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WO 2004/ 012733 PCT/ DK2003/ 000518 1 COVPOUNDS USEFUL

FOR THE TREATMENT OF DI SEASES RESPONSI VE TO
wWARIANGBOGENETI C THERAPY TECHNI CAL FI ELD 5 Th¢'BDK2003/000518

invention relates to the useqof certain conpounds for-

the treatnment of diseases that are responsive to

anti angi ogeOMPOUNIDS BBEFULF ORMHE FREATMENRIMH

nmet ast afd r
age-re r e
e DRSS HRTONSE 1P AN AN ERERR HeETRERARY
Angi ogenesi s (or neov 8 [ sa d is the formation
of new bl ood vessels b-ig B[ Hé— rom preexisting
vessel s. Angi ogenesis is generally absent in healthy
admiis inventiomerelates tbitiss uss oHanairecompdunds darrtise treathient of diseases

that %\%%%Jb}‘\[splg q%( aF?a(ng'b?@'néﬂ?tth%%Phlﬁ p%P(Q:u a ?orra%ﬁtrﬂét'lag%tlﬁreatment or

for thedrrateent ‘aﬁ@%@ﬁﬁﬁ%@i’@%‘i%@%@%ﬁ&orﬂurl ng the nonthly
reproductive cycle and during pregnancy. Under these
processes, the format BEACHEROMND ARJod vessels is
strl ctIy regul ated. In many serious di sease states,

e's%s(%ﬁ né&%&@lbn%%) ANEL aSRNARHhDf nePHiGSBldRels by
i.seases .such

sproHtllr%Df eg?%gﬁﬁgﬁggégelé%ngz@qr@sglggeﬂ%r@ﬂy agsenef‘ i healthy adult or
matule tsner. dlowener, oot initice healthyibady foramehlipg eoiuad$ sind for restoring

blooé h&® %o ﬁ tdﬂ%rr‘ﬁwj Qg%‘f‘ﬁné?llltoﬂq‘eﬁl%ﬁe%ebﬁglf)g&%s% §l§§%€gtérs during the

| SSUGS r t1ssues case
monipHERIOdUCHES CYRRAYSSHENG PENBUN LiFEPT EsP ST Sass dpe formation of

new bivbd vebsels is stritthtiegalagstd | odge in ot her organs (tunor
mﬁh@ﬁ%@ﬁée} ous HRBEL TRAES th&¥b B@@s E@ﬁtr %gg @&?&e}]es&s

over ears to show t'hat a I es
Excesgiye angmgﬁn@ﬂa Pé@ﬁﬁ&ﬁ@e%$e§ét§h&ﬁ WC% ﬁ’ra&eflc Puwmss age-
relatgd emachlar slegeesrhtiorg rhdahatolooariiritig, andipsnriasisnhuttede conditions, new

bloogogés%gse{é%i'd?séa*%ﬁé‘tlgﬁlés de{,}%wd)rﬁrgpﬂ%%g éﬁ)c{ k’vg?%ﬁse of cancer, then

new d@‘iﬁﬂﬁﬁ@'W‘é Uy gl ta eraapginta ke F*{ﬁul%i@mwgd@%mtﬁﬁr organs
(tumd Fietdstadig)ct i on. AMD occurs in stages fromthe early

St eengr{éﬁtgl o 8]‘1& @%&e?%éuﬂ*u%teé F@é}qhé‘?gaﬂg% gh&/@ﬁ%‘irea \)éﬂéty of

associ at e ew ab _
stratml@@that boit pegiogeresisAlpn slop:Rs nfulit OUE gEWHITHYgoesEgdhat blocking

tumdlmraju@@@bh%féhdsmg afveid nmeladﬁpr@dml to @enedr therapgr api es

SR Rt e ol g oo

destipysrioentrad visuglfgsetionu AP @Welfﬁylﬂ Sé@eﬁ\f&lm V@seaawﬁtag@ ¢y form to the
Iaterfslﬂigér ardemehadiele WhBKR B8sockRe VWit te/BARAtIdNST Hehkabritemal blood
E E}l m%ag%r(gﬁ descri bes a nunber of substituted
VeSSt §¥& active as IL-8 receptor
antlagothiess is.a SUNNBRY nerd fuipeNRMgioseaglid thefapiegnaiming at halting
new@pjo@q;esgggdrg@m nvention to pr OVI de new t herapi es for

O AR SRR e SSRRE KB Beerne gymoer o
su b&blhiteqt phemy! gdetvatives ahtiveaps e‘yorﬁd;er chmnebglpckgm Unor

bo%%@r@n\hﬁﬁklln%%éébﬁaﬁw%%t Id@&c%eg@haﬁntbeﬁeﬁsub‘éntuted
s the provision of

phermﬁe?%\(ﬂtlggs LEiie skt FeseRhy apfaggﬁ@ ’macul ar

degeneration. WO 2004/012733 _PCT/ DK2003/.000518
SUMMARY OF THE INVENTION

It is an object of the invention to provide new therapies for treating diseases that are
responsive to antiangiogenetic therapy. In particular, it is an object to provide therapies for
arresting tumor growth and preventing the formation of metastases. A further object of the
invention is the provision of therapies for treating age-related macular degeneration.
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2 1Inits first aspect, the invention provides the use

of a conpound of general fornmula | R16 HH R2 R15.
wolgod4eB27314 | / 12 R | RA R R 5 R13 R (1) 0oPCBDK2003/000518

pharmaceutically acceptable salt thereof for the

manuf acture of a pharmaceutiCal conposition for the

t ieaé AR bspddt &¥ie MviePo® prdvidds! tag gt iopa ddmpbudiiee gageral formula |

a di sorder or a condi té on H)f a{ rra |, including a
human, which di seasa di ondition is
responsive to iR/ Lo 0 Rs. In a second
aspect, the inventi]p rowjé e of a VRAC

bl ocker or a p A eal 1y RE Rfe salt thereof

for the manufacture af,a harmaceuHscal conposi tion
for the treatnent, pPeventl on or alleviatipon of

rracu t G h bj ect f
or s ARGk e A5, fedeger ot on, LR obl ects
for the marhéactute dfraopharmeceditilal owinpgsitien fdrlteel treaisentppriegention or
aIIevxé‘ﬂ% @P‘@H@E% o%@b#ﬂ@aopb%@h%b’ﬁ{%f szé?ﬁ'ﬁ\él W@bﬂ_ h@él huk®an, which

to tﬂe i.nventi on een found t hat

I N
diseae, SRTHOCENRSINGE 6 HoPpBS Ve S IO AT oy of
dillseasesnd hsttechrtiee imyspiiors progides thetisanta dixeblacker or a

pharrfmrﬁc?éﬁ@ﬂ Iy é&ep?-@fé duhafedr ®r tﬁé"rﬁarﬂ?éc%rteaéf'acpﬁe{rﬁ%'b%al

rst as ect n en on re] ates

comppgikion & the trealBeRi oRieY f&trorg%fr@keanatw@@ PEF IR m?&téarH H
dege:ﬁ&at;&iS NNNR3 ~11 141 / 12 R R4 RR5 RIS R

Idthé’xr otﬁ%@@ i %9%&6@%1%@88@%@%%@ ﬁlﬁésoh r%ﬂl@@ﬁn th&Gart from the

rein rep esents tetrazo
foﬂowwlgzdetﬁieﬁ deserptiornd eXRMAIESs |ndependently of each
other represent 25 hydrogen, halo, trifluoronethyl,

nitro, alkylpERAIKEDCEISTUOSURENGRRBIE INVRN1TTONRD,
phenyl or heteroaryl; which phenyl is optionally

S wasbiding edtha ihherlitfdnoﬂ htasirfdwi beemébdmd thahicertain compounds can be
i

used Q,};p t%'%eatm%ﬁ Pf Esegé%s g%t '\55 eapﬁ’;‘@%%@ g eﬁﬁah%oﬂ?etlc therapy, in
parti aré‘éﬁ:@ﬂtb'ﬂ‘ﬁﬁs %i'tcéref%% en or alkyl; or

Thus, in its first aspect, the invention relates to the use of a compound of general

ge HOH R
RS NYN RS
R R © R . R*
R’ R
or a pharmaceutically acceptable sait thereof
wherein R? represents tetrazolyl; and
e R} R% R% R® R™ R™ R"™ R'" and R independently of each other represent
hydrogen, halo, trifluoromethyl, nitro, alkyl, alkylcarbonyl, -NR®R®, -NR?*-CO-R®,
phenyl or heteroaryl;
which phenyl is optionally substituted with halo, trifluoromethyl, nitro, -CO-NHR®,
-CO-0-R° or -CO-NR'R™;
wherein R® is hydrogen, alkyl, or phenyl;
R’ and R" independently of each other are hydrogen or alkyl; or

R’ and R” together with the nitrogen to which they are attached form a 5- to 7-
membered heterocyclic ring, which ring may optionally comprise as a ring member,

formula |
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R and R' together with the nitrogen to which they are

attached forma 5- to 7- nenbered heterocyclic ring,
woheahi1r780g nay optionally conprise as a ring PEIVD&R003/000518

WD 2004/ 012733 PCT/ DK2003/ 00p518 3 one oxygen atom

and/ or one additional nitrogen atom and/or one

Caﬁ@@a @{Q@ﬁw At &@@a@t;omdﬂmgermn@toﬁard@@rbrmﬁer € Btn-carbon
er o]el cI .G brolngg may

ﬁ?%ﬁgp P o LN ERBTYELE g, ™ |
i auep/ermmﬁtwcmhcmchn@y prtforah baptbeeiedovitaalikgl : or

5R? BA§ RANKHRERde Sty éﬁ]éhcﬂl?:iﬂhéma?eh?@@tg@ﬂbr‘édk&h orhe
4 5
- PEohER R .%ra&qo?n%% g Windhe BERS g‘%%gl g atsched
Rﬂcﬂn’aadﬁaRm&yhmldgtdi@n ingarayIniingy andeRofR R R'289d MB and the
are&nﬁﬁln@efdertﬁda*ah@\?%ndfr@ﬁ aréres Haméoaéﬁc%e of a

or o BAREEHES 5 aSHBISLEL O bl BRI sy, prpenion o
allevrafolonaaf eotiskasean aflisardenanalcondiient atla megramial ieaiudinghé dlman, which

drsea§é) d%o%d'@%e co%ﬁ&r Q@ésﬁrg&@@lnﬁlbﬂl@m'o‘i ah@%@@rﬁhﬁshéfe t o

Iti.on o

¢ A Pl ShodiaRag S5 Fiedis Bl P Gelismgt antBrourd of genera
formugeheral fornmula | RI6 HR2Z R15 Ny\NR3 14 | 12 R6 R4

RR5 R13 R (1) or aﬁpharrrableutleally accept abl e

salt thereof 15 n regresents tetrazolyl; R3

R4, R5 Rs R12 RR 5, Jand™R dependent |y of

each ot her represe drogen, . trifluoronethyl,

nitro, or phenyk ‘Qhaenyl R's gt iRhal | y

substituted with hal g4strifluoromeghyl, nitro, or

-CO-NHR,  wherein RcR's hydr ogen, al kyI (pr phenyl; 20

ora p}]grm%tge%h?'glg}]%cac%htgb?e let ﬁe@%‘?r maceut i cal conposi tion

revention or alleviation of a
whereip Beae@ewntat@ras?@ryaer or a condition of a manmal,

R® R, Wi RY, 92“'1URT‘I@WR15V\@rhc!3R16 idissaRentlyob eactesther represent hydrogen

ye to i nhi bition of angi ogenesis.
halo, fﬁlugh %ﬂyl %ﬁ §f’8ﬁ§‘r{¥e invention relates to a nethod
whichgihenykigoptianal ym@e@ntaddﬁltrbhaIOairﬂﬂwr)arerﬂa»ﬁ o ordCELNER"
wheref Ralgjhﬁgbg@{ arn(y| orepeayition of a living aninal body,

di
or e AP oo 3. B Rra s Lot RPE s he e Eh argvenion o
alleviationmfisstlinepseher & tlisprdsf oaaraondiger of ﬁgn@@m?udlﬁpl Ing @i hgnan, which

diseaddidBrddref ondifieh Bdé%r@rv@lﬂ@ﬁiﬁubrﬂdﬁr ofpgRgehesiof a

DERRR SR o MR SR f Rk R HEL Bl spsiencon o
allevra’_bldﬂﬁoﬂ aRliseaReRRS didkgder or a condition of a living animal body, rncludrng a
human, which disorder, disease or condition is responsive to inhibition of angiogenesis,
comprising the step of administering to such a living animal body, including a human, in
need thereof a therapeutically effective amount of a compound of general formula |

g HOH R
15 NN R®
R hil I;E
O s
4
RV:ﬁij R f R
R R
or a pharmaceutically acceptable salt thereof
wherein R? represents tetrazolyl; and
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(1) 30 or a pharmaceutically acceptable salt thereof
wherein R2 represents tetrazolyl; and WO 2004/ 012733
wEOMOK2e03/ 000518 4 R3, R4, R5, R6, R12, R13pCTRDK2003/000518
R15, and R16 independently of each other represent
hydr oge hal o trrfluororrethyl nitro, alkyl,
o alRdy| ,arzE)oRﬁ/IR*2 NEAMR, RNRanO®R Bendensmaaplly of each other represent
h yl hRay) 0 n | INHeed, -NR2-CO-R?,
w YRR ha'°“"*#ﬁ€%r?onet hy RN ekgga et | e
- EORDVIRT HEtEre@YRR R': wherein Rc is hydr ogen, aI kyl
orNrmepydanyr R o@ndné'-ﬂ‘y subdEpeettiwith| halaf rifaciorathyr ndrce -CO-NHR’,
@, % or R and R' together with the :
rogen 0 I C are attached forma 5- to 7-

t
m*.“l’f’@é?'@tﬁ{ h%hﬂ#@@%r% A R§EVhi ch ring may optionally
CRRALSE indermendently ofeed:merqtheﬂa}ecbryérogzygnerall@t ®m and/ or
e e Eégg@&heﬁyxtmas%@é toawﬁrcﬁrtherrer@%rtaeﬂe@%Me 5- to 7-

one cg on-nitro doubl e bo dt b
a,ﬁ@emﬁer@ﬁ l}eéer@pgéry‘(ﬂngcwprc g”f\@ﬂ?%ﬁ?ﬁ Mcgrrwérse as a ting member,
s whetdxygee ditovh} Andibkphe adRiionaldnifRbgémetmpenatetion gnefcarbon-carbon

E%%Ug%agb%fs%&op%{% Q%Bn(r’rrtrcﬁi IﬁycL ubferborra15 and R16, or

en rln ngl ch
t ey vetieh b@tﬁéﬁﬂyé'&? ringsmey Pﬁil@nfﬂ' %&Pﬁ“ﬁu E‘?Pgw'gh
| RPfednd RY indlgperiemtiR3f eddh otRE: ariéGryde}bnandallm,anrand t he
' &gal mdr‘:g“;o&eR{“fan@:lIﬁ”5 ng%ezhwrt%@ﬁeﬁxﬂ%}fﬁﬂvﬂi@ﬁ’ they are attached

‘a”spect al rgﬁ?—?“ 4
t doam reenaRhyIfring: e eRERdanyhFiageatd & Ror al eV at‘P and the
Ofreﬁramrr@@ﬁeeom”aRﬁla‘hdrRiéérms defteddibbi@n of a living

gr égg%pee%%ﬁi%wﬁgmenq fd rr‘?\/enngmate %r}n%ﬁgrdﬁfeatm?nt prevention

on I's responsi ve
or albm@lro@@ﬁ@sdrseasgmrca)ﬁpp[dgrmg atcp@dgto@rpfcﬁ Ir\é@g@mngqléqqdﬁgmcludmg a
hu_méﬁ) \ﬁHrEH dsdrid ek g cdraition isnekpetiging: o mhitition bfiangiogenesis,

ereof .a her eut.i cal

com@ b TR ER Senbh BT R R L EE S g Bing g Rduman.
needltfieteof 2 tigerapewiralReBecivr amarns of pcompougd of general formula |

phar maceutically accegkabl@ sdﬁt t igr eof wherein R2

represents tetra;-ly R4, RS , R12, R13,

R14, R1,5, and MR- At ‘-nde t 1 y>gf Sgdch ot her

represent hydr ogen, thyl, nitro, or

phenyl ; whi ch, A p@étiodﬁll substituted with

hal o, trifluoromethyll#anitro, or -@3) NHRc; wherein R

i s hydrogen, alkyl, phenyl . The Iiving(lani mal body

R
or aéﬂa#‘rgaéeﬁﬁ@élg%cgg&%@ ééﬁ’tﬁé’rebh' s invention is

nost preferably a human, in
whefRie B feresani tiga frent

R R* R% R% R R R™ R™, and 'R independently of each other represent hydrogen,
halo, trifluoromethyl, nitro, or phenyl;
which phenyl is optionally substituted with halo, trifluoromethyl, nitro, or -CO-NHRS;
wherein R® is hydrogen, alkyl, or phenyl.

T'he living animal body to be treated according to this invention is preferably a
mammal, most preferably a human, in need for such treatment.

In one embodiment of the compound of general formula |, R? represents tetrazolyl; _
R3 R* R®, R®, R™%, R™ R'™ R, and R independently of each other represent hydrogen,
halo, trifluoromethyl, or nitro.

In a second embodiment of the compound of general formula I, R®, R®, and R°
represent hydrogen; and R* represents halo, such as bromine.

In a third embodiment of the compound of general formula I, R% R4; R® and R®
represent hydrogen.
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I n one enbodi nent of the conmpound of general fornula
I, R2 represents tetrazolyl; R3 R4 RS Rs R12 R13 R14
worid4amd3R16 | ndependently of each ot her repreBenDK2003/000518

hydrogen, halo, trifluorom&thyl, or nitro. In a

second enbodi nent of the conpound of general formya, - .

