WO 02/ 060421 PCT/ EPO2/ 00311 Use of

2- am no- 1- (4- hydr oxy- 2- met hanesul phonam dophenyl ) et hanol for treating
urinary iwoanbsnaence The present invention relates to nmedipcarsroi/eosil

cont ai ni ng 2-am no- 1- (4- hydroxy-2- met hanesul phonam dophenyl ) et hanol, one
of the two optical isomers thereof and/or the pharmacol ogically acceptable
salts thereof, particularly for treating wurinary incontinence. The

conmpound acgordi to.the invention, has, the follow ng, structure:; rmul a
o N F R PEERERio BArond e ethaBRe pRIAIAT B RISt ane bRl ar y
rel ease of urine, i.e. weakneggafhgiitthar)iR€dfinedbe various nanifestations
of urinary incontinence include urge incContinence, reflex incontinence,
overfl ow i nconti nence and stress incontinence. The nost comon form of
urinary ingontinence is.stress incontinence. This .affects n,, in

par 11 cul ar N pPIEBENE eGP FERtEs BTPHISARS PARIETNIRG 2N AaBIHEP YR s | s
that pr egnaghan@sdihdRariid§stteryettRidl Lehof@akap dtical isonterB@hdiiedf f | oor .

Q her causes of incontinence rm i for exanple, in damage to the nerves

. y 116, [ .
of the pelaridfor thegdhgrmacotngieailytagceptatie salts tharaeh particiaytor tieating -
sphincter nuscle. According to WO 96/32939 it is beneficial to use al pha-1
L- agoni st MNP HEONEPERYFrent of uri nary incontinence, as they act
selectively on the adrenoreceptors of the bladder and thus have a cruci al
effect on the tonicity of the urethra, without significantly affecting the

cardi ac ciFhairemppyndpecerdingip the iogeation bas thepipdionir structure:

Formula I:
OH
XN NH,
HO =
NHSO,CH,
Prior art:

By incontinence is meant an involuntary release of urine, i.e. weakness of the
bladder. The various manifestations of urinary incontinence include urge
incontinence, reflex incontinence, overflow incontinence and stress incontinence.
The most common form of urinary incontinence is stress incontinence. This affects
women, in particular, after more or less difficult childbirth. The reason for this is
that pregnancy and labour-easily lead to a weakening of the pelvic floor. Other
causes of incontinence may lie, for example, in damage to the nerves of the pelvic

floor, a congenitally short urethra or damage to the sphincter muscle.

According to WO 96/32939 it is beneficial to use alpha-1L-agonists in the
treatment of urinary incontinence, as they act selectively on the adrenoreceptors
of the bladder and thus have a crucial effect on the tonicity of the urethra, without

significantly affecting the cardiac circulatory system.



2 EP 0 538 469 describes 2-am no- 1-(2-fl uoro-5-nethanesul phonam do-

phenyl ) et hanol and the use thereof for treating urinary incontinence.

Descri ptiwp oebsetsbe i nvention 5 Surprisingly, it has now beem/Hrouosit hat t he
conpound of forrmula |I has an outstandizag agonistic effect on al pha-1
L-receptors. The substance acts highly selectively on the bladder and
inhibits urinary urgency. The aimis therefore to devel op a nedi canent with

whi ch U“Egﬂby déﬁé@ﬁbgg%vg%%odnépl-?{ﬂ&&%%% {ﬂjglo%d manner. A

further ective Is anent s ctively on the
contract mhenlybeﬂmmioi;and diie tibe theradtifor tmatlhgumn:aey |rm:oatuyelaxfef ecting ot her
organs such as e.g. peripheral blood vessels. 15 Another objective is to
devel op a nedi canent for treating urinary incontinence, in particular

stress urDé’g%li-lf’ét,bHQﬁHﬁé nﬁ,@ﬁﬁen\l\hl ch. has a relatively long-lasting effect.
Anot her ] 0 op a nethod of treating urinary incontinence,
in 20 par&urpusiaglysttrrwsmwbaan;foumnbﬂ‘rﬁhth@nompoandfcﬁrfammwa ldagrarg whi ch can
be admi ni red. oral | be devel o urther, aim. evel op a
non- t ox Ot Re ssP et et A f T LB Shtord L p5SRRE S PoRuSRF et

i nventi Orseqécwe@r&{ ﬂfeeufaadér BAd athisied ivearguhgémeice having the profiles
descri bed above and to devel op a suitabl e nedicanent therefrom WO

