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Riiening mated that 198andliomelderpenpie are affected by

urinary incontinence.

The lower urinary tféct consists of the bladder, thé 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 muscie), 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 pelvié 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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Stress incontinence is characterised 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 result the closure preé‘sure 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, |t 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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In a first aspect, there is provided composition compriéing: (a) a pharﬁi;ceutically
effective amount of one or more serotonin- and/or norepinephrine-reuptake inhibitors
optionally in the form of a pharmaceutically acceptable salt thereof, preferably a
combined serotonin- and nonepinephrine-reuptake inhibitor, and (b} a
pharmaceutically effectivé amount of one or more beta-3-adrenoceptor agonists

optionally in the formof a pharmaceutically active salt thereof.

In a second aspect, there is provided the use of a composition as defined above 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 disordérs such as urinary incontinence or

hyperactive bladder, in mammals.
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be prepared from pharmaceutlcall); acceptable acids. When selecting the
most preferred salt, or to clarify whether a salt or the neutral compound is
used, properties such as bioavailability, ease of manufacture, workability and
shelf life are taken into consideration, inter alia. Suitable pharmaceutically
acceptable acids include acetic acid, benzenesulphonic acid (besylate),
benzoic acid, p-bromophenylsulphonic 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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~desmethylsibutramine, optionally in salt form. The following may also be

used: desipramine, maprotiline, nomifensin, citalopram, fluoxetine,
fluvoxamine, paroxetine, sertraline, trazodone. In the English literature the
compounds often have an "e" at the end of the name, e.g. duloxetine instead
of the German Duloxetin. |

In particularly preferred embodiments the selective serotonin andfor
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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The second component comprises one or more beta-3-adrenoreceptor-
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-[4-[2-[[(18 ZR) 2-hydroxy-2-(4-hydroxyphenyl)-1-methylethylJamino]ethyl]-

2,5-dimethylphenoxylacetic acid,

5)X = OH; Y = H; R = OH

- 242-hydroxy-4-[2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-

me_thylethyl]amino]ethy[]phenoxy]acetic acid,

B6) X=ClL Y =H, R = Okt
ethyl-2-{2-chloro-4-[2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyljJamino]ethyllphenoxy]acetate,

YX=CLY=Cl R=0Et
ethyl-2-[2,5-dichloro-4-{2-[[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyllaminolethyl]phenoxy]acetate,

8) X =Me; Y = Me, R = OEt (-)-ethyl-2-4-(2-{[(1S,2R)-2-hydroxy-2-(4-

hydroxyphenyl}-1-methylethyllaminolethyl)-2 5-dimethylphenyloxylacetate,

9 X=Me Y=Me, R=0H |
(-)-2-{4-(2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-

- methylethyl]lamino}ethyl)-2,5-dimethylphenyloxy]acetic acid,

10)



6) X=Cl ; Y=H, R=OEt ethyl-2-[2-chloro-4-[2-[[(1 S, 2
R) - 2- hydroxy 2- (4- hydroxyphenyl )-1- methyl ethyl]am
WOi A% OHYAPphenoxy] acet ate, 97) X=Cl ; Y=C , R=QREYEP2003/012225
ethyl-2-12,5-dichloro-4-12-[[(1
S, 2R) 2 hydr oxy- 2- (4- hydr oxyphenyl ) - 1-
yN.am no] et hyl ] phenoxy] acetate, 8) X = Me; Y
(-)-ethyl-2-T4-(2-{[(1

S, 2 21(4- hydroxyphenyl)-1-nmethyl ethyl]am

i no} 2, 5-d inethyl phenyl oxy] acetate, 9)X=Me;
)-2-[4-(2-{[ (1

S, 2R) 2- hy OrOxy=3 - hydr oxyphenyl ) - 1-

met hyl et hyl ] & et hyl ) - 2, 5-di net hyl phenyl oxy] acetic

acid, 10) 4/.047830 9 PCT/ EP2003/ 012225 HO

NH* HCl  Ove re dePM& ed information on this
substance can Qe found in J. Med. Chem 44 (2001)
1456. 11) HO G HO ~C02Na 0 CO2Na Di sodium ([ R

Mdte-detdidd Eﬁcﬁrﬁaa:jﬂdnousrlotbgmgyﬂés)t_aﬁcdﬁ%ﬂT bléi Yt?lirid’witr)'n] J. Né@actﬂ Cdr}iﬁrgp
vl ).- - _benzodi oxol -2, 2-d i carboxyl ate re detaile

441@b9%)ri@%n on this substance can be found in J. Md.
Chem '

oy

Disodium~([R,R}-5-2-[[2-(3-chlorophenyl)-2-hydroxyethyl}-aminojpropyl)-1,3-
benzodioxol-2,2-dicarboxylate

11)

CO,Na
CO Na

. 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)
O OH
HN\”/NH \__<*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)



44 (2001) 1456 or in the Journal of Urology 165 (2001)
240. 12) O OHHN NH NHtert.Bu O Mire detailed

O FOSLAMTB8R on this substante, which is al SurkeenmsAs2225
CGE 12177A, can be found in the Journal of Urol ogy

165 (2001) 240 or in J. Med. Chem 44 (2001) 1456 13)
WD 2004/ 047830 ¢ CT/ EP2003/ 012225 OH NOH HO O Q
More detai ed i t| on on this substance, which is

al sg O~ as ' foundlntheJ Med.