In RAurthes, erabedirent 25 the moswasindngfggesal famyglary RY, R°, and R
represéﬁglﬁﬁﬁ@gjérﬁ ahalrd, repteclenis NRPRA] sieh dsnalrﬁinbhi rd

oQk . I, , 5 6

S PSR EhrbEATOTAURE SRS O Byl RO R, ans
represPUTINTKeTB RO S TBPresenis AR Ur OHty SeRbatPRENETHHOL he

qARPRHASH §hbeRRRNab! fherddr und JRGen&l fandiaRe R?, R®, and R®

epresk PGS R0 B, (ol CRESRERLE AR, oo

4

- -CO-NgiRywherein Rf isrehanyl- In appecirbemBadinmet, iR efgpeasents phenyl

subsfitrﬂﬁ/ébt' \Qfﬂ@ﬂiﬂu@fdﬂ%&ﬁylf %ﬁé@ﬁltﬁfludmﬂe@p%nylfs uf@ fultther embogimeht,
ace m NnE. . L U er | 0 oun
R renfioeta e sitled PR B A 3 HEObnatl 103 G
embodiyént g reprgaantephesp sibstitutedwithyCONIBRE . isugh @8 wi t h
anilindcﬁﬂfdn I%hléﬁ'w,tih)ﬁaﬁi@ilérr@ﬁgﬁraqdé%c%\*ﬂﬁgfnwer ein Ris A|
en n ecLal, e odl ne § resen €
- DR roed dubodfiEnt Bt R TRRAT A 0SCelf RERAY, RoPRE B RO
represé¢nt hydrbge, endtRiyieptesents. phemybsuhstituted WihbG@ @dtitor -CRUNR'R”. In
a spediflRINSSRithant? RE RypreSEMS tohb Y &dbwiittifedlith GOV, @Serein R°is
3-nitro henlyl. Ina% 4 her 10 er]‘}b?od nt., R4 .
hydrogesh 11,8 AP AL HTBRGR TEabAT) AT Y LOEREEE W FCRNRR”
such M—h!Mbyﬂcm‘bamop!w@ayyl, ori4ﬁ(4pf:methybm+merazine-carbonyl)-phenyl.
41;;%‘%!(1)1%6@@3&@?6@@%9515 frépﬁe@eirgél Erth%Forﬁéﬂggkld &S e@4l embodi-
ment, ﬁz%iFeé’é%%“?%VigPB@g?F?ﬁﬂrﬂﬂ‘ngzr Sr g?e%’fl:‘(i%ﬁgmﬁse”t hydrogen. In a
furtheserlsbditrent & WepheseB8G Bifl BommettD INR Riecialrembodipenti B and R'

repres_%%ﬁ@pgﬁﬂﬁvﬁghyﬁdanﬁwp,elﬁsgrhtlrgi Fﬁhggﬂﬂeséh‘lbr%irédgn?d Wi th

s erein Rc drogen. | speci al .
SRR ETbREMEs RS dARESEHE LS mEtY Uf 8cFPRPehembodiment,
R'® rep@SehiR tiflyoromietityl asd &'YiRIBtRY landrfdd meyrepéreytragen.
= ( 4z - 1= Di igve - | i
I LA S b By st
speciaj eghodimgnteih JgPrespak hal@ustich &5, (U R1E DFOMe) %Il?r%rre?hy?{ and
R' repredeRURdréied. [iRa4urttnet drilfodimpne fehand RAT epessent hala, such as

f ¥ [ ' | 3714 15
oo, 50 % £F "N KU e Uhuh GAEERAIY S L Lher B, K0 ant
represgnt ﬁaleowtﬁmsrqwor@nan@e&, FRRI2NdAY - FERSes I nydrogen

hiyi fagtesr ebodinfantt RErreprelsodisreid, subd @sflepre $reatspecial embodi-

1i I i i 1
ment, FL HAYBLAIE LN, P34 oo o g Erepagy prcrosen
rlepa st furthsrdevgedimant B stanresents eHet iehoRf metiyl oreghyl. In a

specidl epfisRAbat, RP eeprasedts askys uehasomekiydm® ety @nd R'2, R™, R™ and
R15 represents hal o, such as

speci odi ment ,
R reBEﬁSSPg‘l%q%@er”Onp, and R12, R13, Rl4 and 25 R16 )

r o Bisbat empadisernt. Ri‘rearesgnistiiro.dtsomeasiah embrdBremdR
repreé%lwgs hiﬁ*@!@ﬁcﬁREz, re? R aHE fnalﬁseprbit;@?lcmydm@@nmz R14 and

I en o n a Stl [ | ,

3% SRR BT Bl oA TR A B 1o
speciaREB oM EItG R ‘erepeesents alfdeageny, suchaas agateand R™, R™, R™ and
R'® repraaedt wﬁ%er{d?m represents halo, such as fluoro. In a

special_ e - n R16 represen hal such as

¢ P e SR oRem SRS ipsal fRRGVL Ipp ol Hgmellen: R
represgits phenyétin kel splegial Rerbodinherdi ool RI26 R '@ perseesnts phenyl, and the
remaigﬂrrllgﬂf R'EYCh RS AELINH ROTreBidiht hidiogergpeci al

odi nent, R16 represents al kyl, such as nethyl or
ethyl, and R12, R13, R14 and R15 represent hydrogen.
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In a, further enbodi ment, Rl4 represents nitro. In a
speci al enbodi nent, R14 represents nitro, and R12,
WREB4/0RE33 and R16 represent hydrogen. 35 In a BCT/DK2003/000518
further enbodi ment, R14 repr@&sents al kyl carbonyl, such
- as acet In a special, enbodi ment, R14 represents
al"k§ rsalh ﬁypmbgtj@her&sR AGeRIPFeNts Mrgl pSUCRIES, PYRES-dnyl I a

speciitlns@nese R’ Falegenpyridyl, auties perdiermadameRrts, REIR™ and R"®

'repreéé?‘f?rhg :g?te phenyl. In a further enbodinent, Rl14

phenyl . In a s'g%m al enbodi nent, one of R14
Lst ﬁﬁ‘é’@é’ﬁﬁ%ﬂtpﬁe rA1d Raregather witpthepheayring tagviueh they are
attacH%,d 648 .2 MphdhyRrikg. and R16 represent hydrogen. WO

2&)8"’%@%&?& %@%@\Q%ﬂ%@ég Iocg;lther%v@ thg soheH§ltr|l?18 to which they

Fepr esen
are atggplhpgﬁcpfnzgayundanul ¥g.speci al enbodi nent, R15 represents

pyva flyther %mdaﬁemymedjoﬁwp%uﬁb of aﬂerBiLf%rmE?ﬂaa is R14 and

N-4-Nibneh oA R L PR =iy v'mﬂy Fahg Co i oh
N-3, 51&1@5&]"@@%@8@&1@@1&@6 [4-@f<?ﬁ1<a-2r(épfﬁﬁ¢i§620i‘-5fy phemyllaurea; | |
N-3- Tﬁﬂlﬁdrbﬁfetfﬁj@%lymn %Rzmopﬁrr&u RE5( 1t getr i) SWl)bheﬁﬂPurea

s TR AL R AT LB s reas

N-3- Tg@g@pmethmhﬂmth[- 4|- (¢-trifluoromethylphenyl)-2-(1-H- tetrazol 5-yl)phenyl] urea;
N- (3 MﬁoMrﬁétﬁgih@ngr (b4 1 - AR50 iphkRYI 8=l - 5-yI ) pheny

B R D PR 2 4P e 5D PhenYbpreRs of 5.
N- (3 {fllf)-lpl’tm’n?th]/' -phrezat)-N"Nd phenylf2-(loHeetrah5-yhphgyNirea;
N-(3-CHfo rﬂaﬁyr)w’n@wm/ tedralzd- siyt SdrefiPlire2: 1 ) phenyl ] urea;

N3 TPt VR H§T%‘HB%;?FJ)¥ -Hhigtiaaq-B)rebaav BT8R phen
N-(3-yifjpotareethy!-phedy T+ [ H taoe tyhamning2- (i rgira2dl-5-yl)-phenyl] urea;

N-(3- 1Er14fu6(’cnt1éth§/lté+¥é’n9ryﬁ\f/ iyl Bhemb 2201 (Aadtr iR 538% revryl L}ghen
N-(3- Mf'L@rOf??\Pv‘m%&Wﬁ (WheMydmeihyicarhemeye e 1-Aoistrazalyaryl)-

phenyi]phlean;yl ] urea;

3-(1- #tét?az-g -'5%%{)‘4 -@D@ttﬁﬂuoreﬁ%ﬂ%bq%yliuremb 'BRJP%P&ILI E'érlbgﬁ)ﬁr{:%md

ki

N-(in aﬁr%% 1/\5 1{’7& e&’%ﬁ'ﬁ? y'ﬁb%wllw@?r ;gm 5- yI) phenyl |

N-(Bipineegl-4-y!)-N"-[2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(BldN'e(’lgl §79|' gzglili‘@‘?‘}’én)az&}f 55/15; ohlafl LRbr azol -5-yl) - phenyl ]
N-(3- AC&%W?W'%N 12 WH@Q'(&WHDF%WMS& 5-yl) - phenyl ]
N-(Bipeegi:3-y1)-N'-[2-(1-H- tetrazol 5-yl)-phenyl] urea;
N-i3- (Pt - bHOS ﬁ“ﬁ%@ i PRERLL 5 - drikng6 Blad. ami no-2- (1-H
N-(3'ENPU@:W’?€MY1‘) rré‘t Ayt ydrﬁmémew =pahaih Batiokfttetragal-Srylx-eiphenyl-
4yl] utgzpzol - 5-yl ) - phenyl ] urea; § vl

N-(3, Sl\b&:éfo-lrcg ;’HE'L@” Rln?éf_p%{)n't@ E‘j% %etrlgzyng' ﬁgh pw] Hrelézm ethy
N-(3,4sPicpipresphenyl hNof4-Brojng-241-H- @tr(agoltéwyf)m@nﬂhwteﬁyl phenyl
N-(Nabhtlhé%ndO]/I-W HAgmyinod- (Zlf’ilHﬁ@tXé/itdl-‘S Ylibt%nyl ureah

Z0 e ur ea,
N2 &E&hﬁﬁe?w“ N S i gmb 2 b et oy
phe

2 -Riv@a- 4-bromo-2-(1-H- tetrazol 5-yl) phenyl] urea;
N-(2- Bty BiHeRGMIW -[8-tybrho - ~1L/2r1étilaid1 BafLEiyt ored;) - phenyl ]

oraplﬁéﬁ?c&gg? |yaﬁﬁgp]§7p5e thhge()& Htetrazol - 5-yl)-phenyl ]

uPerstill NN ghbegimest, yihg disease, disorder or condition that is responsive to
inhibitibAof &nd @@Aés%z@se@ti@d)frcﬁﬁ%%’ l]oufrc,%ﬁ&stln of cancer, prosta {}e cancer,

etrazol
lung Cﬁﬂ‘%‘?{yg’] {%aopoer b\(aader cané/er renal anc{ar colon cancer, gastrc ancer,
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N- ( 3- Brono- phenyl )-N -[4"-(4- et hyl - pi perazi ne- 1-car bo
WoRoB82764- H t et razol - 5-yl ) - bi phenyl - 4-yl] urper/npK2003/000518

N- (3, 5- Di chl oro-phenyl ) - N -[4-bronp-2-(1-Htetrazol - 5-

yl)-phenyl] urea;
pande4iR, eﬂariaet;fmlvanm pinesay | helbnoind; hepaoma; édrcbinae ygzr@imay exudative
mac?(‘_'a) ng ra?@-*r?l?teﬁ m?%ul%r de@gnﬁra(tlim'_‘:etm?path%l dlgbetlc)
prohfﬁﬁ%twﬁqla @detlrg;pathy diabetic macular edema (DME), ischemic retmopathy :
retindp4tRy of pﬁdmmnmyphéwlas@hgr@é&cdma [cbrig 0 meovadclidrizbidd, adeumatoid

arthrﬂi % %F yI] ur ea;
Uoro- henyl) N -[4-brono-2-(1-Htetrazol -5-yl)-
pH@l@WHeClﬁ‘ @@bodlmemoﬁhﬁ vention, the compound is

N-4-Njttophyhyl-NN-[4 [ Fomioaaypt- H-té&aﬁlisatlypaéaéj I} Gregt ) - phenyl |

N-3 S REorteMIRGHIEG RN £ Bl dlo 895 9P1H: 8 89 gbh%ﬂ@ ek
N-3- Bﬁ*ﬂ%ﬁ@iethymﬁ\eﬂviah’ HSTr@sqmﬁgvléra (fid- teimaohﬁwyﬁphe@y\] wea;
N-3-TficpgeBesigheng- N’G[hfmiaﬁ?ﬂmf)é@ﬁbﬁﬁﬁhé}fy@@(ﬁ%@trﬁtélf&ylﬂfhenyi ] urea;

-3 G BERER) o GRTF i UHOR ERRS 2 7S R85 oneny uea
ora @%@fﬁ@ceumllzmmmue@gltFﬂcﬁrﬁ@m!o%/ 000518 7 pancreatic
the tre@nﬁ@m is @M&Jritﬁﬁet‘é@%ﬂ@ﬁreaﬂ‘ﬁérﬂnonﬁ hepat oma, sarcon,

exud ener t| on, e
R et et Ve, MRGHDA R 1 GRb LR of & VRAG Sibcker or a
pharmwm@”m Pocspiitieedc theephdpating, mansbastire whcel gharmaceutical

&%ﬂiﬁht (fME}he | BERBTENE rr?é&é?ﬁ’i@ﬁt Ry, allé\ﬁéﬁdhlopé\‘t hygefelated macular
ur, aucomm, cornea
degeﬁ’ [ﬁr}ggcﬁ d%??g?‘?? 'Haua'ﬂ &1@{“6% 5 arthritis, and

pslord atdi fs:rthema@esb@eua\yerwmbwamm aoetHod dfrivesitrieat, prevention or

allevidiBn %@%@@H@I‘étécﬁma&blér Ne%teneratlon of a livin anlmal body including a human
azo

comms&gé) eq\gtgpsoféd(@lplis?qrwg Br%‘FELy?f fvmg anima B/oc?y mclué rLg a human, in
needptersdf -a\thedapgsutinaly2ef{ettive betauat of aB/RALdHeckdr Jorua plaarmaceutically
acceb'ta%bT&élf !h@%cﬁ”gt hyl I L bt et I .

yl Pr%nleeeénb(g%mgnt r}w \r/ﬁﬁgelglgdge_r is g compoﬁncrig 8enerayfongul(?a\nl

N-3-Tri fl uor onet hyl pggmy *Nr ["ﬂl (4-Rfni | i nocar bonyl phen

yl)-2-(1-H tetragzel ;

N- 3- Tri f | uor onet™y
phenyl)-2-(1-Htetrd

|Rfl uor onet hyl
19 phes rga, or a

phar maceuti cal | R'4 % sal® th re&, and the

treatment is an anti-gStastatic trédtnent. In a

further aspect, the invention relates to the use of a

or a MR dVetdcly aeteiabléSaphisergereut i cal |y acceptable salt
whertelﬁeﬂiepefp{és%rntéfé‘ﬁ'a?@glu agture of a pharmaceuti cal

reat ment, epreventl on or

'alRe\R alR IR & &Ya-Rél B eaneriRéUindepensiagéy of aa¢hoather r%present

narwmbgen maloy eHfgrcin StHpR Ritrol alkgl gmyllg;la;tfo%m: LNR:R% PRRE-CO-R®,
oa o reat men

& dN | ates to a net
pr e\%m/?'% t%roary l11eviation of age-rel ated nacul ar
deyeinle PReMdis enticaally subsgtused with hted §rifluonerhettiyh giteo, -CO-NHR®,

hwaan.o- Q@opqmprsRng the step of administering to such
alivin [ ncludlgg a human, in need

Ani n'ar %l [ I
t REPESY! _ PHh é)ﬁgﬂt ki ? ctive anount of a VRAC
bl Roker Roindepeidentyoé aa¢maﬂhbyar°ﬁMW%rb¢real&di or
t@rm‘R ldgetee v@tﬁbﬁ@h%@bn tcS Wﬁ.c}»{ Q#é)&tk%%rhea%ﬁn @8fo7-
do g ner al r}’%u R16 R2 5. NyN R3
n?m%grg tlez %y?thﬁkpg which rmg may op lonally comprlse as a ring member,
one oxygen atom, and/or one additional nitrogen atom, and/or one carbon-carbon
double bond, and/or one carbon-nitrogen double bond;




10

15

20

25

30

35

RR5 RI3 R (I) 25 or a pharmaceutically acceptable
salt thereof wherein R2 represents tetrazolyl; and
wR304R7385, R6, R12, R13, R14, R15 and R16  PCT/DK2003/000518
i ndependently of each ot her lepr esent hydr ogen, hal o,
trifluoronmethyl, nitro, alkyl, alkylcarbonyl, -NRaRb,
MR@V@QrRhetercﬁﬂ%Whng)m pﬁlbﬁ@lfyﬂbe sxﬁi’atf%b@mtblmemll i's

a' a%d d c}entt!y X“Rgfﬁepg&@@i&é%rl Hr\%l ﬂ%ﬂy

. hﬁw@gg@ ,am@” angR m%ﬂper vith taghemyli rﬁ@éggﬁw@hthpy ag attached
edgetin atriaphti ﬂn&ﬂgdé@mwr rire; kvl R*0R* RR® ®IdRR'and R'™ and the

Logetery ubhd Be Rhe gt Liogen, Lo Wlgh they are at tached

erocyclic ring, which
for theinprpuiesiuremf |adﬂ”@lfm90@6|¢9¥¢%@i3<%§§'08 fer thg treakrpernt, preyertion or
allev@ﬁ@fg@‘rh @it&i8e @nddissrdener adehditicnstla Mibinegd SRcladiogla human, which

or .one carhon-car n one

aisesd, GigproRt ¢ SRR AR RO P08 eyt
PAT A2 3robodTent, shen NRAM Plorkerds aragairsiung of gagenghiprmula |
optionally be substitused Mﬁtﬁﬁalky#Z Ra and Rb
i ndependent |y of oth-m\wﬂe hyd ogg? or al kyl; or
R15 and R16, or MR X h the phenyl
ring to which they ¢ attadbed 6 na, naphthyl ring
or an indanyl riglg:ar
the 5 renai ni ng one q 13