02/ 060421 PCT/ EP02/00311 3 Detailed description of the i nvention The
racemat ﬁ\fe éltr}]elsct%rrpec%pedtoagg\;)erlgb gqnégicglr%%n't Ov\llt%n\k/hlgﬁ uria ln%on%( hends énnce

10 be treated in a controlled manner.

A further objective is to develop medicaments which act selectively on the
contractile mechanisms of the bladder without seriously affecting other organs
such as e.g. peripheral blood vessels.

15
Another objective is to develop a medicament for treating urinary incontinence, in

particular stress urinary incontinence, which has a relatively long-lasting effect.

Another objective is to develop a method of treating urinary incontinence, in

20 particular stress urinary incontinence.
Preferably, a drug which can be administered orally should be developed.

A further aim is to develop a non-toxic drug with few side-effects.

25
The overall aim of the present invention is therefore to find an active substance
having the profiles described above and to develop a suitable medicament

therefrom.



the 1960s. It is described, for exanple, in US Patent 3,341,584 or GB
993,584. These 5 publications nention that the racemate has a stinmul ant
ef f ect orwelophens2and/ or beta-receptors. The Journal of Medir@pnado3Chem stry
10 (1967) page 467 describes an al pha-;adrenergic effect. 'The
enantionerically pure forns of the conmpound, i.e. the R- or S- formare not
10 known as pharmaceutical substances. Al so not known is the use of the

conmpound,nA5iié §ESENRLE HFihk gkl onerical ly pure form i.e. in the R or
S- form WTDQIHFW@ETFT%WDUSiti on for treating urinary incontinence,
i n partiThe Aacestate o the compypund @coodidirgn trethelibvdmi@rcbapbeed knewassdce n a

phar nac%rﬁéﬁséﬂcorrposition in the formof the racemate or one of the pure

enanti o ® substance may be used both as a free base and as an acid

addi tion |§i§idescrn§é@;r?ek§§am 16 4 U Phieht 4. £854 br B 98!IANITHERE! ds such as

hydrochl oric acid, 20 hydrobrom c aci phuric aci phosphoric acid or
organi 6 acblsatiansimeasntian ghatdhe sacemats has a stioiuantieffachioncalpla-candtat i ¢ aci d,

succinic,acid, fumarig acid - | uen | phoni ¢ [ benz sul phoni ¢
aci d, mﬁ?&'@%‘fﬁpg‘ﬁéni-@Weag?wl,nar%moeg' Eig'?heorgte??%ma @9%@ 838?%%; era. The
hydr ochl QfeseghéSanafiifd-altendigiebffeck> The conpound according to the

I nvention may be adm nistered as a nedi canent by oral route, by

i nhal ation, intranasally, intravenously, by subcutaneous,
intramuscyl arily, transdernall vaginalily or.as,a su itory. Oral
adri ni st rai SiniomerTERy R forkts e Eamdinil iyt RaBESR TR ALSTSE ¢ s
own Orjoi kneAR AHSTHArPRacdUtiBaPS lsstan G MY het Ihcveh is/PesissbrRees.
compound, as a racemate or in enantiomerically pure form, i.e. in the R- or S-
form, in a pharmaceutical composition for treating urinary incontinence, in

particular stress urinary incontinence.

15 The compound is used in a pharmaceutical composition in the form of the

racemate or one of the pure enantiomers.

