Use of flibanserin for the treatnent of post-nenopausal Sexual Desire

Di sorders The invention relates to the use of flibanserin for the
preparation of a nmedicanent for the treatnment of post-nmenopausal Sexual
Desi re D sor dgieéef fRBaAELNH fONHR tréftend U o trmeh BpaaoASBMILh| Desire
1-[2-(4-(3-trifluoronethyl-phenyl )piDoera i.n-1-yfiethyl]-2,3-di hydro- 1Hbenzi
m dazol - 2-one (flibanserin) is discl 0RBFS™ formof its hydrochl oride in
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in formof the free base, the pharnacol ogically acceptable acid addition
salts and/or optionally i r%r m of the hydrates and/or sol vates thereof for

the preparation of a nedic nt for the treatnengpof Sexual Desire
Di sorders in post-nmenopdlsah worren. In a first aspéct, there is provided

the use of flibanserin, onaN y if foiw of the free base, the
- and/or optionally in form
he/preparation of a nedi canent
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acquired) in wonen, wherein the nedicanent is appli e daily
consecutively over a period of time. la Wthin the present invention the
terms "treplamaling o%%?ﬁ%@%@%HTWWSMV%e@%&@] It [eflfgotd sor der etc.
have t he meanjn "treat nment Pve Sexual sire sorders in

post - nenoamlam%\/@ﬁ%ﬁem& %seﬁrﬁ@%]é@?@%?%géﬁ O'c YAtk OB fISPRP e ANIPFANERN be
observed degasginasschifoprhatifesnd dredid@gxual Desire Disorder existed |ifelong
or was acquired, is of the "generalized type"

The generic term “Sexual Disorders” includes Sexual Desire Disorders, Sexual

Arousal Disorders, Orgasmic Disorders, Sexual Pain Disorders, Sexual Dysfunction

due to a General Medical Condition, Substance-Induced Sexual Dysfunction, and

Sexual Dysfunction not otherwise specified {Diagnostic and Statistical Manual of

Mental Disorders, 4th edition, Text Revision. Washington DC, American Psychiatric

Association, 2000).

The instant invention relates fo the use of flibanserin, optionally in form of the free
base, the pharmacologically acceptable acid addition salts and/or optionally in form
of the hydrates and/or solvates thereof for the preparation of a medicament for the
treatment of Sexual Desire Disorders in post-menopausal women.

In a first aspect, there is provided the use of flibanserin, optionally in form of the free
base, the pharmacologically acceptable acid addition salts and/or optionally in form of
the hydrates and/or solvates thereof for the preparation of a medicament for the treatment
of post-menopausal Sexual Desire Disorders (lifelong or acquired) in women, wherein

the medicament is applied once daily consecutively over a period of time.



WO 2007/ 128802PCT/ EP20071054380 2 or "situational type"and independent of
etiologic origin (organic - both, physically and drug i nduced-, psychogen
(due to psychological factors), a clnbination of organic - both, physically
and drug i nduced-, and psychogen (due to psychol ogical factors), or
unknown). The term"lifelong" refers to such Sexual Desire D sorders of the
5 present invention, which have been present since the onset of sexual
functionin The term "acquired"” refers to such Sexual Desire D sorders of
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such Sexual Disorders of the present invention wherein the disorder is
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mai nt enance of the Sexual Disorder, and general nedical condltlons and
substance play no role in the etiology 15 of the Sexual D sorder. Finally
the subtype due to "conbined factors" applies when 1) psychol ogical factors
are judged to have a role in the onset, severity, exacerbation, or
mai nt enance of the Sexual Disorder, and 2) a general nedical condition or
substance use is also judged to be contributory but is not sufficient to
account for a Sexual Disorder (D agnostic and Statistical Manual of Mental
20 Di sorders, 4th edition, Text Revision. Washington DC, Anerican
Psychi atric Association, 2000). Therefore, e.g. the term"lifelong
post - nenopausal Hypoactive Sexual Desire Disorder"refers to Hypoactive
Sexual Desire Disorder in post-nenopausal wonen 25 which has been present
since the onset of sexual functioning and the term "acquired
post - nenopausal Hypoactive Sexual Desire Disorder” refers to Hypoactive
Sexual Desire Disorder in post-nenopausal wonmen, which devel oped after a
period of normal sexual functioning. Al though there nay seemto be an
apparent contradiction in the wording "lifelong post-nenopausal” this
shoul d be understood as a disorder 30 di agnosed after the nenopause whereby
history reveals that the disorder in fact was present since the onset of
sexual functioning. Accordingly, in a preferred enbodi nent the invention
relates to the use of flibanserin, optionally in formof the free base, the
phar macol ogi cal |y acceptabl e acid 35addition salts and/or optionally in
formof the hydrates and/or solvates thereof for the preparation of a
medi canent for the treatnment of disorders selected fromthe group
consisting of |ifelong post-nmenopausal Hypoactive Sexual Desire D sorder,
l'i fel ong
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1) psychological factors are judged to have a role in the onset, severity,
exacerbation, or maintenance of the Sexual Disorder, and 2} a general medical
condition or substance use is also judged to be contributory but is not sufficient to
account for a Sexual Disorder {Diagnostic and Statistical Manual of Mental
20 Disorders, 4th edition, Text Revision. Washington DC, American Psychiatric
Association, 2000).