1 4 R15 anaq5R16 are as defined
above; for the manufdcCture of a pharmaceutl) cal

oraf} AL idlly Bgé?t%ﬁets%ﬁ%é@ef prevention or

VI at on 0 I Sease or a disorder or a condition
wh er%‘F‘ rﬁﬁfﬁ?ﬁPtStﬁ 87 ng a human, which di sease,
R®, Rij RYRfeR'D rR%cRﬂd; Ri%0and &'} imsppersiendy bbeacthotbiet fapneszht hydrogen,

halo Wo&gﬁgg@ %:trd %rg’hgt‘yit her enbodi ment, the VRAC

eneral_fornula |
whiciRpbeny) i§ CF@;IOH@UW $ut;stnil.gecpqgvlt%‘palq;;trpﬂ%orqr@eﬁyh@ltlp@ er )COENH%
wherpihecRMa¢gditdgeal hikylaocgmdrahl e salt thereof wherein R2

] a%?%gfaﬁi@%&%&hy he \f@e\c'ﬁfackg5 R6, Rl2, R13, RI4,

each ot her repr esent
N-4-Ni{raplearN - ﬁ'&l”‘éfﬂota’( fﬁd@?%ﬁhﬁ IPheRyl} ¥iea; or  phenyl ; 15
N-3,3:Di(tflupfeemathylhshept-NOBbloms-QH$1H-tattzd- iyt) bhél@ll]@.trea
N-3 f}rﬁf@o#&ﬂétﬂ?@bgﬁ(l N gh t(é %’ltrﬁhenww%ﬁg%{%?g%gg% Lffea
N-3- Tq{@owm@hw\p@gmgw [4- (4 annhnocarbonylphenyl) -2-(1-H-tetrazol-5-yljphenyl] urea;
N-3-¥iffroPrh 6 DPIRaBHYI=NN- 4{(4~1:bﬂm@matr(ybhuny|¢izr aZfQ)JtetEaz)bl Fphetenyl] urea;
PR R
N-(3- Tnﬂuoromethyl phenyl)-N"-[4-bromo- 2 1 terazol— -yl)-phenyl] ures;
N-(3-Trilfuoromethyl-phenyt)-N’-{4-phenyl-2-(1-H-tetrazol-5-yi)-phenyl] urea;
N-(3-Chloro-phenyl)-N"-[2-(1-H-tetrazol-5-yl)-phenyi] urea;
N-(3-Trifluoromethyl-phenyl)-N’"-[4-amino-2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(3-Trifluoromethyl-phenyl)-N"-[4-acetylamino-2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(3-Triifuoromethyl-phenyl)-N"-[4-carbamoyl-2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(3-Trifluoromethyl-phenyl)-N"-[4-(N"",N""-dimethylcarbamoyl)-2-(1-H-tetrazol-5-yl)-
phenyl] urea;
37-(1-H-tetrazol-5-yl)-4"-[3-(3-trifluoromethyl-phenyl)-ureido]-biphenyl-4-carboxylic acid;
N-(Indan-5-yl)-N"-[2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(Biphenyl-4-yl)-N"-[2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(Biphenyl-3-yl)-N"-[2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(3-Acetyl-phenyl)-N"-[2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(Biphenyl-3-yl)-N"-[2-(1-H-tetrazol-5-yl)-phenyl] urea;
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20 N-3-Trifl uoronet hyl
phenyl -N -[4-(3-nitrophenyl)-2-(1-Htetrazol -5-yl) phen
wQ bjdo40rmaz N-3-Trifl uoronet hyI phenyl - N PCT/DK2003/000518
[ 4- (4-anilinocarbonyl
phenyl)-2-(1-Htetrazol - 5- yI)phenyI] ur ea;

N-[3-(Ry3dif+3i-fl)- ploerytieY F{\ZL(W-hﬁmdzol\B y[)4hedyit uiefa uor onmet hyl

P aronbt Ty pRERT R T (1 e g pren:

4-yl]ur ienyl ] urea;

“N-(3, S\D(CBLoTas-phémyNW{aﬂt-htyquaBQmW JetidzolFZyHpbenyiPueh: H- t er azo

N-(3,4-D Egbél{_é PP?WT)Y}\IL{?JEI%%O %35 I—( etrﬁzol _5- yl%ﬁhenYI] %refl Hitetra
N-(Nagm a@_ny] y) éﬁ)prc?mgT érH tetrazol 5- y) phenyl] urea;
N-(2-TWfi03rdtnd thylephigheliiiN Y4 Srerh @-2( (- b ted 20h 3ol - [Sherly)] updg ny | ]
N-(2- FH”&@ ppenyh-N-J4- brorplo -2- ﬂOhH tetlrejzohs yﬂ Phenyll urea; (1-H tetraz
N-(2- %hylgafyepyl)-ﬁh rqm Oreld -H- tetrazol 5-yl)-phenyl] urea;

ora phhr(&cﬁutlééllymowtabbélsanhl@emébﬂ N'-[ 4-acetyl am no-2-(1-H
tetrazol -5-yl)-phenyl] urea; N (3-Trilfuoronethyl

Definiﬁcﬂhgfrglgg 'tihﬂe'nisd" car banmoyl - 2- (1-Htetrazol -5-yl)- phenyl ]

Nn(tBe Tentexiefitbiseveptiop haleyeprarenisILORe, 'chiero diramet aryedo.
Ciarth@ E@Ntb)(t éf thid-imben@bh aa Qilkﬁ)gbdub deBFDﬁBM;Is] a Ufiealent satu rated

stralglj% or&é:ia W%%W%%Q@ﬁ B— 55[:-(‘3] Eocg&t?o&l C %rmopretfer\élaly con@{n of from

“one tonsix pardv@n e&orpss JCnitalky), (nlcltudm@peatz/b isopegly), nebeentyl, tartian:pentyl,

hexyl ahd %lo B Vih-oheembAdimEat 4iikyl Feireséme @l C 2=k -gpb@¥hdiuding butyl,
|sobutK|_ E%ﬁt HS/'P“%I W()i tei\rlnar[yé)uE Ipl_e}ng{r}eglfmb_og_r??gt_ogﬁl@ﬁ)ﬂv]entlon alkyl

repreagnéma Cq.3-alkyl group, which may in particular be methyl, ethyl, propyl or isopropyl.
Nn(tBe Q68X oRRMNontibh alétérbait hRfuparslgnated drr BRamtcimono-, bi-

or pOINBE%r%WQH@PrOgPyYVB"Cﬂrhotdf Qe q_l_rpcélierl'ggpag)nﬁ in. IWg}gﬁtjucture
Prefennedbetei@t @06 48 BoRET(NIKENQ@hAO054r8! si@phur (S).
Prefertbd ?ho(wBWdhg inBtedoaty) GBSO ¥t theMvdrdoh iddideelrbAzak 52 akl -

et BRI PSYCE Sfoyps BelEing Ay bt Barindan 2o ranyt
thienyhyr paSicglar Bior 8tthianglt pﬁrgdyl)(amlymgnphmcmey H]2 o Bayrrolyl; oxazolyl,

in parﬂ\&ﬁé’r cﬁ@%l 4 QF 8- Hﬁ@%@l parfle REORRZAr2 & -dit L il hAd& oy in

par“Ctr\'@% pipt 4 @E&Oﬁv PNVERRAY- IR PALEUERYT Jerd 004 PYLagolvb s ARBPY B In
particyla spkmmyBM air®y; isothiazolyl, in particular isothiazol-3,4 or 5-yl; oxadiazolyl, in

partict!ﬁ'?I F%]t Jp@l4en1- é@g 1% | %ﬁa@ém Lﬁor(é yﬁﬁﬂoﬁﬂ%ﬂlpaﬁlcﬁla} 1,2,3-,

phe urea;
1.2,4- A W)"' Ne-tjagofy; dhgcipzelyl F‘PP%T“F%I%‘IT‘W@%AO} 3@nriyylf pyridinyl, in
particulaea3 or 4-pyridinyl; pyridazinyl, in particular 3 or 4-pyridazinyl; pyrimidinyl, in

partlc%r( 27 4 nt%oﬁﬁmﬂgﬁw ng/re&gny[ s Bér‘ﬂgﬁaé 63 %y‘ﬁlﬁy@zé?{d- t?la%@l in

Par“ClNﬁ(?ZE hyh2.fih@inlB)B-NeZIPY- br ono- 2 (1-Htetrazol -5-yl)-p
h&rtpl - metfrerred Retefocgcif virigasenirisad] die ﬁ&@g@rﬁ atreirshlde for

i SISV AR [ &b A% r%ﬂ{))?e)srgwé&ydm‘

pyriding. AytRFeliding, irfidazebdinexpiPeRzingi %omﬁnl@ﬁrtazm and macpholine.
group designates a univalent saturated, straight or
VRAcbranched hydrocar bon chain. The hydrocar bon chain

e con ain o .Six carbon ato

volurf ELEE iR Bh btk C heeiEedrd el PPt P, Ar
importagi fungtign p@ﬁmp is £8ll Meluyie regdliatiewHépgn sweliingefethe cell in hypotonic
soluticiPedl BRAAneM ki adtioBle@sRial shidtideliods Abkk¥lit 87 tAEReI in parallel with

i ncludi ng butyl, isobutyl, secondary butyl, and

tertiary butyl. In another enbodi nent of thls

i nvention al kyl represents a Cl.3-al kyl group, which

may in particular be nmethyl, ethyl, propyl or

i sopropyl. In the context of this invention a

het eroaryl group designates an aromati c nono-, bi- or
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Preferred nonocyclic heteroaryl groups of the
i nvention include aromatic 5- and 6 nenbered
whedoanoxyx| i ¢ nonocyclic groups, including fure@ybK2003/000518

particular 2- or 3-furanyl; 4athienyl, in particular 2

or 3-thienyl; pyrrolyl (azolyl), in particular 1,2 or
potas@mﬂ'yroh@(Wa pomsaieh yhanndls) gpantaten tieare by ssstdrirgy theariginal cell
volurts. yl; thiazolyl, in particular thiazol-2,4 or 5 yI

|mdazonI, in 25 particular 1,2 or 4-imdazo

pY¥taoway VRACasaratibean ﬁonpd@r@rthgce@;pﬁap% yet be defmed by their
gene seQuaebytherd 8 a M@hbécafl dfining @harsdterditids for tEesé ¢hannels as

obsevag gﬂh%? lﬁ%lore énenl d%%r{ &lgﬁﬁpatécliirﬁc%ﬁg \ﬂ%%: éssiélvggedgb%&ell swelling

(hypoiorsc axteacedilay opt @ypsr@ﬁ'csngwce”vka.r mesiigliand & ﬁ?mffa@u F%ger for
activaliod isStowerdd ditracelldariodic sﬂéngkh Tathet tHama@lyhe per se. Activation of

vrRAd g’ (?Dgp%ﬁ?y M'Jeper{cﬁg??{w b é e@én%&ﬂgﬁgéecﬂhfa% A4|'I:Q£nd'5 cgrhplex intra-

cellulyﬁngmlmg@qscad(?ﬁ @a@lmngtprgﬁelrgklmsaﬁ.wppaélzqa ﬁyqlvatlon process. VRAC,
is an Pltdgel |ﬁdébé|ndehﬂ o@ﬂNdiafréd:tﬁylh@éni%n‘bewctﬁe Bh&nril diAplting type |

Elseﬁqnar}?lﬁélselecﬂwpy t | %&J? an yci)lgg %@arﬁ)k&% t |o%ﬂ]% is more permeable

than ahigids) endhavingla wsie rooe thateldoulowstiot BREOSRUANCod gge number of
nega Ha‘igélﬂoplﬁ@tfﬁl bfgwﬁiﬂm@te@me'snVR!A@ElsfaﬁMayseéﬂaﬂ@da/oltbgé-

TS S e e AN e ———

chanmglr azol i di ne, im dazoli di ne pi per azi ne,
honopi perazi ne, and norpholine. 35 VRAC Vol une
\_/_RA_QE@QE%ed ani on channels (VRAC) are present in nost
MATWRACadlodkel isSa compouingd fat &mibltfsuhétnaﬂmefnb\/mraﬁsport of
chlorlﬁg | Ir g'o{Hé‘F aﬁ%gu%r% u?’ﬁr mg%g Ie‘cix\'?%ésdo'ﬁge % %II Va%lﬁlléé o} gecrease in

ﬁ ut1on these c anners are ac
intracghuilar ioais str@,ﬁmgtrﬂ ow out of the cell in parallel with WD

2Qﬂé/dél&lnéﬁofﬁh@l{%@@§éﬁé@@1&t atéga VRIQ@S@@@I?rInbe Ee@rmmed
i ere restorin e
Us'ngpﬁ??réf %fa@gg%l?wr@gf%ﬁ@%%m ?lﬁ: %th VRAC %as not begn
0

a) wheleosedicPraingle plearuted petch rator tagenolegydef i ned by their

b) ml%e%cfrt@déléié%ﬁéphyté‘lﬂé@y p@n@trﬂu@ghan@feldﬁfdd@s [¢
har act,er.i

o) fluf RSAlRAF 5364'?805'5? 2R WS Zq%ﬂwcqnagﬁfﬂaéﬂ\?es.%%gfr ved with
d) fluerestenitdyes ig.gceiembsars bolegtial (-iey sbtoside cossenteation| indigators),

e) Cel‘P(/oIUHéerhé%Urémleﬁisr @eligH ﬁfatt@ﬁlﬁ’g DouftBtcAihtértRead @Binents, or
or. activatl Qn iis |owered intracellular ionic

Opt'C@t”F%‘ﬁ ?%S?%}%an%a%a\/@ e per se. Activation of
VRAE \(%A@ tplacat oway in epéndbnbe @rdiphenypuessedrryative such as those

'd.sdds@anﬁa@éérweann NG gl srenphvew 007247907 ulrc%@érch A/S).

casca I
Haoas erpaeTan e WA Bisgkets Sy By %?foiéegs%ﬁgn 1w,
preferartru)ekeeadmnt 100suMamare preférbily nessathiao r 08 Mg aviememore preferably

less thBABOGM, rﬁb&t‘ &Qfetrﬁéﬁ%és thgh S@HW for Al itAEiInBRItRALdebEding to the
sequence (I nplying for exanple that iodide is nore
Sta”d&é‘?ﬁé OGShan chl ori de) and having a wi de pore t hat

allis a secbdwsmibbdinpent ifealVRAMC oibckerk ahge Biggtvaluesfof less than 50

mg/kge&@ érgﬁgy%s% @éﬁggﬁ/kg%BFeggsﬁgﬂg'li?%yrfﬁéﬁg%tgﬁ(g g@%tandard in

V’VOW%é‘StrH $fen are vol tage i ndependent bl ockers of
Metht hi SfP15 Cc annel VRAC bl ockers A VRAC bl ocker is a
inhibits the transnenbrane transport of
c Hiherdodepasindahygr usehamcoetin®ie be imeantioamayolbe praparéchby

convérﬁ%@ﬂﬁ%tﬁo@sqgﬂ éhe?ﬁ\@él'téyﬂ%et@fs Q%E%‘éﬁjés?nbé’@mfwo 98/47879 or WO
Qi ¢ streng e potential of a given
00/2{7@&4&%%&1 %Ag}as a VRAC bl ocker may be determ ned
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the |rﬁ|/ﬁ

usi ng standard | aboratory test nethods, such as a)
whol e cell or single channel patch clanp technol ogy,
woorioca7eel ect rode el ectrophysi ol ogy (penetr at PODPK2003/000518
sharp el ectrodes), 25 c) flp% assays (e.g.
radi oactive as well as non-radioactive isotopes), d)
Pharfnbdet®sfeAtceable(Suitg. menmbrane potentlal - or.