The substance may be used both as a free base and as an acid addition salt.
Examples of such salts are salts of inorganic acids such as hydrochloric acid, i
20 hydrobromic acid, sulphuric acid, phosphoric acid or organic acids such as acetic
acid, citric acid, tartaric acid, malic acid, succinic acid, fumaric acid, p-
toluenesulphonic acid, benzenesulphonic acid, methanesulphonic acid, lactic acid,
ascorbic acid ef cefera.
The hydrochloride is preferably used.
25
The compound according to the invention may be administered as a medicament
by oral route, by inhalation, intranasally, intravenously, by subcutaneous,
intramuscularily, transdermally, vaginalily or as a suppository. Oral administration
is preferred.
30
The compound may be administered on its own or in conjunction with other

appropriate active substances.



WO 02/ 060421 PCT/ EP02/00311 4 To determ ne the opti num dose of the active
substance for urinary incontinence, various paraneters have to be taken

i nt o conswoerasti4on, such as the age and body weight of tir€TERO2/€0311 and
the nature and stage of the conplaint. £ The preferred dose for humans is
between 0.001 ng and 1 g per day, preferably between 0.001 ng and 500 ng
and nost preferably between 0.01 ng and 100 ng and nost preferably between
0.01 ng and 10 ng. 1o In sone cases a smaller anount may be sufficient,
whereas in other cases a |arger total anmount may be needed. The total

dai | y doSe detgrrbimetthkeptinmumriosgoofdhe iactige sabsianperfor omsargdpendinegcen t he
treatnment reginmen. The treatnent reginen may also prescribe intervals of
15 or o VAHTS RarAmS g hawe 10 e akST s Renalistaton, SUSk e Be aug ey
accor di ngydighildiehe PUBBHI, AhdRY r@u@%ﬂdﬂs@p@rcﬁqh@%hﬁmmﬂ various

formul ations, e.g. as a solid, 1nliquid form as a powder, in the form of
tabl et§, as a coated tablet, sugar-coated tablets, as an oral

di si ntegrati ng.tab| et 0 ,as_a_subl i ,ngual let, i.n a capsule, .in
G anul ot ddengpiareR Sose i sRiudn LR 00 g oS e BaV5rr3hhup, i n
the for mb@fwé’érpgﬁ)mrmg_rhrﬁi B8O MPEAE MEARTEHRSLITBEIREeR DA GndSIEY frignd
froma powder of the Kind nentioned above or other powders, which are
packed i @nd raogtapefarablypraivecal).01mggndal® mg.capsule. 25 It is al so
possi ble to introduce |ubricants, known fromthe prior art into the capsule
or to use themto seal the two halves of the capsule. The dissolution rate
of a sgamsdbmeCabeRen smalleprardupy mdjebaddificicdn, Wherdasiinlotigsradtise8ra
sol ubilising substances, such as, for exanple, carboxymnethyl cell ul ose,
car boxymiareer idall amedet waydleungedashl y- substi t ut ed hydr oxypropyl cel | ul ose,
cal cium 30 carbonate, sodium carbonate, sodi um carboxynethyl starch,
crospovi done, ‘

The total daily dose may be taken in one go or in several portions depending on

the treatment regimen. The treatment regimen may also prescribe intervals of

15 more than one day between doses of the drug.

The active substance according to the invention may be administered orally in

various formulations, e.g. as a solid, in liquid form, as a powder, in the form of

tablets, as a coated tablet, sugar-coated tablets, as an oral disintegrating tablet,
20 as a sublingual tablet, in a capsule, in granulated form, as a suspension, solution,

emulsion, elixir or syrup, in the form of drops or in other forms.

Capsules may be produced, starting from a powder of the kind mentioned above

or other powders, which are packed.into a capsule, preferably a gelatine capsule. -
25 ltis also possible to introduce lubricants known from the prior art into the capsule

or to use them to seal the two halves of the capsule. The dissolution rate of a

capsule can be increased by the addition of disintegrant or solubilising

substances, such as, for example, carboxymethylcellulose,

carboxymethylcellulose calcium, lowly-substituted hydroxypropylcellulose, calcium
30 carbonate, sodium carbonate, sodium carboxymethyl starch, crospovidone,

croscarmellose sodium and other substances. The active substance may be



croscarmnel | ose sodi um and ot her substances. The active substance nay be WO
02/ 060421 PCT/ EP02/ 00311 5 contained in the capsule not only as a solid
but al so WP 0gobagi on or in suspension, e.g. in vegetabl ePgIEP02/00311

