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The lower urinary tract consists of the bladder, the urethra, the associated
muscles and the ligaments of the suspensory apparatus. The purpose of the
bladder is to store urine and evacuated it. The important factors for performing
the storage function are not only the relaxation of the bladder muscle
(detrusor muscle), but also the closure mechanisms provided by the neck of
the bladder, the smooth muscle of the urethra and also the cross-striated
muscle of the urethra and the pelvic floor. During the emptying of the bladder
(micturition) the detrusor muscle contracts while the urethra and pelvic floor
relax and the sphincter muscle of the bladder opens. These operations
require complex control by the parasympathetic, sympathetic and somatic
nervous system. ' |

Functional bladder problems are a heterogeneous group of disorders which
differ in their aetiology, diagnosis and therapy.
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no generally appl i cabl e drug therapy has
been established. Al pha-agonists such as

Sprggsu gn%%ﬁp ﬁgrﬁclzen% c%aracterlsed by the involuntary loss of urine which
generally occurs at moments of elevated intraabdominal pressure. This may
occur for example when lifting, coughing, sneezing, running while at the same
time there is no detrusor activity. Loss of urine takes place as the result of a
variable combination of an insufficiency of the sphincter muscles of the
bladder and the pelvic floor as well as anatomical defects in the suspensory
apparatus. As a resuit the closure pressure of the urethra is too low and
incontinence results. Pure stress incontinence often occurs in women,
particularly if they have given birth. In men, this form of urinary incontinence is
usually only observed after prostatectomies or other surgical interventions on

the small pelvis.

In so-called mixed incontinence patients suffer from symptoms of both stress
incontinence and urge incontinence. Once again, it is mainly women who are
affected.
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Since the mid-1995s it has been reported that selective beta-3-adrenoceptor-
agonists are also promising in the treatment of urinary incontinence (EP 0 958
835). As the stimulation of beta-3-receptors is of exceptional importance for
the relaxation of the detrusor muscle, the use of selective beta-3-
adrenoceptors in patients with urge incontinence should result in the
reduction or prevention of involuntary detrusor contractions during the urine
storage phase. Tests with beta-3-adrenoceptor agonists promise a high
efficacy while being well tolerated. In addition, their activity should be
restricted to the storage phase of the bladder and unimpeded emptying of the
bladder should be guaranteed without any build-up of urine residues.
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Despite the many promising approaches and progress in the treatment of the
various forms of urinary incontinence, which have been found to be causally
com plex and heterogeneous, the development of efficient and well-tolerated
therapies remains a challenge.

Th_e present invention sets out to make a contribution to the treatment of
urinary incontinence in general and the various forms mentioned above. A
pharmaceutical combination is provided which is intended to combine the
advantages of the serotonin and/or norepinephrine reuptake inhibitors and
also those of the beta-3-adrenoceptor agonists in a manner which promotes

the freatment of the underlying ailment.

Description of the invention

According to the present invention a new pharmaceutical composition is
provided which comprises (a) at least one serotonin and/or norepinephrine
reuptake inhibitor in a pharmaceutically effective amount and (b) a beta-3-
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acceptable acids include acetic acid, benzenesulphonic acid (besylate),
benzoic acid, p-bromophenyisulphonic acid, camphorsulphonic acid, carbonic
acid, citric acid, ethanesulphonic acid, fumaric acid, gluconic acid, glutamic
acid, hydrobromic acid, hydrochloric acid, hydriodic acid, isethionic acid, lactic
acid, maleic acid, malic acid, mandelic acid, methanesulphonic acid
(mesylate), mucinic acid, nitric acid, oxalic acid, pamoic acid, pantothenic
acid, phosphoric acid, succinic acid, sulphuric acid, tartaric acid, p-
toluenesulphonic acid and the like. Examples of pharmaceutically acceptable
salts include, without being restricted thereto, acetate, benzoate,
hydroxybutyrate, bisulphate, bisulphite, bromide, butyn-1,4-dioate, caproate,

chloride, chlorobenzoate, citrate, dihydrogenphosphate, dinitrobenzoate,
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of the German Duloxetin.

In particularly preferred embodiments the selective serotonin and/or
norepinephrine reuptake inhibitor duloxetine, N-methyl-3-(1-naphthalenyloxy)-
3-(2-thienyl)propanamine and the pharmaceutically acceptable salts thereof
are either in its enantiomeric (particularly {+)-enantiomeric) or racemic form

and most preferably in the (+) form.
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preferably selected fromthe followng group: Y Ho R

Dioxitineis prefétdbly GsedHin\thElform of the hydrochloride salt and the
(+)}-enantiomer.

Each of these compounds listed as serctonin/norepinephrine reuptake
inhibitors may be used to treat urinary incontinence, including the sub-

indications of stress incontinence, urge incontinence, mixed incontinence or
hyperactive bladder as listed hereinbefore.

The second component comprises one or more beta-3-adrenoreceptor-
agonists. This is preferably selected from the following group:
Y

0 R

OH X

ZT

Me

HO

Details are disclosed in WO 00/02846

with |

1) X=Br,Y=H,R=0H
2-[2-bromo-4-[2-{[(18,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyllamino]ethyl]phenoxylacetic acid,



HO Details are disclosed in WD 00/ 02846 wth

wd )268Byoa¥8kh R=OH 2-[ 2-bromogd-[2-[[(1 PCT/EP2003/012225
S, 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl ) - 1-
nmet hyl et hyl ] am no] et hyl ] phenoxy] acetic acid, WO
2004/ 047830 $ PCT/ EP2003/ 012225 2)X=Cl, Y=H, R=CH
2-[2-chl oro-4-]2-

ZBXERﬂ%HNrﬂwOEEM hydroxyphenyl) 1- _
o B A SIS
n%él?)ﬁé;ﬂ*@ﬂam SJEthy cergRlRny! ) - 1-

| ét'hyl ] am n?)ﬁ)et hyl'] phenoxy] acetic acid, 4)X=Y=H,
R=CH 2- [4 [2-[[(1

a( IPngLgéiél 2- (4- hydr oxyphenyl)-1-net hyl et hyl ] am n
et hyl F i met hyl phenoxy] acetic acid, 5)X=0H; Y=H,

&U:cﬁbﬁ'@-ﬂﬂ?ﬂ(@&ﬁﬂ) i—&yﬂfdxi( 2- (4—h?/droxyphenyl )-1-
hydr oxy- 2- (4- hydr oxy -1- nethyl et hyl ] am
mmlemaqnmﬁ%wpmmac@@p@md 5)X=G ; Y=H, R=CEt
ethyl-2-[2-chloro-4-[2-[[(1
S 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl )-1- m et hyl et hyl ] am
4) Ko ¥t=hid, Roh@tdxy] acetate, 7) X=Cl; Y=C, R=CEt