CW;? cqﬁ%%?%%ggﬁé? r'u%gtﬁcggrld%fg{ t@)rtﬁé mveﬁ lor? ﬁ-’ & Ongrg?@ed in any
form geitahle érdhe interged a_qgwn@g[atl%t%t@glesfg@ﬁs gg:qu%ﬁ@rmaceutlcally (i.e.

physialtefidaitl SdccEBRbEéRsbhAE koS- ofpYyodrig Retris 6fUh&Ehdfical compound of
RE 1enyl urea derivative such as those 3o disclosed

cribed in WD 98/ 47879 or WO 00/ 24707
( Ne@rmygeselcphaamgyeutiaally aecanianie irAdition selfeingiade, without limitation,

the nbh%&@mr@dmh@é e a@@a@altlwgéltstm akhp Mydrochlorlde derived

R i%e*ﬁv%réooqo Pty R@LB Rl st i niete

derivegh &omeirlqﬁ@ﬂ dhe edrqh@@tetdeaweq tfrom\mr@hlorlﬁ agict the phosphate
derlvédﬂ ok E)hd%lﬂ)héﬁ@ Q&l@' fhg éuﬂbﬁalf@deme@rfﬁtﬁﬁ @utpﬁﬁﬁc BEHN@Sormddte

dervbd e Rr N o LIRS Ll A8 M BEOGKSLS RO TR crivod rom
aconifig/acly, thepageopbate deeid/fromsascotiimaddniekgnzenasugphonate derived

from %éﬁ%ﬁh‘gﬂtc Ao %@BQﬁ%@Q@HI@SF&ﬁﬁ E%géé\(g%g?ﬁﬁweoémnamate :
cerivih BRSO /A i ST e 0 Pt sl fved from
embatieatidathesnanteds derives fgomtdnmsmlcda@d;ﬂwbémnamt@/\@enved from fumaric
acid, 9 QIZJ?E? g Vpe 8a i€ Newd rg@e@ SJ‘até/dg}ivea/pom ?lycohc acid, the

733 3/ 00051 Phar maceut
lacta c‘geé'lﬂ?é Jogn §C'ﬁ’h[%edﬁ?'re9? %ﬁﬂ’fﬁé deg e aeidy dPé'PH@te
derlve«bfmhemammamldnhmyarhmelqje deridetirom raafydelrbmcrd ¢ha t abl e
methfaﬁé?dlaﬁodﬁéa 884RA f?&mrﬁ‘%tﬁégétsulﬁﬂom diiga eenef éne -2-sulphonate

I NC rnmaceut i ca SIO
derived 0t BRLAIGRE CUIRIRNGAGY. #ﬁ?&%&eﬂ giitpaic acid, the

salicyitendetiabd dronmpsaliegiiccdcid, 3he serbate demvem!rfrorﬁsarmd: asidpfhe stearate
derived %ﬂ?g@gh& Saldl %e%ﬁg Hﬁt%bée%v@g ‘Fllotrﬁ Ot Lid! B! tgﬁﬁate derived

I NO

from Eﬁ“gadi‘ﬁ i dhey toé‘é%erﬁ’ -SHiPEanats d@ﬂ&ﬁd Hth @18’9%‘%% SEANQIHS geid, and the
like. Seth yaith mby omfbykdionpaceduras il Knbentandrdescobediia the art.

d %t‘h}éﬁg?lgg QU&‘{‘ ¥§l 59%{(1303@6: Mﬁﬁ%tﬂma% Iﬁ%t Bé EBﬁ%S?rgg |;ri]h\éﬁgac:eu’ucally

acceaf@btfh MR e a%ér-fa' mmﬁepr@wagaglﬁattvé Sa&%uwwh rcltermghliates in obtaining a

chenfitei sphpoudd dcr Wbe ddaerding tohtakenvdetion add fits easthddulichlty acceptable
acidg&jjﬁonlsgl? formate derived fromformc acid, the
até derived fromacetic acid, the aconate derived
f rormplenal Pharmacpdiically aceepiahlp satiorie saksel @ Eogmical compound of

the wﬁ@ﬁ%rbirﬁ:nﬁi@ Wathéth%ﬂ'h@ﬂ?ﬁﬁﬁé lsbamnah@pd@esmm;i thd €gl6lum, the mag—
n 0 c.ac e

nesi NN, BB 855 e 8 HECH G e Yihd, F g ammonium

salt, ard ¢he likse of & chemicalieprnpewnd edhe diventien ﬁ@ﬂtém”tQh@ﬂ anionic group.

5uchatm@>ﬁ@t@n§eﬁaw@éifd‘rm@m b]yEpr@é@ﬁJﬂé§w@@ kow BAd aegéﬁtazrdan the art.
jrlvedfrom erived

i d,
il Eon BRIy e afiof Hiemiog B prE e N cofar ottt are
also acantdmpda’ced gb ;pbawraa@u@eally\mema@lﬁ $fltpdara-oniaot egits) Hreferred

azaohﬁl‘?r‘i Qélﬁs el @k élkﬂfﬁﬂuﬂﬁts'aﬁs ag 'p@rtldJlfés éﬁ'@if‘n;%g{mﬁ SR thE&hyl-onium
satts_ e EvRriy balin sats. BerVate 1tFs Y aaaa B g e the
cycloatkyleing-oniupheaits, & psticuladtherayniopapyametyidophionsaitsaci d,

t he napht hal ene- 2- sul phonat e
Pharmaceutical Compositions

Whiie the active compound for use in therapy according to the invention may be
administered in the form of the raw chemical compound, it is preferred to introduce the
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20 derived from naphtal ene-2-sul phonic acid, the

pht hal ate derived from phthalic acid, the salicylate
waolesouext3s rom salicylic acid, the sorbate deriredpke@siooosis

sorbic acid, the stearate ived fromstearic acid,

the succinate derived fromsuccinic acid, the tartrate

aciivél pigrathsht, bptiomeliarr taeifermaei @Iphymog@bmge@@:eptm sdionage
pranfSELNES, LB AbUERE: Sith BROBI 6 A e A EihielElEarrers,

procedur
buffetﬁesidwrﬁ%oandfprtq{féeraﬁttstom@vcahﬁéma%t@gl udigrigs. oxal i c

ach e pravetred eﬁfﬂjbdﬂﬁéntbﬂweclﬁVédt@ﬂrpﬁdw@é@bWUﬁédl k¥mpositions

comp?§gw§%g gl’)&’hlc{gﬂ%{?{gg? cgéolf' !uﬁé gg%aaqgrtg R ﬁﬁt\/hﬁt% gal ts
pharpaegitigalty deseptpbée salter dhrivgtivotherrof| m@mer Bith @lﬁ‘ﬁ qrtnsore
pharrﬁa@éumgl%dc@gtdbye e@rﬁe&tmb&e@oreagmdi o@@@héllyoﬁtl*%altﬁerapeutlc and/or

prophS/Tacgg ?ﬁ? 8%% %&Lﬂ{% ys% in %S%tﬁhg% rfsi?nq%ﬁé%u cep?able in
the seisenefiieing mmaatihifnwﬂh fiee gibar ngredierds gbtr@sfgrmniﬁtl@m énd not harmful

to thé@cﬁdlé#mthér@@f Tﬁig furﬂ%?v'e%ﬁﬁod‘irﬁ@ntztﬁéqnvérh%n%ir@ﬁhéﬁ pﬂﬁﬁrnidﬂ:@utlcal
si ne

compgsfiphs Ehepbrnd ars Man SR cotRblf ofmRahitriaR IS phefling to the
invention.eauch@s tworwféarantr@rwomsmmpcocgumi@r usg@ehording torthe invention.

S ErafmABYLtIRE éd?ﬁ;’)'@éﬁlo@% d?"tt%ﬁh%‘rﬁtﬁ)‘h e bekReyns @adle for oral, rectal,
i, NV

brongiyAl Adset il Bl oBsp! FRalivd PreHL S sEbhaah, MBS G, vaginai

or paedrderat(mtledipg avtadeass, shhcutaceaus, odlaussoEepriaaperiterdal.s
lntra\/eﬁéé’s %‘t’réﬂﬁe?@l tnﬁ}acePétﬁéle Htl%@culénzﬁ |HH‘0§ iﬂf&sﬁoﬁl rH‘dnH’iPlf%tratlon or

S [
thosq 1 B AL o S iralion B a}@facus'amay|'n%«ﬁ'ﬁnslawﬁmg. Rpwders
and ligaidtaerosa adtisicytcdno pr bpglisteinedmelsase systemd. $hitable examples of
susta‘t}}’eg r%@ra§¥| ?étlé)ﬂs IHEMH%éﬁ}ﬁe?mebBle%ﬂflbgéj braéohbhﬁldrciphoblc polymers

onium's
cont ¢ 'WF? |t e {ygnien |V‘07é°$*br8ﬁﬁk9ﬁﬁ € m‘sfer mpf shaped
artncldash@r@ﬁ&ma@cmndnn@smest he i nvention may be

aq'rﬂeth%Frﬁ#a? @ofﬂg)oh R& of ﬁ'rema\?éntfoh to"g@Weg Qi af@dyy%@fﬁ?%‘l‘ Bdjuvant,

004/ 01
carrigscq WO@@WH& @e piafe‘a'id'i‘tio\;@e fq{g} %fd?r@‘i'fnacﬁ‘btiqabﬁ%ﬂ" P%'t"?ﬂs and .
unit dosagéotheradf. Bugihipsine lirmgideaddids sarckiptpali@iiaahblets, filled capsules,

owd@PQﬁ&'gngé{tfbu‘Fﬁé a‘ﬁﬂrfﬁ?r?jlst |'ngi?arr€|i el?q%% V‘%Bpn&ﬁ‘gqﬁéod@:{o%tnons

SUSP%!?ﬁ!F?Qﬁ eptURieNs @E)E'Eﬁrﬁf’? CBH%H'%E‘@%W@EWWW iadlfperal ysgy suppo-
sitorigy R esctalchdeninRtratiom tandtSterile jenabiosofutions @ parenteral use. Such

pharﬂggémg%ﬁo§@§|tlo%%%%%r# (%%Ege lfs? ﬁ%rm&e%f '?rgaa; Jb?‘n O&r@%@o‘ﬁ%ntlonal

ngﬂﬁ accor
ingrediga @@nver&@nayp@@@@gﬂ@m@ aravithayit additipRalactive compounds or

prmclph%f aﬁa su&rog@t Besagsi fohm® Rraycdonkan @ny Bhd@efuttiveadrhount of the

actw? Wgr % c%gm%%ﬁﬁu?%t% W|{hetrh§fn%r ?cfgg% gr e(t? ?rksﬂ;é/ '19 i Qr%hlgyed
udée qhq‘:ntlmé camPouTd @f &wwreéeﬁr(tsr)vemugn cBe bea&ﬁ@@pfﬁ%%m a wide

varietyof drél%n‘éi%@nt@f‘al G@*séﬁb fb@rﬁ'@al‘t Wil 182 Bbiitud fdﬁh@éé@lﬂlled in the art that
r edj ent nat har nf.ul

the 1 RREASHOR o BPY S Sots fip Y SRBAH gt uchemical
compawneef teninemiondysa piveimaseeiinally accepiabipssltof grehemical compound
of thé:ﬁ)ﬁ'@ﬁtll&-{ ng nore than one conpound or pr odr ug for use
a t he i nvention SucC
c SR eGP Sar e S TR A ertcq REBBLINd of the
presénivrvention. pheivaseewically aedeptaiip oaiiersoran bf ettirar solid or liquid. Solid
form 'pﬂé’p%'ﬂétid?@ uﬁ@Mdé’FoMi@%eta%lété s chseulgy, %bchét@%@posxtones and

i cal

dlspeéﬂglesqugnqllfeﬁgﬁ a«?l %)rpec‘ gad@?%né) 85@@{%% bsﬁi@egpvgmgh may also act as

parenteral (i ncI udi ng cutaneous, subcutaneous,
i ntramuscul ar, intraperitoneal, intravenous,
intraarterial, intracerebral, intraocular injection or

i nfusion) adm nistration, or those in a formsuitable
for admi nistration by inhalation or insufflation,
i ncl udi ng powders
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and |iquid aerosol adm nistration, or by sustained
rel ease systens. Suitable exanples of sustained
w0 edgasE3syst ens i ncl ude sem perneabl e matri ceBCDDK2003/000518
solid hydrophobi c pol yners 2? cont ai ni ng the conpound
of the invention, which matr %es may be in form of

dxlueﬁﬂgaﬂ%unﬂg bg@h@ssol@bxgzergl ILipBcaHts, @u@bwgbéﬁs Hif&ers,
Lnvention er with a

pres§ ety 1asie PR Pars e =08y ¥ et SoGiestibfa Metetbly "t hus
bén prwders, ie @fartlhreleao‘mﬁlsocﬂlvplaarSMewmfc 8lin aonixbse witbrige finely
diwd@dlgct,\,lér};ldm ges :hg{e?f fSulch forns i IncI ude soI L\gs
a tl C ar a elL,s | psul. e 0 er
2 T8 e b @ bodfgn gk ited ith RIS Hav i Beeebssary
binding capatity dueswiable pioppitons andswsipactsdinghe emnesaraﬂwsxze desired.

e |'IT}“Pé| dowdePs End abspath %?effaifdb'lﬁé’oﬁ@élh hrdrr'i‘ﬁve?' 8'Rn t8! |bof19§eventy
or. rect adnm nistrati o

percGh 5 UtcsivE CPRReuiPuteBlh cATisfers Sroir b EPPngGemagnesiur
steargige falc, sigarmiraosd, pektin clepti, stanefs grfadinuinagaciosageethyicellulose,
sodiuh® E%okﬁﬁé@l?fceﬁ@&s& ABY rﬁ@l’uﬁ@ WaR nédc%ﬁéﬂuttﬁf RHGEAL §RE SThe term

t
‘oresaiRiRTY Baiendos 12 BORRR Sk R st She b aEoound witicr
encapgiilatingovatpeiat @5 o rignyrovlinga napsuye suwvhiabltle aftivecomy®nent, with
or wikBRUEH &k, NRircRRleY By LRGHES ﬁlﬂgh GOMMIB S Hgé’éc%m@ntvntﬁ P Simitarly,

t
Cach%tﬁéﬁlﬂj%aeneswﬁ%m@%g £ o< i agbets, anc

lozengdsican $earsed asrsolid Yerdes sudtabletfgr ofal administradiopar ent er al

d%?g?eﬂaﬁﬁg%up{)é]&% 19% DrRwoRY Iﬂg Wb ?G&%sea %HUL’@ g faP% acid

rv t Iovmng e ' forns my
glycegge PhEOCRZ FUter cig Hipd mesited %ﬂdﬂﬁérac V%ﬁ@ﬁP%’éﬁ”t%d%%@Gnd
homagfentbesly theesinj anbyp stlmngh'amerrﬁmﬁeh ihealdggnaeeiitade! is tise oured

into &Rv&n@ﬂ%&eﬁ%oﬁl@@ﬁt&%d 81 oBIhSnB W&Qéy ?)nsohﬁﬁ’y

epari ng pharnaceu ‘chem cal
c&?ﬁ‘?ﬁﬂ?&'oﬁﬁ stHable fere@siital ﬁﬁwﬁ%traiwn PR PerREaseNtackas pessaries,
tam pawes; epéarhé, gyelsy pasass foaats despeayheintsiningdn atditibd td the active

ngredBhf Shen! QIR BLERRE RhbOT HISLHAGPRMEGuel 201 et s

osiItoril e
dl'-é}b‘é,d @re@ﬁ@t'@ﬂaﬂﬂﬂh@@ SOMHiOsE] BUSPRNPIPES. Qﬂﬁi’ﬁrbélsmé for example,

watem@veatsuPebIene gyedi sdlutich. Bbsexareple asar¥ile?d @44 8tot/iRdid
er TR B K e 0 RO i

pribe€heaYGa) 68MPPHAY BecarHisnrie é"@ﬁ artersa@t ingetios, may thais be formulated
for paﬁ‘@ﬁt@lﬂﬂ aldainisgationt @rg &y .in ebﬂbrpméﬁwplé B&IuS j éctt%rn dr%oﬁtlnuous

e T AR Al i s s, s
volurréﬁ;mfuﬁéort@wpcm@htdosg cantainerswiith antasided preservativei fige chmpositions

may faRE %ﬁ&t@fdfmtstésnﬂjsﬁ@nﬁéﬁﬁc‘s'ohmohﬂ &rténﬁ@lgiloﬁs ﬁf&%rtdd&%us vehicles,
cte

and S S RAR A alith.pdEsS ST 2R Posofinr RplSHorAnH sfspersing
agentseflterativriyitthe @glivet ipgresiient maydfe inhmovetter faren, ebtinechbly aseptic

isolatiol df%lf&rﬁe §@Ifd d)reéysly@ﬁrﬂh%% €Dt 5GBS D P RistiflBER Sth WRuitable
ctose, pectin, dextrin,

Veh'CEet Srgcﬁ er%%lpé(f?q?n #J‘?%ﬂaﬁ%ﬂ?ﬁ@rermw cel lul ose, 10
sé@uaﬂm%a@lbmq&mnthyleo‘er bnall ose carabe prepaetd bpgissaling the active
comdéﬁ@@ﬁnb\kéttéreénd é’dlﬂdé E‘@téb‘lé‘@olo@ﬁ% tﬂg\r/cf[]r? Q%&Pﬁﬁ?bh@'ﬂ;icl{é\ing
nt e o include the formul ati on e aclive
agen{é 38 ith encapsul ating material as carrier
pMuedwngSpe@alpsa Iseitabte Wiricchl ddeecandia made bypiispending the finely
d|v1déM zEJilve %Bn'}’HOHERHE WRET Wi §|5C(5L% r%HLernQP %Qgﬁj a?\ﬁaﬁr&lacfrrsjyﬁ{hetlc

us, I n associ atl on
gum R etk CelbiassgRedigmeearprninedayicetiyinss: o otﬁsw@u known
a5p@nm$ya@sﬁspllls cachets, and 15 | ozenges can be used
as solid forns suitable for oral adm nistration. For
preparing suppositories, a |low nelting wax, such as a
m xture of fatty acid
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gl yceride or cocoa butter, is first nelted and the

active conponent is dispersed honobgeneously therein,
wW@s300ap1383 rri ng. The nol ten honbgenous m Xt ur ePCEDKb@B3/000518
~poured into convenient si zq%omnul ds, allowed to cool,

and thereby to solidify. 20 nposi tions suitable for

VagNabiuasaLRl sifeabie @ré@ayathﬁsprneé%tdegr SSVRESKSRE @By before
use BB TS m foe A ol o el P SRl O R iR PLRY B et ons.

suspamiariseasd asuEiensk toaddition totbee active codporgisoph pegparations may
complﬁ‘sé“ébfar §H¢%"\/§&l‘s°§%bill§§rlsug@l‘fe°r§|éFnh&Bﬁancﬁh@tQ@ﬂ&lv@&%ners

si ons, or wat er - propylene
d'Spe@?%’/‘E%lth'E'ﬁrlﬁr? &HL‘ gg}g @%’ﬁﬁpla@%b% Khteral inj eclto?/on
| Fquiabich apmépstraticinda she epideenis treroihemied cisnpaingdtdf dimg invention
may Bé‘fo?ﬁ‘dﬁaﬁé@a@%l dr%%ﬁbé' @r%%rr%' HGSHon20bbhs Q@rangaé'rr?dqﬁmcﬁabmtments

t t

and G A B Sye I b P aPHN IR ROGLat Y Blog Mg pre
additionjoéetitaite ti‘ﬁ@qenmgmmj/@” dudlingsagenjse totioms may derfoinmulates! with an
aquebtﬁg 6‘rs+ @@as@%d%f( lrpger@rgl% &Qﬁélﬂ drh%' dr ﬁ&%eerﬁ@é@md‘agents