Che 4 (2001) 1456. 14) n- Hexyl O N
HO-0 H More detail ed OF B i

substance, which is al so known as L7555¢ be

found in J. 047830

11 PCT/EP2003/012225
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)

More detailed information on this substance, which is also known as L755507,

can be found in J. Med. Chem. 44 (2001) 1456.



P
NS

15) NN OHNO NN- O H Mre detailed information
o bst ance, whi ch i 5 -.al so known as
Ko A, Y e Se? A (2001) Tz(ég%%gm‘m
HO CO2H N-(/~~N~SOZN / \ H~/ ~ 1 n-Butyl
NHSO2ME More detailed information on this subst ance
can be found in the J. Med. Chem 44 (2001) 1456 or
15)n Bioorg. Med. Chem Lett. 9 (2001) 2045. 17) H
AK~A\N\V I \=-NNRRZ HOHO wth 1) Ar = 4-CHPh-0, R1

= octyl, RR = H2) A =

4- OH, 3- net hyl sul phonyl am dophenyl - O, RP\-

2,5-di Fbenzyl, Rz = H3) Ar =

4- ()—I Lhet hy! sul phonyl am doph Rl\? 2, 5-\d-Fbenzyl ,
P - 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.

16)
CO H

QR 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
| N
/\_/\ /\/©/ \G\l NR
A : N hig

“with

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




ST
s

More detailed informati on on these substances can be
found in Bioorg. Med. Chem Lett. 11 (2000) 3123. WO
"B 447830 12 PCT/ EP2003/ 012225 18) HO OPCEYHI20@ONH 12225
HO NHSO 2Me y O More detailed information on this
substance can be found in Bioorg. Med. Chem Lett. 11
(2001) 981. 199 HO O~ COHNC OHH
2= ?-chl oro-4-(2-([ (1S,
2&) £2-hydr oxy- 2- (4- hydr oxyphenyl ) - 1-
nmet hyl et hyl ] am no} et hyl ) phenoxy] acetic acid Mre
det ailed information on this substance can be found in
em 46 (2003)105. 20) N/ OH (CH2)n/ N\ /

NGO

HO  NHSO,Me - hil
0

More detailed information on this substance can be found in Bioorg. Med.

NH

Chem. Lett. 11 (2001) 981.

19)

HO
OYL o
N Cl
o4 H

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

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

20)

OH : /(C 2

2/ N\
' b
IZ\ //O
” .

n=0or1




n=0or1 WO 2004/ 047830 13 PCT/ EP2003/ 012225 Mbre

Wodggoql/b@g3bnfornatl on on thisg substance canpﬁgEg%gg?\liﬁzi
Bi oor. Med. Chem Lett. 6(2000) 1971. 21) HO H @)

N~ S )f HO NHSOZMe O More detailed information on

e, fefgs BRATAR08 57 shR R iR hoes, Reing, e er. Med
Cheon & _eteti®i (2800} n@ot.mati on on this substance can be

found in Bioor. Med.. Chem Lett. 10 (2000) 1971. 23)
WO 2004/ 047830 14 PCT/ EP2003/ 012225 nHexyl N OH (CH

21¥) n

Q“@«} ¢

NHSO,Me Y

0

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

22)
NS
CHth
OH ( 2)n
N
= | 0,
\N N/ \\
N O
n=0or1

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

23)



(NN NI'\ 0O/ N~ "\0H Mre detailed information on
this substance can be found in Bioor. Med. Chem

WO 2P14/0408302000) 1971. 24) 04 OH N H CNT NPERAEPROQY/0Hp225
O More detailed informati on on this substance can be
found in Bioorg. Med. Chem Lett. 10 (2000)1531. 25)
OHG HN)CO Cet O FK175 ethyl [R(Rr, S*)
[[8-[[2-(3-chl orophenyl) - 2-hydroxyet hyl Jam ng] - 6,
- tetrahydro-5H benzocycl ohept en- 2-yl '
hydr ochl ori de, WO 2004/ 047830 15 PCT/
26) OH N O CH

OH

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

24)

OH N
N R
=
’ \/\@\0\
X p
N ¥ . '