2—14%[(&8%{35%%3%&?55 @&%Q%Mi);vmethafsthyua@m_glmﬁq
2,8 bhGRSEASRCRA ° 2R§3)2thd|rv§ny2 o RE

hydr oxyphenyl ) - 1- et hyl et hyl ] am no} et hyl ) - 2, 5- di et hyl
sPREVPYLITHRE EH
2-[2-hydroxy-4-[2-[[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyllamino]ethyl]phenoxyjacetic acid,

B) X=Cl;Y=H,R=0Et
ethyl-22-chloro-4-[2-{(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyl]lamino]ethyl]lphenoxylacetate,

7YX =ClLLY=Cl, R=0Et
ethyl-2-[2,5-dichloro-4-[2-{[(1S,2R)-2-hydroxy-2-(4-hydroxypheny!)-1-
methylethyllamino]ethyl]phenoxylacetate,

8) X = Me; Y = Me, R = OEt (-)-ethyl-2-{4-(2-{[(1S,2R)-2-hydroxy-2-(4-
hydroxyphenyl)-1-methylethyljamino}ethyi)-2,5-dimethylphenyloxylacetate,

N KX=Me;Y=Me, R=0H
(-)-2-[4-(2-{{(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-

methylethyllamino}ethyl)-2,5-dimethylphenyloxy]acetic acid,

10)



E

t

9) X=M: Y=M R=OH (-)-2-[4-(2-{[(1

) 7 20 r oxy- 2- (4- hydr oxyphenyl ) - 1-
Wrre%ﬁ%/{%{l%ﬁ] am no}et hyl)-2, é di met hyl phenyIP(cﬂ)%}?]Pﬁg%ac/io&2225
acid, 10) WD 2004/047830 g PCT/ EP2003/ 012225 HO

HCl ~ 1 Owe Mre detailed information on this
3 GE R be found in J. Med. Chem 44 (2001)
1456 HO| Cl / H o~CO2Na CO2Na

I'] - am no] pr opyl )-1, 3 benzod| oxol -2, 2- d| car boxyl at e
More detailled i for mtion on this subst ance can be
found in J. ™ ghem 44 (2001) 1456 or in the
Journal of Ur 165 (2001) 240. 12) 0 OH \11-~ HN
NH NHt ert. Bu 2 tailed information on this
substance, which is alsSo known as CGP 12177A, can be
found in the Jolbrnal of Urology 165 (2001) 240 or in

J. Med.
More detailed information on this substance can be found in J. Med. Chem.
44 (2001) 1456.

11)

HO, |
_ )(002Na
0

CO,Na

Disodium-([R,R}-5-2-{[2-(3-chlorophenyl)-2-hydroxyethyi]-aminojpropyl)-1,3-
benzodioxol-2,2-dicarboxylate

More detailed information on this substance can be found in J. Med. Chem.
44 (2001) 1456 or in the Journal of Urology 165 (2001) 240.

12)

0O OH

HNYNH \—-&NHtert.Bu

O

More detailed information on this substance, which is also known as CGP

12177A, can be found in the Journal of Urology 165 (2001) 240 or in J. Med.
Chem. 44 (2001) 1456

13)



Chem 44 (2001) 1456 13) WD 2004/047830 10

gc%r ngpa%/012225 OHOl~~-N \ I I / OH HOO-0 More
V&858 or mati on on t hi 40subst ance, whiBCh/FR204p 4332225

knovvn as SB 226552, can be found in the J. Med. Chem

44 (2001) 1456. Oéé) HH(}IHEN\n Hexyl O J\/N\ 0 HO

\I N\O H Mre led information on this

substce onhi c is {‘E,l| so_known_as L755507, can be
fou &’ n em>~44 (20 1456. WO 2004/ 047830
EIZOOS/ 012225 15) N H Id)|£p N~\ CN
H

H\@ bre detailed inform 3 su ance,
whi ch is also known as L ﬁ
0]

More detailed information on this substance, which is also known as SB
226552, can be found in the J. Med. Chem. 44 (2001) 1456.

14)

Nspaas sl

More detailed information on this substance, which is also known as L755507,
can be found in J. Med. Chem. 44 (2001) 1456.

\”/N‘““n Hexyl



770664, can be found in J. J. Med. Chem 44 (2001)

WA 48564/0268530HO CO2H N-( _N-&N S02 H ~-/ \ PCHEPBU3YP12225
HO NHSO2ME More detailed information on this substance
can be found in the J. Med. Chem 44 (2001) 1456 or
in Bioorg. Med. Chem Lett. 9 (2001) 2045. 17) H N

1§r~~\NI Nu NRFR2 HI OHO with 1) Ar = 4-0OHPh-O, R1

octyl, RR = H2) Ar =
4- OH, 3- net hyl sul phonyl am dophenyl -0, Rl =
2,5-di Fbenzyl, R2 = H3) Ar = =
4- OH, 3- net hyl suI phonyl am dophenyl, ﬁl -di Fb
R2 = HO1H\/bre detailed informatian @ ese Ssubst/ances
an beffound in Bioorg. Med. t. 11 (2000)

. N4/ 0478 PCT/ @ 012@25 18) HO H~N
, HO oa@» 0.
N N/ N

More detailed information on this substance, which is also known as L
770664, can be found in J. J. Med. Chem. 44 (2001) 1456.

c

16)
CO H

Qy OO

NHSO, ME

More detailed information on this substance can be found in the J. Med.
Chem. 44 (2001) 1456 or in Bioorg. Med. Chem. Lett. 9 (2001) 2045.

17)
H
/\/UN\O
N NR,R

A NN

~ YN g

OH
with

1) Ar=4-OHPh-O, Rt =octyl, R2=H
2) Ar = 4-0OH,3-methylsulphonylamidophenyl-O, R1 = 2,5-diFbenzyl, R2 =
H
3} Ar = 4-0OH,3-methylsulphonylamidophenyl, R1 = 2,5-diFbenzyl, R2 = H
More detailed information on these substances can be found in Bicorg. Med.
Chem. Lett. 11 (2000) 3123.



O Mre detailed information on this substance can be

o | ,oorg. Med. Chem _Lett. 11 (2001
WEOM%(P'%? SHN O OHH 22[2-chloro-4- (2 ?%?0%3/9312225
2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl ) - 1-

nmet hyl et hyl ] am no} et hyl ) phenoxy] acetic acid Mre
detailed informati on on this substance can be found in
MetB) Chem 46 (2003) 105. 20) OH CH2)n oNV "\ HO
n=Cor| WD 2004/ 047830 13 PCT/ EP2003/ 012225 More

detailed information on this substance can be found in

Bi oor, 0l\/led Chem Lett. 10 (2000) 1971. 21) HOH,NO

S H NHSOZI\/EIII( O Mre detailed information
on th| Stﬂ@n @nd i n Bi oorg Med.
HO  NHSOMe \[f

O

More detailed information on this substance can be found in Bicorg. Med.
Chem. Lett. 11 (2001) 981.