Stabilgig 3G9 (JSRFEHR0 PEHRS) HHEPETGIg ROBRSA NG agents, o olovring

agenusr eservative. The conpositions 30 may take such forns

?ré?o% h%ﬂﬁablé%Hbgﬁalsadn‘ﬁﬁls?rgﬁéﬂrptﬂé rhéhtﬁ'ﬂc)/udér lozenges
ueaus ve

contal n tormul at| '
compsigg the agligrRarit 2 Havaused PasHIgISHALY &*Cf@%%ﬁfﬁ 56 fagacanth;
pastﬂwsmnsﬂdgt tere rativey igyediérten anuner'ebastaga@m asndelatayarizkgliycerine or
sucro@g\éﬂgracfae (ﬁhﬁ\ﬁ%h@é c@ﬁﬁ)ﬂ in§ th% Sefi th8|%d9afnt # £6LkSle liquid
1'Sop rom'so

['Tzat 1 on uti on,
C<’J"“Qi‘onst|tut|on with a suitable vehicle, e.g. sterlle

P\BongRASs fof e@spisispins drebppliedudiesct!Bto Agpuregsabcadty byiconsentional
mear}sh%J 'for%l%lta% fle°5vitf9 Eac!roé&ﬁ' §|ﬁg’tt9§e&5r§ aﬁ?@a&“a&nﬁ lallﬁ%gge provided in

single.er @Nﬁh@@ﬁe fprravours stabi | i sing and thi ckening
a@@iﬁnﬁlﬁlstraﬁord@sthé&és AL a8t SIdg pRITSheashiswEd bineah®bf an aerosol

form@é?ac%r{/lg eYB%{:;}?e?ﬁtl (f%g leﬁ't] i8 Bf({ﬁdé@lntep&egéq}%le)ﬁ ZﬂagkV\}ltﬂeadswtable

propelienhataiyad a ghloggimomamon (ﬂf(‘dlj%exar@glp ﬁigch(orodlﬂuoromethane
trichiGrefitofRithal e B¢ dichRibtetrafarbedn®t dayberedibiide s, othér suitable gas.

re St By P SORERER SRR SR ose of
may pe epalrelteddrysprovisioarid @metgrectediveer si on shortly bef or e

ustetative§Uhé af:ﬁ\Fé“nEFe@iﬁ@ﬁ@ﬁia?'b% previded # the form of a dry powder, for
m ni stration i ncl,ude solu

exanti peraraLe argeariireORe' = PR dapbroR B Bepgos, starch
starch depeatives ssiois bs pydpaxypropgimstng gelldosmang polysngpwielisione (PVP).
ConvfehﬁeY\WH?e é\k@é?'dar@rvﬁﬂ fdomf & élsm tied hhddl ebaty. IR podkEF édmposition

may Eé”éﬁqs%g?eacﬁa i ARBET B el AIEg R PR, e o- aelatin,
or blistee pegisdiesnivehitththecitevder ataydwngaduoindsterfedttyeneanacoftaroinhaler.
Mgy B fogﬁlg'g ?r%e%sfopé&%mrta%on & ﬁ%s@ﬁatb@l&&@&nclgﬁmg

as a t ans atch t men
TR BYBD OB TS0 PSS 1 ARty SaUIS 251 2] Aoy s 1o
exanpl¢ bf theeorderdafi 3 miurond osless.dhlod & partiklersizegman té @btained by means

knomﬂx%ltﬁé‘grtaf%?giﬁnp%‘)@e g?}c[ﬂ?éf\o?e fornmulated with an 10

ueous ener al ain
hgp depiFed, @ﬁmpgSftwﬁ@da@éﬁﬁ%give aiﬁlﬂﬁdsrel?@sa&gﬂ}esacﬂve
ingredl@pﬁf@lbfegeragb@és suspendi ng agents, thickening

?gﬁ{% %halrc alcgﬁ’lj Cf.%llj E?é;ﬂrat%glg%eq Rre‘?ﬁ%@ﬁ@hh RiYSs gﬂé ARk 8In such form,

lon I inc
the Hr%%ﬁ@%ls B piyided ing Unif<loges coralishaPRTAPHate BioBifiescf the active
compseet. Tiuail dossigerfose camte agaekaged ptapagstioanthle; package containing
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15 pastilles conprising the active ingredient in an

i nert base such as gelatin and gl ycerine or sucrose
wa@pah4acass a; and nout hwashes corrpri sing the ackCBK2003/000518

ingredient in a suitable Ilqg carrier. Solutions or

suspensions are applied direCtly to the nasal cavity

dlscre@é’ qﬁémm%gto'f Eﬂﬁiaraﬂcﬂﬁaﬁ]@ah &Opatregnlisnia! Jilap%u(b”so Qp@ Ibowders in
v G o AR e el Do TR BB LIRS e

itself, oe#gan dedhy appmrlatmwrab@mf [y &f Hesedd PB%&@M@"@# an

a?é&é%' or d-p5 el &l Al éd?fm%'tr@horﬁ Bed Aglidy Roriimtedvedibes tdimistration
with a suitable

and CB?%‘@FP JHPS@%@EG 8’??%”%4??%@?? ‘ljod}SOCar bon (CFC) f
(CFO) for
eRaanreﬂeﬂaltSMmteoUmlﬁuQﬁ)foom&ﬁ@n and administration may be found in

the lafest H:Qﬁ ef Hﬁﬁ_&j@ ngrmgée@csmgér%e%t (Veilabk PLdR$HIAG €0, Easton,
PA) car di oXi or other sul e gas. 25 The aerosol
)- may convem ently al so contain a surfactant such as
| Adh¢rapauticEiie effestiveafosérratgrs tmthabameont of sictivel lrmyedlent which

amehBrra‘PéQ tﬁb%ﬁngjftorﬁs %?E&'icﬁf?oﬁ/a*h\éﬁapeﬁhé %Fﬂ%é&y Hﬁcﬂ Yo%icfi@ aef Bng, and

| ngr.e d
etprRneR R e Bl PRt s Sl gultres o
expersmerttaltéremptsm be doas eatimundtwasn trecapsidic asddexh effestsds e

theragsie‘i{tk\{ﬁaé S ﬁ%ﬁ%g%&g%%%yﬁﬁ@%o@j l;vzlosg @Hd#h‘é%@utﬂﬁlj
comp '¥| nxh,\ﬁ/r ro %gr Y SOSConvr%? t he powder
Baiipn:PAPING fsee 8 Prh”qeﬁs RES B t y The
PO elose adpissteramusty doerger s earebdy |adjustact todbs egkoweight and
condlﬂc% onﬁ@'TRéﬁ dh%lI t?eﬂ‘%sﬁ‘ézﬁéd s \%@IT 5§t §te°5f ad?mﬁrstratlon dosage

er pac S

form @ra,d @Rymﬁns@r&@& rB§)J lhdesre o%ndarov ' C%?Sagﬁﬁ%ou 1FS dSi¥ee be
deter®@gaas) theqnactitiohended for adm nistration to the

r%ﬁg 'arcﬁ}a?%%é%a{fefpenhrb%l tH? a8 aRH" @Vé’rﬁ Iof ﬁ%géﬂi)sté l%]ﬁg treated,

ave artic
and i WRaShE disstensf SIS 2R TPbe ViRt B Ut ofdg fosage o
the péi'tl@@ét blﬁduﬁnﬁaﬁ@srﬁﬁyhlbaﬁ\@mlam teprodycertr@ndesired dnerapautiheffect.

Howe%%hﬁt 5P s%ﬁ’l%éﬁte% d;ﬂ%,& ﬁ@%géﬁg%#tlwgﬁngﬁﬁltfoﬁg coniaining of from

Tons’ a
about{l ite @bouh‘g}O@dn@@t apkiMe 'B@feéfﬁﬁ‘lt goiadiviial deses RERIEIREIEE] from
abouP! ﬁpéltﬁcﬂltm@ofm@fe&e RURASHE #d¥l thiedapeuic freatomage forns. In

dj’gwg Sacg}s%lngr%c? erﬁt gg{)g B%?rﬁ.ét%d in o‘cngtbq's\é{/?rgﬁﬂgégasc %Jr\r}igg’

Preferedyange areTfrun dﬁr dﬁg/aigé pf%rawma'ﬁt%%d B PecREOoses, such as

from QS%@%th ®nwiceheddackage contai ni ng WO 2004/ 012733
PCT/ 03/ 000518 15 discrete quantities of

Ophthdlepafaainu@ionsuch as packaged tabl ets, capsul es, and
p%%h%rrh%ce%lc%‘ éorﬂ;Foﬁ'H?PMFg%e o ed'irh@m’f'&béad%%ﬁﬂ@ suitable for

e
topicaltagsier User The tr@aap%@c@weefaﬁsmwattéymeﬁ?w ge?vV%%W Bp01 and 5%
(wiv tﬂﬂ%ﬁ&ablp beagdapedot anot.0Palived & quid fgpswlatiensor  or al

o d or %Ps{ ﬁ“bfcoa%pﬁ%qloln' Brlélfg"téb&%roldtn%g ?Yeepr%ﬁéred using a physiological

saling seltitien ag acoaipb¥ehiclenthe piaf sueh grbthpinyc salutigah ahejd sreferably
be mfam&alﬁéw Bymtehons and sa more refetabonbemeehd.3 anad.d, with an

e

pharmaeg&iseally a@%ﬂnt@bl@pf@@fvawée%@é@llt@r%a%d sgfadiartsanount
OfTrﬂ"éC;Srb!i@rvbﬂﬂi £di, eatselsdid Chom 1y desptobRr @itres-ibhie preservatives,

anloql%n})e@ef\n%tlgés C%%%ﬁéaﬁg @ae%?@@%t Ibl%f%T‘Jd ;grfa;g%rvgﬂ\geds ttl)'lat may be
usedgn mmmmnm @D@@D%@Dnﬁoﬂb@émﬁ%‘t inyegien ln@mdﬁubéfsare not

limite to, BERRAKIFRIM 2hiofBe NeiGrobdfafol es@efdial, pheaywaturic acetate and

phenynnercgrlcumtr%teand toxic effects is the




therapeutic index and may be expressed by the ratio
LD50/ ED50. Pharnaceuti cal conpositions exhibiting
wo asogm127Ber apeut i ¢ i ndexes are preferred. 15 Ther/das®3/000518
adm ni st ered must of course1ge carefully adjusted to
the age, weight and condition of the individual being
t neRéRfted @8rfnethht i@Sfor BRampld, PoRkoading 80 dtiketis@narious preferred

. dosa for d reqi : i P}
voic R 5y T 08 L RELPRR r A 5l e feese
vehiclenénghrdec but arermsit linitad tayialivinytialsagel. aidens: Sidioggrropy! methyl
celluidtt BhBxaNErsS exeidximetiyl E8IRIcHeS RpdexiEthyIgelitless aad pudied water.

dis W he di i - the i cian.,
B0k SR, SIS B4 5400l ROYSh B kB or
convepéant i thelyanclede, duraranetdinitad tohsalts, Redisuias) SP@upY JHerd:

. potaskilfh E8&idL thdriabraeigiycerefl, beRbthyldrievyuis (REG), polypropylene

10

15

20

25

30

tl t |, at.ed J ical . . .
glucoByBBE o bof SMETRLAE Agh BRI EIN REp b C R iy oot
1¥etousppusferaant veeansdpeadisstingeil mavds/ieRsbs0 @pg@s the resulting
prepaPAtRings 6Bh%a%ic£lﬁ?£@ce§%¢€. AkcbRiirghR WufféRlinbRide @kétate buffers,
e

. ble f t tic t t ts.. '
vt g, ety A S TR ey AL 8 g o
adjuspibe phyf these Efreutations asgeedade from 10- 200 ng/ day p. o.
adml JhhEHAEHREIN BcipatE ahMEkidR €S ustUR fhaBresEAtiAVEtiohGncludes,

SPYRAC AR G R R DT
hydrostpesrdgme Bod iretytated apdiroxytotueneopi cal ocul ar use. The
t i Laci ts i | i .
Ob)g%%r%@(gwﬁ!%y%g%ﬁésg'vﬁﬂéh A WRlLintI@E LR th&_ogﬁtrﬁﬁhi\é%#ébaratlons

. O v),. preferably between 1 an
are chelaRg Jgapys-i el F?rg{ﬂr&dfcgﬁ%s'|naﬁgsﬁg'? e}QSPtaé%aFﬂghuFﬁ’@ﬂhough other
chelatipp et intay, alpo b€ eisad liry plsoé ot inoemmjenodopmédipal ed usi ng a
p Iy Leal j H ; ' vehicle. The
e LSRR are R R A e bty 35
be_nmintained between 4 5 and 8 0 _nmmre preforghly
befpedied. 5 and 7. 2amBuhi\gd apPpPropri ate buffer

I'SU COUIIU al 11

s
coAGYR sPRAUND pharQBEERt i cal Iy accept abl e
pr Bmsenativees, stab@Pitfers and surfactants. The
pr@skickeat i ve may be0-dél ected from hydrophobic or
nofohiefy &djRseper vatiMes, anionic preservatives, and
cabhg&i C preservati qﬁ§_.1oPr eferred preservatives that
ma €. 40 used in the 'ﬂqﬁa'{] ceutical conpositions of
t hBHASN: i nvent i 98 PAETUHY, but are not linited to,
beAPEP¥ERItUM chl or | @Ne@dfdbr obut anol , t hi ner osal ,
phé&nyfhoanturi ¢ acetas peededi phenyl mercuric nitrate. WO
20@4fifidevigfer PCT/ DK289 3¢ O8btbInakd160%r ef erred _
sarractant rs, tor eXaliple, Folysorbate cU. LiKew se,
various preferred vehicles may be used in the
opihichsdtun! dope eptheaddtivasoofpotihds pf the gmésdmireentiomdepends on the
speci}-ich, %Bﬁpo\dﬁ&' z{?ldeﬁ'\ fH%CédﬁgﬁﬁnQH%eQFe%téﬁ?tthé EQLERSh &fQhe appropriate
pol'yvinyl “al cohol, povi done, hydroxypropyl nethyl
dOSGd%WIeth’Gg@,thﬁéfP@W?ﬁ’E?@f thexp'd) $#Y1 cel lul ose,
hythecoptetidiyic foehliatioseofihe gresdrtire@ntion ere cdnvEoisintdy pgckaged in

A ’ Podiid e , TR B
form SSEI m U A5 B8, L 8 RS BB S B, o
facilitgtetherpriicationdd the ?Y%-a@‘?@,a‘”ﬁ'érstwt@med‘[af 9r°§8’éﬁeLﬁ‘ﬁP“Cat'°“ are usually
madé€ bi|= Qiiiaﬁfal ine@,omci&sijlwwm?ﬁm?btéeiall, mad @jehleiallgmdnifgaiwbsleimbn about 0.5
0 . glycols (PEG, polypropylene glucols
and ?gcﬁl Sgir}f’yﬁlogt_her sui tabl e ophthal m cal |y acceptabl e
t dnites e3seaef| ttpatine oPUHIAIBSANSIAIEEESS ARigiarediprases  disorders or
condaing's kLAY a® WMBYthb @ hugeacafichiangnpssitidneofties lvehiign mQ also be
preparation is ophthalmcally acceptable. Accordingly,
buffers include acetate buffers,
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citrate buffers, phosphate buffers and borate buffers.
Aci ds or bases may be used to adjust the pH of these

wo osoawlEB3 ons as needed. An ophthal m cal | y accepi/aik@3/000518
anti oxi dant for use in the esent invention includes,

but is not limted to, sodi met abi sul fite, sodium
admliﬁlape%ﬁlnftﬁé ﬁ)rr@&f‘%ﬁ/ e?ﬂéta@mﬂstrﬁlﬁnylsé&?gs ofdlly), as an eye ointment, or
roxyan

but I 0X | uene. QG h
as andYEr R UANE S GRSIRES Ab 1o @X"b@% HePuded in the
m.c preparations are chel at t Th
Methﬁ&%f’gﬁ?%@ P¥hel gtl n o agen S °

&? agent is edentate disod
aﬂ'hhqm@lﬁm@m Rlsp pretiessd mrjhedytantie ragtmand, oorg\.geru@@d)r a{eviation of

a dlse@séQﬁ aodlscbrﬂeﬁ@l% ldtﬁh‘dlﬂlcﬁ{bf\/ﬂ ivind &nimEN@ody\dnichading ashumnan, which
ciseai ety toRd rronin B AR apoibflrcdf Bt metnod
complis€s adminiasaiing & Vich@ livingnarima) bady, irdleting a PemRny frélpeed thereof
an effdcMes %ouﬁt"&f@d:dﬁﬁé&!nd%fsgenﬁiél forbrfla Das Qefiiedxalstaet - as .

et S o RS S B B coene
includefbut laee potdisdied td:nvent i on depends on the speci f| c

gglmeé%tg?% r?lé‘ﬁ?@’er@"br'bﬁﬁdlﬁ&@ﬂhbt PRok/e tkb@pidlﬁé@ét&ﬂm oftth@or cells, such

b P g R0 RRY 2her ARS8, LS e Dol ena

f canudratolonsandert gastric eawmer, panceeaticoangere OVITRILPANSAT. v

p"i\?«ﬁéﬂ&rﬁa' Repat@haBsattbrhaahe l)frﬁﬁhdfﬁéer ed applicati on,
In contalner

a
- { BBPIATACEnORSeABT e a e op Hs B Brs SR gltingh such as
s eixtdbtive rhacular dggsinseatiap phgesetlated reaaulargiegengration daMey,
Slr'ét‘i &y B%rbEtlc FQ@eFQ%S/C rBln%%tlv% d@d&l"c'r@ﬂmop%ﬂﬂ/ d|abet|c macular

gener contain £9 l5
s&demaPMB)p lqclt?emlf‘ere@gg%atgy ff ge ingl Vaﬂfbﬂ'i ﬂgq:%ogc usion), retino-
angitinoeimesinaturity, ateedastivte age o, soddereabneovascularization; and

C?HQU%bﬁrlfafthifﬂéCEn@?s&M% the pharmaceut i caI

nvention
S B/pEOPOEBE TS AGESR SS9 £ RRLS L cke Releds 2
prendopldstieldissest ammte. ladnfurthet erabbdimes, b treatroertlis gh antisnetastatic

treat QntBYr? 3 %FPHF&%P En}%ﬁjdlnﬁtaﬂﬂe'dﬂe%%' @8rk8r (Srrt%n@ﬁ(ﬁn to be prevented

ar injectjon
is m ﬁiﬁéﬁ%\fp?a@eTH@ 3 fitBer ¢BROAMSH, ;sh%wse . 4l %?é‘?‘?ﬁ&& cppAitigyfo be
prevérit&@bABINdviated BVBMIE, on or al |l eviation of a disease or

| r@?dc' g'\ qﬁverﬁ{gn%ﬁﬂ@%é 'nﬂ&hcgé omatréét}ﬂe'?\g Spg cfmﬁbn P W eviation of age-

relatesbm@iculap fegenaratigionfsd ing anITiah PO, u%@%uwg aﬁb‘l”%ﬁjb péhighsmethod
compﬁ*&@s%hﬁﬁis@hb asl su&OﬁthQ @finasl riodiy sihelutiing & luraae,inaeed thereof a

neragh 9 BHolBle RBENp &AL bRl oA G188 bl s
theregd defi ned above. 10 The di seases, disorders or ‘
CQRAhd bomext dfakis Aenkies, pagéiréagtetdcmianm'aﬂodiégje@era:fon" (AMD) includes
dry A%/qul(o e—@%]c’da%ve AMD) and wet AMD (exudative AMD).
In a special embodiment, the invention relates to treatment, prevention or alleviation

of wet AMD.