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

25)
"OH O.
H
N )-OEt
O
Cl
FK175

ethyl [R-(R*,S*)]- [[8-{{2-(3-chlorophenyl)-2-hydroxyethyllamino]-6,7,8,9-
_tetrahydro-_SH-benzocyclohepten~2—yl]oxy]-ace_tate, hydrochloride,



A 0 G5-332 [1 S[1a,3(3(S%)]]-

3-&}3- %2-3%3- chl or ophenyl ) - 2-

WOhgH4dR$ BNy | | ani no] cyci ohexy! ] phenoxy] - acet§% EBZ0g/ 012225
nmonosodi umsalt, 27) OHIl~ C N\ 0 OH 0 J" Mre
detailed information on this conmpound, also known as

26\ 5984, can be found in the literature. 28) 2- (3- {

[ 2- (3-chl orophenyl) - 2R- hydr oxyl - et hyl am no]
et hyl apino} phenyl) -3- carboxylic acid.
| nf or tiorﬂonthis . gund can be found in the

hl or ophen R- hydr oxyp- et hélkgm no] et hyl am no}

_ 2yl ) thiophe -carboxyltﬁ;ﬁa . Information on
thi s conmpound can be found injjthe literature. 30) O

S g—ll I HN)D-"~H N~/,0\ XOX=S, NH HO WO

28 4/ 047830 16 PCT/ EP2003/ 012225 Mbore detail ed

G8I¥3 mati on on this conmpound, also known as SB-418790,
can be found in the literature.

[1S-{1a,3B(S™)]]- 3-[3-[[2-(3-chioropheny!}-2-

hydroxyethyl]lamino]cyclohexyllphenoxyl-acetic acid, monosodium salf,

27)
OH 0

N (6 N
‘ O

More detailed information on this compound, also known as N-5984, can be

~ found in the literature.

28)  2- (3-{[2- (3-chlorophenyl)-2R-hydroxyi-ethylamino] ethytamino}
phenyl) furan-3- carboxylic acid. Information on this compound can be found

in the literature.

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

© 30)

Qo

~g” OH ‘ ‘
i H

_ HN N\/\O X



.
T

Lo
i’

31) OHO NCOOH N N NI Mre detailed information on
t oS, 60ReuNnd, al so known ag CP-331684, c f

WOi n trle literature. 0 32) OGHN/ HO OP\ %T{B%oo%éﬁ%zzs
detailed information on this conmpound, also known as

- : ; LAt ' re.
MAGE et ipffiftgioRior §5 KBl 4184 RhaMIE s Ak s by ban
bedaundiirstheditpraime, (R) - 2- (2- am not hi azol -4-yl)-4' -] 2-
[ 2- (hydr oxy- 2- phenyl et hyl ) am no] et hyl ] acetani | i de, can
be found in the Iliterature WO 03/037881. WO
318004/ 047830 17 PCT/ EP2003/ 012225 According to the
nvention, the enantioners, diastereonmers of the

above- nentjoned conpounds tiepal )y the tautoners,
net abol i t e§br Y '
' OH

More detailed information on this compound, also known as CP¢331684, can

be found in the literature.
32)

OH |
H |
N
m 6\@ \ /©
HO | 0 P

i o
o)

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

33)
OH

H - NH,
N
H

More detailed information on this compound, (R)-2-(2-aminothiazol-4-yl)-4'-[2-

l[2-(hydroxy—2-pheny[ethyl)amino]ethyl_]acetaniIide, can be found in the

literature WO 03/037881.



pharmacol ogically active salts of all the
Wabove nti oned conpounds are al so included.
Bet432ddi%nocept or - agoni st57of the cat echdCAMREE034A3R225
are preferred. Most preferred are: :
(-)-ethyl-2-[4-(2-{[(1
S, 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl )-1 - nethyl ethyl]am
Aé(:(?%??g\{gﬂé:t?l%;%Eﬁ%&t%bﬂt‘ﬁ&érﬁﬁ%&,O&fiélst%?&r%% of the above-
msnieyedcorypourgs optivnajiy thediautemsis) nietabelitey bet hyl | am
P'ﬂ%%fot@q%eh&q%qtﬁvges%ltls f %EI rt‘l){ela gggggrlner?fi(grle%cgén"%{)gdr%soare also
intluded- [ 4- (2-{[ (1S, 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl ) - 1-

nmet hyl et hyl ] am no} et hyl ) - 2, 5- di net hyl phenyl oxy] acetic
acid or other pharmacol ogically acceptable salts

oA BES S bRl AL o S B Rt o

prefdmdd aref 4- (2-{[ (1

S, 2R) - 2- hydr oxy- 2-é4- hydr oxyphenyl )-1 -
Crabay Al A 3y ehugi o S bvaasphemdhgt oxy] acet at o