pol yet hyl enegl ycol or glycerol, using furfactants, etc. Tablets (including
vagi nal tablets) may be prepared in which the powdered m xture 5 is
processed to formgranules, mxed with other substances if necessary and

then fug Bn{ecflr)é:d)m){h%séﬁgéé Rbt, cg@ﬁgrsgél aesol-laﬂ'ﬁutté?\%% Solifi¥n %93% 1 SlishekiSio rrPUS

exci pi ent’s, sucr ose, gl ucose, I'de,
urea for esgalmlvbgetzble ojl godlpdihgleneglyicet sr, glycgﬂo@sus,mg/amnfmtantsyp&s of

cel lul ose as descri bed above, etc. dycerol or starch may be added, for
exanpl e, as noisture retaining agents. 10 Starch, alginic acid, calcium

o g1t o TaBRAL (et ASHAPEBRIRey 38Abrepala FRLAEINE pURIRISA el of U
exanpl &, isvprocessed talfars grasiulese gnized svithlgthSusulbstancas #aeicessayland thanaf f i n
ndhydr St RS sHawel AuednpITeY SRR NPES IS PRI RO
ret ar danigarcifbd [1808e! SGHRE ) gﬂﬂcé’é‘«é? %'oﬁhﬁﬁ %R)rid'éc 'uH%?for sl ile BF ifectable

quat ernary amonium 20 conpounds, sodi um | auryl sul phate, saponines. Ether
may be uiaidetss amVMS&ienarldUsttypaamfmqlluqule a&xdmﬁr@,edahbveeew al cohol ,

0 vt of o RRSELPRLRS vl Sl 35t e S AR REE B oefong "

accel gpators 25 I\/breover the foll owi ng nay be considered as tabl et maki ng
exci pients in general: Aer osi |, Aerosol OT ethylcellul ose, Anberlite
resin, xStagh, algijieacidyealciendlginatenpestie aci peudered agar-agar,

m crocr y%rﬂlleklagﬁyd:eebéfé |98,ECaIQ B 8é1r]bto?|atec, %loﬁﬁﬁhmb?c%rggﬁétg, m%@rn%gw

peroxide and amylose, for example, may be used as disintegrants.

15 Sucrose, stearin, solid paraffin (preferably with a melting point in the range from
50-52°C), cocoa butter and hydrogenated fats may be used as anti-disintegrants o

or solution retardants.

Suitable resorption accelerators include, inter alia, quaternary ammonium

20 compounds, sodium lauryl sulphate, saponines.

Ether may be used as a binder distributor, for example, and cetylalcohol, glycerol -
monostearate, starch, lactose, wetting agents (e.g. Aerosol OT, Pluronics,
Tweens) etc. may be used as hydrophilisers. or breakdown accelerators

25
Moreover, the following may be considered as tablet-making excipients in general:
Aerosil, Aerosol OT ethylcellulose, Amberlite resin, XE-88, Amijel, Amisterol,
amylose, Avicel microcrystalline-cellulose, bentonite, calcium sulphate, Carbowax
4000 and 6000, carrageenin, castor wax, cellulose, microcrystalline ceilulose,

30 dextrane, dextrin, base for pharmaceutical tablets, kaolin, spray dried lactose
(USP), lactosil, magnesium stearate, mannitol, mannitol granular N. F.

methylcellulose, Miglyol 812 neutral oil, powdered milk, lactose, nal-tab, Nepol-



4000 and 6000, carrageenin, castor wax, cellulose, mcrocrystalline

cel lul ose, 30 dextrane, dextrin, base for pharmaceutical tablets, kaolin,
spray driwookaeuese (USP), |actosil, nagnesi um stearate, PCamro/aid1l
mannitol granular N. F. nethylcellulos®, Mglyol 812 neutral oil, powdered
m |k, |actose, nal-tab, Nepol WO 02/060421 PCT/ EP02/ 00311 6 anyl ose,

