylm -[Bi( pHeelrhazel-5yy1)-4 (irdflmpromethyl-
biphenyl-4-yl]-urea;
N-(3,5-Bis-trifluoromethyl-phenyl)-N"-[3-(1H-tetrazol-5-yl)-4 "-trifluoromethyl-biphenyl-
4-yl]-urea;
N-(3,5-Bis-trifluoromethyl-phenyl)-N"-[4"-chloro-3-(1H-tetrazol-5-yl)-biphenyl-4-yl]-
urea;
N-(4-Fluoro-3-trifluoromethyl-phenyl)-N"-[4"~chloro-3-(1H-tetrazol-5-yl)-biphenyl-4-yi]-
urea;
N-(3,5-Bis-trifluoromethyl-phenyl)-N"-[4"-fluoro-3-(1 H-tetrazol-5-yl)-biphenyl-4-yl]-
urea;
N-(4-Fluoro-3-triflucromethyl-phenyl)-N"-[4"-fluoro-3-(1H-tetrazol-5-yl)-biphenyl-4-yi]-
urea;
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L/ -(2-Brono-phgnyl)-L/" -[3-(1Htetrazol-5-yl)-4"

-trifluoronethyl-bi phenyl -4-yl]-urea,;
wateok21iDnt f | uor omet hyl - phgnyl )-L/" -[4 PCT/EP2004/051111

-chloro-3-(1Htetrazol -5-yl)-bi phenyl -4-yl]-urea,;

N- ( 2- Brono- phenyl ) - L/'

-[4"-chloro-3-(1Htetrazol -5-yl)-bi phenyl -4-yl ]-urea;

Al - (2-Brono-phenyl)-A'' -[4 "' 5

-fluoro-3-(1Htetrazol -5-yl)-bi phenyl -4-yl]-urea,;
Ne(2-Trituereme by ippleamyl )} NAI3-([FBtdtdazot-B iyt Jed etrifl Gorpmethyl-biphenyl-4-yl]-
ure%u“ f 1 uor onet hyl - bi phenyl - 4 yI ] - urea;

2- Fl uor o- hen I

N=@hlrilugrgmethyl- pherml)?—lé(ziﬂ ilslogn -$=(A Hpsragel-2ry\HbjphepyaA-yi]-urea;

NI (I?roﬁ’qdl p3-1H-tetrazol-8-yl)-4- -trlﬂuoromethyl -biphenyl-4-yl]-urea;

NL(fz_tlrg’_Lpr @g@ ot rlb‘?ﬁ tA -ch(c%& 3b 19-??9?%20!-5 X/II)] bl[yhrenyl-4-yl] urea;

N-(ﬂd%ﬂmmo-sheérnylli-ful el —aitlﬂro-&‘é‘-w-)—tebnqzbbﬁyl) biplyeriyl-dryilayrea;

N'\(%(eltirﬁﬂﬁ @‘ix%h hlteg IrJfruo,-d -3 (Eﬂi—te%’az?i? )-bi fhfn 4-yll-urea;

Ne(@- Elgo@—myl[)r{gnm- 1H-jetrag I rifldoromethyl- blphenyl-4-yl] urea;

N—(Eﬁlhwo-&le(wmepll’a:hmre-a-(;ﬂV—b—telmalzble@-yl)-Mpbériyl-uWalrea

T

NeP-Rlgoronplasry oM okhmetiyha-{ tir{et rYé)z@PhgﬂWﬂ)-WhUEelasl f

NLEOCRIBRI- %&%rz)ﬁﬂ?ﬁ"‘%e tAyl¥d k’rH“’t@tﬁazol-S-yl) -biphenyl-4-yl]-urea;

NG G- e et BV siramml - inepydridkurea:
-Irﬁkﬂﬁmekhybplmrﬂl)}NL[tl -m@thyl ~3-(1H-tetrazol-5-yl)-biphenyl-4-yl}-urea;
rg:?ﬁga %hér#l)oé’o I?Lfl—??ﬁi’éazér- ©-PLiphGsrshictat bipHén§R4-yl-urea;

NG EICR U T VA E M

Nl(Q-((:Eﬂo&)h&ériyu)oNOkambpd-B-(/l M-tetrbZol(SLyHbiheaybd-yi-uréa;- 4

Iy r
N3 DR A h@“ﬁéﬁ&- -é”? g2l B30zpiptenyi-t-yjiures:
N-(8/5-Pifluere-nbemdk -l{ﬁ )4 uir@aoromethoxy-blphenyl-4-yl]-
ula- (3,5-Bis-trifl uororrethyl phenyl) I\

N b R0 e e o B IR BB Ry

urelar azol -5-yl)-3"-trifluoronethyl -bi phenyl - 4 yl]-urea;

NK5; Ef—ﬁlﬁﬂﬁ’h%h@t%‘ﬂﬁ%ﬂ% éﬁ!ﬁ (1HLt§ réﬂ&lté-ﬁs-ﬁﬁﬁluoﬁ)rﬁét}\o%y

uor onet
bipheny-4YIBUERa; i f | uor onet hyl - phenyl )

NY(B,5-Ditupidphenyl RO 3-bt At gtraol-Bryil §-B ivifl oomintethylbigHenyl-4-yl]-urea;
gﬁ b@ cﬁ@ )Phbgylé ﬁ 5[3 ?‘é{llt%@éfol?@?‘-# r:ﬂuhrom?thxl bIP enyl-d-yil-urea;

N- @-B@strlgugpgxﬁthyl-mh@ny;lh-é{ H(1pHekgrgl- 1[)-3 -!;rxfluoromethyl -biphenyl-

Nx(murggrxy 3-(1Htetrazol -5-yl)-bi phenyl -4-yl]- urea;

1# af‘ﬁBF‘bHﬁg’P@nx’L iﬁpﬁ\gétypxﬁ-aﬁ% rggol%—yll) blpl‘}(/angll-4-y|]_urea

NYB:5-Bisarifl ooromettirhphpayl)-N -[4T-Bethicy+3e(iFhiaitazbl-§y))-biphenyl-4-yl]-
Uf r| f1 uoronet hyl - bi phenyl 4 yI] urea; N
Fluoro-3-trifluoroneth

NP pram A HaSC P a2bl-6 b HiHosameky-binpRest-I-urea:
N44§¢ﬂlow-ph’eny®)f-Na[30ﬂ&1 a2 ol-5-gHL4 Writasropleahf-bipghent-4-yl]-urea;
N- ELF H?Joro—3-tr|ﬂuoromethyl-phenyl)-N -[3-(1H-tetrazol-5-y1)-3 -trifluoromethyl-
biphenyl-4-yl]-urea;

or a pharmaceutically acceptable salt thereof.

Definition of Subsiituent
In the context of this invention halo represents fluoro, chloro, bromo or iodo.



10

16

20

25

30

35

Definition of SiihsfitufintB In the context of this
i nvention halo represents fluoro, chloro, brono or

WO o@a/ 1Moyl means a straight chain or branchedpchaPmwoobsiiig
one to six carbon atons, including but not limted to,
met hyl, ethyl, propyl, isopropyl, butyl, isobutyl,
t-butyl, pentyl, and hexyl; nethyl, ethyl, propyl and
i sopropyl are preferred group$f Al koxy is O al kyl,
wherein al kyl is as defined above. Pharmaceutically
Acr eplkybneanssaisiraighk ehain @ibsanchedph@imef ate torsix carbon atoms,

ol dEY b@Mdtainited ter:ﬂétr@e %thyI' ;ﬂ’BF yif &bﬂ]’diiyl tb@wl eisémyn f8utyl,
psnwﬁﬁa‘@ilwﬁ”m@v'(%x' ineyLpod BgPeani g Attt apues.
sal t Alkoanis Qratkyl,ovhgremdalley i$ as defindéd abevechem cal

compound of the invention. Exanples of
0. R , i.abl e addition salts include,

-'\J_,
non-t oxi ¢ i norgani ¢ and

or gaﬁhe; ca%mu:ab@@mp@lm @famp invandian gay brpiyideddn@ay foren suitable
fotehé uﬂ?dé@mﬂmﬁtmgbh 0$U|€ab%131(’jcﬂmtstlh@uﬂe’ ghaviausudeally (i.e.
er.Lve om ,
PR RHAIe Y R bR A B i crintSorBib Bl of iy cfBftcal compound

optheghvention. aci d, t he phosphate derived from phosphoric

aCi dExd Ie§@f§ﬂ%§nﬁaé§% |bé(|§fa E{Bg?é‘éﬁ&\%ﬁ Qal%hélgdéf\ﬁlthc?ut

formate erlv

limitatiem de nen-iexig inorganie apd 8f @%?P@éﬂ’dﬂmrﬁag‘é §Heh pg the
hgéroghiotibe darved hemenydesdhient 4¢idthesydrdbromial dbriviedrom

hyﬁ@ﬁg ?%&FJ] (f‘rgegﬁ"?ra% d&#rr\ge% fgcferﬁ ZW(';‘HS '%%P gﬁg f%%lo?at@%bq\(ed from

pahloriscdd, dhe phesphate dagved fr@ﬁephﬂspharﬂ@a@é;ﬁheéallwmerlved
fremte éuwn%aﬁd ttlg@ f&Fﬂé@é‘ aéﬁvégﬁlgér‘thqérrﬁlb%kﬁ méuéiat@méﬁved from
ageia $44 he spRdihidarired BRM SORMCadio ik Hsctrbpis, ARl fam
agtarbimracid, dbé denzdnesgiphootiatderived ifvost bénzensylpphooiciasid, the
b@ﬁ}r&te Haﬁvé@ﬁélﬂtt%nQSirc'é@@ thé eﬁhb %] @‘%djfroﬁ\'bﬁmamlc acid, the

eate derived fromnaleic acid onat e der.|

citraislerieshirem sHrig acidnthepmbrnale deriurd oa emw'%ﬁﬂeﬁe@"antﬂe
defived] frérnenamtHicacid Lihpfomatate dierivad frof fomanietdeid) ¢he glutamate

§H\/m5ﬁ1 hﬁic aéa eth?.mggotmg %Bﬂvgd ﬁwno?;l élﬂl%%cﬂf rtl']é’ ﬁgtate derived

rom
framlao’rwacﬂddhe mlﬁdmderwed drom ﬁ@'%@ﬁ?ldy hgtraalgeatedagived from

nfdl&ﬂ@; géidi e mén@éiqat@ ddrived $rehbabAderRt 4oi€dhé fnﬁé‘thélﬁéémlphonate
eara rom

ORENY i anGlbERE BB PSR AETE i< PAbhSRhb 2:EipfongBgrvea from
ndphtaleeé-Z-solphOmctaard theapitiyalaterdertived ieore -pivthsalicseish theesalicylate

@g"f'fsraﬂg%ﬁ %fd ?ﬁé@o%ﬁg&m& fﬁ:ﬁh dorid ??IH hpe! ét&fra’? derived

orne roce res we kno
Parufeac' nthtawé'can@te QQFH'@F’ @@'\ gucdinje gcids theigrirate ger%ed from
tamtw:cfacmyh@tdlum p-@umhdﬁéﬂdjdvhadﬁmept-tomahé wulphonic acid, and the

Iil@ gﬁfn %%i;g hﬁ‘ﬁ#@ﬁmgﬁ g&%rﬂé&é{r%%e Eﬁé\&@éhﬁ,@ egF;rl t?@c] ihhe art.

conp@thed agidstsieh iaswoxatic aﬁdawhlchtrgaypn@trbm@@adefed pparmaceutically

é&ﬁﬁéﬁlé%ﬁy be useful in the preparation of salts useful as intermediates in
obtaining a chemical compound of the invention and its pharmaceutically acceptable
acid addition salt.