m%f*%*?‘%'ﬁf{;@}"i‘gx‘w@?é%‘f"f&"Qstr“g‘fyh&ﬂgm’;a.‘:f!% hyl et hyl ] - ani

(-refhet-ByHX22[(3S, 2R p2hydiaxyey4-bydioxgphésyipei d, the

et bigeiely§ 2o ciroe uleheey rsiecerate ey drochioride,
_ _ o
A P s B AR o

‘methyladbdieneidolsthyine, 5-dirh ety iphehpionyjagetit acidnvhi ch shoul d

S e T R

PCT/ EP2003/ 012225 Me HO R Me NOH M 0 eH
Particularly interesting examples of beta-3-adrenoceptor-agonists are (-)-
ethyl-2-[4-(2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyllamino}ethyl)-2,5-dimethylphenyloxylacetate or (-)-2-[4-(2-
{[(18,2R)-2-hydroxy-2-(4-hydroxypheny)-1 -methyiethyl]~amino}ethyi)-2,5-
dimethylphenyloxylacetic acid, the enantiomers thereof, other enantiomers
thereof and pharmacologically active salts thereof.

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

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



HO where R = Cethyl:
wo(lzf%m?MWdIoZ' [4-(2-{[ (1S, 2R)yg2- hydr oxy- 2- ( 4phy@0xy00esk 25
y - -

met hyl et hyl ] am no} et hyl ) - 2, 5-di et hyl phenyl oxy] acet at e
, preferably the, nonohydrate, where R = OR
(-)-2-[4-(2-{] , 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl) -1
nmet hyl et hyl ] - am ngFet\hyl ) - 2, 5- di et hyl phenyl oxy] aceti c
aci d. PaHI cul-s @ eOred cpnbi nations conprise a
congighat Nen—0Of (a dyl oxend either inits |
enant ig r(bﬁ racem ¢ formMr pharnmacol ogically
accepjabl.e salts t heMéof or ley active netabolites
therof ang, (b) at | east one of the follow ng
\ds: -)-ethyl-2-[4-(2-{[(1 S, 2R)-2-hydroxy-2-(4

yohenyl ) - 1- met hyl et hyl ] am no} et hyl ) - 2, 5-di net hyl
efel’oxy] acetate, (-)- ethyl-2-[4-(2-{[(1
HS 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl ) - 1- net hyl -

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

ydrochl oride, (-)-2- [4- (2-{[

A et

methysthyifeamimadethpiyi2chdinyethgphphalbkglasetats, prefmablgfth@r

ve netabolites thereof. b) Dosage In order to
mﬂ@%’éﬂ%ﬁk@ the opt i mum dose of the two active

9 14- Qrﬂ’?fr A %)ﬂ% LC
conﬂitl ons g/[e4 {%{[ ??g 3 b)gﬁﬂg%n id X ?ggﬁéuch
ma’myfejhy!]aamm}ethyiﬁ@gﬁn‘@mwwwlm]mtlcmc:d he pati ent,
the nature and stage of the disease and the potency
of the conmpound. This is deened to be within the

P%@@BH? ptré@'ﬁre@fcdnmﬁnﬁimdé SShipis a@aﬁwmﬁv@u@wgtay EIQonetlne

literature on the corrponents can be consulte i n order
either in its epaatiompbeic woOraEmic dams g0 phamrrniegeallysaccepiaite

B hPreR & B 2% HEREDQREr Hierpiale il i bbe o 98 °
foh@&ﬁgftﬁfnﬁﬁcﬁur&i@l(ﬁ%ﬂhw—z e{24iel SIPR)-RHeydosapi(dal

val ues,
hydroxyphenyl) 1-methylethyl]amino}ethyl) 2,5-dimethylphenyloxylacetate, (-)-

~ethyl-2-]4-(2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl}-1-methyl-

ethylJamino)ethyl)-2,5-dimethylphenyloxylacetate-monohydrochloride, (-)-2-{4-
(24[(1S ,2R)-2—hydroxy-2-(4—hydroxyphenyl)-1 -methylethylJamino}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



whol e nunbers and fractions, within the range

speci fied. The data relate to adults. Paediatric
W3&8§e§mﬁﬁﬁobe | ower. The prkferred dose of FCE&EP2003/012225

serotoni n and/ or norepinephrine reuptake inhibitor in

humans i s between 0.001 and 5 g per day, and is
oplindmedless. y %%ﬁ@éeﬁspemmr%teatﬁdhg sage after thesand of the
mﬂﬁﬂgﬁﬁg ny between 0.1 ng and 200 ng. In sonme cases a

er  anount may be sufficient while in other cases
a larger total amount may be required. The total
dajly dose may. be taken in _one go or in sever

The, GPEES A EldpERINANGT CPresRY iR Ide Al e ﬂpmencarh\éalues both
Y r
wh IRl e o WHRIPLE NG9 SpEEHRL The Pl ol
addite. Raedlidtric sibsesmpyniemtowdr. e. t he serot oni n and/ or
nor epi nephrine reuptake inhibitor, is the dose which
provides relief for the .patient. If duloxetine'is