Combined therapy

The pharmaceutical composition for use according to the invention may include or
may be used or administered in combination with one or more additional drugs useful for
the treatment, prevention or alleviation of a disease responsive to inhibition of
angiogenesis, such as compounds useful for anti-metastatic treatment. Such additional
drugs include cytotoxic compounds, antimitotic compounds, and antimetabolites.
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include but are not limted to: diseases, disorders

or conditions that involve the proliferation of tunor
weedl4®12733ich as cancer, prostate cancer, | ungPCBD&e603/000518

breast cancer, bl adder cancei renal cancer, colon

cancer, gastric cancer, panc 8eatl C cancer, ovarian

C%ﬁﬁpiesléf @&@Q@%md&%ﬂé& H@ludﬁék‘}%n@ﬁlﬂyibﬁrﬁ@ﬁ@é’fﬂs mclude

car OBt BN A e o st

adeangies eﬁamt@mtdtarcode:gmnds atqltmie HaaiByel ta@t)laﬂ@pmcmaxel
dl/moskérﬁ @%tfIaﬂﬁm@%etwItearu%]uée%rraéﬂh\sﬁe%tabetI c

ti
?w%&%ﬁ PETASE I CoRPRSBr™ B 5Py eGR T oy inventor
may betuseo op @dpatisterest in moetminaiontwith ateevteeaimeats @ taa@@m Examples
of ottt dre2@hBRRl or IR UBRE WhdlidZRldideragand stiHat oid

arthritis, and psoriasis. In a special enbodinent, the
Testdmaaaag d| sorder or condition to be treated is a

PSR oL SRR B ARy IR SBRRN R0 e evatates

by stgmdarﬁ i witrornd B viyoditudies as erke thinsseldeselibed BePWer or
condition to be prevent ed 25 is nmetastatic cancer. In

In vittometheds cnbodi nent, the di sease, disorder or

Coll-smtficity assiw Ihmmpaatvenf BHjtbymiaideevi ated i s DVE. Al so

t %HflﬂgﬁmdltH%SQf%@@é f%ré@%&g qv‘lé’lf % Ajfﬁ'{:ells were detached by

revent tion o macul
trypsHgeRA saLiioR a5¢ HONEY hgHnats ABR SBISAS 4t PREPHBPHgIepel density on
gelatl’ﬂl@mted/‘dﬂsm i ‘ms)d-iEEEBpnedm A dMBVsHEPES gnédiuaboth supple-

mentlehg%ﬁ]\ghoaﬁ haR lFQ&Q¥ ed! r{éﬂc levgl SQWWBJEggQw%GiHﬂF]E%ptomycin.

AftergigdticerHidy 6 q@ﬁésbf@t&@aﬁ we@ﬂ wm&e it 2 ng/miF GF-2 in M199-
HEPEBep@atilinktepBmyednt @%INBES tahi ©. 190 DS Oam duplicate wells, with or

WIthoRﬁ%itﬁgt] C%ﬁé‘%%a‘gﬁg U’ILhaer ’%)%9 ggl%r\ﬁéﬂ{s%gwge?ex O ME{W \I/—E% gﬁéfemented

with 1076 @,@g,cpq]lcﬂmmtwmm anA®- 1% e P oim d\a@|ca§ee\gel{sowﬂh or without
the tdst @@ﬁiﬂi@ﬂﬁds RERY 8RidcOBat®n pdriog\of a8 1hoA tradser &howt(0 AN i/well) of

[ H]thL}gg3 t\g&a}saqq%g%gld-[ﬁe C(IQE% %cﬁjgﬁtégglf?rnc eIGE) Hr Sgr n%co rsgbseqk.lently
the ca@e\der@rwmiwdrw'@t%&%dSthab@Hﬁﬂ lafslt\uwme \fNChWtﬂm @Qﬂi‘aﬂﬁ%
prechF@é’céH irPHe trt&flé#ﬁécé%ﬁ:eidiﬁ aﬁ@rﬂnalﬁ%lésﬂﬁ/édﬁﬁ@tmm .3 M NaOH and

F‘?‘ﬁ I’}tl on_ or..al l evi agﬁgon of .a di sease responsive to
COUNtGeHN 5 't at#@ si s, such as conpounds usef ul

Cell EBFQ/%:@Z‘ é)%%tig?’c?/}fé‘}ab& Ligat ment Such addi tional drugs
{ t ot d
arfdnanepkeetpdiherassay, m@orwm @Qﬁ%ﬁéﬁ%@%%%@%&@d cultured

(afted 8 shikaaiy 6S1:8)f to@phMiehtk ¢pes3ape an d?ne(doﬁﬂueldlc[]@,ire of HUVEC was

detafiis 8%&) @rﬁ%@u}\%@ﬂg A0S el 5 (%je(?e 2fiB BHAkIA Bell density of 10,

50 anql o8 émoa@uerym@n(g@&atkgﬁ@:@am dizhes 1@(/5,9& E,$ medium supplemented
with 80%l msatmak:ﬁvaemgws;iSWMrﬁﬁes&aﬁi ancpeicil(ib/aneptbmasie. After 18 h

the )ﬂ&lﬁ%tv«fe& g{em%l%a%np%l&tﬁsli ar%tc'{)ﬂrﬁgggxﬁirfﬁag E’BP%C lTﬁgr? the HUVEC were
washedrgngsiesiimulatedin tucakasooe df Agserca ¢idhe tRsé ARMBAUNdFeaNddEe

referdS@Icah paiHEs it 26 Bg/mIFER2Hh ALDMEMES kpéih‘id’lﬁir’ﬂlstreptomycm 10%

ek, SO RS SR S o8 (AR SLIRS, o

daysref kodd OO% confluency), with or without the test compounds. The cell number was
determined by image analysis (P. Koolwijk, 2001)
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10 The efficacy of use of the conmpound according to

the invention nmay be evaluated by standard in vitro
w@paeb4iom793 vo studies as e.g. those described bepdDwK2003/000518

vitro nethods Cell-specifici assay: Incorporation of

(3H thym di ne 15 Confluent cUltures of HUVEC,

ObsdriatipR! a%d/psesMBld éaapEménD cel | s wer edﬂet ached by
to adhere

trIPS'n solution, an l.] owed t and

s ﬁ/ eoélacog@e g],?agbrﬁ W? g}e@sgrgal in algggllaf ); eppne measurement per culture
well. db¢ atdiifesatinreafdt) \dES HgsobhlastMyieDS HEPES 4Tediumor oells was expressed as
mearDNEéﬁdéﬁgﬁ wﬁﬁdlmrﬁeﬁd@réﬂéﬁ RB&n HPJUpﬁQet\éﬂv&éWs 10%

et P pEpr By R B e st

the coinpewlsisasascaleiaied v falloased with 2.5 ng/ Ml FG--2 in
ML99 20 HEPES, i il d Lin/ St r ept onyei i~ 10% NBCS and
019 DNEQ in T AUV ECReTa 5 Ohi HOMECHirt hmeotihe o
gé‘é}'b%o@m% , ) x100%
DVEM HEPES suppﬁ( Ry Sy ECone)

pe @\yétlop/ streptonyci n and 8, LB RMROLU g supl i cate
ﬁ@éﬁ \Y/

or w t hout thet fter an
in q\f\%ﬁﬁzperl od of 48 h,~ q?éégmn%%ﬁﬂ
pOHUWEE Caar0f comfoi] t hymi di ne F\ﬁan2 atmelaitwidUVE@ t@lst sompound
wer e i ncubated for another i od. Subsequent |
The perceRiaggep] ynNjpitien \%stﬁ%dMﬁJi @K @%Tﬁ@ﬂum%@r&li efHO'l_fNAt'O” by the
compaahés Wiixedcarduldtedras falbak, and precipitated in 5%
trichloroacetic-acid, and finally dissolved in 0.5 m
0.3 M NaOH and ((panttemor selt - (dgwi, eirsen ealli Jbabinoh
% orHibigsn =Cel 4 _LrDLp.h.OLO.ggL_a.D.d__pLO.LLf_ELBIJ_O.D__aSS.aL&O ) x 100%
One week before the Yurrd X{glf} wi th HUVEC (passage
1) was thawed and cu ’ after a split ratio of

Lot eliconf | uence (pmenrabnatemambeaén uent culture

OB 1 NS Simfiardd AR Rl %t%gwgm@ 1and

t'6°"8YHer e and spread ens
In vivlmdttod$0% conf | uency on gel ati ne-coat ed d| shes in
ML99- HEPES nedi um suppl enented with 10%
Mou ff- SRBCS, 10% human serum and

PRI fehiate sices{SRFBaNMRR Weighlr®) 26-35 gtwere Idbidi@dwesre M&B,

lEbe ﬂ’.ﬂl%' SIeHBA L ‘ﬁ)eY’HatFk t'l"?\‘aeét\nfe% hSQé‘Q?iC]H %CEClrltg Mh@r@ﬁﬂ‘ft §Vas -EBﬁt'Polled on

washe resti mul

a2 B?urﬁlglats%ﬂs 753 thecroprsiemasrde R reledve hem%f%qi\%by a
thermeshygrogrdsh shdwe@vauergbetive &80 B-2401 TIL&Y HEBERS, respectively. The ani-

mals Wepé Fédl 4 é}é]{:)%d%%%&l F\ltro#an/ o 312\1?@09%99/% r\?&—ri%ﬁ/a&%&' ibitum and

cate
had f@@rﬁqca%%@ﬁp yfates. Awav@ad%we@rﬂi)sw%d@%fqr@bw@@lplgnw th
orSlow-rdleade pelletst @sitaiting@00 NG f hiithen dakik fibtoest ghemah fdEtor (Inno-

v SRR RACE PTG RSl bel By F3L 5 A9Hr P15 om. e

angiogRBicpsetdanas FuRrantiechivntng sappliesie e ﬁféeme&is@neé@ Rﬁé@‘éOf 10 days

eRBUhRE vidie %Fﬁgéthéttrzedl us‘ﬁ’% ﬁ[ifl/gfé@@?i#%@ﬁﬁf&a E?%]otﬁé‘r'mé/NE@ and
ro ration o i brobl as
x5 TH PN i DR e SRR b st Spatl g kin was
disinfledtbd- dsh)gﬁ@% rmharraxtox Stn}i]ratm@mﬁ dpr)made tﬂa:@éugcsﬁl%m\lqwudggprommity
nhi , uc \

to the S"a&?de‘% bt 6l P# 0%{%& E)ér?%ﬁ?% ?%Vo‘i% ER&E’ IQiggion was

created by il uatt é@sastldro carefigly sepdrating kua/BkiR @GR jhe-fagdpnd\ polyurethane

spoan;ﬁ l%l'?:' Ur\%/?éﬂ?ﬁp&%}é M &Bhfamlﬁlg%cow- elreaieg pellet 8040 ng bFGF
m@&rghg cgudal engipf dhe pegd @ad thg\ipeision was closed by a single or

double invert suture using Perma-Hand Seide 4/0 (Johnson&Johnson, Brussels, Belgium).
The animals were treated by an analgesic subcutaneous injection of carprofen 2 mg/kg.
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HUVECFGF- 2 = FGF-2 stinul ated HUVEC 15

HUVECFG-_2+conpound = FGF-2 stinul ated HUVEC + test
w@oopowTds The percentage of inhibition of thepdlBbK2¥3/000518

and T47D tunor cell proli fe\rAZ ion by the conpounds

wi'll be calculated as foll owsY ((dpm tunor cell) -

(dPR8 ahdlBEENICRIshotONROGEHatddadt EW"#B:LBME%%E@%O&HCQ%QQSGQ et al.,

9 .tunor cell) tunor c
1997, 589 Soatlold? Fielpry aTinlics B tiim ¢4t RBESdt R GAR! i blabeled immunc-
globtlim@messhdm, UK eint500.0 BPOIREINaCwas WediBd iR@EseMedSento a tail vein.

t | 1.8ngi 0 esl s, ,as NVRI, female m ce (SPF

e R R 32 57 G e BB EaP AGa=H1F GHhig the sponge
implagjt tyyas remioved. Skerspeade inDBantawith tha pefietweaseplbaadsiad plasti vial con-
tainirfg’@‘@%lfbttrﬁ(almﬁe{"\é "B RPWES Fa8lileBdn gg(-co%gte? [%i?f?tt?—:%%s in angio-

AT ght-dark cycle. Ihe roomtenperature and relative
genit{F¥PeNTyMeat b rd as 2bba(§thtY1 B G We ot @‘iﬁeéé‘ﬁj B Smnt’/%\t-t@_éts grouped
data beitteen 08 Gedarddd ds Slabstidathdsi@rlifitart SSRE G dsVSlYessEd s #Mans + SEM.

mals were fed a pelleted rodent diet (Altromn 1324,

Mougr mgtastess, addepmar k) ad |ibitumand had free access to

t [ v [ for,.

AL 7ot i S, Y818 ARRIVBLaD O i g e

animgs WRIRERPIXET el iCovestits£f eag ebilerstarh of e studvndhe Bady weights at the
start vhtiosireg Weedatiudrante AVEX1 ¢ T hefrhiet iviite hbiS¥Yd IW&BRI-bottomed plastic

i . ' ' r 1 The. . .
cose 50 PRI LOTERFTC B 15 PP pepon e ome
and gRges Wese sleanesy areguigentebrivio meintgip Hygiehe hhe micgewere fed an
expaadesidest digest istungand iRt iR ARSI MEINS tap water. The holding

l.af haj - .. Th Ki f the back.
ool PETHARG Ry, VSR o TRR R T oIS i S
maingin pin fesppesature wilgn Tomsasor 2Act 3°CAMcKan 20@2)si on was

MeDlta Waalwrﬁafsg@di gsn 'gﬂe:ﬁg &ﬁm ra?&gﬁbtykéeﬁgisihg ag)gﬁ)gglatle st?tig,tical
meth? Eg%ﬁgﬁg\;'f:% S?%J%@HCWSS aé?‘ﬂﬂ%&ﬂ’%w 'Jﬁl%ﬁg{] digssect i on?/

carefully separating the skin fromthe fascie. A

pol yur et hane BRiichPESARIPTION QF THEDRAWINGSX5Xx3 nm

containing a slowrel ease pellet of 400 ng bFGF was

pl Aegdesant inyeniequig durthen dlustrated dypotekenicedn dhe hecompanying drawing,
in whioghci si on was cl osed by a single or double invert

B 2@?@%@8@%&%@ o BpREhG R o VR DS ReaaR 18y e tumor cetl
(Mel Aot 78 boLpafilecationi nj ecti on of carprofen 2 ny/ kg.