Examples of pharmaceutically acceptable cationic salts of a chemical
compound of the invention include, without limitation, the sodium, the potassium, the
calcium, the magnesium, the zinc, the aluminium, the lithium, the choline, the lysine,
and the ammonium salt, and the like, of a chemical compound of the invention
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acid addition salt. Exanples of pharmaceutically

acceptable cationic salts of a chem cal conpound of
W0 b@4itnwent i on i nclude, without limtation, theCEaRi00#M51111

t he potassium the calcium the magnesium the zinc,

the alumnium the [ithium the choline, the |ysine,

and the ammonium salt, and the like, of a chem cal

compound of the inventioncontaf ning an ani oni c group.

Such cationic salts may be fornmed by procedures well
cknigining:ad adiesin groun. Huch pationie salisimay e fomeddby procedurss well
kh&WA hdWestibed iathearsal ts* of N-contai ni ng conpounds

are al so cont | ated as phar,maceuti.cal accept abl e

oo t 0 B cangd GHnRAveAtceiNg <om gLt NSt hd gamppunds are
atsel domierhplatedyas pladringdcenticalipnasedptablesatist Breferred “onium salts”

. - QD [ : ' .
R B ofilin Sats, B By a1 S R RILBEIFlaky-onium
spkli ssol ubl e forms together with a pharnaceutical ly

accephghsmral depositE 6 18 iMRingibn nedynee phovidsddndigsoluble or
i | i ke T%tgé forsqgnls%%hﬁg\{vﬂ‘ﬁ g%%gggwgﬁggg&p{f%@{a %toﬁlgn{ diPas water,
effemioh aiddbe |ike. Haissolubig dormemay aisc includb ywdeated forme subk as the
n#dn‘éﬁgdﬂafb, Qﬁé‘@ih?%téhﬁ %ﬁ@d#@ie?tﬁa%ﬁ?d:%&é 16O RttfGa@Ae, and the

.equi valent to | SSO orns for The purposes o

igiTe GoRGiE G HISSRIMPIR EMS IR ARAGIRR SAUNAET Sy FElRvoLuble forms
farfthé perposes of thiminventitre pr epared by conventi onal

nmet hods for chemi cal synthesis, e.g. those described

in the working exanples. The starting materials for

the processes described in the present application are
Methods of Priegaratigni | y be prepared by conventi onal

met hpeg cémpgmﬁdmﬁf t hé iifldnfioR Yiidy E&Jb%péf@m ﬁ@«it)menﬁbﬁél methods for
ne. c un 0 e |1 nvenLil gn ahn .converti,e 0] .
BABIGLETRGHS G BFs¢ fsSHootre R WAk SEhYER, Tl stprting
mederialsl for th prasedses dekasibed i thehrreseniapnbngtiatesrerkngw or may
résilg e ﬁ?@gat\rreg gyi%an%ﬁ%r’@! YR R '&Bhrﬁ@r_%lé{ny dV&iable chemicals.

e.g. e on, .crystal]isation, disti]latiqgn,
ch oMiE S goPouGH.of i KvRaian Gar F cedyasisd todidr sompound of
treniavartionasgirer torveationalangthods.pr ovi des novel

ohar . " e _

hor g ot pEHuCEOTRRE roadns SR Méte may be isgiated v
convastionaliechmiaues, . dypdiagtion. arystalisgitian, distllatign, use
chronidteg@phly,dy. be adm nistered in the formof the raw

chem cal conpound, it is preferred to introduce the

PhRyRGe Ul HaPasitlBeani o salt, in a pharmcout ca
conplmsariativer aspget therinwentibn pnevides mwret phajracautisal compositions
cSpHBhE R tRerapifiédilySffective amount of a compound of the invention.

While a compound of the invention for use in therapy may be administered in
the form of the raw chemical compound, it is preferred to introduce the active
ingredient, optionally in the form of a physiologically acceptable salt, in a
pharmaceutical composition together with one or more adjuvants, excipients, carriers,
buffers, diluents, and/or other customary pharmaceutical auxiliaries.

In a preferred embodiment, the invention provides pharmaceutical compositions
comprising a compound of the invention, or a pharmaceutically acceptable salt or
derivative thereof, together with one or more pharmaceutically acceptable carriers
therefore, and, optionally, other therapeutic and/or prophylactic ingredients, know and
used in the art. The carrier(s) must be “acceptable” in the sense of being compatible
with the other ingredients of the formulation and not harmful to the recipient thereof.
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conprising a conmpound of the invention, or a
pharmaceutically acceptable salt or derivative

thereof, together with one or nore pharmaceutically
acceptable carriers therefore,8and, optionally, other

t herapeutic and/ or prophylactic ingredients, know and

us ed Pharnmaes udical. contipositionsi af itijes inventian imay 'badbess abitable for oral,

T e L B )
triﬁ@é %rnaah vaginal eépammrﬁbeeqlwlawcumﬁe@g.&ubﬁwémépws Hatramuscular,
intrafRIRitdrRsal, Miyave@olb, Oilﬁﬁ‘aémlaﬁ@l bineratérebed ahtrad(ij@t.ﬂér&g Jectlon or

nona 0 LUdal N ucca
08 Tyl B8PY: oHaRRBEe ra Sy R b i st Phatation or
insuhtation; ingludingpawders anddiguicdarross!, administratien, Wrdiy, sustained
rélehE@BRtbi8NSaGlabld Qiérﬁﬁf%%%f'%usﬂameﬁq’éfeta% b?ét?ms lnclude

I ntracer I nt ect1on
SSENRSATGAPIR Tialiicet o SelsLaydAPBLLNG PAYEGFs GAINING the compound of
tmimwenmn athicmmabirices madyabé tmfoern of shapéd atticies, e.g. films or
rfu@fo @% powders and |iquid aerosol adm ni stratl on,
sustai ned rel ease systens. Suitable exanples of
sust %hﬁ shemigabecrapeynd ehiiejinvaniion, togathesmith gbtenventional adjuvant,

caBldr] érafiiueht, fhfidy Hud vermatinto Pelime bﬁplﬁ‘é}ma%b[ltl&ﬂ cbhfpositions

o TR Pafls oSG ks mOLGE o e S8 ch Lo, file

capsules powsier aod pebetfdrros, arntkliquidss in pariculaogeudmrs ov ndm-aqueous
s@lu‘ﬁ@ﬁé’ @&b@ﬁ@bn@ $i6hs, i?(fr I &la céifsu[@s'f*ﬂ@@%thrfw shmés all for

l'aced | nto e ormo armaceutl ca osI't
o8l 4B S UPRAS dalRSLIor FRGTHd m@ﬁ%&fﬁf%@?@ 3157 (RIe026/4 sstions for
parehtéenal pse. SuchIpharmaddutical cérpdstibriscgrriurgsdogagedormsiiiéreof may

CBﬁllﬁ)lrlgé cémémlon@qrqgrjed%%ltgﬁ'r cdd@eﬂﬁéﬁél %Pég’jquc?r&‘lw orWithout

aggitignalactiya gomppyndser pnmmrdg&vartdwsqoh\elr@t@le@aga|fq>rrms)may contain
afy alitatsie eﬁé@tﬂ@%ﬁétﬂ’ftloﬁf%é attivedAgrRdietl Bbmifensakdte Withahé intended
d ﬁ?g“ e | ttog ﬁ‘m?il ut ons for parenteral use. Such

é ?3@ ns and unit dosage forns

t her Eo¢ che(yncabo:m'np@md:@frihe mrésama inventjioredarebhe sadministered in a wide
véﬁély%ﬁ‘bfé? BAG pRF@Rerdl t88ge mntne F?Rmn"bé B Buéﬁﬂf@se%ﬂiued in the art

? roncip es SUC uni t
ﬂwgﬁ m@dﬁlsagﬁ el @avtcsmpéswse@e.%%ﬁ%mﬁpnem eitler a
chmhlcabcomgmww afithe drovemtion lmg atrﬂ\ﬁ"mﬁellﬂw")l? atcspdatsle a&altlona
e The chem ca corrpoun 6]

cﬁ%@%gf%ielné %@éﬁ?f@%ﬂdgﬁ be adm nistered in a wde
var i g@r_\,preparmgamh%rmcsuh@aip@ﬁmosm@&ﬁenmfﬂn@mcat cqinpound of the

pk&eﬂbml\/@hﬁoﬁ ‘phhﬁﬁ&@@%bl‘h} 86bdpfabid Bamiets é%}ﬁbe eftBer solid or liquid.
Sel AL AERBRE i aeiters. BBIRLR FHi PP, CAGERIRI on
seppasitpties, mdeinsperableygrauuast Alsolid satrier can hecinendoranbre
sﬁlzé@ﬁéaéégyj}?{;tggfb? Ay ggtlt és‘f)gi}]use'ﬁ cf)l%{lgmweéﬁbntﬁ solublhzers lubricants,
s%erp Ing agents, bmde preservatlves tablet dlsmtegratlng agents or an
encapsulating material.

In powders, the carrier is a finely divided solid, which is in a mixture with the
finely divided active component.

In tablets, the active component is mixed with the carrier having the necessary
binding capacity in suitable proportions and compacted in the shape and size desired.

The powders and tablets preferably contain from five or ten to about seventy
percent of the active compound. Suitable carriers are magnesium carbonate,
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present invention, pharmaceutically acceptable

carriers can be either solid or liquid. Solid form
w@e@parati ons i ncl ude powders, tablets, pills,PCI/EP2004/051111

capsul es, cachets, suppositories, and dispersible

granules. A solid carrier can be one or nore

subst ances which nmay al so act as diluents, flavouring

agents, solubilizers, lubricafs, suspendl ng agents

bi nders, preservatives, tablet d| si ntegrating agen

meagngsiugheiapate, delcneugnit lasiose. Peting daden sstardhe g@latlrr\,. téagacanth

Me‘fhﬁcéllulbl?‘;b)’séﬁ\;l:.(ﬂng%@% 9 Véih yl¥dlitdse, sldwlv rr]ﬁ’elm WHkQ:d&obfbutter and
e, TRG eSS,k KeGeT Rl REbig e kPP Een ot I cctive

corapeschwith ehcapsulptirgyoaaieripl ascamier ptviding amapsmlemswaltdh the
E%{F&én? \Mgfer a@!}?{ﬁlt%ﬁﬂ'l(—ﬁé 48 Gﬁ'éhﬁd?éh by Q%aﬂ'ﬂ-:wj\ﬁﬁﬁh is thus in

ts pr y cont aln rom Ive or

aggnsiatiogavithit. Siilady achetsand Iggengrs %rsﬁm!md TQ@l%m%vders
c@@ermek@ ofl ls@é@ch@&g gl lorerpRsandteusapaesolidosine suikilde for oral

| act ose, pectin, dextrin, starch,
alyBids ity

tragacant h, nethyl cel I ul ose, sodium
car blﬁmymepmng:%lppmstjgrees a lpwunelting way, sieoh asaovdure of fatty acid

ghetlidd or Gtdaltiiel, ik first Thdtedaa th@rﬂﬁé %HnBBnehﬁs dispersed
i nt ended SJMJ‘{‘I ncl ude t

DRSS Ay Sing, T Aol S O hooaso s bittre is then
ppurediidiorgpnactiepksized moulds, atiowée tacdal vand: thepebyentsolidify.