Thé’ ?&eﬁeatcﬂﬁe&ﬁ&haeem@%mr ﬂ&@gﬂ@hgﬁn%g%g)t%inhﬂm&

nt al ns about . rrg t o about
in rp:ream wotbqt\nmro a% o1péand hay pemgimnand is poeferabis balveaen

- 0.0 dnfy e mbre o®| plstah eelfiep il W g B B

in half or mhole single or repeated doses. Doses
taken nore than once a day or twce day ge. . 3, 4,
In $prae cgsed gswraljas gyt mayebe suBicisns w@nlel iy ofthericages a
lar e}etoPaY% t%"éﬂfe ‘? dor adul ts of the other
oreplnep rine’reup inhibitors is as follows. The
doses expressly |nclude all the nunerical val ues,
bot h whol e nunbers and fractions, within the range .

g
Th% ,!@@l daibydossmay hie taken ineee Ry iIBSer etk portigns depending

R I R e L

,1on§é5marpome1ddatuetveee7h thetdos®g50, ciclazindole 5 to 500,

fluparoxan 75 to 750, lortalamne 1 to 200, tal supram
1 to 3750, talopraml!| to

- 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.



3750, prindamne 1 to 3750, nomfensin 1 to 80,
viloxazine 1 to 3750, tonoxetine 1 to 200, venl afaxin

WO 2008/ AF§3% i | nacipran 7.5 28 75. As is wel ICTKRRAMG3/ 417825

doses and the treatnent plan (i.e. one, two, three or

BB 935 a RS B SRR, P or

conjunction with the choice of dosage for the first
conponent. The average daily dose for adults of the
tarsk=roing 7c5 hp 3601 pi(drstamiBe g to 8750, dislaaibdale S 5@) to

bout 7 , f b 5t
BBV 'y e Sy S ShBE et 1o 4B 110
37995|9r$ndélfhi?1edpﬁ:€§75(§f>fﬁfnﬂﬁe?ﬂs)h Hng '89d€|Ic§Ja|zwfeh‘?tdW i cal
val ues, both whol e nunbers or fractions, w¢thin 'the

tomanegtm%‘pé@ QQDewenlmxlm%tm266nmdm@mp@mhé tpdédi atric
doses may be lower. c¢) Fornul ations The conpositions
of the present invention nay conveniently be
Asds Wl Igicwredhe idasas BRat@ aestrh&d plas r(rrmjnbl Ao, Whte&or
contains the active components in conbination with a
maggidoges @et say) ef thesmﬁnﬁ ieampranent depend empas factesdo rrdych
t C
refforEedRER g e il efioR AR oot B doskloB Bl
compenewnhi | able to the skilled man for this purpose.
The conpositions of the present invention may be
adm ni stered parenterally (e.g. by intravenous,
Thlbﬁ\fe 7 oﬁ?i’%ﬁ&@ée fo?‘%@lﬁ% %@ﬂ%‘?eﬁndnﬁrgﬁéﬂ&ﬁasa ‘('15&% 3-agonist)
is almutahCanpigrial dbput 7 Bﬁmmgjpenday mrefeealblglﬂ i, 1M/mguirm ary

prefarai 1P 4p 90sPar Shpiipled inGhE irhpre st 2D6 clvses
exprsfy inBhuel aﬂlﬁﬂe&ﬁxﬁ‘néﬁc@%aih@s 956th rvlrr?(flb Hbﬁ%r@b?fractlons

preferred. Therefore capsul es or t ets resistant to

withirsthel rangeispesifigde WO 2004/ 047830 21 PCT/ EP2003/ 012225
preferred, and in both cases may be nmade with a
coating which is resistant to

For both components the paediatric doses may be lower.

ooks

¢) Formuiations

The compositions of the present invention may conveniently be administered
in a 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, intrapefitoneal, 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



~gastric juices. It is particularly preferred that the
wo SRbQ) ik /  nor epi nephrine,,reupt ake i nhi Bick A¥po883 /012225
formulated in a preparati on V\,hl ch is resistant to
gastric juices. The skilled man will find
e
préfﬁﬁ%ggéﬁ ; Egﬁ%{aﬁsfg?hﬂ@é\m“ o\{@% or w{‘%wﬁ%ﬁ%rgté F%F]asnt to
gastrle jdiessrlt lsemtarheltlar/ly pidferred itthatdte samtmuyn ! rdmmeeprarme

tab ) 0 romthem.. For
ik S L P P oSkl ot Prarere tart B B e e tanEte gastri
;wdé!;Vq"Ne' SKilled R¥n RAN ARTTHAR VS 'fbr%u@mﬂét:cﬁﬁ%f R sfRént t8dRstric
used Iin the formof tablets for | ow ng,
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preferably a gelatine capsule, and the capsule IS
then sealed. It is also possible for |ubricants known
A dpreynnidebe prepared fortexample byrgrthdoestherpasticleh ef aalbpaul e
he two parts of the capsule. The

or useg to stegll t.
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Other suitable 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 piaced 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 capsuie 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 salubilising substances such as, for example, carboxymethylcellulose,
carboxymethylcellulose calcium, low-substituted hydroxypropylcellulose,
calcium carbonate, sodium carbonate and other substances. The active
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may be used as sweeteners

- like.