V@i@@éﬁ&@tﬂ@%ﬁ@&’é{o@@%ﬁﬂﬁfuﬁ@%%& 0% C50BR gnaggpgoggﬁmeem

Lespon uantitate reviousl e _
monqigyegs OLHHYEG- SpdpymB0IS ggd balpo Setiglses s9ndiignseppgn symbols and
bars: tnigineybatgcheansiiobef or e eut hanasia 1 C of 1251-1 abel | ed

i mmuno- gl obulin (Amersham UK) in 50 | of 0.9% Nad

was injected intravenousikeyaj tail vein. The

ani mal s were eut hani sed by (5“2‘?% asphyxi ati on and the

ski n T(Dﬂé_erﬁ\}elyﬁiﬂr? istfb?hhér{)m%h tel'éj @Wﬁbn?@;@ 1hE !fiﬁgmg/#w% %!gtﬁqpées, which
Wi . [
are 3 ERAeh B Vel B 7 saiir ehue 13nbe e brrged. The
exampies desads tegt feauits fpr ewramenountk N-éMNineeenyhNafgbmmo-2-(1-H-
tetraZ@® 8Ly phesRPS e (B@ﬁ?wrﬁﬂa)aéwdlﬂ%%-@ﬁ(tﬂiiﬂﬂotré(mEﬁyﬁﬁlﬁ%ﬁ#ﬁ?\?—[mbromo-
Stuydent's t-tes rouped data, t
2'(1"%’3%?%%%%@' PS%@F%@%F%{PPQTW‘OEB}% ngni ficant. WIDat a was
expressed as neans SEM 10 Mouse netastasi s assay

Femal e C57BL/ 6 mice were supplied and delivered by
Charles River UK Ltd. The _
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ani mal s were approximately 6 weeks of age at the start
of the study. The body weights at the start of dosing
wowsoe/0i2733 he. range 10-21 g. The mice were houswr/l)moos/ooosm
solid-bottonmed plastic cages, containing wood '
shavings, in groups of up to 10. During
Ex n&ggl-ﬂ mati zation, the roons 15 and cages wer e cl eaned

r.i.n erval to Th
compayhs dadlen M A Iikles Bt it ST TS
alAl ciftegerface @ekbes@cufucaynwamab@arprewa@fepomﬂ@én%oq dpefy Fig- 1)- The
compoPREBwWARt and Motdr@hihnBask of b ebF @Adndueed HUVEC and fibroblast

ditioned
prohf@r@hﬂéw f:%m&?rteﬁk{%g tiﬁﬁé?? nl%&%@' I\ggl?l?( %\@KTL{% Qr%)gl’ffét@hr
Dat a was expressed as neans SEM and anal ysed usi ng
Exanmjpribprl ate statistical 20 nethods. Statistical

Com%%%@%{ 't@%@‘%"lﬁé RO RHITES | e hcﬁé@ &nd pﬁBllEFatlon assay

PTI ON
F T RUGSUEF ¢ mﬂs&?@‘é\m“(ﬁe? GBS Phgtdieidiadhnd -
prolifetating RV EQ Bxperimiits wer&ipgrformesham0 Yoh 80 % fang O cVq)tf,onﬂuent

monoq%f%’Qleﬂ/g@’E@ﬁ h'le’\fﬁ% 49 50%'&5%@%\(% hondrybigmepresent the

statug ﬁgq@g@gpéncew I%eglagqe”é&z)@gtarﬁ%ol ergtg %5{ atl%% Wé]ﬁa%}_la‘%]é?ted The
100% BiIUMEE ronolepears|rapressntdhe HUeE@Nt sbaanaqtesymb@le@d@hh@hal cells in the

eXIStIEQrbﬁ)Od%egél nﬁﬁ’é@ hgelnﬁlr'eHcQB&!on @nﬁﬂéﬂf&b&e aformedY to be able to
el ncubat ed cond The invention

MVPLES
d|scrqnynzptgrt1€ﬁ@eq 9eNGER fiely ‘WdttHe F@P Oéh%feathBtQ(Sﬁe f ol | owi ng
eX@amp&snd aMvias hot &Be & iahibittHUVE @ pdaiferatiorbgignificantly whap added for

the 4. Horq['%) Q&L@gtléﬁﬁ%ﬁt&f)ﬁ? #kn tr&‘ﬁové&’f%mHe%sW t6é ﬁ‘rﬁlﬂgtlon-rﬁlﬁlod (see

res

Fig. N- Nomlgrysd:ﬁ ﬁ@mgyto’pqqu]tu(qﬁlldd@@thzln@iatﬁ_d bye{he oggervamon of floating cells in
the nh&id)awy ot%eWe)dpimmg ithis peeed. (1© adgitom dherg vaasdco difference in cell death

orany_ 0%133’}_& gofzv\étﬁ %gw&%ACLBWeengd (d(;:.lgl grﬁégr‘ést c)JfIthe\zl% -day or 5-day

incutzdion pPeNied.33 PCT/ DK2003/ 000518 21 Exanple | Compound
a leRtRS, Wier! the indubation was peiforspecinfthe tontinassagresence of the

com %ﬁ&ﬁnce %% ieerE mlﬁtﬁ%ﬁ“y Eﬁ%&t %}4 ti‘{@n%roﬂ@ﬁro\ﬁed? e cells at the 10%

oun

confipenantiUMRR Der@Ryes. T cledmasmpaests dANEB oSt concentations
of thé b@ﬁ@@hﬁ@tbut RotdtMbvdrefontémtratiohe mMhearopapcadd timucke inhibition of

%&hﬁ@%@%%&%@ ghﬁ%ﬂﬂ e 7r\%d°%tothé f585/ciaédn‘ﬁ[]ent'-\:-ff@rmy%r32(see Fig.
2). Therd wasnaeffest oéﬁmnm@purﬁﬁ\sthega@% 't"H¥EFFda@” Veg%t ion
of k8 %oﬁ%ﬁt YO tHY @rhp&unatdntge a0d%Nemfludft monolayers was

ol e e PSS B, REEI S g o o

ﬂoatmg%eadccemwatbanﬂlrtujemeduw&v@swa@ﬁw@ theruiiEreRskPds With the
comE b@idis of angiogenic endothelial cells able to ,
H[J?/lEICferatF and m grate when stinulated. The 100%
nmonol ayers represent the qui escent character of
Example éndot helial cells in the existi ng bl ood vessel.

Coﬂmmdmamndm ested bathein evpanouss aptivanologrnesiy ABEAY o
beTﬂHﬁe p% déltéte?%%‘ﬁﬁod?r‘i& Q& cheiueran T%Q&bé‘ﬂlmélﬁ’% @ré performed with

CormstBd SAa I PeRONEEES BT VSRR BT TRHe
exp@tdetts fxth Cdneouhdhen Brgrpues erohixatmpoisingdr autakeivas n’@ied orally with
Conjip%m}ﬁea LiftRE b1V &S bf BTsdiRe), Stdrad AhigAR/RET(ERritrRAe 1) and with 20

and 40 mg/kg/day (experiment 2). In the third experiment, 3 groups gach comprising 6
animals was treated orally with the vehicle (saline) and 80 mg/kg/day of Compound a. In all
experiments the animals were treated from Days 3-9 and killed at day 10.
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Fig. 2). No signs of any cytotoxicity (cell death

i ndi cated by the observation of floating cells in the
worais@)27e@s observed during this period. |n adegt/pango3/000518

there was no difference in cg% death 20 or any del ay

of cell growh by the preinctibati on period during the

r e@bm@EuM‘ﬁ efciddly @seﬁégﬁ:}ﬁse r@l‘é%’r%th*é)& amerfg'sgg At 10 and 40

oS i BET il GRS heovachmpntiog of itk g hqas obtained
(seedlabler)i Ahﬁobe 0bb yngiid/emyt appeatdrbtofyeothi Ner Biféadheod! (NIDEL).
Ce@brﬁpéund bat 48%e STOESU EF@%\%WE% ?%Ingkﬂgéﬁ sid Pis%onse of

apprGgiraioly HEP CORBETAHC \BICaReIy aNiiAs. TE6 Remmaossvisvels were vl
toleratad by dngponiaed no B@ms @ﬂtoxm:hy br thangesfof tHdBANE weight gain were observed

. (datPh@shb®hpat i on was al so slightly observed at the 50%

confl uent nonol ayers (see Fig. 2). There was no
Ta bIeffect of the conpound on the 100% HUVEC nonol ayers.
$Hi s non- cytotoxicity of the conmpound on the 100%
The eftedt bli€otnpoomid ayed b ondise neovHsicuiaBshtiy it tcd @xpresb@d as percent
mh,btt,gﬁ)re was no change of HUVEC nor phol ogy and the anmount
30 floating dead cells in the culture nedium

observe@o@@r w@kghg 5u|tur¢oper| gs Wiftdp the| gg
corrpounqreftmrmlie Conmpopnds ajand b t est edLi nthe in
Vi VO nogse—antt—angrogenest-s—assay—35-Hhree—separate
exper i He9RPdbacy Ho%bt o [137 %o é)%%erl ndd%s wer e
per f or mMEdmpdind Bonpound p and ¢ne exper i ment gwes
performsd ound. b. Tn t first two
experiment's mfﬁo%\%&ﬂw@ fh%egﬁgﬁth)s each conpri sing
5 animals was treated orally with Conpound a at the
Exargplecst | evel s of 0 (saline), 5 and 10 ng/ kg/ day
Com?@&ﬁﬁé'a"@'m blést@ﬁ%%é |°h gﬂlo ﬁ@@sé%%é&égﬂs

eri nment, (yups each

BT sttt hp ety Gabveparamas Wit Hiomweand
(exmr@mrrt Neaid ané wih CantboBad ingkugriegnt @). ICeaplosudy sherk Were 4

t trﬁbht 8 ' reated from Days
reaEso gén%‘j‘“fﬂ*‘?ﬁ%bg?é@% S8 ST 575

PCT/ DK2003/ 000518 22 Conpound a elicited a
?esponsq-ré@h%gonshl p at all doggse At 10 and 40
/kg t%e

day a ni f nhi bition o
neovacul ari s gr ;@%‘%@l and 48% was™ obt ai ned (see
Table 1). A &@Qteledﬁorﬁrutrg/ kg/ day appez0 mifkg @.doe the No

Eff ect Level doMdehhds Yerpound b at 80
rrg( kg/ day inhibited the angi ogenesi 26(?e %‘93538 of 5

appr oxi mat el B'WUE@%QFQd to vehicl@ mgé@néa ani rral s.
i e B BB 214G e et ks TSebiae ity dose votume
used s @AM o gisries glsedrdandl 1§ oifka fargroghdwn) . Tabl e 1

1@57&/@“6@%&@%}@%’9\%@%@3@ Jialy t%f‘ vbiRewith 0.1 mi of a suspension
n. m.ce (ex rcen

ore1BRAER M b5 Al S EXRSRER0 B LS v e

excemtiomsd thedurirenbsn oo, 2BYal48re dGserponatiyl Hy fElagé, orintPavenously,
accor@ingGo tEMRRESELd trRattedHt ghsud dndecRhit), o B5 PIad) 10 (13
administrations). The animals were killed on day 14 (14 days after injection of the tumour
cells). The lungs from each animal were removed and weighed prior to fixing in Bouin’s
solution. After fixation, the number of colonies on the surface of each set of lungs was
counted by eye and these data were used for statistical analysis.

Oral administration of Compound a, at doses of 60 and 80 mg/kg, resulted in a

significant reduction of 17% and 21%, respectively in the number of melanoma lung colonies
when compared to vehidle_treated mice (see Table 2).




Compounds a and b tested in the in vivo nouse

net astasi s assay Two separate studies were conduct ed:
wer@swassper f ormed wi th Conpound a (experi menpCl/pKamd/000518

one with Conmpound b (experi t 2). In each study

there were 4 treatnent gro . The treatnent groups

W@"rgl IF\B rét%/?@of @&ﬁ% JH %ﬁ‘r’i %:;Q)(%@ an éd%@&@} Sfbduced a

S‘gn‘fﬁéﬂﬁﬁa\‘ﬁ‘a?”a{’ ‘éE!» /q@@pﬁcttyey[ PR née@?orga g colonies
compartgdkig vehiale tﬂ'eraéairrmﬁseéé’eb@r&jups 2-4 were adm ni stered

orally, by gavage. The dose volune wused was 20 m/kg
Tabid®r groups 2 and 4 and 15 nl/kg for group 3. 30 .

C57BL/6 mice were injected intravenously, via
The &figrtdf GRrppPURde @ ther %199951?@1‘1@7 B mefangTey kg Cﬁ'@ﬂ‘&ﬁ éﬂfr§578'—/6
micecel | s (approximately 3 x 105 cel |l s/ nmouse) on day O.

Wth the exception of the untreated group, aninals

were dosed orally, by gavage, or intravenously,

aps@y di ng tordhghenidl | ocat ed treat mepjorg @t ONC% Reduction

arty, from g -2 t0 day 10 (I3—admnrstratrons)-
ninals afreated Ganiohn day 14 (14 days-after

Bnj ection ofVéHﬁelet(InmwuﬁBmwegl s). TBengjJagss from each
g R _Wer e ¢ SHpKE a8 WeLled DT g b0 1ok NT T71ss

jol oni es _on @ﬁ@p@gﬁgdeﬂ gig/e@ich set 561‘85Iiuﬁ@§ was21.00
10 coumpt ed day cenparitttolvRBrfe daliskU Sy aRd Dudhett's test)
statistical analysis. Oral adm nistration of Conpound
a, at doses of 60 and 80 ng/kg, resulted in a
Tables3 gni fi cant reduction of 17% and 21 % respect ively in

The dif3 Qfﬁ({f@d@{)?&i natHS'H%v%@g@ez‘fl %fog’@ﬁnel{h%n‘% a3IBRLSA cs7BLS

mice PCT/ DK2003/ 000518 23 Oral admini stration of Conpound
15 b, at similar doses (60 and 80 nu/kg), produced a

w fi cant T@@Hﬁ&hton of 36% and 44%uIdSBREH Vel Rdduction
UMDEr O 12
e Table 3) "5 Table 2_ThHe

( 6@ F‘T'QOKI]), c@rﬁp@ﬁbd ta. V@W‘clel@(ra&al WQQQ&TB@&I mﬂmﬂeﬁ ngﬁ%/ kg)

61.85 2.89* 21.00 10 * conpared to vehicle
(Kruskal -Wal I'is and Dunnett's test) Table 3 The
ef fect of Conpound b on the devel opnent of B16

nmel anoma | ung colonies in C57BU6 mice 15
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G oup Treatnent Col ony Count % Reduction | Untreated
Control - 2 Vehicle Control (20 m/kg) 65.40 7.90 3

w@erpowrds b (60 ng/ kg) 41.55 9.55* 36.45 4 CoppDDRA0B/000518

(80 nmg/ kg) 36.65 5.82* 43.9 * P < 0.01, conpared to
vehi cl e (Kruskal -Wallis and nnett's test) WO

CLAMI®4/ 012733 PCT/ DK2003/ 000518 24 CLAIMS 5 1. The use

of a conpound of general formula |l RI6 HHR2 NYN
R3 RI#FR~ ORR4 14 12 R5 RIS R ~I) or a _
phEreraseoftd cornbyuratcfagerabhi€orp@lla | t her eof 10 wherein
R2 represents tetrazolyl; and R3, R4, R5, R6, R12,
R13, R14, R15, and R16 i ndependently of each other
represent hydrogen, hal o,HtriFlﬂI uorgaret hyl , nitro,

al kyl, al kyl carbgpyl ,R-NRafb, N NRa-0O-Ra, phenyl or
heteroaryl 15 i e ' ( R y substituted
with halo, trifluor _ NHRc, -CO0-R
or -CONR R'; pe v aRkyl, or phenyl ;
R and R |ndepe_ndent1y§ of each othk&r are hydrogen or

al kyl; or R and R tget her vvlth the nitmogen to

ora %ﬂﬁr%c&&ﬁéﬂ@%@cé}ﬁéﬂgﬁgﬁ tﬁe%&‘ a to 7 20 menber ed

Ing may optionally conprise

whergig Pa rﬁpfﬁéeﬁ%g?m'yfoﬁ@ oxygen at om and/or one

onal ity agen, @t om Lor one carbon-carbon
G0t Bortl, Rendh ok orfe carb o EESeH BB Bomfrepresent
amydmge@hhalet ifloorpoidtioylr nitrg, alkyl, alRyicabahyly-NRFR®, -NR?-CO-R?,
heh It&tr%‘?er%ﬁyh al kyl; 25 Ra and Rb |ndependently of

h h
Ri'gb %tﬁéh%r%%{fpé@?ﬂ'& LictRiachuty ey Fitkpi BTl CO-NHR,
t REP-8rR° art-CNRR";f orm a naphthyl ring or an indanyl
“\I\W‘ifla-ren%l'?@dt lgﬁgdrgéerh%jkyl @gh&ﬁl and R13 and t he

HI R16 are as defi ned

agg%é‘ dnfﬂ%ﬁ’eW@t'wa%%ﬁ‘-‘ébqtn%ar@fhyarqgearq&@@@utqrca|

cRiaodiR’l together withéhd nieragemtd whigh K@r‘e@ﬁta@hed form a 5— to 7-
-

{%&ﬁb%ﬁ%t&gcﬁihg'nﬁﬁa@ﬁlcﬁ nng rﬁém II@E%@BF gL L rAg member,

d|0§6rqa<é96fb?toebr?d\ﬂ{qrme@@drt@@abﬁgpw atem, @Adisir ohewatifon-carbon
anigublgestes| and/2r orldearbsa-niteshdotdie torfe ai m 1, wher ei n

3%nB3whiéPrne @RSy BR ARPRSS SBlo NS HR%E s AR with alkyl:

R?and R° independently of each other are hydrogen or alkyl; or

R™and R™, or R™ and R" together with the phenyl ring to which they are attached
form a naphthyl ring or an indanyl ring; and R?, R*, R®, R®, R"? and R™ and the
remaining one of R', R'® and R are as defined above:

for the manufacture of a pharmaceutical composition for the treatment, prevention or
alleviation of a disease or a disorder or a condition of a mammal, including a human, which
disease, disorder or condition is responsive to inhibition of angiogenesis.

2.

The use according to claim 1, wherein

R® R® and R® represent hydrogen; and
R* represents halo.

3.