19)

HO
/\/Q:O\/CO H
N Ci
oH H

2-[2-chloro-4-(2-{[(1S, 2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyllamino}ethyl)phenoxylacetic acid

More detailed information on this substance can be found in Med. Chem. 46
(2003) 105.

20)

S7TN
T
ACH,)

OH

Z/ N\
=T
Z\ ,/o
4 _

n=0or1



Chem Lett. 11 (2001) 757. 22) N OH (CH2) n NO CN
wiN.zook/ 0478300 or 1 More detaited i nformati oRCD/ERZDER/ 012225
substance can be found in Bioor. Med. Chem Lett. 10
(2000) 1971. 23) WD 2004/ 047830 14 PCT/ EP2003/ 012225
Mure xgetailéd Ghfo(rGaf2dn on this-NulistdhceHcab e fRiral iredBioor. Med.
i nformati t hi.s substance can be found in Bioor.
Coem. '—%éﬁﬂﬁ@@t@%@ (2000) 1971. 24) 0 OHN NR/ |

\ O~-N/ N

21)
HQ
§ > ’ v N
s. NH
HO NHSO,Me | \ﬂ/

More detailed information on this substance can be found in Bioorg. Med.
Chem. Lett. 11 (2001) 757.

22)
ST\ C‘
CHEN
OH ( 2)n
N
= I 0\\
\N N/ N\
H 0]
n=0or1

More detailed information on this substance can be found in Bioor. Med.
Chem. Lett. 10 (2000) 1971.

23)




@

O H Mre detailed information on this substance can

f Bi oorg. Med. m Lett. 10 (
Wg OO%W %QN YOEt O FKl?E'?ﬂEet hyl [R (R %g&?ﬂ% ]2555’231/012225
[[8-[[2-(3-chl orophenyl)-2-hydroxyethyl]amno]-6,7,8,9
- tetrahydro-5H benzocycl ohept en-2-yl ] oxy] - acet at e,
hydr ochl ori de, WO 2004/ 047830 15 PCT/ EP2003/0 nHexyl
26) OHNO OH d 0 GS-332 [1 S1 ag
3-[3-[[2-(3-chl orophenyl) - 2-
hydr oxyet hyl ] am no] cycl ohexyl ] phenoxy Qetic acid,
monosodium salt, 27) OHO0O d N\ ( 0O More
det ai | €Hi nformation on this ciillnd, “ahso known as

N- 5984, canﬂae found in the |

=~ | 0

\N N
H ©

More detailed information on this substance can be found in Bioor. Med.
Chem. Lett. 10 (2000) 1971.

24)

OH
o H R
' \/\O\O\\
NS AN
N N~
H

More detailed information on this substance can be found in Bioorg. Med.
Chem. Lett. 10 (2000)1531.

25)
OH 0.
H
N )*OEt
9]
Cl
FK175

ethyl [R-(R* S%)]- [[8-[[2-(3-chlorophenyl)-2-hydroxyethyllamino]-6,7,8,9-
tetrahydro-5H-benzocyclohepten-2-ylloxy]-acetate, hydrochloride,



28) 2- (3- { [2-
- chl or enyl ) - 2R- hydr oxy] = et hyl am no] e | am
Wé%&ﬁ%@@ﬁ?an- 3- carboxyl i Ci%.Ci d. I nformt }Pg%/%%]o?%i}%&%
conmpound can be found in the literature. 29) 2- (3- {
2%% (3-chl orophenyl) - 2R hydr oxyl - et hyl am no]
et hyl am no} phenyl) thiophene-3-carboxylic acid.
Informati on on this coppQund can be found in the

'S()—IH/ HN . N-~O\ X X=S,
0

PCT/ EP2003/ 012225 More
t i gyconpound, al so known as
found in the I4terature. 31) OH O

I O _HZN More detait’ed information on this

al so known as CP-331484, can be found in
thel literature. 32) OHH N/ oP\I

(GS-332
[1S-[1a,3B(S™)]]- 3-[3-[[2-(3-chlorophenyl)-2-
hydroxyethyljamino]cyclohexyllphenoxyl-acetic acid, monosodium sait,

27)
OH

O
H |
Cl N O K
T/\O: j‘.‘ LOH
' 0

More detailed information on this compound, also known as N-5984, can be
found in the literature. |

28) 2-(3-{{2- (3-chlorophenyl)-2R-hydroxyl-ethylamino] ethylamino}
phenyl) furan-3- carboxylic acid. information on this compound can be found
in the literature.

29)  2-(3-{[2- (3-chlorophenyl)-2R-hydroxyl-ethylamino] ethylaminc}
phenyl) thiophene-3-carboxylic acid. Information on this compound can be
found in the literature.

© 30)

Qo
~g* OH ‘
| H

X

HO : X=S, NH



11 O More detailed information on this conpound, also
wik zowy @S s8B- 251023, can beldound in the | ptermbourgoizazs
33) HHONN|j, ~S H Mre detailed information on
this conmpound, (R)-2-(2-am nothiazol-4-yl)-4"-[2-
MoPe db;aﬂedxmox?maheny)hehh)dohmﬁum] alsbyHnoaceas18BH4 187.90¢ aan

l[iterature WO 03/037881. WO

b%%MFB'E%@E’ terg Lfﬁ%T/ EP2003/ 012225 According to the

i nvention, the enantioners, diastereoners of the

above- nenti oned conpounds, optionally the tautoners,
3fet abolites or pharmacol ogically active salts of al

t he abovenentioned conpounds are also. included.

Bet a- 3-adre gFeptor agoni sts ' Qtecholan1ne type

are preferrgd. Mgst prefg

4- m-\(j,@\ OH
% 4 hy‘ar oxyphenyl ) - 1-

mst hyll et hyl ] am no} et hyl ) - 2, 5- di met hyl phenyl oxy] acet at e
et hyl -2-[4-(2- {[(1
§2R) 2- hydr oxy- 2- (4- hydroxyphenyl) 111
nmet hyl et hyl%@?m no} et h - 2, 5-di met hyl phenyl oxyéacet ate
More detejlgeda mat:qn@ on t%lS)comqmmgza{sp(mown as CP-331684, can
(4- hydr oxyphenyl ) - 1-
b%@q ettﬂéﬁl} é} et hyl ) -2, 5-di m et hyl phenyl oxy] aceti c
acid or other phar macol ogi cal |y acceptable salts
ther eof . Particularly interesting exanples of
Bet a- 3- adrenocept or-agoni sts are (+
ethyl -2-T4-(2-{[ (!
S, 2R) - 2- hy xyHZ (4- hydr oxyphenyl )-1 -

50,4 )
0" > p

1]
O

More detailed information on this compound, also known as SB-251023, can
be found in the literature.