Pofi zer crystalline sorbitol, plasdone, polyethyl eneglycols,

[l yvi nyl | t. Qi t ed b f
0 Y4 g 0 LGN o WTisodE e pggaa oc), base 1or
l(:j)as;a, Tatpiod,’%\m?,}lpyrrcblaldnerﬂ%_rh &IWIﬁngeﬁmothmb(wydtc:ganaTa@obm &dr mte!mpg I
extrose an ose e e n is particular
preferr edg]aﬁéﬁ é"@@”ﬁée?t@b{“ﬁ@ i%&grﬁa@’ Wq{gg‘(@%%%epﬁﬁplﬁ&%poe%’as
DAB, Ph1 t%‘ée t%‘y%@&n'\%d tgarﬁt[: ?sBé & dd18rdREl SHd @fdaemﬂ‘nea' so be

used. ets nmay e pro rec conpr essi on
f or mul at itabletting adjbvantf lO(Mabalis mhtmmiady pa¢fieomedramnd allsscmdaetsﬂhepar ed, such as

suspen5|ons . sol ugi Si 0 r ups. I Cc |red t he
conpound fouyeets S e Elbo Hmatanhsias thab. iy ek B, ' For
exanpl e, by reducing the particles of active substance to a suitabl e size
by grinding. Diluted powders nmay be prepared by finely grinding the
powder ed Gthies eacipienis fiom thenpriortark maycaisoe berussdch as | act ose and produci ng
it as a powder. Qther carrier 20 materials which are suitable for this

pur pose are other carbohydrates such as starch or mannitol. If desired,

these povRy @ablEY ne&\baipod ey tiRest conpregsionat i ves, di spersants,
col ourings and ot her” pharnaceutical |y excipients. The conmpound may be

adm ni-stered parenterally by dissolving, énulsifying or 25 suspending it in

a liquid &rﬂ%r f@rlmetﬁéflcﬂ% élﬁltal@fe ?oLf'boCrg gﬁﬂ*i@tratlow rlh%glé?s %3 prgrgared, such as

suspensions, solutions, emulsions, syrups, elixirs, etc. If desired, the compound
may be microencapsulated.

15

A powder may be prepared, for example, by reducing the particles of active *

substance to a suitable size by grinding.
Diluted powders may be prepared by finely grinding the powdered substance with
a non-toxic carrier such as lactose and producing it as a powder. Other carrier.

20 materials which are suitable for this purpose are other carbohydrates such as
starch or mannitol. If desired, these powders may contain flavourings,

preservatives, dispersants, colourings and other pharmaceutically excipients.

The compound may be administered parenterally by dissolving, emulsifying or
25 suspending it in a liquid and injecting it by subcutaneous, intramuscular or

intravenous route. Suitable solvents include, for example, water or oily media.

To prepare suppositories the compound may be formulated with low-melting and
" water-soluble or water-insoluble materials such polyethyleneglycol, cocoa butter,

30 higher esters (e.g. myristyl palmitate) or mixtures thereof.



i ntravenous route. Suitable solvents include, for exanple, water or oily
nmedia. To prepare suppositories the conpound may be formulated with

| ow nel t i W@ oaneb42nat er - sol ubl e or wat er-insol ubl e nmat eri alP€TSEPO200311

pol yet hyl enegl ycol , cocoa butter, 30 higher esters (e.g. nyristyl

pal mtate) or m xtures thereof. WO 02/060421 PCT/EP02/00311 7 Exanples 5
1. Metabolism To determ ne the netabolismthe enzyne CYP2D6 was all owed to
act on the hydrochloride of the conpound | according to the invention.
After 30 mnutes a check was nmade to determ ne how nuch of the substance
had been broken down by the enzyne.