Wit %8&&3% Lgﬁ’é‘émfé‘y id fof Véglnbﬁa%rr{]sq}é{mﬁ%n%y Pé‘ Ipfe%'éﬁ’ce‘?f as
p%%ﬁﬂﬁ'@ﬁstamnﬁoﬁr@ﬁ@'és g‘alﬁepas’ﬁ%%i Jeams W&BT%§°“M@ jnsaddition to

théaélﬁl lgé egredient Suctceditietssas @retknoddEindes afao beappssdiats.

SOl |

or e B RO 8108 soflifdns “HIReBhSnE A emiflops. for
exampler waisr of water-propyleng glyepi stiutinnse Eabexampleeparen‘@ral injection

liquid prepBrhict Gittod fPmafdiey Qs SBIABAS H aqtﬁedﬁb%ﬁfeﬂ%ne glycol
Uﬁ%geneously therein, as by stirring. The nol

enous mxture is then poured into conveni ent
Si z ebherchéndisal adnhpoved docsooding to ﬂuecbretm’ltem;erltlon may thus be

fo?t‘ﬁ't.lla‘ééé ¥6r ggpém&%'l Eﬁﬁlﬂﬁstﬁéﬂohal? ege bgci’ﬁ iR, Rt examtple bolug injection

pessaries, tanpon
om@ﬁwouw lés'o%%nde@aYPSMS%Fe‘émWE e¥hicENin AgPeHles, pre-filled
sy?m@eb; small goluhe iaftisioncoriingnglilidest caningtawitheinsaddedar e

pr&sgv‘%l g? ﬂﬂe cﬁé?{]fg%r{%grgﬁgfék%ﬁgdcﬂ;fggﬁ‘%g gggpensmng solutions, or

emn{,ﬂmsonsnly PoAqeseuRVehiclomEmad may santein formyiatien agents such as
s&& eln elabllis nﬁsffd@eférgm CagaPid. %ﬁﬁa?tivelynll'%%dtﬂé ingredient

n@qﬂo@busoo 6k fa‘?‘t St oA R S
lyophifipatioth fmm tsohiltlng, foocomsiltlpncnrswmh ai switablei \mimcrm;e.g.mierile,
Plf‘%ﬁgﬁrf'%"’%t@d bteere%Feem eral adm nistration (e.g. by

e bolus injection or continuous
i nf U4 léﬁwséiﬁ’ﬂlt'ﬁ’w Saéatﬁe &reqrabysq ean he prepased py digsplying the

adtiVeWdnfsoneRt rwatet 8Ad adding suitable colorants, flavours, stabilising and
thickening agents, as desired.

Aqueous suspensions suitable for oral use can be made by dispersing the
finely divided active component in water with viscous material, such as natural or
synthetic gums, resins, methylcellulose, sodium carboxymethylcellulose, or other well
known suspending agents.

Also included are solid form preparations, intended for conversion shortly
before use to liquid form preparations for oral administration. Such liquid forms include
solutions, suspensions, and emulsions. In addition o the active component such
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solutions, or enmulsions in oily or aqueous vehicles,
and may contain formnul ati on agents such as suspendi ng,
stabilising and/ or dispersing agents. Alternatively,
the active ingredient nmay be iR powder form obtained

by aseptic isolation of sterile solid or by
prépssatiansZaay samprisecelerants dlavouss stabiisers, @uff@r@, artifigiahand

n%tUréléﬁWe%té!r%Tdehgper%aﬁts fHigehbRs, s@MbCPﬁFh@ dgepes, \éﬂHQhe like.
bef ore use. i ons. swtiﬁpfor ral use

D oS oL AdhTos iR E 13 e Seec s a0l of the

imesnton anay eadtbirmgladed as bindments peraats, orflbtiornsuosas a transdermal

paldAPDirdtHeRs Qﬁﬁj?fegr‘&lﬁfnﬁ gré &; b@%r@ﬁﬂté@%t USRS or oily

suspenS|ons Sul se’ can

base with dhe, Qd@ﬁ@"ﬁf Adifable tNickRRINGRNG/9egRliRm BIRMHE- qutlons may be
foveiutdtetMlith an S@EBHLISTBRIoNY ibake aRd Will RsgdiRiralrsddo edntain one or more

FUR T A cutind Boe F. dinefingiadi stPeiha neety

tfuglemlr!g agends, oraslauing ageatssol i d for m prepar at i ons,

i nt egeRhokBbNS QBYéﬂlé 'fé’?ﬂoﬁlﬁglrédrbf nREEAGE inHR rﬁ@uth'n‘i’é!u& Iozenges
rati ons i on. Such

t
PBPTRRGIRS by aant i AdEvauRH SRaP oAy SHorosH AN ata or
triagaeaidi;tpastilié® comprising itvee activeyingredient ircamp ineplbase sueh as gelatin

aﬂ@? fc@ﬂﬁé b??u?r%@ 5ﬁ8ta§80151 ?N@H{oﬁthﬁés@x@%'cbﬁﬁrrémg the active

Sweet en
"lﬂr%fﬂi@?fs'ﬁr"r’t%l"talblﬁ liquidhepdiersol ubi | i zi ng agents, and the

| i keSolbfiongd @pswiienéﬁms@rébbﬂthrdoﬂytt@mei‘mséﬂ?bﬁinfy yhe

oG TAAPER o Rlod Sty RbbSE e tSPE%%m;JJ@?rf%ﬁmsmons

"mtbﬂprovjdﬁdn@ﬁmlammume@mm faen. for exanpl e,

T oy B s A ot o
aBiePHRITHEYOR M WBinina detive Moretiss Reiiedn S eSS e pack
witha switiable progellmrta;luchlas. a:fdwrbﬁumrooamour(am)éor example
d%mgrédlﬁlyérﬁ%é’l% ﬁmckﬁ&%ﬁh&‘oﬁ o PH%hld#btt'é%ﬁﬁérB@thane carbon

en S, Suspena
diggidu Pt ﬂ@eagwitﬁ ble es, aemswgn%up@ra\@r@mwralsqmrﬁam a surfactant

sachhagicsithial The dose bhérugomai be kohtrdiied by prgizion of a metered valve.

COTN G B S S By Ao b AR 8 ot o
pewden fasiexgmptea powidee mix gf beicompoundam ajsyéablepoysles base such as
Ia%fos@eétét'dm sﬁﬂgh abNeAvies %u@lﬁ a8 HydXxyp @Wlnﬁ'@tﬁgl'c%llul%gg and
Py oHars B, Ehtromeih s ody ceer Biong alin the
naggl lcaty. di heqm\nbdprtconmbsmnamdy mapicsented in anit elose doral for example
'rﬁ%ﬁa@@ﬁl’esfogSI fﬂ”‘l@ﬁ@é A g{)égé\aﬁﬁ gé’elerr] Bé?l%fr&m%hr&?ﬂ%ypowder may
bq-@pmlmggg@ lpy_,mgans of an mhaler

In compositions intended for administration to the respiratory tract, including
intranasal compositions, the compound will generally have a small particle size for
example of the order of 5 microns or less. Such a particle size may be obtained by
means known in the art, for example by micronization.

When desired, compositions adapted to give sustained release of the active
ingredient may be employed.

The pharmaceutical preparations are preferably in unit dosage forms. In such
form, the preparation is subdivided into unit doses containing appropriate quantities of
the active component. The unit dosage form can be a packaged preparation, the
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pack with a suitable propellant such as a

chl or of  uorocarbon (CFC) for exanple

di chl orodi f | uor onet hane, trichl orofl uoronet hane,

ordi chl orot et rafl uoroet hane, darbon di oxi de, or ot her

sui tabl e gas. The aerosol nmay conveniently al
PeokAaR GonéaingrisaralR QUARGHo® §f PIEBRNPR, SHbasiBaekagrd tablets,

cﬂbé&ewd%mﬁ:@ﬁé [rpblb%%rké‘{nwwéé $usm thﬁ uit tﬂBéég”eSI@rm can be a
dients

CHPIE dofel oA KElkebBS 1S o B e okt Bigoer ofany o
trmmderpankagetdffotme compound in a sui tabl e powder base

suchrasiels a&rt tfé:’ &?f a(?ntlﬁ‘f &Fétugﬁrdnﬁaﬁq'u}b%sfo? Ie3vEtous
hydroxyprop I ose an V|nyIPyrroI|done
agdpippgiratios ln|u9U$ Féusiemaes Pr@éqffqde‘FOF\'/\PWr' iM% m a gel

int Harther&:iia‘tallsam technitjoes fonvidenulatiorparsd bdministeatidnemay be found
wPfh%ﬁS@%?gdllu&? Uf]hgngr‘?cﬁ kP @rrﬁwgéeuel (o) E'Snbék @\w Ifl?ol'gﬁlng Co.,

gefat pirster
Bastosn PAke povvder may be adm ni stered by maans of an

' nhaA%erabQuﬁc%‘T?%ﬂ’ebin%‘&oéeme%}Q Q@tﬁa@ bk BF 8éthatihgdient, which

toth iratory tract
bRRlieY ey RS aeRaalien W arbae A4 oKicity8.9- EDa
apdlLDs@;Imaysbezdeii—mmr@damﬁtandﬁrduharmamtﬁmgloél pﬁ'omduresm czll cultures

tg)?@mnrﬁ'é’rﬁ?l d’%u’?@ W?\b%o%b%&tlc?"ﬁé{g}%%n?ﬁ Stfects is the

|za IO

thesapewis, In@%%nﬁy&esewﬁﬁe@lobyt ega%L@epéEla@nBaarmaceutlcal
cobbegiienéxHibiting targe ehérapediit lﬁﬂéxé%frehﬁeﬁmidoyed The

fosabis R B Eha Aol B EyERAY tilaled B the age, weign

apdisanditide of thetindividual beisg dreatas, a well@saipgropte eftagministration,
de8agY form@hdYeginiéh, %H'tH@ rEUNRYERBY ; and 'theldidct 885e@Sshould of
form e?# be a @B E ge[?&ﬂ e aration, thepackage
cRYSE Derfisigmined PY e QIRLiPNeTes of preparation, such as
pac ke dctuabliesage daepend|ansthe maturp @ndseyerity ofithe disease being
Ulaﬁé is \ﬂtﬁiﬁ fthé B%cl%ﬁioh oq"t"n"‘@ ﬁ&éﬁ“éﬁ@hg? b8 \/éﬁ@& B Sitration of

Ozen It | can
ﬂ?’:?p 570 6 1 ReriGUlar SroUgaBees el inveianyadseryes e desired
therbpatic affect: dHusudves, if isrpreseritly adntemsiateatthainprerchaceutical

cBJ‘nﬂUélﬂéng 8(5nté|ﬂ Hﬁ%ﬁ%b@% ‘i”t(? EB@&’L’ 5?@ r‘ﬁgqaf“agmé i‘?lpf&b‘?ent per

inskivigusl ﬁhsq.m,rg eraply fob frem %hquéﬂ ta@@OHUTHQmea mast prefergd of from

ab@uffpmibdumo ai‘b%%ttal@ldlféﬁtﬁér uffefre8EheHIs.S
Phar ce tical nces

hi Co,
P TH BHOIEIRetATTaY o PRI e et 2P srvetal BBRas ber day. A
satisfactoryoesalt taw.dnicegaindnstancespecibtained aba aioeage he low as 0.1
p?)kgntvogﬁd Qqr g‘h&ﬂg ot rI'ﬂ@ ugEQterrﬁi@%F'fHe &fagb(‘réﬁ e ntly considered

icit et er
ta;b@ Ahawld Opmsﬁﬂsae/o Pagi! 99@%@%@ eried TaRgeS 89 ff‘Eﬁ\{ @bout 0.1
ng/kg to about 10 mg/kg/day i.v., and from about 1 ug/kg to about 100 mg/kg/day p.o.