33)
N!—I2
@/‘l\/ \/\©\ S
More detailed information on this compound, (R)-2-(2-aminathiazol-4-yi)-4'-[2-

[2-(hydroxy-2-phenylethyl)amino]ethyl]acetanilide, can be found in the
literature WO 03/037881.




nmet hyl et hyl ] am no} et hyl ) - 2, 5- di net hyl phenyl oxy] acet at e

wor2doayodrebd- (2 {[(1 17 PCT/EP2003/012225
S, 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl ) - 1- net hyl et hyl ] -.am
no} et hyl )-2, 5- di met hyl phenyl oxy] acetic acid, the
enantioners thereof, other enantioners thereof and
phar macol ogi cal |y active salts thereof. These

Assafsting s ther isvantir, dsednantiontespdiag@eéomerd/@ the above-

rraEER ibupbl e BRbor R R BRRUNRG FRbo MRt <houl d

phakfatslegieamnactivey edltstdfallRhe a8l aY oRidked BorhPSusyEaie also
_of aqr% contradictions: WO 2004/ 047830 18
inagadedbo0

03/012225 M2 HOR M NOKHMO0O HH HO
where R = Cethyl: (-)-ethyl-2-[4-(2-{[(1
S, 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl ) - 1-
Bestd-Byddrbhytdptor-agdeisiRydithe catedhtlamine type are preferred. Most
et hyl phenyl oxy] acetate, preferably the nonohydrate,
PWH‘@%IFSOIW% OR (-)-2-[4-(2-{[(1

(_ﬁ%e?@T%{‘Ew-{[P@r?ﬁ%%é@%%ﬁgxgwﬁ%&ﬁb PB%‘M{/I oxy] aceti c
ittty £ 3
Vi‘%ﬁ%{'%ﬁf{;&%?ﬁ:5%&@3&%%3{52%6}3/(15}%%{%&65‘0-6gi cal l'y
TSR B BT
i ). 3.5 d ot !
KSR S st

oBofHR) pRafvEESsYcANt AcEBHiAINg aIE Midrkod - Met hyl -

Particularly interesting examples of beta-3-adrenoceptor-agonists are (-)-
ethyl-2-{4-(2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyl]lamino}ethyl)-2,5-dimethylphenyloxylacetate or (-}-2-[4-(2-
{[(18,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-methylethyl]-amino}ethyl)-2,5-
dimethylphenyloxylacetic acid, the enantiomers thereof, other enantiomers
thereof and pharmacologically active saits thereof.

These compounds are disclosed in WO 00/02846 or WO 2003024916.
The last two compounds named are represented by the following formula il

which should take precedence over the preceding name in the event of any

contradictions:



et hyl ] am no} et hyl ) - 2, 5-di net hyl phenyl oxy] acet at e- nonoh
Wy dooeteeeride, (-)-2-[4- (2-¥4 (1 PCT/EP2003/012225
S, 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl ) -1
-nmet hyl et hyl ] am no}et hyl )-2, 5-
di met hyl phenyl dWg] aceti c acid or any ot her
phar macol ogi cal | y eptable salts thereof or any
active netabolit regf . b) Dosage In order to
determ nthh of Rhe two active
I nence, various basic
0 consideration such

t he .~aagt’'urgqyand stage of the di sease and the potency
ofonpound. This is deened to be within the
abilfties of the skilled man, and the existing
erdture on the conmponents can be consulted in order
HtQ) arrive at the WD 2004/ 047830 19 PCT/ EP2003/ 012225
opti mum dose. The doses specified relate to the dosage
after the end of the initial phase. The doses given
whell‘eeerUeﬂﬁyle%pemBQa[M(m{ﬂ( g QR&)LI hiytroxpaves- hyacﬁbxyph%nyi)-‘l -
val ues ctions, n, t he
meém@@thyii@@irfq}@@y(g%é %9@1 fmew@xv CeRigy R@ferabfy the
m%ﬁ g %c doses may be | ower. The preferred dose of
e serot'oni n and/ or norepi nephrine reuptake inhibitor

wherdRra Qi (s)-Dt-{@ (11 S 2B)-2 -hgriraxyl 25 4ehyaeoxygengnybd i s

preferaply . and 2 O and nost

”ﬁt@fl%ﬁi‘é{ﬁ'l%"'ﬂg G&S@ﬂ%ﬁo @”}é’hﬁﬁt}e@ Bx @@ne cases a
smal | er amount may be sufficient whi I e in other cases
a larger total amount may be required. The total

PdachdarquzreferE@d tembiaktions nompdsga combinatinnef (@) duloxetine
ortl ons endi .n on th%gtreat

%rdF ﬁtérﬂn ISRy ARSI BYR O B afrﬂ?&ig%' @IEO?chpéﬂggr
Séif@i‘he%tﬁ SHanyRRLVE eRetbBBIitde S9sreof Ad EhQItteadt ondastage

for the first conponent, i.e. the serotonin and/or
faflowés)g e@phounds: r(étﬁdhhlk%f[‘l (ﬂn{[mS 8R)-2-kydraxy-8dde whi ch

hyd rr%y('y eny[)-ll—'rr?éthyl%[hytl]g%|no}ethyi)—2,5~d|methylphenyloxy]acetate, (-)-

ethyl-2-[4-(2{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl}-1-methyl-
ethyljJamino}ethyl)-2,5-dimethylphenyloxylacetate-monohydrochloride, (-)-2-{4-
(24[(1 S,2R)-2—hydroxy—2—(4—hyd_roxyphenyl)—1 -methylethyl]amino}ethyl)-2,5-
dimethylphenyloxylacetic acid or any other pharmacologically acceptable salts

thereof or any active metabolites thereof.

b) Dosage

In order to determine the optimum dose of the two active substances for
urinary incontinence, various basic conditions have to be taken into
consideration such as for example the age and body weight of the patient, the
nature and stage of the disease and the potency of the compound. This is
deemed to be within the capabilities of the skilled man, and the existing

literature on the components can be consulted in order to arrive at the



patient. If duloxetine is used as the active

w@@@&ﬁa%@ao the daily dose desirably contai asr/eabidlioiz22s
0.1 ng to about 500 ngy. More preferably each dose of

t he conponent contains about 0.5 to about 160 ng of

éthﬁ?lﬁ?ds\ée 13#53’36% ecTﬁEoSreqjéfé?cﬂﬁ]é 8’(5§B e%%?'tﬁé ehB%f the

ally e to e taken 1n single

intial pbpemt ed doses. Doses taken nore than once a day

or twice a day (e.g. 3, 4, 5 or 6 doses per day) are
al so expressly included. The average daily dose for