Therefore, e.g. the term “lifelong post-menopausal Hypoactive Sexual Desire
Disorder'refers to Hypoactive Sexual Desire Disorder in post-menopausal women

25  which has been present since the onset of sexual functioning and the term *acquired
post-menopausal Hypoactive Sexual Desire Disorder” refers to Hypoactive Sexual
Desire Disorder in post-menopausal women, which developed afier a period of
normal sexual functioning. Although there may seem to be an apparent contradiction
in the wording “lifelong post-menopausal” this should be understood as a disorder

30 diagnosed after the menopause whereby history reveals that the disorder in fact was
present since the onset of sexual functioning.

Accordingly, in a preferred embodiment the invention relates to the use of
flibanserin, optionally in form of the free base, the pharmacologically acceptable acid
35 addition salts and/or optionally in form of the hydrates and/or solvates thereof for the
preparation of a medicament for the treatment of disorders selected from the group
consisting of lifelong post-menopausal Hypoactive Sexual Desire Disorder, lifelong



30 | oss of sexual desire, acquired post-nenopausal |ack of sexual desire,
acqui red post-nenopausal decreased sexual desire, acquired post-nenopausal
i nhi bited sexual desire, acquired post-nenopausal |oss of libido, acquired
post - menopBUSU % do di sturbance, and acquired post- RETIBANAT3% | gi di t y.
35Furthernore preferred according to th? I nvention is the use of
flibanserin, optionally in formof the tree base, the pharmacol ogically
acceptabl e acid addition salts and/or optionally in formof the hydrates
and/ or solvates thereof for the preparation of a WO
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decreased sexual desire, and lifelong post- menopausal inhibited sexual desire.
15
In a particularily preferred embodiment the invention relates to the use of flibanserin,
optionally in form of the free base, the pharmacologically acceptable acid addition
salts and/or optionally in form of the hydrates and/or solvates thereof for the
preparation of a medicament for the treatment of disorders selected from the group
20  of lifelong post-menopausal Hypoactive Sexual Desire Disorder lifelong post-
menopausal foss of sexual desire and lifelong post-menopausal decreased sexual

desire.

In a further preferred emhodiment the invention relates o the use of flibanserin,

25 optionally in form of the free base, the pharmacologically acceptable acid addition
salts and/or optionally in form of the hydrates and/or solvates thereof for the
preparation of a medicament for the treatment of disorders selected from the group
consisting of acquired post-menopausal Hypoactive Sexual Desire Disorder,
acquired post-menopausal Sexual Aversion Disorder, acquired post-menopausal

30 loss of sexual desire, acquired post-menopausal lack of sexual desire, acquired
posi-menopausal decreased sexual desire, acquired post-menopausal inhibited
sexual desire, acquired post-menopausal loss of libido, acquired post-menopausal
libido disturbance, and acquired posi-menopausal frigidity.