(-)-R2-Am no-1-(2-fl uoro-5-net hanesul phonam do- phenyl ) et hanol 10 2 was
used as igéﬁﬂgﬁﬁison. Conmpound % Substrate breakdown after 30 m nutes'

i ncubation with CYyP2D6 1 1.4 2 2.1 2.'Efficacy and selectivity 15 The
efficacy and selectivity of the conpound according to the invention is
deternﬁnédh&ﬁaboﬁ$nms using the sane findings as described in 1: Conpound

activity 4 4 the do actl i.ty. on, human. se dog 1
105 100" 28 csermrnz nelna R e R PoR 24P s ke ia detpnifey "o
hurman ur q{y’@l"r@crﬂéﬁ‘dé’éf ﬁfé"’écﬁﬁﬁéuﬁ’d 123cordlhg %Ehé’ﬁlv@ﬁﬂBﬁrRﬁeMG finutes a
noradrenaline. Selectivity in the dog is the difference obtained fromthe

per cent agdeckmasamaderio gietermine how much of the substance had been broken down

by the enzyme. (-)-R-2-Amino-1-(2-fluoro-5-methanesulphonamido-phenyl)ethanol

70 2 was used as a comparison.

Compound % Substrate breakdown after 30 minutes’
incubation with CYP2D6
i 1.4
2 21

2.Efficacy and selectivity

15 The efficacy and selectivity of the compound according to the invention is

determined as follows, using the same findings as described in 1:

Compound activity in the dog | activity on human |selectivity in the
urethra dog
1 103 120 53
2 79 48 40

Maximum contraction in the dog and activity on human urethra are percentages of

20 contraction compared with noradrenaline.

Selectivity in the dog is the difference obtained from the percentage contraction of
the dog’s femoral artery at 10”° M and percentage contraction of the carotid artery
in the dog at 10”° M.



the dog's fenoral artery at 10-5 M and percentage contraction of the
carotid artery in the dog at 10-5 M WD 02/060421 PCT/EP02/00311 8 3.
Phar mnacewpDaalei@onposi ti on Exanpl e A Tablets PCT/EP02/00311

2- am no- 1- (4- hydr oxy- 2- met hanesul phonanBdophenyl )ethanol 1 ng 5 Lactose
105 nmg M crocrystaline cellulose 30 ng Corn starch 30 ng Povidon 5 ng
Sodi um car boxynet hyl starch 5 ng 1o Colloidal silica 3 ng Magnesium
stearate | ng Total 180 ng Preparation: The active substance is m xed

w th sone of the EXCI pi ents and 15 granul ated in the usual way. The

gr anul es 3arBhainescauticabGbmpasitigne h t he remai ni ng exci pi ents and conpr essed
into tablgts i ghi 1 ng Exanpl e B: Anpoul es

2- am no- 1E ' R *;glile%et hanesul phonam dophenyl )et hanol 1.0 ng 20 Sodi um
chloride 2&nfinao (Aﬁhﬁ/&i&V@hé&ﬁé@éaﬂMoﬂdﬁhﬂ@bh@ﬁyﬂ&hﬁﬁ&ﬂe up tg;g2. 0
Preparation: The active Substance and sodium chloride are d| ssol ved in

wat er forlagipseti on and transferred into gl ass anpoul es i nlnMgseptic

condi tion psul es
2- am no- 1M %ggvgﬁ C%—"ﬁleots anesul phonam dophenyl ) et hanol 1 3rggmg

Corn starch 30 mg
Povidon 5mg
Sodium carboxymethyl starch 5mg
10 Colloidal silica 3 mg
Magnesium stearate 1 mg
Total 180 mg

Preparation: The active substance is mixed with some of the excipients and
15 granulated in the usual way. The granules are sieved, combined with the

remaining excipients and compressed into tablets weighing 180 mg.

Example B: Ampoules
2-amino-1-(4-hydroxy-2-methanesulphonamidophenyl)ethanol 1.0 mg

20 Sodium chloride ( 18.0 mg

Sufficient water for injection to make up to 2.0ml

Preparation: The active substance and sodium chloride are dissolved in water for
injection and transferred into glass ampoules in an aseptic condition.