TR Hb&és vaehrh%r@haﬁér ébﬂfr@@él?_‘?rﬂilﬁdé“@ll fl’fé%lirﬂléﬁcat values, both

inhibitors is as he doses expressly i ncl ude
whole nunabersrand fca@tioml wishin the semgenspeaified:nble datenkglate to

SRR O 8RR Shostp S0 Pee S
PCT/ EP2003/ 012225 Average daily dose of the conmponent

(nmg/ day/ patient) tandamine 7.5 to 3750, pirandam ne
The prefered sigse of e seivtnia apdias ngmplne@mrwﬁeuahakewshmor

nftfnan s o FEEnD dat Potdiys b 4B ahY i3 fretrally between
0. mon an@@nd\d50oxgzintembst prefFEbly betwesn 6t 1 mg dnd 202 AT,

venlafaxin 2 to 200, mlnacipran 7.5 to 75. As is well
known, the doses and the treatnent plan (i.e. one,

t Pl
i 55 S AR e 30575
lavger totall eniount orgywibe tequiredi t h t he choi ce of dosage for

the first conponent. The average daily dose for
adul ts of the second conponent (beta-3-agonist) is

TRE Bl %’% V@oé&n@?%taﬁéﬁ irf'En@gb HAY segerdl |Boﬁt’|ons depﬁgd;ng

prefer ng, nore preferably 10 t
ora thme hr'eaimmrdqalaam Theetreatmeant platovey alsrmre@osla@ mtervals of

IoPERG D 4 HRUBERUR helfaien t he range specifi ed.  For
bot h conponents the paedl atric doses may be | ower.

The choice of dosage for the first component, i.e. the serotonin and/or

'norepinephrine reuptake inhibitor, is the dose which provides relief for the

patient. '

If duloxetine is used as the active substance, the daily dose desirably contains
about 0.1 mg to about 500 mg. More preferably each dose of the component
contains about 0.5 to about 160 mg of the active substance. This dosage form
enables the full daily dose to be taken in half or whole, single or repeated
doses. Doses taken more than once a day or twice aday (e.g. 3,4,50r6

doses per day) are also expressly included.

The average daily dose for adults of the other norepinephrine reuptake
inhibitors is as follows. The doses expressly include all the numerical values,
both whole numbers and fractions, within the range specified. Paediatric
doses may be lower.



c) Formulations The conpositions of the present

wh BYENIJs9R3grey conveniently adm ni st er edped Rp8g03/012225
phar maceuti cal conposition ich contains the active

conmponents in conbination with a suitable carrier.

A R B o RRBPER (B! “Froan 11

the art. Cenerall y recogni sed t extbooks are avail abl e

el Rt RSP & 8570 Frias el oo 20b. °"°

fltﬂ?ér@ﬁéﬁvytb}?50( Fbr&{arﬁi}‘le' g 205 '?@Igéi rail k8 BFL0! @ltﬁﬂlam 1to
dubcut aneous of 1 ntramiscular injecti on), topically,

360G nrmdamme artas?zﬂﬁoy normfteﬂamaigﬁ waazlméde r3r'r’§Dl Y,

el oo SoRRE 2% A8 Birp Sl RS G e

or al forrrul ations, those which are resistant to
gastric juices are preferred. Therefore capsul es or

As dpwell knpwsi, hesflesasoanrhthe treatinging pgana(n e. o, 2v041huag 980
bt BETA R 3 356 0B SR Son b P BEREE i

rafeme@eé wdd magepacbhjtmbdon withitied ensied df hi@tsagdﬁ Gbr the first
serotonin / norepinephrine reuptake inhibitor be

COrBPAEHt ed in a preparation which is resistant to
gastric juices. The skilled man will find
instructions for fornulations resistant to gastric
The iavemsageddilyelgamei for adolts oftheiseesnd ecomponenh (beta3-agnist)
are cri bed, be The skille n hoose a
isghaukaane &5 pEPE: TEhmEr Randdve RIS BN 36 12RATGIB0 o
PRATERITIO B 100 i e AR e PO EF R RbshS TP doses

exprassiy dnclude ah ¢hé numeuf:alt\eethu@, dothowholnalimbersnay, fractions,

Qﬁ.ccgl tabl ets . gb| i ngual tablets, sugar-coated
witainy tap Fangde SEEfied houder s, pastilles, coated tabl ets,

granul es, capsules, elixirs, suspensions, solutions,
syrups, |ozenges, chewi ng guns, foods and the like. A

Feplein canypanents Spmpaediabic dosaapiay by lgveémdi ng t he
particles of active

c) Formulations

The compositions of the present invention may conveniently be administered
ina pharmaceutical composition which contains the active components in
combination with a suitable carrier. Such pharmaceutical compositions may
be prepared by methods and contain carriers which are well known in the art.
Generally recognised textbooks are available to the skilled man for this

purpose.

The compositions of the present invention may be administered parenterally
(e.g. by intravenous, intraperitoneal, subcutaneous or intramuscular injection),
topically, orally, intranasally, intravaginally, transdermally, rectally, by
pulmonary or nasal inhalation, oral administration being particularly preferred.
Of the oral formulations, those which are resistant to gastric juices are

preferred. Therefore capsules or tablets resistant to gastric juices are



substance to a suitable size. Dilute sprays may be
wprepaoedsiy finely grindi n@it he powdered sSEBHEEANS/012225

with a non-toxic carrier material such as |actose and

delivering it as a spray. Qher suitable carrier
pretdrazd, @nsl ihdooth basepmay deemade withhee coatangowhighigtesdstant to

oahis e )| i ai e AP et s Bl i Fggpinephiine

re@h&’ﬂ@é iRhibStoR BE RbrulSRUN & Frepariken QYHIEN is resistant to gastric
phar macol ogi cal adj uvants. psul es may be prepared

jufcesnThe shilledman wilhiind instrudiénns: fiob Eumatatines desistanh éo gastric
. powder,s, which are placed in a capsule, preferably a
JUE@FA?NH%PEEbéﬁ1e, and the capsule is then sealed. It

is al so possible for lubricants known fromthe prior

art to be introduced into the capsule or used to sea

Varieus fasmpdating ertions@re seseibed trelewefFhecgldNechinag may
l e ken, be i d by th
iR SHISTe SRRARG BomigER0, "ol Ubi el ng Subst ances

such as, for exanple, carboxynethyl cell ul ose,
car boxynet hyl cel | ul ose cal ci um | ow substituted

Fererabifigsrpputiccadim inisedion he spmposiiop asspeding inihgrinvention

e e

sWalksging, bucdd) eatsletss sligingatl @blets,asigar-<obted! fablets | sprays)
suspended form for exanple in ve bl e Qi