Oohthalmic f lati
The pharmaceutical composition may be prepared in unit dosage forms suitable
for topical ocular use. The therapeutically efficient amount typically is between 0.0001
and 5% (wl/v), preferably between 0.001 and 1.0% (w/v) in liquid formulations.
For ophthalmic application, preferably solutions are prepared using a
physiological saline solution as a major vehicle. The pH of such ophthalmic solutions
should preferably be maintained between 4.5 and 8.0, more preferably between 6.5
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or experinental animals. The dose ratio between

therapeutic and toxic effects is the therapeutic index
ware4mepibe expressed by the rati o LDSQ EDSO. PCT/EP2004/051111

Phar maceuti cal conpositions exhibiting |arge

therapeutic indexes are preferred. The dose

adm ni stered must of course be _carefully adjusted to

the age, weight and condition18f the individual being

treated, as well as the route of admnistratio
ape JagvithoaARPIEPFialg: briter sysiem. Hbe fermulationssnay alsomtaln

cbhgartienst, pﬁﬁﬁﬂé}séuﬁba @b debtabisIpRech@tides, @témrmls bndtshﬁactants
tioner. .The ac

g;gcié% gpqs[e§vaaw m%y @g@dﬂ'&m&y&rp&ﬁp@& or gﬁg-lpél% preservatives,
- anianid preservatives; raedloahomb préserpativeiscPeaferred praseyvdiiwes that may be

u¥éd 'ir?ﬂe%a?ﬂn%&é\%tlc%ﬂc&ﬁPBQﬁorﬁoéﬁﬁé pr&snf! ﬁw@ﬁﬁ(%]r‘n ﬁ'\&!ﬁi‘fé but are not

clrcunstances nventjon to pro uce

liijgd é%mglkgppgbghlo%;@roby anolg %’P@E‘&ﬂ |;>5|;\enylmercur|c acetate
andphenyhrirasid hitatephar maceut i cal conposi ti ons

" or Bdreed spiBlRT[R, Hneamels, FAARBIoAIE Ao BBl anidus
peaferred yehiglestroay ba osedin thersmhtfpa*r@f@neeare@pns obtheapyeaent
invehBomPHése MehiBles |ﬁbﬁ‘ldéu b&taé?b fot hitbd &, %Wﬁ alcohol, powdone

{ t { t
e L QRO A ST N I e
celirlpse and putifiedwaiest ances, be obtained at a dosage as

' OW ‘E‘émg a:l gﬁétjégs Isu¥h a@'ﬁ%n%oﬁg%‘tﬂmg{ %éEB e hided as

ngg@@g or eprvgnieyt Thpy |gﬁlgdg0@t@¢ g@t It;m@e io; §a|é$ I.péa(gtlcularly sodium
chierige spatassifimamicrdey mdhnitoraridkgyderoR polyethileringlvedIs 49EG),

o lrondih AT 9L o o i o Gy BBl oy

ad.tb'ﬁfﬂﬁsml on may be prepared in unit dosage forns
sui t ghticus Biffdr® Bhg dhetaUbPAd|USIhg TH tndy 188 assdiso (oiglas the

ff t f(fhlg
ot SpaRlpt 9%@?&@%%03%9%1%%0%5 gl SifesS Moiude
atefgte buffars neilraieiborffers, phospipdte bhafferscarapipdrateabuféars. Acids or bases
Al Oféa 18 S OB o BRI oA Rodtid

sal 1 nhe solutign as %For vehi cl e. . The

p H oﬁ“ on W%ﬁ?%ﬁ‘?ﬁqp %QJP @ﬂt'%@a@ﬁ%w iprthe or %ﬁﬂ"&t inygntion
inchideisabuids nbelimited to} sbdimtmdtdbisufite esgdiwrhehiablliyate, acetylcysteine,

buf f t

oRftEE Fydionifiade fng HivlaRB RBRMGRIGAE 0 ol SYet e
phar Qthes excipiant wmpee@mtawucrpmas @evmlumln the siphthalnsics

p%ﬁéréﬁﬁnfs%ﬁé FRbRtind lageﬁfse$ﬁé ‘ﬁ?éféﬂéd B¥Iafify 86bRGE @dehtafn

ogbdBh AP oingh dnelaing aBrtS rece o Be e ihplare qr dpyconiunction

wpihelservat ives that may be used in the pharnaceuti cal

PR BhaEPycle 11R B AREChmbA Rt fe AEEHE cftn féfncs o
nﬁ@r fiscAMPOYRENgNGeR die cendiian ter ke iaated h@ﬁyﬁqlﬁqt@nrq the
aﬂpﬁdpﬁéi% doiels efetirvithin the kesviledde ofsthefskille@ aatigzing,

Pol YPRe Q%tﬁa%’c fcg‘rnhﬁgﬁon% of YR8 br%%gnt invention are conveniently
packaged in forms suitable for metered application, such as in containers equipped
with a dropper, to facilitate the application to the eye. Containers suitable for dropwise
application are usually made of suitable inert, non-toxic plastic material, and generally
contain between about 0.5 and about 15 ml solution.

In the case of treating ophthalmic angiogenesis related diseases, disorders or
conditions - such as AMD, the pharmaceutical composition of the invention may also



10

16

20

25

30

35

preferred vehicles may be used in the ophthal mc
preparations of the present invention. These vehicles

WO p@kad®17 but are not limted to, polyvinyl aleochaP2004/051111

povi done, hydroxypropyl nethyl cellul ose, pol oxaners,

car boxynet hyl cel |l ul ose, hydroxyethyl cellul ose and
purified water. Tonicity adjustors, such as non-ionic
tonicity adjustors, may be addéd as needed or

conveni ent. They include, but are not limted t

be admynisiesed Incthedery ofs@\cﬁt@rmqadrms&étlorpéﬁt@éﬁsmlly) as an eye
ofithenhi, @e as AR bbﬁ’én AlHe @W(Iﬁéﬂdcum(ﬂrwﬁtdddjm% attiem) s
(PEG, pol ypropy ene glucol's (PPG or any other

Bygltabl gpthaln1cally acceptable tonicity adjustor.

®rs and means for adj usting pH nmay be used
so | Theg campbheds efthe presend inveation arnusefulgshiblbcktars ofichipride

§ bR asﬁfcﬁﬁﬁ'lg rgguléitedbémér%ﬁarirféﬂbﬁ@@f&t éﬂé&ide channels of

ers cit
og@pﬁ@ﬁ@ FA&m@semn%ﬁ@actlmo e@@mua adfar@vsm@rﬁﬁ channel
bRkkingeseaykmdwimin Pearbcanigedssd. An opht hal mi cal |y
accept abI e antioxidant for use in the present

but is not limted to, sodium

NH;] i ncl udes,
hg ? PPF@V sodi um t hi osul fate, acetyl cyst ei ne,
but yCatrmduhg!sﬂhastgaemastudeeamfdomﬂﬂ qrhaimets bigpckars pre likady éo be useful

mﬁl;@eﬁe Ehf’éfeé‘ﬁurﬁema%eﬂhﬂlgg d%??’arb&cbﬁﬁ%{lé’rﬁe%dhﬂ‘}l{ng bone

e opnt egaratl ons, are C In

metabolicdizeasea, Sﬁéeﬁ‘ﬁor@r%%?ﬁ%’dt@”él"g@gﬁ grg responsive to
|rmiuiﬁmtg‘lmngrogeneg$1el ating agents may al so be used in

p! aceh |nI J‘fu?ﬁ’\@' HQ déétotﬁe\@ﬁmbouhds Erﬁe%\tl londaqg%oﬂglgered useful

t he actlve conpoun esen |nve

fagiihe treatspridi mrleye@mrp@mil@waaﬁa aba disraseodigprdesar p@ncﬂibon

réép?ﬁéﬁ@tt% thebisekAse éﬂﬁhl&fdetérﬁlnﬂﬁf%r opriate dose is well
W n the.

ol Special b itga ind A8 i & Bisfiddr 3 cqhfiion ig a bone
metabadicidisease, sucikas)anl osteotlashrelatad babé disease niotaefueither

egﬁ%inﬁt' P8 §é§é@ dt2 dlébrﬁe%laé ?:Sﬁ&h&ﬂiﬁ é’rpﬁaﬁ%lta@t related bone

ac:| itate tion to \ég
d@Gﬁ?%u%#'@F@%Qﬁ‘Q%r%s'? OQOSHF‘%‘S)\S? AP ePRA[PIgnSegoRdary
osteupbiogisyegieoitic busdst bhrcdribbne, metastakizx bsteplydis ttancer invation,

aH@b%bbq%dlmgg g]eweal Iy contain between about 0.5 and

In the case of treating
opht Flag diseases;idinpsdkersias coaditions thiit aearasponsive to inhilition of

ahg é’é%ﬁ??@ﬁ‘“mt e nolimidd e B e ”a"e“t i i st er
1 S8R AROraSS, b anaRB el iR e rAfesalon o tumor cells,
or al $yoch asicaacere peostatetcamcer, long aaneer, ibngast tdaacer, bladder cancer,

eye ‘e?lt?af b%?é&ra{:ol% daﬂ&éragﬁt%iﬁrcdn%fa?dnﬁ@ahc%aﬂk@ﬂ'o‘f/%han cancer,

Acti Vi I nvent1 on
usef gel a&l@rrtﬂ benefpma@ﬁa@ﬁmarms ymphoma;

o ophthalmic angiogenesis related diseases, disorders or conditions, such as
exudative macular degeneration, age-related macular degeneration (AMD),
retinopathy, diabetic retinopathy, proliferative diabetic retinopathy, diabetic
macular edema (DME), ischemic retinopathy (e.g. retinal vain or artery
occlusion), retinopathy of prematurity, neovascular glaucoma, and corneal
neovascularization; and

o rheumatoid arthritis, and psoriasis.