25
Example C: Capsules

2-amino-1-(4-hydroxy-2-methanesulphonamidophenyl)ethanol 1 mg
Lactose 178 mg
Magnesium stearate 1 mg

30 Total 180 mg



Lactose 178 ng Magnesium stearate 1 ng 30 Total 180 .ng WO 02/ 060421

PCT/ EP0O2/ 00311 9 Preparation: The active substance is mxed with the

exci pi entwOanaedel | ed i nto capsul es as known in the stat ®CofEPIII@3art .
Preparation of the racem c conpound: 5 Bhe racem ¢ conpound can be prepared
according to the procedures disclosed in GB 993,584 or US 3, 341, 584.
Preparation of the enantioneric pure forns The pure enantioners of the

conpound pfe rﬁa@ﬁtn&ﬁ CRRD b &%ﬁt&ﬁ'ccf %%Bédqmtr?{ﬁéegxcn&@nfs %‘d Aved {g\%‘s‘c orm ng

theminto an diasterioneric sa tartaric acid or others

ment i onedcaizules as hbawed tbgs!aipa)rfme ag the two di astereoneric salts from
each other via crystallisation and then |iberating the pure enantioner as
the free base by adding a strong am no-base or an al kal i - hydroxi de. 15

Anot her vayedHaib4 gffhé%ewégoﬁ@mhuorrers is purifying the racemate via
HPLC by using a chiral colum another way is to transformthe

racem ¢ ml ke naeemict eordpagng cenerprepares acdoedingitadihe peanesiures disclaseddn

i act er cofer e aar R FEIALHAT, And then 1o 1iberaie the pure.  20.

enanti omer again. Al separation procedures as such are well known in the
art. WO 02/060421 PCT/ EP02/00311 10 Patent Clains 1.
R- 2- Ani noPrepasatignl pbihe enantiamaeris puishionasi dophenyl ) et hanol or a

The pure enantiomers of the compound of the present invention can be obtained
10 f.e. by transforming them into an diasteriomeric salt, f.e. with tartaric acid or others

as mentioned above, followed by separating the two diastereomeric salts from

each other via crystallisation and then liberating the pure enantiomer as the free

base by adding a strong amino-base or an alkali-hydroxide.

15 Another way to obtain the pure enantiomers is purifying the racemate via HPLC by
using achiral column.
Still another way is to transform the racemic mixture inio diastereomers, f.e. the
diastereomeric salts as described above, to separate the two different ‘
diastereomers, diastereomeric salts respectively and then to liberate the pure.

20. enantiomer again.

All separation procedures as such are well known in the art.



5 pharmacol ogi cally acceptable salt thereof for preparing a nmedicanent. 2.
S- 2- Am no- 1- (4- hydr oxy- 2- net hanesul phonam dophenyl ) et hanol or a

phar macolwgioeabd4g1 accept abl e salt thereof for preparing aprcgdipozomsnt. 10
3. Conpound according to one of clains1@ or 2, characterised in that the
phar macol ogi cal |y acceptable salt is the hydrochloride. 4. Pharmaceuti cal
conposition containing a conpound according to one of <clains 1 to 3. 15 5.
Phar maceuti cal conposition containing a conpound according to one of
claims | to 3 in an anount of between 0.001 ng and 1 g per day, preferably
bet ween @Rt Gigimad 500 ng and nost preferably between 0.01 ng and | 00
nmg and nost preferably between 0.01 ng and 10 ng. 20 6. Pharnaceuti cal
conposition according to claim4 or 5inthe formof a tablet, or a

capsul e. 47.Rpls - . i ] oxy-2 25
met hanesu1l' pﬁ%\g‘%ﬂ (c))-|ta;1h£4r21y}getSl gﬁﬁ%sr%%ukfﬁgﬁya?ﬁﬁ%%{%gé@w ¥

met hangésul pplvararaabiqdiealiy aetamdate salidhereof fr preparivg @ madicaofendr a
pharmaceutically acceptable salt thereof, preferably the hydrochloride or a
: pharmaceutical preparation conprising such a conpound in an anount
accordi ”@.tS-Zlhﬁiiﬁb-ﬁ-@Il’-h%ldfoﬁﬁ-za@llékhéh%tshfﬁhofn‘éﬁﬂﬁéﬁﬁéﬁmeﬂﬁhﬁcﬂ ofla@i m6 for
preparing 30 a nmedi canent for treating urinary incontinence, in particular
stress uri nphgrmacadegicalheacceptaite caltdbospi far@repaing aosedicamerd. Use
according .to claim7, characterised in that the conpound contains only

10 3. Compound according to one of claims 1 or 2, characterised in that the

pharmacologically acceptable salt is the hydrochloride.