The use according to claim 1, wherein

R®, R®, and R°® represent hydrogen; and
R* represents phenyl substituted with trifluoromethyl, nitro or -CO-NHR®;
wherein R® is phenyl.
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R4 represents halo. 3. The use according to claiml,
wherein R3, R5, and R6 represent hydrogen; and 40 R4
wo epueseEst s phenyl substituted with trifl uor oneehpk003/000518
nitro or -CONHR, wherein i s phenyl. WD
2004/ 012733 PCT/ DK2003/ 0005 25 4. The use according
4. tornel@enactordMpioadidlmt h&/f@é’ﬁQh@dombound is

N4 e rﬁ\&é}fl KPRVl Moz b 49 iRy 25 drd by ek azol - 5- 1) pheny

#trifupiomatiny) Plb‘@ﬂﬂrf’étm;hr}"me?‘rﬁﬂ HiNetrpzoli-girhepyl] wred: t et
N 3-Traz;@+or5etvsyl§nmw f4-\B-gigro héhy’ﬁ) Y1 Ep H-1e0600mEs- nghen yl] urea;

L PR 2 ) R e
N-3- mf ﬁmf@@tbldﬁwmﬁéh% j4-piflugromateyipei) %(yﬁtﬁﬁém}fq yl)phenyl] urea;
N-(3- urhﬂ@oronmtr%rl Eﬁérﬁw)unr mtnyétrmamy dhenyl] urea;

e APy Sl e G BETAe Spehersd s
lkf@nrqrmethyu@hmté)thyM prﬂm!h?i j H\te[trzazpu 5-yl)-phenyl] urea;
N-( 3 CHTdr@-&ﬁhéﬁ)fJ -Nafxt ﬁHﬁB@@z\dus gasnyl] ure

A T e N eI Red i b 220

N-(3- N:Iﬂ@rwmetﬁyuohm%lﬁylék tedylgiin)none-( T-4-{straaglt5-2)-pheryl} weaa
N-(3- ?ﬂlfuo'?rome}hymaﬁ&wl)lNumeéhrb% |-2- (1 -H-tetrazol-5-yl) Phenyl] urea;
N-(3 ﬁléléorome%y? pﬁenyrsylkl 4NN | KI (;{ methy?cargamoyl?2y ?er{raz%l ]Eo—yl

phenN} g@ajri fl uoronet hyl - phenyl )-N -[4-am no-2-(1-Htetraz
-(1 QJl-te';Pra!bllS hanyd.|a- Hﬁl@émmethYl phenyi ureido]- b|PhenyI -4- carboxylltl_: acid;

N('”f’%fs ?’d/-z[)oh &r@%ﬁﬂ%@ﬁyﬂ&% 4-acetyl amno-

N-(Biph¢r3A-Rryt)-Nix (- @Hieftteltyéquﬁe,m)yﬂ)l)enbd] ufel;car banoyl - 2-(1-Hte

N—(Blk{] Loy NI}/% g ﬁ zo‘l‘% henKr] u
Triflu 4-(N', N'-di m et hyl
N-(3-Agp bR Yesidzab o sfphynyg “'f@(§ ohenyl] urea:”

N—(B|Bher(y1-3l-w Nt-[2aiet-t{&trado)-54/ ~pEenfButea;f | uor onet hyl - phenyl

;\L#l{dﬁ{ g&]é& F?F l[ grmgﬁkg%%{eltgrgéaﬁé@l Lé henyl] urea;
N-(3 "RIGBPPRERY - Mjr H\Pth[/'zpl rapineelepanyl ;£| )Htﬂ%'@ﬁg?l $-yl)-biphenyl-
4-yl] ureaq;

N-(3, g"’[‘ &\IB@S{S}Yényﬁ N Dhmb 2 (L rted £ 820 -prsniipareeny! |

N-3, ﬂFQ’@i'%{@leiﬂnybﬁ\ér{ff’rbio'NP% pl-fetrpackordlyBrenylrgaiphenyl |
N-(NatheBalen-1-yl)-N"-[4-bromo-2-(1-H-tetrazol-5-yl)- phenyl] urea;

N-(2- '?*"nﬁ%r%%%{ pRaNL AN 4 bdroto i etk Az 8l 5 ?r)ﬁb'h)enﬁf‘ﬁr%%l ]

N-(2-Rposs-phgmi N ni4sbrpme- Bt tetakpl=5 2l pheryl} @epazol - 5-y1 ) -
N-(2-Brephényiy&a{4- brNﬂ‘(032-|§T-$métrQB@f6Lﬂ/()-pNen{/I]4ureé4 met hyl

orapr{oaﬂr%?F?Et :ag%%ctf%{%?%%& th%réo]f H-tetrazol -5-yl)-bi phenyl
5-Di chl oro-phenyl )-N -[4-brono-2-(1-Htetrazol -5-yl)-

S.  hdimgluseaceardingNp ¢&jm 1, wherein the disease, disorder or condition that is

respcﬁs@e@@ﬁrﬂ%dh@ %ﬁbbgéﬁeﬁiﬁs%%@ﬁ&rﬁ the GPSUpAEMsistiny lof chncer,

prostRfe AT HETRLFRNEey Dfeagt Spacss, HANSSY. SepcRr FeRd £2Bpersegipp cancer,

gastrigheamgel, paneraatic cancer, ovarian cancer, melanoma, hepatoma, sarcoma,

Iymp%rﬁg J)fdd%h\?’@h%@@lﬁh&égé?@é%rﬂ adbréidtddr BEBuIgr ddgeitetfloraz
retmcr@a(fy Hidrho relaiy SRoiertye diapesc ratingpely, JAbPtGmpolar edema

(DMmphisnéhicnetimgpadty, retinopathy of prematurity, neovascular glaucoma, corneal
neovﬁ%&% LY, rﬁél‘?rﬂﬂodé\[thr[té Qﬁd’?&r%s(sl Htetrazol -5-yf)-p

eny urea; or a pharnaceu all'y acceptabl e salt

thereof. 5. The use according to claim1, wherein the

di sease, disorder or condition that is responsive to

i nhibition of angi ogenesis is selected fromthe group

consi sting of cancer, 35 prostate cancer, |ung

cancer, breast cancer, bladder cancer, renal cancer,

col on cancer,
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gastric cancer, pancreatic cancer, ovarian cancer,

nmel anona, hepatoma, sarcoma, |ynphona, exudative
worr@dloga73ziegener ati on, age-rel ated nmacul ar PCT/DK2003/000518

degeneration, retinopathy, ?gabeti c retinopathy,

proliferative diabetic retinépathy, diabetic macul ar

6. eden@ausd &&@dmgwb@mc WRélePPa iy poLsl idropat hy  of

- BETBNL  ASRES UL LRSI, Gl 40

N-3 Es[b(*”fiié'—ir%meV‘D’)Qb@WIM2¢momW—DKﬂﬂeﬁam&5ﬂﬁ>heaﬁ 6reaThe
N-3-Tsfudte Rty PNC|4a30Ri ko pNEHIA)ED- (M -HOB S 4TI

N-3 I}"ﬁ’u é&veWp%n ?/l N 4[ ﬂi anllln:c@:zo%wphenﬁ 5% H—tgr(izo?-é)-yl)phenylj urea;

'@J%Oflllle(ftymrfelanNoﬁ‘fe(ﬂHyﬂl)l@be‘rwfhylNGFB/JQ—ZaﬁeHEteQaz(ol—Skyl}pebnyl] urea;
ora bﬁé@lae@uﬁ&él@%@%bfkb@&%ﬁ’t thefbof-aHd f | uor onet hyl

the tF%%?én P APGWaRst %Stai'c(t'fal—ip?@*t razol - 5-yl ) phenyl ] urea;
5 N-3-Trifluoronet hyl phenyl -
7. [ AThetusemdf a MBA&Y ocker phamﬁlabm@ce(lmeéll-yt&ei:emblle -Sait therpbrefor the

maniffaktube 605 pharmaceutx al com sition ort e treatment, prev lleviat f
rifl oromst P ?r feP geenmnf)raewalono
age‘kﬁ@ﬁ@ﬂiﬁ% ?eﬁqeé%{tf‘g‘z‘% LBad) %h‘@lzﬁ’WTgl@r@énan or a

phar rraceutl cally acceptable salt thereof, and the
8. t rEa uemacdosding taft Wherelrasieal R AC bl rXe R corifound df neral
formUegq of a VRAC bl ocker or a pharmaceutically accepta
salt thereof for the manufacture of a pharmaceutlcal
conposition for the treatnent, prevention or
all eviation of age-rgleat elf maldul arrflegeneration of a

manmmal , i ncl udi ngsa homan, NQa/NI e upe agx:ordl ng to 7,
wherei n the VRA S cony e 0of gener al 15
/,12 0 R6 | /

formula | R1I6 HH 5 N® R3,
RA RR5 R13 Rg"* Bhar rrgceu i cR y acceptabl e
salt thereof 20 whereL® R2 represerg3 tetrazolyl; and
R3, R4, R5, R6, R12, 3, R14 R15, and R16)

ora phﬁﬁ;@%@d@ﬁll&)ﬁc@éptﬁl@lt@@aﬂtﬁ%of epr Ieielm Eydr Iogen’l\leglbo’
itro, alky al kyl car bony - :
wherEthg %&%E %h@ﬁé)yl apdheter oaryl whi ch phenyl is
NeJoit b St ub e ds ve ¢ or
+ORkS S0kl eIt Lol bl LB gpresens
i shyﬁff?ﬂe@g@ﬁb Hlf'wrom%ihylpn@r@yalkyR'alkamarhunyi AIBHRh REHO0-R®,
ofpheaglhordtde@oani;e hydrogen or alkyl; or R and R

t h ttach c

f ap et Biet) KR a8 Re B RGET s RERe
WHQOOQI'ROW&'IQQ/"\%RW ise as a ring nmenber, 30 one
owwana{‘bghy@n@@éﬁrmmeo | onal nitrogen atom

n 0 bpnd an r _one

c [ bgﬁ énil ﬁ gér%%& g %bﬂ%sr ﬁT?dthﬁ?Q:Gf? Hed gYo%rycl iC
rif@nedy’ topet ﬁw!twhfbelt@gbsttw wihiabthey are attdchled folRaadadb 7-
RonérBeranigsiobycieirngaeRichtitrmay ptirige8mpRte akVing member,
fone oxygen atom, and/or one additional nitrogen atom, and/or one carbon-carbon
double bond, and/or one carbon-nitrogen double bond;
and which heterocyclic ring may optionally be substituted with alky!;

R%and R® independently of each other are hydrogen or alkyl; or

« R™and R or R™ and R'® together with the pheny ring to which they are attached
form a naphthyl ring or an indanyi ring; and R?, R*, R®, R® R and R™ and the
remaining one of R™, R™ and R'® are as defined above.
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35 R15 and R16, or R14 and R15 together with the
phenyl ring to which they are attached forma
woa@abinyB3 ri ng or an indanyl ring; and R3, R4, PREDKBEE3/000518
R12 and R13 and the renaini one of R14, R15 and R16
are as defined above. WO 2004/012733 PCT/ DK2003/ 000518
9. 27he.usthescustin@bodaidi Ngviteveiolthe Kompounavzer ei n t he

N-4-1i
QHB%HW P4-br ames 2-( A(-Itt)etrazol 3 Rh?-py' e o

N-3 %é@flggronﬁgt@ﬂ%)hgnyl I{l it araeod {-Ihtﬂr?zol -5-yl) phenyli/urea
N-3- Tprtﬁlengdmeﬂhylblderhmm -B-Gilrophéraf F 22 DiH-tetraklBygimtehy il bes;

N-3- migfg'n‘léth?g tI\{l &P?@Prﬁca%ong Ipheny)-2:(f H tetra]z]ol -5- Iyg;glhenyll urea;
N-3- 1[5#' @ﬂﬁtFwP i ian iA-UriHem etyipaeryd)- %ﬁf Hrtﬁseéql@oﬁmhenyl urea;
N-(3-ptiferoybnety(- ﬁhéhW)eNf- @LHﬁeWéZ)OIDBSﬁYMeFW ePea;
e P e AT FRRR et Pl 415 e
N-(3- llTqucprggthyl phenyl)-N’"-[4- phenyYZ -(1-H-tetrazol-5- yI) phenyl] urea
N-(3- @hi@ﬁe—ﬁherﬁylpm-{mﬁthyétfaﬂwrﬁw Iyl 2rdéd;- H-tetrazol - 5-yl)

N-(a-TLERY e BReny oA fo-aming 2 1-itetrazar ok phend] Wedie, oy
N-(3-Trif eyeteayeny oV e@—acetylammo -2-(1-H-tetrazol-5-yl)-phenyl] urea;
N-(3-Nlfudrdmiethyiphenyt 4~ gnieanibyl=-2N +Hdepagimd y Rpiemtthired;r a

’;’;ii%‘gz‘%# %5 Bﬁ%é)r?yl )[r‘*ﬁ?% ’%O(dimﬁh: ProgBeYs 2 Iy Helaadrs -
3'-(1- Nt(eﬁaidelLB‘ Mﬁor}% ﬂﬁiﬁhor@ﬁ%’ﬂb&l Bhy |¥ ére@d&]%t%n?ﬂ«:ﬁaﬁb%&yl%cud

N(ln&gr}qép{ | a@f"?’é{%pﬁ‘g %] g‘%al'-llr tet ?glzegl 5. yl) - pheny

N- (Blmi]erwkéaﬂ N|\[2(3 Hﬁetrarz{@bﬁﬂﬁmfwvl] urea;
N- Buprm?@nsly)) M- 4 fq@étmwyf %ﬂ”@q I|]'|uFe%t razol - 5-yl)- phenyl ]

4- (N
N-(3-Algiphaty 65"% LRt %% el s
N—(Blmfmywiyl e el@-(1 H tetrazol 5-yl)-phenyl] ureg;
%yrl&ilﬂa dﬂ;ﬁ Qhé M' I)i'tétraioﬁﬁ(y}?) pdriyijupépnet hyl - phenyl
N-(3-

(iEaaay P 1’@( %hﬁ%ﬁnﬁ%%w EE e o—
4-yl] LNEQ Bi phenyl - 4- yI )-N -[2-(1-Htetrazol -5-yl)-phenyl]
N-(3,3.D%Rloro- phenyl% -[4-bromo-2-(1-H- tetrazol 5- y% phenyl[} ureahenyl |

N-(3 AEL P@Jé}? nyl [3 bromcg % (1]7-! tetrazo phenyl urea
N-(Naightt@leke g1yt N pdenginp-N( +-He{razdh5-g}-pagoli- ey ) - phenyl |
N-(2- Wf%romethyl pheny| )-N '\]i'4 irom? f_|_ H—tetrazol 5 E/)liw?nyd urea;

tetrazol henyl
N- (2-!5L éré) &eny}s N’ [4 brgmo 2-t{-H-tetrazol-5- -yi) pheny urea; nyl]

N-(2-Bhyi2pH Py iMiHA-Boyio)y2-phergirdzdN S5-I Rpiidnyii-dred;r azol - 5-yl ) -
ora pﬁgﬁwéérug%ﬁmeg %ble'\?alt[tﬁere&[ net hyl - p| per azi ne- 1- car bo

nyl ) - -Htetrazol -5-yl)-bi phenyl - yl] urea; 25
NZ( tho of treatment, prevention or alleviation of a dlsease or a disorder or a

condlt'ﬁz—r{bf@h\ﬂngamhﬁnjbbdy Whclldind b Gitenaty, Whidt disértiaz disedsy b} cohdition
is res&@%ﬂ%ﬁoﬁﬁfﬁ&tl%n HF ér‘f@l%enﬁﬁls sl rlsing( tfe'it?%ﬂ, %% |n|séermg)to§uch a

living gaifial pody. é@cludmg a human, in need thereof a therapeutically effective amount of
a combo(iNaphy&edranfodmyia)i- N - [ 4- br ono- 2- (1- Htetrazol - 5-yl) -
phenyl ] urea;
N-(2-Trifluoronethyl -phenyl)-N -[4-bronp-2-(1-Htetraz
ol -5-yl)-phenyl] urea;
N- (2- Fl uor o- phenyl )-N -[4-brono-2-(1-Htetrazol -5-yi)-
phenyl] urea; 30
N- (2- Et hyl - phenyl )-N -[4-brono-2-(1-Htetrazol-5-yl)-p
henyl] urea; or a pharmaceutically acceptable salt
thereof. 10. A nethod of treatnent, prevention or
alleviation of a disease or a disorder or a condition
of a living ani mal body, including a human, which
di sorder, disease or condition 35 is responsive to

pheny
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WD 2004/ 012733 PCT/ DK2003/ 000518 28 R16 ~{ HR2 R15

NVNR3 141 12 ORI R4 RR5 RI3 R or a
w@banmerresit i cal |y acceptabl e salt thereof where¢T'DR2003/000518

represents tetrazolyl; 5 R3g R4, R5, R6, R12, R13,

Ri 4, R15, and R16 i ndepengent]y of each ot her

represent hydrogen, gifal o, trgfl uoRdNEt hyl, nitro,

al kyl , al kyl cangﬁ COgdb, phenyl or
het eroaryl ; whi¢ch

nyl ] - NRd
phHen |§H{)pt| y substituted
with halo, trifluyo hy(, Oni g6

Y O-NHRe, -CO- O Rc
or -CONRR'; B® >FeiRRe is hydfogen, al kyl, or
phenyl; R and R' ing®pendently ofReach other are
hydrogen or alkyl; or R and R' toget her(hi th the

or a phatmangeticdlly ashepthblersayt thereotit t ached forma 5- to 7-
wherefFPlQb?ép?QSé?\?é ?e‘h%%lgﬂ icri ng which ring nay optionally

conprise as a rin one oxygen-atom and/ or
« OR® Fa‘ddilstR@IFHF Rﬂptpéﬁgﬁﬁ ah@wﬁ Fﬁ@@bé’rﬁ?eﬁﬁl@o@@é@@@tlﬁ@"r@&@sent
and/ or, one car
RS8R Bl DitoROARY O, SRS Sl Rl A RS Rpe.co
seite eueteroant:h al kyI Ra and Rb independently of
eRiBh Qh@% iPEsionUY SaRMAtREd HitkWalo, ‘Prrﬂuo'?érﬁe@@!j n'?ﬂés ’-C@r NHRS,
@1% %ég\ﬁggher with the phenyl Ti ng t
t A@ hi 20 form a naphthyl ring or an
i wikereinl RY is iydroged, RByl, R4phaRyl; R6, R12 and R13 and the
r%d"R“%d@B@nd@cntl%f'e?ﬂéth@PQrem@r% h 8 fyped

'R
t h
3% %ﬂﬁ %t qgﬁtfts%r “ﬁtﬁ‘éh? Bltrecen t%n@ntﬂ athew é‘g%ﬁ@@-ed?fir)@ﬂ adt-ta 7-
I memhagrahlneta#ocbdd:wngl nblchdinggmay bptmnangmmprsew 4 g member,
n )
S 8 MG T T o
L@& i, apfeY e GRrbPNYYAege)) deydls bepd:a -
pdrad wiick bibtetadyiclic Heg artyalptiensinl be shwtiaasd with alky!:

R?and R° independently of each other are hydrogen or alkyl; or

e R™and R™, or R" and R' together with the phenyl ring to which they are attached
form a naphthyl ring or an indanyl ring; and R®, R*, R%, R®, R'? and R™ and the
remaining one of R™, R"* and R® are as defined above.

11. A method of treatment, prevention or alleviation of age-related macular degenera-
tion of a living animal body, including a human comprising the step of administering to
such a living animal body, including a human, in need thereof a therapeutically effective
amount of a VRAC blocker or a pharmaceutically acceptable salt thereof.