In a special embodiment, the disease, disorder or condition to be treated is a
preneoplastic disease state. In a further embodiment, the treatment is an anti-
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channel s, such as Vol une regul ated ani on channel s

(VRAC) or chloride channels of osteoclasts. For
wore@gariony the activity of the conpounds, variBOBFEP2004/051111

chl ori de channel bl ocking assays known in the art can

be used. Methods of Therapy Conpounds that are active

as chloride channels bl ockers are likely to be useful

in the treatnment of a nunber ¥ diseases, disorders

and conditions, including bone nmetabolic diseases, or

mgitastalicclseatmendrla ersiill durtherembadingnithe disgase, rdisgrdasengondition

tda@e bfét%htéd lgﬁnﬁﬁs@ﬂgbﬁﬂ&?%i s. Thus in a further
spec

f t ;
aser dithe SPRISHEOL Plsinition. HaSvBIRIPG A deganstalah. GMD)
ingludiies elng AM D (rsoT-ceudative AdADI) andme’rAMﬁb(m(udah\teoAMﬁ)e) In a special

emngﬁfél‘?é}ﬁhﬁﬂfe .{iﬁérﬂfgm&aféﬁaﬂﬂa g %\%ﬂﬁﬁh ak alleviation of wet AMD.

| Séase or sbP
i s dniwthesemberinerd; %‘@é%?@asgl% 1@ digorgler esa sepditen is swkle-cell

ah&dmiged bone di sease. In a further enbodi nent, the
i ti s _a

(rjle|s Za%a %{Jﬂgd% Pé i blgéléeﬁs %gé] ﬁl&l%gcggg Usptul m tﬁwe%ea?ment ofa
diseasersiinprdesat cansiitienbabisirespansiverioaeguctionaainirastiuigr pressure,

s&’éﬁé‘é’bbﬁléFh &%.oﬁaag -ahgua A% %‘rémc%ﬁéﬁ-@nbtéglaucoma

I nvatl on dlsease 0

ne
20g16-EIASES SIRUSOMIRATY lary ieptionFUSSRAY aae Flosti alpyeoma.
to li Mttpreserrt oohteanp) ategdhaissuitablecdashgelvanges aredhﬂ to 1000

t
rﬂllll f'r%ddélﬁ/é1 0< Cﬁoﬁﬁﬁﬁ a:-%rln% Hﬁ@; %‘?\Bses?bcféw dpl 'fd@’kﬁlllgd;‘%s daily,
ReNdent ap P§§§‘|a1{R9“éBﬂ egact mQﬁRJOfc%ﬁfﬁ@iStrquBa@f m i whigh
abrh&ﬁgiéfed; gncipdicatien dwardnitth thechdminisimation is disdted,¢he subject

m?@l&éﬁ g;(}gpcﬁg %:c@g‘n}e?gdhci %?ﬁ\eer s%ié’c?rﬁ\%r\/qi?%ﬁﬁ ﬁ‘urtﬁ@ltﬁé‘ ?:Pa?erence and
expejlenge 9 e physicier ar uetge@@'@ Inmhgfﬂejer S or When administered in

c@rﬁsmtahb@mh cOHfPbUAGs RIfGWATH the diefor lt@btrﬁéﬂetﬁqm@ms@ases the dosis

e-rel ated ul.ar degeneration (AMD), retinopathy,
r?ﬂ%ﬁﬁ'%maé' t?%f‘?% Bt hy, proliferative diabetic

retinopathy, diabetic nacular edena (DVE), ischenic
Conibine@ddhéwapye. g. retinal vain or artery occlusion),

reti &fé# 0% Fm Crﬁ{u‘?lﬁgto'i’ EH(—:I Mveﬁiﬁ@‘?ﬁéi BB%FEH rgélf\ﬁﬁmhe%r% of other

corneal neaQgvas
campoysr yseduldor ihe teealment, arevention pralieviationeofa disgase, disorder or

c6hdIPRISpBhsie rr@ltne tﬂﬁcltaﬂebﬁ chrdﬁﬂbeﬁ\ahﬁelé preneopl astic
d| sease state a furth E rea

S XAl {3k PamBowit A BE ed T pompaliod A ohe or more
adadmmhl dewgs usdfal for thedseatmeant @reiantnon ot alievigiiamot adisease

rd¥pBNE0E 88linhibifiEH FtibderRRCElich as compounds useful for anti-metastatic
treatment. Such additional drugs include cytotoxic compounds, antimitotic compounds,
and antimetabolites.

Examples of cytotoxic compounds (including cytotoxic alkylating agents)
include carmustine (BCNU), fotemustin, temozolomide (temodal), ifosfamide, and
cyclofosfamide.

Examples of antimitotic compounds include paclitaxel (taxol) and docetaxel.

An example of antimetabolites includes methotrexat.

Furthermore, the pharmaceutical composition for use according to the invention
may be used or administered in combination with other treatments or therapies.
Examples of other treatments or therapies include radiotherapy and surgery.

Also, use of the compounds of the invention may be combined with the use of
other bone metabolism controlling compounds for the treatment of bone metabolic
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In the context of this invention, "age-rel ated macul ar
degeneration” (AMD) includes dry AMD (non-exudative

wer)/1ad7 wet AVMD (exudative AMD). I n a speci aPCT/EP2004/051111

enmbodi nent, the invention relates to treatnent,
prevention or alleviation of wet AVMD. In a further
enbodi nent, the disease or a disorder or a condition
is sickle-cell anaemia. Also, 18hloride channel s

bl ockers are likely to be useful in the treatnent of a
digeasgyseuch d?WU'éQ“%meEe@RHWlCQﬁW'H%Q cppeEad slude t o

bfs@ﬁuﬁﬁdmﬁeaﬂéwméé @ﬁmuhat@ pam&sumae Gmbdm.atmtbﬁ)tMnally combined

ol Q580 B ouBRSPe oL S B5HBne ek o R A st

andeﬂwbb&sﬁadml aalgiloniny 2 ytihydoxpvitaming £ and preakolites thereof,
ﬂ&l%aoee %\ﬁ&%r%g awr@%.e h‘éﬁﬁéﬂf tﬁgpgﬁgy@%ﬁlen?céllég‘én degrading
epgyiRes e aspr ww%wataﬁsaﬁmrzﬁer ICTARSHRIR S s usual

unonAsteu@(cnhemﬁmmhdgdmml igvdraionanay b@ icBmbmethwigihthe use of

. ind
o Hicte PBitanbl Gub PaeBLis? e BUQGE eV alBa pigyigtion of 2
diseeseclisorder gheonsfitianhie respsinsive tb mediialion, of ntadcular peessure. Such
a‘eﬂ‘ﬁz‘ﬁ%‘ﬁ‘;ﬁéseﬂ“‘?’ﬁ%&%"? R L
SRR Mo TR AR i BB oyt o
t r eaFmnthermoie,tuse dfitse asmpoundeeofdbe irsrentign meay eagorbkined with
ofh%?%?ﬂnerﬁggp't gplgger apy Use of the conpounds of the

onbi ned with the use of oth
conpld® Hagtmﬂﬁ hq @}Pei‘?r?é NABPRERE cCappe v ﬁPro&iPabPr a long term
trahineoritabivasll @ a tredimert st sudderoerists inothe disetisei apd disorder.
responsi ve to the bl ockade of chloride channels. As an
exanpl e, the conpounds may be used in conbination with
one or nore additional for the treatnent,
prevention or alleviati onu%?A@fbg‘Fgease responsive to
i nhibition of angi ogenesis, such as conpounds usef ul
foranti-metastatic treatnment. Such additional drugs _
i ncl Threinygntisnoigifarthesifustraied, withnieferenesa facthedaliawing §xamples, which
a Wbt #éndERt 18 belih BRY waﬁiﬁrmhb% tHf scopt of he |ﬁvé?ﬂ’i8ﬁ al BRmed.
(i ncluding cytotoxic al kylating agents) include
car mustine (BCNU), fotenustin, tenpbzol om de (tenodal),
afi de, and cycl of osf am de. Efé | es of
ant| m@Mti c conmpounds include pac axel (taxol) and
An exanpl e of anft-||Nret abol i tes includes

axat . Furthernore, t he pceuti cal
(] O
S Wi

on for use accqrding t i nvention may be
.» ni stered in conbi nat
treat ment s=or therapies.

4-Amino-4"-trifluoromethyl-biphenyl-3-carbonitrile: To dimethoxyethane (100 mL)
and water (50 mL) was added 2-amino-5-bromo-benzonitrile (8.1 g), 4-trifluoromethyl-
phenyl-boronic acid (8.6 g) and potassium carbonate (18.7 g), nitrogen was bobbled
through the mixture for 10 minutes. Under a nitrogen atmosphere was bis(triphenyl-
phosphine)palladium (1) chloride (0.3 g) added, the reaction mixture was heated at
reflux overnight, then cooled to room temperature and added water (150 mL). The
mixture was extracted with ethyl acetate, the organic phase was washed with water
(50 mL) and brine (50 mL), then dried with magnesium sulfate and evaporated to an
oil. The product was purified by column chromatography. Yield 8.36 g of white powder.

Similarly was made:



Exanpl es of other treatnents or therapies include

radi ot herapy and surgery. Al so, use of the conpounds
w@bostheloinvent i on may be conbi ned with the usePOCI/EP10h€051111

bone netabolismcontrolling conpounds for the

treatnent of bone netabolicdi sease. Such known bone

nmet abol i sm control I i ng conpounds i ncl ude

bi sphophonat es such as etidrof@te, panidronate, or

cl odronate optional ly conbined with cal ci um

Adisinegheahlgreduphasyl-dedarbenitpounds such as oestrogen
4LArﬁmoQESfMo?@|-b hefyid3-2afdnftart r adi ol , cal ci tonin,

1 25- a and et abol i t es t her eof
4AEer 41' e{S‘V'X%Ph 'NZ%B?{B rf}ﬂ?at hyr oi d hor none,
4%Am|nodb-ttllﬁ.ymomeﬂmxydnpheryd}6 ahelppritiileng enzynes such as

rapeuti c agents.
rﬂhﬁﬁ?gl‘u@@rﬁ%j{)@gp@% ﬁémﬂhesl nventi on may be
conmbined with the use of one or nore additional drugs