. et Qi |, _
POURGHE: Rpstinsyeyelor! tahletn, PERIIPS. GESHISSs BbiS: BusRaNSIRDS,
s@%ﬁ%ﬁ%ﬁ%&%@én&%&%ﬁ@n@pﬁ g&gmd tcﬁg‘r?h M(Sr'ocessi ng
it into granules, for exanple. The tablets may contain
vari ous excipien such as e.g. starches,. |actose
ASPeRp ey B8 Gedneged Borgxamie by gPnding thasreidsS StadNem
sYtahEd B aWlRabiEYizd abl ets for dissol ving or

I'njecting, anylose, various types of cellulose as
Diletecspraysl meydve prapdired hy fisely@rincinaothegpowdered Isubat@pcee

ed as,a.misture retaining agent. The disinteqr
Wil S diRyPae copsy niatafy ueh R AARSe angiikedag B S8y
OfRrcduitEble carrier materials for this purpose are other carbohydrates such
as starch or mannitol. These sprays may optionally contain flavourings,
preservatives, dispersing agents, colourings and other pharmacological

adjuvants.

Capsules may be prepared from a powder of the kind described above or
other powders, which are placed in a capsule, preferably a gelatine capsule,
and the capsule is then sealed.

It is also possible for lubricants known from the prior art to be introduced into
the capsule or used to seal the two parts of the capsule. The efficacy of a
capsule when taken orally can be increased by the addition of disintegrating
or solubilising substances such as, for example, carboxymethyicellulose,
carboxymethylcellulose calcium, low-substituted hydroxypropylcellulose,
calcium carbonate, sodium carbonate and other substances. The active
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absorption accelerators include, interalia, quaternary
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2004/ 047830 23 PCT/ EP2003/ 012225 The fol |l ow ng may

al so be generally used as addltlonal exci pi ents:

TS B3enra 1030 m o€ YPYLEG b SFen, BRI AdE el

algirEte cpaciceddid, TovecEred agae aghe ibrantildehydeadalating, caicium
sul phat e, Car bowax 4000 and 6000, carrageenan, castor
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[ ar &
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I[Ioot oi | (hydrogenated), nelting tabl et

Suitable absorption accelerators include, inter alia, quaternary ammonium

compounds, sodium laury! sulphate and saponins.

Ether may be used, for example, as a binder distributor and cetyl alcohol,
glycerol monostearate, starch, corn starch, lactose, wetting agents {(e.g.
aerosol OT, Pluronics, Tweens), gum tragacanth, gum arabic, gelatine and

others may be used as hydrophilising agents or disintegration accelerators.

Sucrose, fructose, lactose or aspartame may be used as sweeteners while
peppermint, wintergreen oil, cherry flavouring etc may be used as flavouring
agents.
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exanple, tablets, pills or capsules may be coat ed
wi th gel atine, wax, shellac or sugar and the |Ii

Othareaeipientawhieke mayihs wsacheanhe fowrd mtaﬁtemm%%tw @ther
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preferred for tablets or capsules. In the case of a
rup or elixir, sucrose, or fructose nay be Fsed as

Titm taljalsanay be praducad by directsomRrepsiPRLIon exapple

It is also possible to prepare other formulations for oral administration such as
solutions, syrups, elixirs etc. If desired the compound may be micro-

encapsulated.

Parenteral administration may be achieved by dissolving the compound in a
liquid and injecting it by subcutaneous, intramuscular or intravenous route.

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

In order to prepare suppositories the compound may be formulated with low-
melting and water-soluble or water-insoluble materials such as polyethylene
glycol, cocoa butter, higher esters (for example moerysthyl, palmitate) or

mixtures thereof.



be present as preservatives and a colouring and a

wd lavounizeg agent such as cherry or orangepft/@eonss/0BY225
al so be present. The excipients nentioned above are
not restricted to the use of the fornulation in
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conposition according to the invention which contains
the two active conponents may be admnistered in the

TRETrePREs flso8eTeRhul e BB ARIERR IR 8 ages
foleRAdtiopad cebageicWith WHidletheydidvel trdenahetiorest! bitemhay also
descri bed above. The dosages for each active

be eppbed ta thesgthpefomualions. separately and may be
adm nistered as a single conbined dose or separately.
They may be given at the same tine or at different
NeturaBy, Ergvhdiediat bedéd lothle sreparation vf agiof tHesecdusadeaunits
act in the patient at sone tine over a 24 hour,
myist PgPhammacautially acapptable and, gulpsiantially non-toxic in the
amounts used. In addition, the active components may be incorporated in
preparations with delayed release and devices which, without being restricted
thereto, include those based on osmotic pressures, in order to achieve the
desired release profile. One-a-day formulations for each of the active

components are particularly included.

Compositions and preparations of this kind should contain at least 0.1% of
active compound. The percentage of the compositions and preparations may
naturally vary and may appropriately make up between 0.1 and about 100%
of the weight of a given dosage unit. The quan.tity of active compound in
therapeutically useful compositions of this kind is such that an effective dose

is present.

The composition according to the invention which contains the two active
components may be administered in the same physical form or at the same
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ichpperedriti nence of all  kinds, is taken into account by

the present invention. Thus, a further enbodi nent of

t he present i nvention conprises using the conposition

? % to the invention to prepare a drug for
reating or preventing any of the indications of

Thbmﬂﬁﬁhade@tfoah coinpositientsoeoriing to anmmw@referably be
par agr aph. WO 2004/047830 26 PCT/ EP2003/ 012225 The
ua%wraagera%rege% infes 8y &ash4f &he pndremegymentioned below,

a@%‘ﬁ‘ iRYR I %cﬁ’onﬂ‘@rﬁ@ﬁ%ﬂ t?Yx il §ﬁ6th}éf3 of M Ynddmes

e conposi t accordlng e 1 nvention
mentloned without being restricted thereto. Urinary incontinence, particularly

stress incontinence, urge incontinence, mixed incontinence or overactive
bladder of neurogenic or non-neurogenic origin and further sub-indications

thereof.

Thus, the invention includes both those syndromes whose cause is
dysfunction or disease of an organ and those which can be attributed to
diseases or disorders of the central nervous system. Accordingly, every
treatment of bladder function disorder, particularly urinary incontinence of all

kinds, is taken into account by the present invention.