35 Furthermore preferred according to the invention is the use of flibanserin, optionally
in form of the free base, the pharmacologically acceptable acid addition salts and/or
optionally in form of the hydrates and/or solvates thereof for the preparation of a



hydr ates and/ or sol vates thereof. Suitable acid addition salts include for
exanpl e those of the acids selected from succinic acid, hydrobrom c acid,
acetic acid, fumaric acid, naleic acid, nmethanesul phonic acid, |actic aci d

phosphor i V&M 2§80%r ochl ori ¢ acid, sul phuric acid, tarfCAMPRIEEHMILNd
citric acid. Mxtures of the 25 aboverregti-oned aci d addition salts may al so
be used. Fromthe aforenentioned acid addition salts the hydrochl oride and

t he hydrobrom de, particularily the hydrochloride, are preferred. If
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dosis ranggchppl i cable per day is between 0.1 to 400, preferably between
1.0 to 300, nore preferably between 2 to 200 ny. Each dosage unit may

conveniently contain fromO0O,01 ng to 100 ny, preferably 10 fromO,1 to 50
ng. Thies dd‘ﬂﬁtj}errﬁon'mmeqrreserdmﬁluﬁrﬁberreldtasdottﬂimgpmﬁaemd dr, siliati8nalaubdpeiafes
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(25 or "s0 Bt Pt Aoy s Plo RS i AR RE S Vet ng only (50
or 10(ong phkrmiEEddiesty Begepdahie @cist additign salieransl/reentionalhy intforme of the or der to
I NProve  hydrates and/or solvates thereof. Suitable acid addition salts include for example

those of the acids selected from, succinic acid, hydrobromic acid, acetic acid,

fumaric acid, maleic acid, methanesulphonic acid, lactic acid, phosphoric acid,

hydrochloric acid, sulphuric acid, tartaric acid and citric acid. Mixtures of the

25 abovementioned acid addition salts may also be used. From the aforementioned

acid addition salts the hydrochioride and the hydrobromide, particularily the

hydrochloride, are preferred. If flibanserin is used in form of the free base, it is

preferably used in form of flibanserin polymorph A as disclosed in WO 03/014079.

30  Flibanserin, optionally used in form of the free base, the pharmacologically
acceptable acid addition salts and/or optionally in form of the hydrates and/or
solvates thereof, may be incorporated into the conventional pharmaceutical
preparation in solid, liquid or spray form. The composition may, for example, be
presented in a form suitable for oral, rectal, parenteral administration or for nasal

35 inhalation: preferred forms includes for example, capsules, tablets, coated tablets,
ampoules, suppositories and nasal spray.



20tolerability for a short period half the target dose can be adm ni stered.
As a result side-effects such as sedation are of |esser significance.

Sui tabl e tabl ets may be obtai ned, for exanple, by mxing the active

subst ance(¥Y 259#h known exci pients, for exanple inerRCTERNYERFSSSUch as
cal ci um carbonate, cal ci um phosphate or é actose, disintegrants such as corn
starch or alginic acid, binders such as starch or gelatine, lubricants such
as nmagnesi um stearate or talc and/or agents for delaying rel ease, such as
car boxymet hyl cellul ose, cellul ose acetate phthalate, or polyvinyl acetate.
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et hyl ene oxi de, or preservatives such as p-hydroxybenzoates. Solutions for
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substances or conbi nati ons of active substances may for exanple be prepared
by m'x1|5ng the active substances with inert 15carriers such as | actose or

e made 1 g CIRanS! B R Pug A ef L0 PAREY e ai for e MR insose. - such
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evening (25 or 50 mg of flibanserin), most preferably once in the evening only (50 or
100 mg of flibanserin) consecutively over a period of time. In order to improve
20 tolerability for a short period half the target dose can be administered.

As a result side-effects such as sedation are of lesser significance.

Suitable tablets may be obtained, for example, by mixing the active substance(s)

25  with known excipients, for example inert diluents such as calcium carbonate, calcium
phosphate or lactose, disintegrants such as comn starch or alginic acid, binders such
as starch or gelatine, [ubricants such as magnesium stearate or talc and/or agents
for delaying release, such as carboxymethyl cellulose, cellulose acetate phthalate,
or polyvinyl acetate. The tabiets may also comprise several layers.

30
Coated tablets may be prepared accordingly by coating cores produced analogously
to the tablets with substances normally used for tablet coatings, for example
collidone or shellac, gum arabic, talc, titanium dioxide or sugar. To achieve delayed
release or prevent incompatibilities the core may also consist of a number of layers.

35  Similarly the tablet coating may consist of a number or layers to achieve delayed
release, possibly using the excipients mentioned above for the tabiets.