Exaamle 2f or the treatment, prevention or alleviation of
a di sease, disorder or condition is fyegponsive to

reduction of intraocular pressure. Suchladditi onal

drugs @dpcl ude bet a- bl ockers, parasympR i

m oticp, synpathom metics, and car bonilc anhydr ase

H,NRj rs. Furthernore, use of HHKRe corpounds of the
i nventi may be conbined with ofhe treat nents or

t herlapi g5, The treat nent of tffe dISLiS) and di sorder
can CF%" or a long termtred 2 vveII

as a treat
di sorder. ;
illustrated with reference to the follow ng exanples,

3v(ft HeFetrazolioyl) At dfiderpmethybbinheny)-fagaming:i4-Aginadi-he
trﬁﬂ%Rﬁn@cﬁyﬁﬁl?héﬁw-%néérgamﬂrﬂe 8.9igYRhs cﬁéfﬁimoem]toluene (100 mL), to the

sl fith Waz PR SRUBTLRATR (1 ghahdaneipy Rat oo digrideig o). The

reaction nixtarebwasrbeated 2 60t 82°CeoveBnighty then cooled to room temperature
afla Eﬂbéé H@fé?';(?% H‘}Lg %H?ﬁ ds&ﬂ;o?f&' é&l&‘g @, 48 nq_)gl)l%%?&id(fd until pH = 1.

ot'assi um ¢ eh was

Tha perset Pf?&'ﬁﬁaiﬁ%‘r‘@ W@? 'SPd? a¢ putﬁggatlogngprprgcw;tgﬁed@%washed
with wokDlstee and 8lribd shtthe Aierby suukimainthrowgh thedtompdunid) Yield 10.2
%?mfﬂa%gwgg 3 g) added, the reaction m xture was
95 ATE

&f 1 ux over ni ght, then cooled to room
tenperature and added water (150 ml _). The m xture was
Sumitarlyovasomadeh et hyl acetate, the organi ¢ phase was

4*&@%?&3 Mteﬂ@&&ts S/ﬁ!blﬁﬁerﬁd-@-%rﬁh’ gne (50 m _), then

S nd evaporated to an oil.
4TEE‘ gdﬁ&tg&gﬁ%yl%i "M é’%ni‘lﬁﬁ chr omat ogr aphy.
4¥Maltrdjl-8 @H—tgtmﬁolvﬁyl)élmmwm-ylﬁmel arly was

TSR bt g 1 ©
341 Hrtpiiezol Sy TuBTameybiBbeH Hovlpming. o

sudden crisis in the d|sr

Example 3
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4- Amino-4 ' -trilfuoronethoxy-bi phenyl -3-carbonitrile.

4- Ami no-3 ' -triluoronethyl-bi phenyl -3-carbonitrile.
waExenpi®i2 3- (1 H Tetrazol-5-yl)-4 PCT/EP2004/051111

"-trifluoronethyl-bi phenyl -4-ylam ne: 4-Amno-4 ' -

trifluoronethyl-biphenyl-3-carbonitrile (8.3 g) was

di ssolved in toluene (100 nm.), to the solution was

added sodium azide (3.1 Q) and? triethyl ammoni um

chloride (6.6 g). The reaction m xture was heated at

60- 620C overni ght, then cooled to roomtenperature and

eﬂlmtﬁfnﬂlﬂ&om&h I{T@é‘n Y- 341 Hiteraa6i-Sly()4 Nriflidromethyl-

- Bl TR Ry B -“F%%éﬁé@?ﬁlﬁb?@/%@gmme (059)
amﬂélem“torw&-mflumcmemlaheamldsonyasata)@ 4 gpirftoluepe (b mL) was stirred
aﬁ%ﬁh ’E&nﬁé;étdré‘ W&l{\ﬂp dtapg mthﬁ,g 48 efa ered to an oil, the

0|.|.|_\A%8téteql énﬁ@{ggﬁ@{g@wg%d;{ﬁmh&ehj{e the ?lltraté \}vas added water,

theFproduot pﬁ'eélbl'tbtbdtanda/(Dés soldted by filratigh - Yield @B8igelp. 426-228°C.
-Met hyl - 3-(1H-tetrazol -5-yl)-bi phenyl -4-yl am ne.

- | -5-yl)-4
ian},?‘ﬁ%{]%ﬁ%t hoxy- bi phenyl - 4-yl am ne.
N3 Tnifluasemathyl-pBenyl)-N3[4 -chloro-3-(1H-tetrazol-5-yl)-biphenyl-4-yl]-urea: Mp.
os8mishbgor onet hyl - bi phenyl - 4- yI am ne. Exanple

ro-a-tr
N-{g- Ghiare-ripitsbielryBhemyii-RE 1 TR Hhpterapmis i biohenyl-4-yi-
ureay Mp.242243%.( 1H Tet razol - 5 yl)-4"
Nf3 %“"W (PP JRaEors St aRaze ik ibheg g yTures: .
( 15 mM_) was stlrred 5 at roomtenperature
Nf-(CBES Drmjdﬁ@-pﬁen_\}r P[4 asHIbroR3 {1 H—&etfézmsyl)%@ﬁérﬁ)ﬂiﬁﬂl]-hﬁea Mp. 250-
zsﬂud)ll the oil was dissolved in acetone and filtrated
rough Celite, the filtrate was added water, the
Np(rBdﬂDmhlqmmqnw-ﬂ da- (chteWasolranMtwlwomeihwalphenyl-ll-yl] urea:
Mp. ebd-Boéc g l\/p 226-228C. Simlarly was nmade: 10

N ik PSR B AN A4 gl a4 y-ures:
Mp. 248-28@P@r o- 3-tri f | uor onet hyl - phenyl )- L/'-[4 '

NP1l St oo

8r&- 3- (1Htetrazol - 5- yI) bi phenyl - 4-yl ] -urea: I\/p.

%@;;ggﬁﬁsgﬁgzgrw Mty
- chl or o- phenyl ) - L/’

N=(B3-Didhlaretphenyl) N; =[41-fluaro-3-(1H-tetrazol-5-yl)-biphenyl-4-yl}-urea: Mp. 241-
243%g.1 f | uor onet hyl - bi phenyl -4-yl ] -urea:
N-(3,5-Difluoro-phenyl)-N’-[4"-fluoro-2-(1H-tetrazol-5-yl)-biphenyl-4-yl]-urea: Mp. 255-
256°C.
N- (4-Fluoro-3-trifluoromethyl-phenyl)-N"-[3-(1H-tetrazol-5-yl)-4 -trifluoromethyl-
biphenyl-4-yl]-urea: Mp. 247-249°C (subl.).
N-(3,5-Bis-trifluoromethyl-phenyl)-N’-[3-(1H-tetrazol-5-yl)-4 -trifluoromethyl-biphenyl-
4-yl]-urea: Mp. 246-248°C.
N-(3,5-Bis-trifluoromethyl-phenyl)-N’-[4"-chloro-3-(1H-tetrazol-5-yl)-biphenyl-4-yl]-
urea: Mp. 230-233°C.
N-(4-Fluoro-3-trifluoromethyl-phenyl)-N"-[4"-chloro-3-(1H-tetrazol-5-yl)-biphenyl-4-y]-
urea: Mp. 243-245°C.
N-(3,5-Bis-trifluoromethyl-phenyl)-N"-[4-fluoro-3-(1 H-tetrazol-5-yl)-biphenyl-4-yl]-
urea: Mp. 251-253°C.
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Mp. 226-2300C. 20 L/-(3,5-Difluoro-phenyl)-L/"
-[3-(1Htetrazol-5-yl)-4"

WO toodfiliwor onet hyl - bi phenyl -4-yl]-urea: M. 245PCHEBIBN4/051111
[V-(3-Trifluoronethyl-phenyl)-L/" -[4"
-fluoro-3-(1Htetrazol -5-yl)-bi phenyl -5-yl]-urea: M.
256-258 0C. L/-(4-Chloro-3-trifluoronethyl-phenyl) -

L/ [4' -fluoro-3-(1Htetra28l -5-yl)- blphenyl 4y|]
. 247-2490C. L/ - &3 5-Di chl or o- Phen g
N-q44FIuorq-B-ljr¢ﬂL@rgng‘ghyl phenyl)-N"-4 -ﬂuoro-3 (1H-tetrazol-5-yl)-biphenyl-4-yl]-

u}éatm a5alasacg] ) - bi phenyl -4-yl ] - urea Mp. 241 - 2430C.

Ak(zftrem%’p%xt} ReRE LI g Stpabi Hfudigknetyd ipbeny-4-v1-
uaNMp. 24B+248/G- 3-t ri f | uor omret hyl - phenyl) A T-[3-(1

I\H‘Zt ﬁﬁ@geﬁi%bﬁ%@?- y 4&4 éfu%sub?(ﬁ?f-t'éi’r’a?bl@?!jlﬂlphenyIA-yl] urea: Mp.
2p ¢ *G. Bi s- trifluoronethyl-phenyl)- L/

N- {23B|(ohhtb-bl®éri3@)ZNLE5(W Jetrhzok-64yi)E4 ueifl ooeniathyltbigheagll-yl]-urea: Mp.
2@3%?15563” ea: M. 246-2480C.

Bi s-trifluoromethyl -phen
N-@nT iffupragmethid-plemd)- N-[45-opigrotd- éﬂéfgtrazzpl-%wn -bipheyk4-yl]-urea: Mp.
2%\49@@ 2330C L/ - (4-Fluoro-3-trifluoronethyl - phenyl)
Ny(2-atom g5 Shosmiohy ik enioro St az3- Ky Blb RS A i urbal Mp. 255-
256°Q.3, 5 Bi s-trifluoronethyl - phenyl )- L
B L
A R L S (R i e

[4'-fluoro-3-(1Wtetrazol - 5- yI) bi phenyl - 4- yI]
N2eRluoiPphetiyB- KN 5E8- @GI—te@dazélZS )4 Hcifiororictiy -oighenyl-d-yAlurea: Mp.

r1 o35k 1H-tetrazol -5-yl) -
25?#% 'or onet hyl - bi phenyl urea: Mo. 240-243 0OC.

N5(2tF lupro-mrinerivi) r-Bh-;c@{qﬁgﬁ&(dﬁé{e}nay_ol ﬁ-yyi)—bip}zqenyl-4-yl]-urea: Mp. 257-
osfdgioro-3-(1 Htetrazol-5-yl)-bi phenyl 4-yl]-urea: M.
N_gégl?lg%_q_-pléqr}ygzlg' %5%%0 Qlﬂ Ff{& r%zol 5-yl) biphenyl-4-yll-urea: Mp. 263-
264%G.f | uor onet hyl - bi phenyl - 4-yl]-urea: M. 242-243 0C

ZHflao %ﬁ}/ﬂf ﬁg\;(ég t@-(‘?ﬂl-)c%:%zl?l -5- flﬂblphFTyl-4-yl -ure'\a/\p Mp. 260-

268'Gi90- 202C. L/ - ( 2- Br ono- phenyl) Li"-[4"

N-@hChioo-Bhériyl FNt-p1” Frﬂéthyl-ﬁf(yﬂ-léteﬂmzﬂlusny)-blﬁhyéhi/lﬂylﬂmredvp Mp. 261-
28 256 0C. L/-(2-Brono- phenyl) L/ -[4

["Uoro-3-(1 Htetrazol - %/ ) - bi phenyl -4-yl ] NRA
Ne@eBromo-phenyl)-N"-[4"-methyl-3-( H-tetrazol 5-y|) blphenyl-4-yl] urea p. 255-

257°C.