Thus, a further embodiment of the present invention comprises using the
composition according to the invention to prepare a drug for treating or
preventing any of the indications of bladder dysfunction mentioned in the
preceding paragraph.
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h&mafd) sideufféicaxy - 2 (4- hydroxyphenyl ) - 1- _
nmet hyl et hyl ] am no} et hyl ) - 2, 5- di net hyl phenyl oxy] acetic
acid. duloxetine and (-)-2-[4-(2-{[(1

%%ﬁ% hydroxy-2- (4-hydroxyphenyl ) - 1-
P&th yl ] am no} et hyl ) -2, 5-di net hyl phenyl oxy] acetic

Taerudfenmon ddifldstrateidasy the. fomﬁwlag rioherestricting iFsanass been
described in detail and with reference to the

preferred enbodi ments it is clear that nodifications

e W thout deviating from
Pgﬁe sc%ﬁ%raﬁ%r@aﬁ%&égggﬂggiﬁgng claims. WO 2004/ 047830

27 PCT/ EP2003/ 012225 Exanple N1 Conposition
T O O —.
g oste?!lﬁﬂé‘ﬂ?%}ér&?coa?%b%rréﬂ?%%@é%“hsf' e ane

duloxetine and (-)-ethyl-2-[4-(2-{[(1 S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyljamino}ethyl)-2,5-dimethylphenyloxylacetate-monchydrochloride.

duloxetine and (-)-2-[4-(2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyllamino}ethyl)-2,5-dimethylphenyloxylacetic acid.

duloxetine and (-)-2-[4-(2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyllaminaolethyl)-2,5-dimethylphenyloxylacetic acid-

monohydrochloride.

After the invention has been described in detail and with reference to the
preferred embodiments it is clear that modifications and adaptations are

possible without deviating from the scope of the accompanying claims.
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chpétabl et Ingredients

mg/tablet
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(-)-ethyl-2-[4-(2{[(1S,2R)-2-hydroxy-2-(4- 21.820
hydroxyphenyl)-1-methylethyljamino}ethyl)-
2,5-dimethylphenyloxy]acetate-

monohydrochloride

duloxetine hydrochloride 22.460
lactose monohydrate 78.120
Avicel (PH 101) 45.000
maize starch 6.300
purified water (9.s.)
sodium starch glycolate 3.600
magnesium stearate . 1.800
highly dispersed silicon dioxide 0.900

Interlayer
mg/tablet

Ingredients

hydroxypropyimethylcellulose 2910 2.750
polyethyleneglycol 400 0.325
titanium dioxide 1.000
talc 0.925
purified water {q.s.)
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Example N°2 Composition comprising (-}-ethyl-2-{4-(2-{[(1S,2R)}-
2-hydroxy-2-(4-hydroxyphenyl)-1-methylethyljaminc}ethyl)-2,5-
dimethylphenyloxy].acetate-monohydrochloride and duloxetine: fiim-coated
tablet 80 mg /60 mg |
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(-)-ethyl-2-{4-(24[(1S,2R)-2-hydroxy-2-(4- 87.280
hydroxyphenyl)-1-methylethyllaminolethyl)-
2,5-dimethylphenyloxyjacetate-
monohydrochloride
duloxetine hydrochloride 67.380
lactose monohydrate 185.340
Avicel (PH 101) 125.000
hydroxypropylmethylcellulose 10.000
purified water (9.8.)
crospovidone 10.000
magnesium stearate ' 10.000
highly dispersed silicon dioxide 5.000
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*Eudragit L 30 D-55 is a 30% suspension. The water content is

emoved during spraying.

total weight of tablet

550.000
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hydroxy-2-(4-hydroxyphenyl)-1-methylethyllamino}ethyl)-2,5-

Composition comprising {-)-ethyl-2{4-(2-{[(15,2R)-2-

dimethylphenyloxylacetate-monohydrochloride and duloxetine: hard gelatine

capsule filled with pellets 20mg /20 mg

Duloxe

tine pellets
mg/tablet

Ingredients

duloxetine hydrochloride 22.460
microcrystalline cellulose pellets 60.000
B-lactose 80.040
hydroxypropylcellulose 1.500
crospovidone 6.000

purified water

(9.s.)




purified water (q.s.) Gastric juice-resistant coating
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mg/tablet

Ingredients

HPMCAS-LF 20.400
triethylcitrate 4.080

talc 2.120
purified water (q.s.)*

(-)-ethyl-2-[4-(2-{[(1S,2R)-2-hydroxy-2-{4-hydroxyphenyl)-1-methyl-
ethyllamino}ethyl)-2,5-dimethylphenyloxylacetate-monohydrochloride

pellets
mg/tablet

Ingredients
(-)-ethyl-2-{4-(2{[(1S,2R)-2-hydroxy-2-(4- 21.820
hydroxyphenyl)-1-methylethyl]Jamino}ethyl)-
2,5-dimethyiphenyloxy]acetate-
monohydrochloride
microcrystalline cellulose pellets 60.000
hydroxypropylcellulose 0.800
talc : 2.380
purified water (g.s.)




Capsul e ng/tabl et |Ingredients 200. 000 dul oxetine
wpebbetoz7ead h gastric jui ce-y3zesi stant coati agr/@82@80012225
(-)-ethyl-2-14-(2-{[(1 S, 2R)-2-hydroxy-2-(4
hydr oxyphenyl ) - 1- et hyl et hyl Jam i no}ethyl )- 2, 5-d
I met hyl phenyl oxy] acet at e- nonohydrochl oride pellets
Filimt dodtingn coati ng hard gel ati ne capsul e (size 0)
98.000 total weight of capsule 387.250 WO 2004/047830
32 PCT/ EP2003/ 012225 Patent dains 1. Qogitablet on
conpringredjentsa) a pharnmaceutically effedtive anoun{ of
one qQr_nore serotonin- and/or norepinephrine-reuptake
i nhi burwdr@y@p@nwmthyicallnlosehe formof a|4250
pharruw ¥ aceeptable—sat-t—thereoff; eferably a
combi| i egéﬁ‘ﬂ?onl n- and norepi nephri ne-|r ( E ake
i nhi bi tor, and (b) a pharmaceutically effective.
anount of one or nore beta-3-adrenoceptor agonists
optionally in the formof a pharmaceutically active
Capsule hereof. 2. Conposition according to claimi1,
wher ei Ls selected
fromlanong t andam ne, pirandam ne, cicl a@?g‘fﬁ?{h %t
fl upc'r”&% €S ortal ani ne, tal supram taI opram

pri nda nm Re; nr\m 'Ft:nc-n A, \u | r\va—u A-

I R TR
cl ai Meohtiag2, wherein conponent (b)

89.250
(-}-ethyl-2-[4-(2-{[{15,2R)-2-hydroxy-2-(4-
hydroxyphenyl)-1-methylethyllamino}ethyl)-
2,5-dimethylphenyloxylacetate-
monohydrochioride pellets with film coating
hard gelatine capsule (size 0) 98.000

total weight of capsule 387.250
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(-)-2-[4-(2-{[(1 S, 2R)-2-

hydr oxy- 2- (4- hydr oxyphenyl ) - 1- net hyl et hyl ] am no} et hyl)