4. Pharmaceutical composition containing a compound according to one of

claims 1 to 3.
15
5. Pharmaceutical composition containing a compound according to one of i
claims 1 to 3 in an amount of between 0.001 mg and 1 g.per day, preferably
between 0.001 mg and 500 mg and most preferably between 0.01mg and.100
mg and most preferably between 0.01mg and 10 mg.
20

6. Pharmaceutical composition according to claim 4 or 5 in the form of a tablet, or

a capsule.

7. Use of a compound selected from R-2-Amino-1-(4-hydroxy-2-

25 methanesulphonamidophenyl)ethanol, S-2-Amino-1-(4-hydroxy-2-
methanesulphonamidophenyl)ethanol and/or the racemate thereof or a
pharmaceutically acceptable salt thereof, preferably the hydrochloride or a:
pharmaceutical preparation comprising such a compound in an amount
according to claim 5 or in an application form according to claim 6 for preparing

30 a medicament for treating urinary incontinence, in particular stress urinary

incontinence.



R- 2- Ami no- 1- (4- hydr oxy- 2- met hanesul phonam dophenyl ) et hanol or a

phar maceutically acceptable salt thereof but not the S-formthereof. 5 9.
Use accorwDrg/osm2cl ai m 7, characterised in that the conpowrgd/EPoXioEins only
S- 2- Ami no- 1- (4- hydr oxy- 2- met hanesul phdnam dophenyl ) et hanol or a
pharmaceutically acceptable salt thereof but not the R formthereof. 10.
Use according to claim7, characterised in that the conpound contains-the

10 racensf e Qg é&nghﬁﬁ&?&a‘é‘i d'éh\é\ré’&gﬁ%&‘%ﬁa\?mécérﬁﬁbgﬂé -coﬁfa %’éﬁlx"f a

corrpound accor |ai s or ora m ni s
Use of a coRpdémiinact(t-tiydipxtye?- mqthaxﬂeml;ahmrﬁldbphéﬁylpethahomwermal 15

arenteral, rectal or |na ratl of treatin
Erl nary i ncB ?m?\%??ég',caﬁ% B‘é‘?ﬁ’tﬁsgﬂ F%@Lﬁﬂoii%gegpwghﬁf%nce v

appl ying a conpound sel ected from R-2- Am no- 1- (4- hydr oxy-
2- met hanesul phonam dophenyl ) et hanol , S-2- Am no- 1- (4- hydroxy-2 20
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Met hod according to claim1 wher eby the adm nistration route of the

conmpound or phar maceutical preparation is orall y 15 I\/Et hod according to

claim13, er eby t r ou he g
phar maceu1t 854;'?%?? g‘?"?"s a?%? It% eﬁqrgpg f P8Bfaé’rsme 30
vagi nab adn’rdbe‘ﬁﬁététdr@pharmaceutlcally acceptable salt thereof.

11. Use of a compound according to any of claims 7 to 10 for oral administration.

12. Use of a compound according to any of claims 7 to 10 for transdermal,

15 parenteral, rectal or vaginal administration.

13.Method of treating urinary incontinence, in particular stress urinary -
incontinence, by applying a compound selected from R-2-Amino-1-(4-hydraxy-
2-methanesulphonamidophenyl)ethanol, S-2-Amino-1-(4-hydroxy-2-
20 methanesulphonamidophenyl)ethanol and/or the racemate thereof or a
pharmaceutically acceptable salt thereof, preferably the hydrochloride or a
pharmaceutical preparation comprising such a compound in an amount

according to claim 5 or in an application form according to claim 6.
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14. Method according to claim 13, whereby the administration route of the

compound or pharmaceutical preparation is orally.

15. Method according to claim 13, whereby the administration route of the
compound or pharmaceutical preparation is a transdermal, parenteral, rectal or

30 vaginal administration.