N-(2-Trifluoromethyl-phenyl)-N"-| -methyl-3-(1H-tetrazol-5-yl)-biphenyl-4-yl]-urea:
Mp. 259-261°C.
N-(2-Chloro-phenyl)-N"-[3-(1H-tetrazol-5-yl)-4"-trifluoromethyl-biphenyl-4-yl]-urea: Mp.
254-255°C (subl.).
N-(2-Chloro-phenyl)-N"-[4"-chloro-3-(1H-tetrazol-5-yl)-biphenyl-4-yl]-urea: Mp. 255-
257°C. (subl.).

N-(2-Chloro-phenyl)-N"-[4"-fluoro-3-(1 H-tetrazol-5-yl)-biphenyl-4-yl]-urea: Mp. 255-
257°C (subl.).

N-(3,5-Dichloro-phenyl)-N"-[4"-methoxy-3-(1 H-tetrazol-5-yl)-biphenyl-4-yl]-urea: Mp.
200-201°C.

N-(3,5-Difluoro-phenyl)-N"-{3-(1 H-teti'azol-5-yl)-4 “~trifluoromethoxy-biphenyl-4-yl}-
urea: Mp. 238-241°C.



258C. 15 L/-(2-Fluoro-phenyl)- L/" -[3-(1

Htetrazol -5-yl)-4"-trifl uoronethyl -bi phenyl -4-yl]-ure
wW@2000p110261- 252C. L/ - (2- Fl uor o- phenyl ) - Lf -[4PCT/EP2004/051111

-chloro-3-(1 Htetrazol -5-yl)-bi phenyl -4-yl]-urea: M.

257- 2590C. L/-(2-Fluoro-phenyl)- L/'-[4"-fluoro-3-(1

Htetrazol - 5-yl) - bi phenyl - 4-y| ]-urea: M. 263- 20 264

0C. L/-(2-Fluoro- phenyl) L/ 194 " -methyl-3-(1

H-tetrazol -5-y henyl -4-yl]-urea: M. 260- 262 0C.

N-(3,%- Dlmi@@—rdmtyérfw-ﬁl 01\(71 te[trazol-s-wl;)téh;trlﬂlIDrQmethoxy-blphenyl-4-y|]-
urbd: 8 ‘é:g@zzgecyl ) - bi phenyl 4-yl]-urea: M. 261 - 263

I\P éefl’ {T'glu tgglo e Y []37661 ‘91}@591 -oul ]trldecggmemxy-

biheny26-yT-uréd:-N2- 238-24@’@ @obLYyl - phenyl)- L/" -[4 "

5 I%?% Moié fﬁ'%@ll -E\f -EI% é‘i’éﬁ%%%zoé“%)élE?F-W%Ldrﬁéﬁﬁwbiﬂﬁ&ﬁﬂ-4-y|]-urea:

€ tetrazol -5-yl)-4' -trifluoromet hyl - bi phenyl -
3{5 D1¢I’ﬂ@r@ pH\éh NIV- 41—2@5@9&-5 “-tifluoromethyl-biphenyl-4-yl}-urea:

'\)ﬁ?- §§%§§"’{3 rienyl 'oro-3-(1
12 0 tﬁ 1) - bi phenyl 4 yI] urea: M. 255- 257 0C
N-G b Big-triflupronastayl-phenyh i {1 H-AetrazolF Bkyl)-3 fttifiLmrom8thi/i-biphenyl-

10 4t I I phenyl -4-yl]-urea: M. 255- 257 0C
t)h [FELIRD, 2§(I)_‘? é) Di chl orag '

39 1)- L/I' -[4
'\;f%e‘? Rikiprappenyi-AEd sy o A Efalieay S-i-genyt-4al-urea: .
1BP-13300- 201 OC. L/-(3,5-D fluoro-phenyl)- L/’

Nd[f!f B {ﬂ?&foﬂ%&hylwn&rﬁv 147 Meth o428 LB AR261 B binhenyl-4-yiT-

E%MM 91\32(1305 Di chl oro- phenyl )-/V' -[3- (1Htetrazol -5
15 gémroﬁqo hérwl)tiquHS -OIPEtdtRRs - Bl hfﬂwhuérom&hyllbrﬁenym-yu -urea: Mp.

lﬁl? BIS tr| uororrethyl pheny
aetrazol 5-yl)-4 "' -trifluoro

Ab(de@hlowbhgnéhw 13- mfﬁtQtrambﬁ-yl)W'rtriﬂG&‘oﬁmtﬂpthiyl-}-.yl]-urea: Mp.
zgégggq -Difluoro-ph Quyl)-L/" -[3-(1Htetrazol-5-yl)-3

| yor bi phenyl - ur ea: . 255-257
@ qu(@-%tnﬁy(ar%m%@d pmj/lp-?/\l 7[37(¥I-I]-tetrazol-5-yl -3 -trifluoromethyl-
20 biphanyl4-yll-ataa Mp.-Zo4y255°8. '
-trifluoronethyl - bi phenyl -4-yl]-urea: M. 236-239 0C
(subl.). W(3,5-Bis-trifluoronethyl-phenyl)-A "
-[3-(1Htetrazol -5-yl)-3 ' -trifluoronethyl-biphenyl -
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4-yl]-urea: M. 250-252C. L/-(3,5-Difluoro-phenyl)-
L/' -14"

wo pwihory? 3- (1H-t et razol - 5-yl) - bi phenyl - 4-yl ] - B EEP20MP051111

129-1330C. L/-(3,5-Bis-trifluoronethyl-phenyl)- L/’
-[4 ' -methoxy-3-(1Wtetrazol -5-yl)-biph gnyl-4-yl]-
urea: M. 2 19-221 0C. L/-(3-Brono-phenyl)~ L/" -[3-(1
Htetrazol -5-yl)-4"-trifluoro@Bthyl-bi phenyl-4-yl]-ure
a: . 203-210 0OC (SWbl.). L/-(4-Chloro-phenyl)- L/
(ﬂyﬁmghk+tetrazol-5-y|)-4'

-trifluoronnethyl bi phenyl - 4- yI] ur ea: . 232-234 0C.

4- Fl.ugro-3-trifl uoroneth

121 SAChRMI B iouat jpgresSmed B oenaE iw%rzl#@,ﬂb. phenyl -
4-yl]-urea: M. 254-255 0C CLAIMS: 1. A chem cal
conmpound representNsdNby general forrmula (1) or a
pharmaceutical 'y ygacce Hable salt thereof, wherein RO,

Wty of each other represent

Iuoronethyl trifluoronethoxy,
OVISO tha&znot all three

ydrogen R3, R4 and R5
i ngepepdent |@ of R'esent hydrogen, hal o,
er f I"ior onet hyl hoxy, al kyl or al koxy;

wth ghe proviso that t pound i s not
L/-(3-Trifluoronethyl-ph RF' -[3-(1H-tetrazol -5-yl
)-4 ' -trifluoronethyl-biphenyl-4-yl]- urea. 2. The
of QrﬂhQHﬁé’céiftlcﬁlhﬁh&ehaMG%éﬁ‘tﬁbr&@f WhBF&gent s hydrogen;
Rm'r epresent s ‘hydr ogen; d Rp represents hal o,
trlfluoronethyl trifluoromethoxy, alkyl oral koxy. 3.
RTHR™ andRS umdependehty of dachwtherieprd®nt epr esent s

hyd

h g s SRR A8 SRR
al kWithy thesproyige tbamf&@l{dhr@e qm Bn@n@'chnear%@nlhxedrogen
vvhere| n R3, R4 and R5 represent hydrogen; and R2

Ry anuds JfySoerdenit LPRRTOANT rdriioMone o ci a e

1- 3hydrpgensihalgdrifliromethyRarifiugsemethoxy hglylag etlsoxsnd

with the proviso that the compound is not

N-(3-Trifluoromethyl-phenyl)-N"-[3-(1H-tetrazol-5-yl)-4 -trifluoromethyl-biphenyl-4-y}-

urea.

2. The compound of claim 1, wherein

R’ represents hydrogen;

R™ represents hydrogen; and

R’ represents halo, trifluoromethyl, trifluoromethoxy, alkyl or alkoxy.

3. The compound of claim 1, wherein

R’ represents hydrogen;

R® represents hydrogen; and

R"™ represents halo, trifluoromethyl, trifluoromethoxy, alkyl or alkoxy.

4. The compound of any one of claims 1-3, wherein
Rs, R*and R® represent hydrogen; and
R represents halo, trifluoromethyl, trifluoromethoxy, alkyl or alkoxy.
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R3 represents halo, trifluoronmethyl, trifluoronethoxy,

al kyl or al koxy. 6. The conpound of any one of clains
wdaz2@4/1neer ei n R2, R3 and R5 represent hydr ogenPCERE20R4051111

represents halo, trifluoronethyl, trifluoronethoxy,

al kyl or al koxy. 7. The conmpound of any one of clains

1-3, wherein R2 and R5 represent hydrogen; and R3 and

R4 independently of each ot he21irepresent hal o,

trifl uoronet trifluoromethoxy, alkyl or alkoxy. 8.
ﬁheTb@ﬁgm@ﬁun%pi’ 8y 0BAf Blfires hidiwherein” wherei n R2” and

RRIRT gid RS esprebysta naaﬁdRS and R5 independentl|y of
ach ot her, sent triflpyoro
I8 BB e e e RS S 2t tung o
claim1, being /- (~"Chloro-S-trifluoronethyl-phenyO

6'-/ Tﬁaécbﬂ# 68&7 Bthyr %(Q?claumé §1d Luhg Lé?ﬁ‘m hyl bi phenyl -

l"'uor onet hyl-phenyl)- L/' -[4"
c%l 6%R3r€(prﬁﬁ$r€thy9£feﬂef539¢) bi phenyl 4-yl]-urea;

REr&prebbsts tafd, tifiidromeenye thilorome duk¥| or alkoxy.
-chI oro-SAl Htetrazol - d- yO- bi phenyl ur ea;

_‘_3 5-Di chl oro-phenyl)- L/' -[4"
7-ch l'oe gopppumnrd péama@neosdgln)s b13prBSQIF|4 yl]-urea;

R4l R ToblcbboR g '
R g G m%nﬁ heRsh 9th%L}epre§)%'?5§h rilickoneiel.y ) 4

tﬁfluotarhéﬂmxxyml&dbyblkbxphenyl 4-yl]-urea;

L/-(3,5-D fluoro-phenyl)- L/’ [3(1H—tetrazo|-5-y|)-4
" -trifluoronethyl-biphenyl-4-yl]-urea;

81/ - The spmppyRg ef@mshgme Bﬁ@ﬁW% 1'3L¥Vhef€["1
Rzahulmﬁ‘rre@;%séﬂfh yidtd éﬂ.Qind5 yl') - bi phenyl - 5-yl ] - urea;

Rl g ﬁ@pﬁ#'? Fod SREH Mo prroming,

trﬁhc(canahmcmlkw orpheNy:l )- L/' -[4 "
-quoro 3- (1H-tetrazo| 5- yI) bi phenyl 4-yl]-urea;