20 The Exanpl es which follow illustrate the present invention w thout
restricting its scope: Exanples of pharnaceutical formnulations 25

A) Tabl et sper tablet flibanserinl00 ng | actose240 ng corn starch340 ny
30pol yvi nyWBy P 6P#8bne45 ng nmagnesi um st ear at el5 ng 74FGHERI®TPHESE | nel y
ground active substance, |actose and so of the corn starch are m xed
together. The m xture is screened, then noistened with a solution of

pol yvi nyl pyrrol i done in water, kneaded, wet-granulated and dried. The
granul es, the WD 2007/128802PCT/ EP2007/ 054380 7 remaining corn starch and
t he magnesiwapsteanaseoatainisg tieeactycanuthstarnces ot ogebmetiond rereshdogoaling
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cyclamate, glycerol or sugar and a flavour enhancer, e.g of. a flavouring such as
vanilline or orange extract. They may also contain suspension adjuvants or
5  thickeners such as sodium carboxymethyl celiulose, welting agents such as, for

example, condensation products of fatty alcohols with ethylene oxide, or

preservatives such as p-hydroxybenzoates.

Solutions for injection are prepared in the usual way, e.g of. with the addition of
10 preservatives such as p-hydroxybenzoates, or stabilisers such as alkali metal saits
of ethylenediamine tetraacetic acid, and transferred into injection vials or ampoules.

Capsules containing one or more active substances or combinations of active
“substances may for example be prepared by mixing the active substances with inert

15 carriers such as lactose or sorbitol and packing them into gelatine capsules.

Suitable suppositories may be made for example by mixing with carriers provided for
this purpose, such as neutrzai fats or polyethyleneglycol or the derivatives thereof.

20 The Examples which follow illustrate the present invention without restricting its
scope:

Examples of pharmaceutical formulations

25 A Tablets per tablet
flibanserin 100 mg
lactose 240 mg
corn starch 340 mg

30 polyvinylpyrrolidone 45 mg
magnesium stearate 15 mg

740 mg

35  The finely ground active substance, lactose and some of the corn starch are mixed
together. The mixture is screened, then moistened with a solution of
polyvinylpyrrolidone in water, kneaded, wet-granulated and dried. The granules, the



corn starchl190 ng | actose55 ng mcrocrystalline cellul ose35 ny

10pol yvi nyl pyrrol i donel5 ng sodi um car boxynet hyl starch23 ng nagnesium
stearate 400 15 The finely ground active substance, sone of the co
starch, | 3¢®3¥e128%crocrystalline cellul ose and ponV|ﬁ§F6VWW8??%%he are
m xed together, the mxture is screenedyand worked with the remaining corn
starch and water to forma granulate which is dried and screened. The

sodi um car boxynet hyl starch and the nagnesi um stearate are added and m xed
in and the m xture is conpressed to formtablets of a 20suitable size.

C) Coat edrerabinetgspen stavah edd e ewghesibangesiatdaregs@eergtarnd eixstdd1. 5 ng
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B) Tablets per tablet

5
flibanserin 80 mg
corn starch 190 mg
lactose 55 mg
microcrystalline cellulose 35 myg
10 polyvinylpyrrolidone 15 mg
sodium-carboxymethyl starch 23 mg
magnesium stearate 2 mg
400 mg

15  The finely ground active substance, some of the corn starch, lactose,
microcrystalline cellulose and polyvinylpyrrolidone are mixed together, the mixture is
screened and worked with the remaining corn starch and water to form a granulate
which is dried and screened. The sodium-carboxymethyl starch and the magnesium
stearate are added and mixed in and the mixture is compressed to form fablets of a

20 suitable size.

C) Coated tablets per coated tablel
flibanserin 5 mg
25 corn starch 41.5 mg
factose 30 mg
polyvinylpyrrolidone 3 mg
magnesium stearate 0.5 mg
80 mg

30
The active substance, corn starch, lactose and polyvinylpyrrolidone are thoroughly
mixed and moistened with water. The moist mass is pushed through a screen with a
1 mm mesh size, dried at about 45°C and the granules are then passed through the
same screen, After the magnesium stearate has been mixed in, convex tablet cores

35 with a diameter of 6 mm are compressed in a tablet-making machine . The tablet
cores thus produced are coated in known manner with a covering consisting
essentially of sugar and tale. The finished coated tablets are polished with wax.