Suitable absorption accelerators include, infer alia, quaternary ammonium
compounds, sodium lauryl 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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compound in a liquid and injecting it by
subcut aneous, intramuscul ar or intravenous route.
Thé&tablats mag bevprotisced by ditect dampresaiopl, for exatrgile.or oily
media. In order to prepare suppositories the conpound
may be forrmulated with | ow

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 aily media.

In order to brepare 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. '
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meistrpe phiaimasedivd!ly aepeptablecarsd swhstantially 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 inciuded.

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



naturally vary and may appropriately nmake up between
0.1 and about 100% of the weight of a given dosage

WO 0/ O48d0 quant i ty of acti @& conpound in PCT/EP2003/012225
t herapeutically useful conposn tions of th| s kind is
such that an effective dose isS present.
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imgé{rtéllﬁe same tine. Then the actual time of
nmni stering each drug m ght not be so inportant. d)
I ndi cati ons The pharnmaceutical conposition according
the invention may preferably be wused to treat or
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stress incontinence, urge incontinence, mixed incontinence or overactive

bladder of neurogenic or non-neurocgenic origin and further sub-indications
thereof.

Thus, the invention includes both those syndromes whose cause is

- dysfunction 6r disease of an organ and those which can be attributed to

diseases or disarders 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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non-restrictive rcularly pre red
conbi nations are dul oxetine and (-)-ethyl-2-[4-(2-([(1

S, 2R) - 2- hydr oxy- 2- (4- hydr oxyphenyl )-1 - et hyl et hyl ] am
Pﬁﬁaﬁhiﬁfﬁw%?%e#&a'mm'%ﬂﬁﬁé%& oxz] Z;lcet at e. dﬁl oxe%/i ]ne
and (-)-ethyl-2- [4 (2-([(1

S, 2R) - 2- hy droxg 4- hydr oxyphenyl ) -1- net hyl et hyl ] am
dulmpbmwnﬂ (D-ehyl- -@{[ﬁ?&.ﬂﬂ)@@}}d{%!@t(é—huﬂnommhemhﬂe

tﬁﬁethyl]ammo}ethyi)-z5»d|methylphenyloxy]acetate.

duloxetine and (-)-ethyl-2-[4-(24[(1$,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyllamino}ethyl)-2,5-dimethylphenyloxylacetate-monohydrochloride.

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

duloxetine and (-)-2-[4-(2-{[(1S,2R)-2-hydroxy-2-(4-hydroxyphenyl)-1-
methylethyl]amino}ethyl)-2,5-dimethylphenyloxy]acetic 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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described in detail and wmth reference to

dimpetay pheayloxmlasataiempenghydrachioride and, duloaf@trl¢ .f&ratqczﬁt%d
I?%ld iQns are possible without deviating from
ta 2sco§<’e§g)frﬂghe acconpanyi ng cl ai ms. WD 2004/ 047830
27 PCT/ EP2003/ 012225 Exanple N1 Conposition
conprising (-)-ethyl-2-[4-(2-([(1S, 2R) - 2-
hﬁdr oxy- 2- (4- hydr oxyphenyl ) - 1- net hyl et hyl ] am
Carfo)ethyl )-2, 5-
d' et h\ll nhan\ll nvu1 acetate-nmon
I

has r-;r-hllI rido and
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5- di npyidrgkyiteml joxyetiogétal Bamireethy s ochl or i de
dul oxeti ne hydrochl oride 22.460 | actosje nonohydrate

78. 1p95-dmettdyipheyiatylgcalaeooo  mai ze sftarch 6. 304

purifflefdohedBEnifgs: ) sodium starch gliycol ate 3.600
magniesi um St earate 1. 800