3,5-Diflu
9 fI e SOIQP?%SEP&IB gl E’%ﬂ"?l ) - bi phenyl 4-yl]-urea; N
N - Chlom-8-tdfluorofmetio-phrehyi - i8¢ titgtradol-5-yl)-4 -trifluoromethyl-
b@hé 114 Il%k( zoI 5-yl)-4 "' -trifluoronethyl bi phenyl -
M- S d-Bis-trifluoronethyl-phenyO L/
N&35Tr4ﬂuqrqr@eﬁhalz§henylw 4 thqrpfaz(irl-bteértaﬁyF5ml)pm@ln@nyl-4-yll -urea;

Néf4yd:ﬂx|ow-34rxf|ddr6§e§1ﬁlphehy|)-w PO EHIGrD KTFB-H@PQQ@IJSLyI) biphenyl-4-yl]-
-chloro-S-ClHtetrazol -S-yO bi phenyl -yI] ure
U8 AFl uoro-a-trifluorom Q hyl - phenyo-L/" -
M(érﬁ-@idﬂ@omhenyh){lv'a[ﬁ(}bhIorcy-B:Ifl biHptrarol5-yRbjphenyl-4-yl]-urea;
N-(3,5-Difluoro-phenyl)-N"~[4"~chloro-3-(1 H-tetrazol-5-yl)-biphenyl-4-yl]-urea;
N-(3,5-Dichloro-phenyl)-N"-[3-(1H-tetrazol-5-yl)-4 -triflucromethyl-biphenyl-4-yl]-urea;
N-(3,5-Difluoro-phenyl)-N"-[3-(1 H-tetrazol-5-yl)-4 "-trifluoromethyl-biphenyl-4-yl]-urea;
N-(3-Trifluoromethyl-phenyl)-N’-[4"-fluoro-3-(1H-tetrazol-5-yl)-biphenyl-5-yl]-urea;
N-(4-Chloro-3-trifluoromethyl-phenyl)-N’-[4"~fluoro-3-(1H-tetrazol-5-yl)-biphenyl-4-yl]-
urea;
N-(3,5-Dichloro-phenyl)-N"-[4"-fluoro-3-(1 H-tetrazol-5-yl)-biphenyl-4-yl]-urea;
N-(3,5-Difluoro-phenyl)-N"-[4"-fluoro-2-(1H-tetrazol-5-yl)-biphenyl-4-yl]-urea;
N- (4-Fluoro-3-trifluoromethyl-phenyl)-N’-[3-(1H-tetrazol-5-y!)-4 "-trifuoromethyl-
biphenyl-4-yl]-urea;
N-(3,5-Bis-trifluoromethyl-phenyl)-N'~[3-(1H-tetrazol-5-yl)-4 "-trifluoromethyl-biphenyl-
4-yl]-urea;
N-(3,5-Bis-trifluoromethyl-phenyl)-N"-[4"~chloro-3~(1H-tetrazol-5-yl)-biphenyl-4-yl]-
urea;



urea; L/-(3,5-Bis-trifluoronethyl-phenyl)-
L/'"-[4"-fluoro-3-(1Htetrazol -5-yl)-bi phenyl-4-yl]-

waie@a1110i7™ " Fl uor o- a-tri f | uor onet hyl - phenyO L/ PCF/EP2004/051111
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-fluoro-S-CHtQrazol - d-yl J-bi phenyl N-yl]- urea;
A -(2-Trifluoronethyl - phenyl )-A
-[3-(1Htetrazol -5-yl)-
-trifluoronethyl - Dbi phenyl 4- yIZP urea;
L/ - éz Tri fl uoromet hyl - phenyl ) - $
N-¢4-tibvo0-3- t(lﬂumrpmatmérﬂheeylm %r@mer@y (hHgtetJram!@ayl -biphenyl-4-yl]-
ukda; ( 2- Brono- phenyl ) - L/ [3 (1H-tetrazol -5-yl)-

H %»ﬁlsrﬁ'ff[ﬁmt h%thgf?p]@q Byﬁlg n% -;flulziq-g ?? {-I Aeirazol-5-yl)-biphenyl-4-yl]-

wred)| or o- 3- (1H-tetrazol -5-yl) - bi phenyl -4-yl]-urea,;

AR T R 8?{98"'%5 7 Toro-3-(1f4aieazok 8-yl-biphenyl-4-y1
Urea: ( 2- Br omo- phenyl ) - L '

M(Z-u@mwamémwbaénﬁf-m -{@(Vﬂﬁetmz@iﬂew 4 41:rNIhﬂ>rdMeﬁﬁyI blphenyl -4-yl]-
uk%a(Z FI uor o- phenyl -[3- (1H-tetrazo| 5-yl)-

i fl uoromet hyl - bi henyl 4-yl]-urea;
M(Z—(Qflmrgr@att\ybpbawl?l\l\fo{a} “4luoro-3-(1H- tetrazol-5-y|) biphenyl-4-yl]-urea;

Binto-ghéryl): N’-{@-ﬁ f%éﬂ‘az%'r-ﬁy)'@"—tﬁhﬁé%k‘ﬁélhwlﬂlphgr@ﬁ#yl]-urea
gﬁ%ﬂl@f@”ﬁ%ﬁf DBORV I T4 -cioror-GHatetrargl-Gry)- ipbanyi-4-yil-urea;

N=(2-Bntd-pberod pNe{d/ -ohlorbt3-( HH-fettazol-5-yl)-biphenyl-4-yl]-urea;

I\{:ﬁi%ﬁ ryff-{\f— Hufdra- 2 of teHJaQS'IeéW/’II) Doy -4 Rirea:;
N-(2o 'H9rQ-Bh%f!MDr lt\lefﬁié etrzg ? Vb HEfiyeromajinyl-hiphesyl-4-yl]-urea;
N-{2-K I oFy-phanyhRR Jchidro=-3-¢1 H-tetrazol-5-y1)- blphenyl-4 yl]-urea;

P e
Ingro-ghgnyh-Nefd” an@ihyls&jn I)I-t@rqmé-ﬁwl)—hmpeﬂlylw-glh—prea
Mgcmo@. RERYI NewLaneth (-3-1iﬁ*tétléidl-%tw)asrbhéﬁylyi Yij4rea:
Ne

fl uororre

r@n&plgﬁry H{/]T etﬁyly -1(14H¥etrazol %-yl) ~biphenyl-4-yl]-urea;
N-(@RTriftuor Gméthid-plae myd)z NT-{5-rgé thylb3idtatrazbl-HHi -bipaenyl-4-yl]-urea;
N—#Z-élilf)?éﬁ%@lf I?’-?H—tétéa [—?-yt)-4 -’[FIﬂU?I'OH’leth)f-b uphenyl -4-yl]-urea;
é@logz-gh@m oG4t vRPya-( 1 -tettazgh By} bipPenylAnyiiirea;
(ZeChioro-pRertylNt-pt HRioed-351 -btrAkGItER Py bighenli-4 yi|afea;
NL(3E§- c?ﬁl Idg%gnslﬁ &ﬁbﬁﬁi@%ﬁj 9,1 Ijl-ﬁitr(al l'éﬁ' blpﬁenyq Al yli -urea;

N|-_(,B & @lftglom -ohery! p Nl 1A tetrazol-5-y1)34 6t[|ﬂuor@mestlz@ty-l§|pyer)yl44-yl]-

urea; t ri fl uoronet hoxy- bi phenyl -4-yl]- urea;

N i o BB B b e A
urteéa(35D|quoro phenyl)- L/* -[3-(1Htetrazol - 5y|) 3

N5 Bl R AR e Aebebadf Sl -tiyprametos
blpherﬂylf‘l-%mﬂ?et hyl - bi phenyl - 4-yl | - ur ea;

NAB;5-BitfoR-phérylj-Nups- ()mltétbdzopb 3 )trlﬂ%rometh)g blphenyl-4-yl] urea;
N 4%%—#)%5'}0‘5 tprhgrzlfl)l I\;3 [¥ ()H:){etrazotl 5. yls ﬂo{rl?luororXethyf tepﬁerYyl-4-yl] urea;
N-(3,5- Bls-trlﬂuoromethyl-phenyl) N’-[3-(1H-tetrazol-5-y1)-3 "-trifluoromethyl-biphenyl-
4-yl]-urea;
N-(3,5-Difluoro-phenyl)-N"-[4"-methoxy-3-(1H-tetrazol-5-yl)-biphenyl-4-yl]-urea;
N-(3,5-Bis-trifluoromethyl-phenyl)-N"-[4"-methoxy-3-(1 H-tetrazol-5-yl)-biphenyl-4-yl]-
urea;

N-(3-Bromo-phenyl)-N’-[3-(1H-tetrazol-5-yl)-4 "-trifluoromethyl-biphenyl-4-yl]-urea;
N-(4-Chloro-phenyl)-N"-[3-(1H-tetrazol-5-yl)-4"-trifluoromethyl-biphenyl-4-yl]-urea;
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L/-(3,5-D fluoro-phenyl)- L/" -[4"
- met hoxy-3-(1Htetrazol -5-yl)-bi phenyl -4-yl]-urea;

WAL00¢31H4Bi s-tri fl uoronet hyl - phenyl )-yV -[4 ' PCT/EP2004/051111

- met hoxy- 3- (1Wtetrazol -5-yl)-bi phenyl -4-yl]- urea;
L/ - (3-Brono-phenyl)-L/" -[3-(1Htetrazol-5-yl)-4"
-trifluoronethyl -bi phenyl-4-y| - ur ea;

W (4- Chl oro- phenyl )-L/"-[3-(M4#tetrazol -5-yl)-4"

-trifl t hyl ph I
Ny l-Flugsy 8 3aaromeu SRty - FheHts ol Brd) 3 ridfueraragthy -
bibhényii4-y |]3uretaf| fl uoronet hyl bi phenyl - 4-yl]-urea; or a

oP{§§%@§a§c§@h \g’l @%§Fé[€akﬁ!tﬁ sakt thereof. 5 10. A

'on” conprising a
therapeutlcally effective anount of a conpound

1RCR bﬁé%&gtlé’é] hoﬂfpo%ltléh r&rribr@mgQi tﬁér@di@.ﬁléﬁﬂ)eéﬂécﬁ@é laynount of a

acce ether with at
oSS starsorics Jo saeeEims £9cars phficditignidteghible sa
therdaictogethdd with .at West ase pbarmsacsutipaliynatceptanie camier, @xaipjent or
di of clains 1-9, or a pharmaceutically acceptable

salt thereof, for the manufacture of a pharmaceuti cal

conposition for the treatnent, prevention or

1 151If I @dd 6fa @dmpodhdgesprding t@ady 8ae declaims 4-,@ndi ti on

0 a _man
piipraie R achiapb Rt BeistEie: o8 iy Eb RS ra pammacsutioa
carhpasitiatefor ttmnin@atmeni,mmentron@r@ﬂevmtj@@ plia sipease er gidisorder or a

conbitioM S inBrrinha i@lbﬁ:ﬁﬁ‘@ea hﬁ#hﬁﬁ NARiEh @fiscaRBdisbRIdr or condition is
res QnSi | oride channels is a

reseq %@qu?%c’lﬁdgégéh”gﬁ ngf"é % ast rel ated bone
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