-2, 5 di net hyl phenyl oxy] acetic acid and/or a

pharmacol ogi cal | y acceptable salt thereof and/or an

e{1an oner thereof. 4. Conposition according to one of
Pa 8% 0 3, wherein conponent (a) is duloxetine

and is present in either its racemc or

(+)-enantioneric formand conponent

(b)
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SRR G s ARG torunltenoshPoh SBonel artionglvn
tHe. forfitbfteppltdradceubOAllynatioé saltliaxebfne and about 10 ny
to about 750 ng of conponent (b). WO 2004/047830 33

PCT/ EP2003/ 012225 6. Conposition according to any one

f ' ) :
290 A TRghf o BTN kPt erenenen
célapposnt (2015 seleciedifrogn amongytandamirde, (plirandamhd, eickazindole,

wher ei n conponent fsggl and conponent (b)
flyRArRY AR, elaﬂaharran%ft@ REay tBjoRra; 8H§da@'”%ﬁﬁﬁ§ﬂ§'ﬂon
[

VBERIE IRk OUEISletRePlSiptad? il BRicfa Beh Pl or
n‘li;dpre:ﬁiher@ofal subl i ngual , intranasal, transdermal or
par ent er al adni ni stration. 10. Conposi tion accor di ng
toclaim8 or 9 for adm nistering the two conponents

3(a) @6?%(6%0?1' é‘&ﬂdré’iﬂﬁ%%hé of %ﬂaum%”&%'\?hé}&rﬁﬁﬁﬁ&ﬁé}ﬁ (b)
to clai 9, whereln at least one

isoerpinybat{4-(R4[(46, ZF%)a%-hyWy'rZaM pydr@kpmwl)afmhgleﬂwl]-
aisetny B2, SOROPY IR BEEACUDR Arst -84 8% (Ps 2R)-2-

hydroxy-2-(4-hydroxyphenyl)-1-methylethyllamino}ethyl)-2,5-

dimethylphenyloxy] acetic acid and/or a pharmacologically acceptable salt

thereof and/or an enantiomer thereof.

4, Composition according to one of claims 1 to 3, wherein component (a)
i duloxetine and is present in either its racemic or (+)-enantiomeric form and
component (b) is (-)-ethyl-2-[4-(2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyi]-amino}-ethyl)-2,5-dimethylphenyloxy] acetate and/or (-}-2-[4-(2-
{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-methylethylJaminolethyl)-2,5-
dimethylphenyloxy] acetic acid and/or a pharmaceutically acceptable salt
thereof.

5. Compaosition according to claim 4 which contains about 0.1 mg to about

500 mg of duloxetine and about 10 mg to about 750 mg of component (b).



conponents is at least partially released i nmediately.

. a conposition a rding to one | ai
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function disorders such as urinary incontinence or
hyperacti ve bl adder or a disease or disorder of the
central nervous systemrelated to bl adder function
6.di socafipgosttitthad®rding fa by ohBPRIIMENC® N wHGRcRiporeent
bl adder, in manmmals. 14. Use according to claim 13,
(a0 Ipdeareporan (PhareHarmulatechindbg sameauprieprreiiondi sor der
is selected fromanong urinary incontinence, urge
i ncontinence, stress incontinence, m xed
71 ng ;)Gb'rrrmjwh n aﬁdmedirgig ¢né gﬁy ohewficlzimg 1icmrwr'nerehammponent
and/ or hyperactive adder . 15, Use of a conposition
(29 ﬁﬁﬂﬁ%ﬂ%’*%ﬁ%bﬁ@rf?@ﬁ'ﬁ%@dﬁﬁ?rﬁ@t PEEPERRIES. ¢l ai ns
1, 2, 5, 9, 11 or 12 which does not contain conponent
(b) in WD 2004/ 047830 34 PCT/ EP2003/ 012225
8.conj Coaipazition adtoading ¢®onde od claimstli torY apatraddicagent.
conponent (b) according to one of clains 1, 3, 9, 11
or 12 which does not contain conponent (a), for
gpr ep@bh’ftﬂ:sﬁidi‘?é’édb?@iﬁgfto ERimtg RATeAAl, bbgﬁae&%ﬁie@%mﬁ
di sorders according To one of clains 13 and 14. 16.
shdirgoe], antramasal i transdeedaleor garaoteraladimipistraies. such as
urinary incontinence, particularly stress :
i ncontinence, urge incontinence, mxed incontinence,
18y PeCaniposttidi astdeding 3o ERirh SSEY (brdingiHRtHCIRkItRB Or
a disease or disorder of the central nervous system
cempenents (@dandpesimuaneeiedder function di sorders such
as urinary incontinence or hyperactive bladder, in a
manmal , which conprises adm nistering a conposition
1 f.C CoCnilsbsittoroaccopding &b aldifh Slot 9, Whereh dthieasedrimsf thétwo
Met hod according to claim 16, wherein the bl adder
compeneols igiak inasepartially selpasedatter somadsiay. ur i nary
I ncontinence, urge incontinence, stress incontinence,
m xed i ncontinence, other fornms of urinary
12 ncoTomsuxitibreactionpding to claim 8 or 9, wherein at least one of the two

components is at least partially released immediately.

13.  Use of a composition according to one of claims 1 to 12 for preparing a
medicament for treating bladder function disorders such as urinary
incontinence or hyperactive bladder or a disease or disorder of the central
nervous system related to bladder function disorders such as urinary

incontinence or hyperactive bladder, in mammails.

14.  Use according to claim 13, characterised in that the bladder function
disorder is selected from among urinary incontinence, urge incontinence,
stress incontinence, mixed incontinence, other forms of urinary incontinence
and/or hyperactive bladder.

15.  Use of a composition containing component (a) according to one of

claims 1, 2, 5, 9, 11 or 12 which does not contain component (b) in



hyper acti ve bl adder.
WO 2004/047830 34 PCT/EP2003/012225

conjunction with a second composition containing component (b) according to
one of claims 1, 3, 9, 11 or 12 which does not contain component (a), for
preparing a medicament for treating bladder function disorders according to

one of claims 13 and 14.

16.  Method of treating bladder function disorders such as urinary
incontinence, particularly stress incontinence, urge incontinence, mixed
incontinence, hyperactive bladder, a corresponding subindication or a disease
or disorder of the central nervous system which is connected to bladder
function disorders such as urinary incontinence or hyperactive bladder, in a
mammal, which comprises administering a composition according to one of

claims 1 to 12 to the mammal.

17.  Method according to claim 16, wherein the bladder function disorder is
selected from among urinary incontinence, urge incontinence, stress
incontinence, mixed incontinence, other forms of urinary incontinence and/or
hyperactive bladder.