duloxetine hydrochloride 22.460
lactose monohydrate 78.120
Avicel (PH 101) 45.000
maize starch 6.300
purified water (q.s.)
sodium starch glycolate 3.600
magnesium stear_ate . 1.800
highly dispersed silicon dioxide ' 0.900
Interlayer
| mg/tablet
Ingredients '
hydroxypropylmethyicellulose 2910 2.750
polyethyleneglycol 400 o 0.325
{ titanium dioxide 1.000
talc 0.925
-1 purified water (a.s.) |
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hi ghly di spersed silicon dioxide 0.900 Interlayer
ng/tablet Ingredients hydroxypropylnethylcellulose
Woz?élfé/%%@ pol yet hyl enegl $8ol 400 0.325 X4 ERFQPRY 012225
dioxide 1.000 talc 0.925 purified water (qg.s.) WO
2004/ 047830 28 PCT/ EP2003/ 012225 Gastric
ui.ce-resi stant coating ng/tablet Ingredients
E%%ﬂﬂéﬂgﬁidﬁﬁﬁﬂﬁﬁﬁﬁﬂﬁh—gcetate pht hal at e) 14 950
S| | i cohe emH-si oh—-0--050 plll‘l £i ar~| water t a|

wei g tw | wbl et 206 000 Exanmple N2 Com:ﬁigt?mf’r'i o
congt
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(-) ewumedzw@wr(z ([(1s 2R) 2- hydr oxy- 2 (OnS-)87. 280
hydrUA_ypncu_yl ’) 1—ret ||_y1 et h_yl T ettt ||u} etk )

2, 5-di et hyl phenyl oxy] acet at e-

=

total weight of tablet 200.000

Example N°2 Composition comprising (-)-ethyl-2-{4-(2-{[(15,2R)-
2-hydroxy-2-(4-hydroxyphenyl}-1-methylethyllamino}ethyl)-2,5-
dimethylphenyloxy]écetate—monohydrochloride and duloxetine: film-coated
tablet 80 mg / 60 mg | '

Core
mg/tablet

Ingredients
(-)-ethyl-2-{4-(2{[(1S,2R)-2-hydroxy-2-(4- 87.280
hydroxyphenyl)-1-methylethyiJamino}ethyl)-
2,5-dimethylphenyloxyjacetate-
monohydrochloride
duloxetine hydrochloride 67.380
lactose monohydraté 185.340
Avicel (PH 101) 125.000
hydroxypropylmethylcellulose 10.000
purified water | (9.s.)
crospovidone 10.000

| magnesium stearate - 10.000
highly dispersed silicon dioxide 5.000




nmonohydr ochl ori de dul oxeti ne hydrochl ori de 67. 380
| act ose nonohydrate 185.340 Avicel (PH 101) 125.000
WO A0E 63A78RBpy | ret hyl cel | ul 038 10. 000 puri fiEEERR012225
(g.s.) crospovidone 10.000 negnesium stearate 10.000
hi ghl y. di spersed sil.icon dioxide 5. 000 WO 2004/047830
Gastripjticesresistant 60atiNdx;st ric j ui ce-resistant coating
ny/ tablet—ngredi-ent-s—Eudragi-t—L—30-D-55{copolyner
of nFt hagr Hl c 136.000 acid and ethyl ':IEQWQ@@
tri tiyPYENS ate 4. 000 Pol ysorbate 80 f1.000 gl ycrol

30 DEGNPGTL 308 28 BERAVRT or R are Lo ohD o |

r enmgvad dudiat 1%@@&@)9 total weight of tablet
550.{000 _Exanp Conposition conpris

ng
(-)- flﬁmylgm[ane(z {[(1 S, 2R) - 2- 4.000
ng;?ﬂy??ﬁ)@t 8dl UAyp ‘y } e H-e ||'|4!0'.‘Uv6l

di rretg] CTBEMPhoEEaREEel at e- nononydr ochiof { ggoand
dulgxeline: hard gelatine capsule filled with pellets

20 myuﬂf@@ wigteDul oxeti ne pellets (g.s.)
| *Eudragit L 30 D-55 is a 30% suspension. The water content is

removed during spraying.

total weight of tablet 550.000

Example N°3 Composition comprising (-)-ethyl-2-[4-(2{[(1S,2R}-2-
hydroxy-2-(4-hydroxyphenyl)-1-methylethyllamino}ethyl)-2,5-
dimethylphenyloxy]acétate—monohydrochloride and duloxetine: hard gelatine
capsﬁle filled with pellets 20mg /20 mg

Duloxetine pellets

mg/tablet

Ingredients

duloxetine hydrochloride 22.460
microcrystalline celiulose pellets 60.000
B-lactose - 80.040
hydroxypropylcellulose 1.500
crospovidone 6.000
purified water (g.s.)
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ng/tabl et 1ngredients dul oxeti ne hydrochl oride 22.460
m crocrystalline cellulose pellets 60.000 (3-1actose
wogPr 402 783¢dr oxypr opyl cel | ul3®se 1.500 cr oSPOMEGREES /012225