The active substance, corn starch, |actose and pol yvi nyl pyrrolidone are

t horoughly m xed and noi stened with water. The noist nmass is pushed through
a screen with a 1 mmnesh size, dried at about 45C and the granul es are

t hen passefC YOt t he sane screen. After the magnesi EFF\T%EFZ‘!QW&?“éS%as been
m xed in, convex tablet cores 35 with agdianeter of 6 nmare conpressed in
a tabl et-maki ng machine . The tablet cores thus produced are coated in
known manner with a covering consisting essentially of sugar and talc. The
finished coated tablets are polished with wax. WO

2007/ 128802PCT/ EP2007/ 054380 8 D) Capsul esper capsul e 5flibanserinl 50 ng
Corn starch268.5 ng Magnesium stearatel.5 ng 420 ng 10 The substance and
corn starch are nm.xed and noi stened with water. The npist mass i s screened
and dri ed.%)The d?@ﬁ%ﬂﬁﬁﬁl es are screened BES&2REYEd with magnesi um st earat e.
The finished mxture is packed into size 1 hard gel ati ne capsules. 15

E) Anpoyl e sol uti ofjp5fddfanseri n50 ng sodi qrgd:wld)ri de50 ny

Corn starch 268.5 mg
Magnesium stearate 1.5 mg
420 mg

10 The substance and com starch are mixed and moistened with water. The
moist mass is screened and dried. The dry granules are screened and mixed with
magnesium stearate. The finished mixture is packed into size 1 hard gelatine

capsules.
15 E) Ampoule solution
flibanserin 50 mg
sodium chloride 50 mg
water for inj. 5 ml
20
The active substance is dissolved in water at its own pH or optionally at pH 5.5 to
6.5 and sodium chioride is added to make it isotonic. The solution obtained is filtered
free from pyrogens and the filtrate is transferred under aseptic conditions into
ampoules which are then sterilised and sealed by fusion.
25
F) Suppositories
flibanserin 50 mg
solid fat 1650 _mg
30 1700 mg

The hard fat is melted. At 40°C the ground active substance is homogeneously
dispersed. |t is cooled to 38°C and poured into slightly chilled suppository moulds.



water for inj.5 m 20 The active substange is dissolved in water at its own
pH or optionally at pH 5.5 to 6.5 and sodiumchloride is added to nmake it

i sotonic. The solution obtained is filtered free from pyrogens and the
filtrate is transferred under aseptic conditions into anpoul es which are
then sterilised and seal ed by fusion. 25 F)Suppositories flibanserin50 ng
solid f&etesoClaMms01700 ng The hard fat is nmelted. At 40C the ground active
substance i s honobgeneously dispersed. it is cooled to 38C and poured into
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10 2) Use according {o claim 1, characterized in that the post-menopausal Sexual
Desire Disorder is selected from the group consisting of lifelong post-
menopausal Hypoactive Sexual Desire Disorder, lifelong post-menopausal
Sexual Aversion Disorder, lifelong post-menopausal loss of sexual desire,
lifelong post-menopausal lack of sexual desire, lifelong post-menopausal

15 decreased sexual desire, lifelong post-menopausal inhibited sexual desire,
lifelong post-menopausal loss of libido, lifelong post-menopausal libidc
disturbance, and lifelong post-menopausal frigidity.

3) Use according to claim 1 or 2, characterized in that the post-menopausal
20 Sexual Desire Disorder is selected from the group consisting of lifelong post-
menopausal Hypoactive Sexual Desire Disorder, lifelong post-menopausal
Sexual Aversion Disorder, lifelong post-menopausal loss of sexual desire,
lifelong post-menopausal lack of sexual desire, lifelong post-menopausal
decreased sexual desire, lifelong post-menopausal inhibited sexual desire.

25
4} Use according to claim 1, characterized in that the post-menopausal Sexual
Desire Disorder is selected from the group consisting of acquired post-
menopausal Hypoactive Sexual Desire Disorder, acquired post-menopausal
Sexual Aversion Disorder, acquired post-menopausal loss of sexual desire,
30 acquired post-menopausal lack of sexual desire, acquired post-menopausal

decreased sexual desire, acquired post-menopausal inhibited sexual desire,
acquired post-menopausal loss of libido, acquired post-menopausal libido
disturbance, and acguired post-menopausal! frigidity.