6.000 purified water (qg.s.) WO 2004/ 047830 30
PCT/ EP2003/ 012225 Interlayer |Ingredients ng/tabl et
hyFroxypropyInethylcellulose 3.400 purified water

n €Y Gastric juice-resistant coating |Ingredients
ng/tahl et HPMCAS-IF 20.400 triethylcitrate 4.080
talc2.120 purified water (g_s.)* mg/tablet
() argriensds” (o' {I(1
S, 2 2. hvudr avwv..? A-hvd h |\-1- bt hy| -
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_ mg/tablet
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Ingredients mgftablet
(-)-ethyl-2-[4-(2{[(1S,2R)-2-hydroxy-2-(4- 21.820
hydroxyphenyl)-1-methylethyijlamino}ethyi)-
2,5-dimethylphenyloxylacetate-
monohydrochloride
microcrystalline cellulose pellets 60.000
hydroxypropylcellulose . 0.800
talc - 2.380
purified water (9.8.)
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conprising: (a) a pharmaceutically effective amount of

Capsule
‘|mg/tablet

Ingredients

B 200.000
duloxetine pellets with gastric juice-resistant
coating

89.250

(-)-ethyl-2-[4-(2{[(1S,2R)-2-hydroxy-2-(4-
hydroxyphenyl)-1 —rhethylethyl]amino}ethyl)~
2,5-dimethylphenyloxylacetate-
monohydrochloride pellets with film coating
hard gelatine capsule (size 0) 98.000
total weight of capsule 387.250
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conbi ned serotonin- and norepi nephrine- reuptake
i nhibitor, and (b) a pharmaceutically effective
anount of one or nore beta-3-adrenoceptor agonists
optionally in the formof a pharmaceutically active
salt thereof. 2. Conposition according to claiml,
Patdrd(Hains he mi ni rum of one conponent (a) is sel ected
from anong tandam ne, pirandam ne, cicl azindole,
fl uparoxane, |ortalam ne, tal supram tal opram
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phar macol ogi cal |y acceptable salt thereof and/or an
enanti oner. thereof,. 4. Conposition according to one of
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dimethyiphenyloxy] acetic acid and/or a pharmacologically acceptable sait

~ thereof and/or an enantiomer thereof.

4. Camposition according to one of claims 1 to 3, wherein component (a)
is 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-

“methylethyl}-amino}-ethyl)-2,5-dimethylphenyloxy] acetate andfor (-)-2-[4-(2-
{1 S,2R)-2-hydroxy-2-{4-hydroxyphenyi)-1-methylethyllaminolethyl)-2,5-

dimethylphenyloxy] acetic acid and/or a pharmaceutically acceptable salt

| thereof.

5. Composition according to claim 4 which contains about 0.1 mg to about
500 mg of duloxetine and about 10 mg te about 750 mg of component (b).
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(a) and conponent (b) are fornulated in the sane
preparation. 7. Conposition according to any one of
WO 204 ME783% 0 5, wherein conPdnent (a) and KBHPOINEAL012225
(b) are fornmulated in different preparations. 8.
Conposition according to one of clains | to 7 as a
medi canent. 9. Conposition according to claim8 for
rec [ s Afmi ;
6. | nt Campastr Bcorili6iiny Hefkr ) 1, Pherein gpmpgnent
(a)Hnhd compaseriti(bhamcioomdlatgd irothel sime Brerartidror
adm nistering the two conponents (a) and (b)
simul taneously. 11. Conposition according to claim8

or . |
7 ot PomtRBaGatRB3h RO of Jaintslhto §oFRRR] b Smbbnent
(a) @ndpzomporeantdb pardiongutated iradiffeBerd préparatiensi n - at
| east one of the two conponents is at |east partially
rel eased i medi ately. 13. Use of a conposition
8. accebm%&itm Qé&r&hgqb@n%fhéi&slﬁd‘Phsry@earda it
nmedi canment for treating bl adder function disorders
such as urinary incontinence or hyperactive bl adder

or IS . di.sor, .of .the central er vous
0. oysComREn AR BRIA AN & felTpBRP ROl dPb 8l Bratas
SUiHgRRl, Yintrarss2i trareseeemal ofyaehtshi admiiadtien, in
manmal s. 14. Use according to claim 13, characterised
in that the bladder function disorder is selected
fro - Urlnary. | oy ok hhence,
10,1 7 GeHig] e e oo T R T BER for St A0 WEDET s
cordporentsgay and doygimuttaneousind/ or hyperacti ve bl adder.
15. Use of a conposition containing conponent (a)
according to one of <clains 1, 2, 5 9, 11 or 12 which

1Pl R SIS REREREn & B o) FYBit 0RBPaRTRr B8 o
corapopeststis ahleashpartially geleasgpd aftat sq¢rhg detapor ding to  one

of claims 1, 3, 9, 11 or 12 which does not contain
conponent (a), for preparing a nedi canent for

121 I eabhpbshlrtstRording &6 cRiim® 8P6 AFRereht 50lIt08nd 8f 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 mammals.

14.  Use according to claim 13, characterised in that the bladder function
disorder is selected from among urinary incontinence, urge incontinence,
Stres_s 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
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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.