35 5) Use according to claim 1 or 4, characterized in that the post-menopausal
Sexual Desire Disorder is selected from the group consisting of acquired post-
menopausal Hypoactive Sexual Desire Disorder, acquired post-menopausal
Sexual Aversion Disorder, acquired posi-menopausal loss of sexual desire,



Desire Disorder is selected fromthe group consisting of lifelong

post nenopausal Hypoactive Sexual Desirg, D sorder, |ifelong post-nenopausal
Sexual Aversion Disorder, lifelong post-nenopausal |oss of sexual desire,
|'i fel ong post-nenopausal |ack of sexual desire, |ifelong post-nenopausal
15decreased sexual desire, |ifelong post-nenopausal inhibited sexual

desire, |i feb@cﬁlﬁré&ﬂ%st%éﬁ@ﬁa@@! ldcsst safxubl Bédim, debiieboposposhoproapausal
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20Sexual Desire Disorder is selected fromthe gr oup con5| sting of lifelong
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sexual desirée Wi’otéh@n@f?q!ﬁﬁt%ﬁﬁb@éaié%lpli’r%dﬁfsoﬁife t @lgeaééahﬁ@d sHPh®eong
post - nenopausal decreased sexual desire, |ifelong post-nenopausal inhibited
sexual desire. 25 4) Use according to clai racterized in.t t he
post - maﬁépau&%? %‘@9[@1‘9 (e 8NE T R eréPe|p§e%9é11’é%t3‘gﬂ“§r‘3"rﬁr?ﬁt§”é‘?%dbg‘a

consi sting otheagastirmedopesd! BophDesire Bisodstsd ye Sake altubksial eubtyper der,
acqui red post-nenopausal Sexual Aversion Disorder, acquired post- rrenopausal
| oss of sexual desire, 30acquired post-nenopausal |ack of sexual desire,
acquor ed) posUsemumpainglto deersasew afdkeaprechsiing elaimsgtharedieposd im’émbpausal

| nhi bi t ed Se;éﬁgab?l % gh&al iy xru%ijDBQﬁé f8alz 'dd&ﬁﬁ%hblo@)%@@&&&“' red

post - mrenopausa ance, acqui red post opaus rigidity.
35 5)Use according to claim1 or 4, characterized in that the
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flibanserin is applied in form of a pharmaceutically acceptable acid addition
salt selected from the salis formed by the acids selected from, succinic acid,
hydrobromic acid, acetic acid, fumaric acid, maleic acid, methanesulphonic

20 acid, lactic acid, phosphoric acid, hydrochloric acid, sulphuric acid, tartaric

acid, citric acid, and mixtures thereof.

11)  Use according to one or more of the preceding claims, characterized in that
flibanserin is applied in form of its free base.
25
12)  Use according to claim 11, characterized in that flibanserin is applied in form
of a polymorph A of the free base, having a melting point of about 161 °C as
measured using DSC

30 13) Use according to one or more of the preceding claims, characterized in that
flibanserin is applied in a dosis range between 0.1 to 400 mg per day.



Use according to one or nore of the preceding clains, characterized in that
t he post-nenopusal Sexual Desire Disorders are of the generalized subtype.
Use according to one or nore of the preceding clains, characterized in that
t he post-nmenopusal Sexual Desire Disorders are of the situational subtype.
Use according to one or nore of the prieceding clains, characterized in that
t he post-nenopusal Sexual Desire Disorders are due to psychol ogi cal

factors. Use according to one or nore of the preceding clains,

char act erlidzedUsa adsatdindéo post smewop s dite sesagsindDelgims thasartadzed iy e due to

conbi ned factqr r re
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accept abl e accohaddiivélpnvenh peded ettied. fromthe salts formed by the acids
sel ected from succinic acid, hydrobrom c acid, acetic acid, fumaric acid,
mal ei ¢ aci d, net hanesul phonic acid, lactic acid, phosphoric acid,

hydrochl oric acid, sulphuric acid, tartaric acid, citric acid, and m xtures
t hereof. Use according to one or nore of the preceding clains,
characterized in that flibanserin is applied in formof its free base. Use
according to claim 11, characterized in that flibanserin is applied in form
of a polynorph A of the free base, having a nelting point of about 161 C as
measured usi ng DSC Use according to one or nore of the preceding clains,
characterized in that flibanserin is applied in a dosis range between 0.1
to 400 ng per day. 14)Use according to one or nore of the preceding
clains, characterized in that 50 or 100 ng of flibanserin is applied once
in the evening only consecutively over a period of tine. '



