10

15

20

25

30

35

Use of flibanserin for the treatnment of pre-nenopausal

Sexual Desire Disorders The invention relates to the
waois@®705447¢ | banserin for the preparation of a nedi/EPIUB6068118

for the treatnent of pre-nenopausal Sexual Desire

Di sorders. Description of the invention The conpound
Use.gfflibanserinifor the dreatment ,g{emyfmpnpgaggahquual Desire Disorders

-yl )ethyl]-2,3-di hydro-1 Hoenzi m dazol - 2-one
Th%&q@%@%ﬁ%ia@ %tw%ggfﬁggéggwgo%ﬁé pke;cic’qrgﬁon of a medicament for
theHredinisti 48 prenterivpaubbeSéxldl ®dsie Digerdersl structure:

Fl i banserin shows affinity for the 5-HTi A and

5-HT2-receptor. It is therefore a prom sing

t herapeutic agent fdeschiption eathecimveotiom variety of

Thelcd dTL-gZ-%A ﬂ%&@@fﬁ?o%ﬂ{@?ﬂeﬂpn@é r‘?ﬂhyl%ihgiﬂ 2g§Guhydro 1H-

anxi erm sord
be%mqu@som% fiibansalty)ds disslased infois &f itpihydragdieride in European

Pafdriayplicalidrs BPIRISD643DEHR] h&aihe ﬂauéwr emigBkstRlicture:
Dysfunction due to a General Medi cal ndi tion,

Subst ance- | nduced _Sexual Dysfunction, and Sexual
Dysfuncti on not otherw se specified (Di agnostic and
Statistical Mn of Mental Disorders,CHth edition,
Text Revi si odiNwa N| n ton DC_ Anerica Psychl atric
Associ ation, 2000Y. st ufli es\ of f qenopausal
femal e pati ep fferlnngro Nse dysfunction it
has been foun at fliban n, op=whally in form of
the free base~tMfie pharnacol ogically acceptﬁ{J §| acid
addition salts and/or optionally in form of |F1|
hydr at es and/ or sol vates thereof displays sexual

FliSS T Wv@é‘?fﬁ'ﬁﬂg FP&OtIPi%ré I—ﬁsA aﬁt? %OILI?' P&ééebtort Gs tRSRdte a

Irnvention re
prq;plﬂr@ntgpr@pqqﬁqung {gr thﬁérqatr@@nbgg@ vaflgtry of dlseases for instance

dePRBLITRG SLMgbpRldrYa, askembablye aci d addition salts
and/ or optionally in formof the hydrates and/or
sol vates thereof for the preparation of a nmedi canent

Thé@ental'ie témne cB evaudl DiforBergidhclDdes SexDakDesies Elémders Sexual

U TFOFBS Yy R D A S DEs 8539ty E 0 Hituncion

due)é@ar@ermrgbwwedwal@wdltm@uﬂs@nﬁ@almdngedﬁexualelayafent:tlon and
Se?ﬁal n%‘?@ﬁéﬂdf?n@t%Héﬁm@@%@é&ﬂ@Hg odtib ré\nd tatlstlcal anual of

ausal women I cial

qultfrﬂd%!ﬁ@ rey HRediton, Jext V@d'ﬁ'@”gé’:"éﬁ@@gt% D@héﬂ“ﬂ@ic%lzésycmatﬂc
Association, 2000).

In studies of pre-menopausal female patients suffering from sexual dysfunction it has
been found that 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 displays sexual desire enhancing properties. Accordingly, the
instant 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 Sexual Desire Disorders in pre-menopausal women.

Within the present invention the terms “treatment of pre-menopausal Hypoactive
Sexual Desire Disorder” etc. have the meaning of “treatment of Hypoactive Sexual
Desire Disorders in pre-menopausal women” etc.
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Sexual Desire Disorder existed lifelong or was
acquired, is of the ..generalized type" or
WO 2®@70savé onal type"and i ndependent of eti ol ogPCT/BP10g6/068118
(organic - both, physically and drug induced-,
psychogen (due to psychologicgl factors), a
conbi nation of organic - both, physically and drug
i nduced-, and psychogen (due to conbined factors), or

Th%@)‘éﬂ%ﬂ@@ effgﬁs of rfllﬂaﬂsﬁhﬁlc%ﬂgoe {)8§(§r(/§d trQ%ac‘r‘dF%ﬁ%W‘?éther the

nvent
Seb@@er?ﬁlEé%@tﬂor@¢rr\%>63tﬁﬂélf@ﬁ8§t0r dfassasauileds mq@ftthgngﬂgerallzed type”

or Q“l@ah@ﬁé‘l‘ty@é%lrh'drlﬁgepérﬁf&ft%f'éﬂoﬁié%‘oﬁﬁ%bd?ﬁéL b8th, physically and
Di sorders sent i nvent| o devel oped

e
dryghinduged- ePS&C%}‘%Vb@ USf OWHBP'OQWuEICt‘P@ A PO t'Oﬂ*tﬂi organic -
both pbpsically ard dhngmdubeﬂer and @symd"ge‘ﬁeeciwel to [Dostlsided sacibrs), or

unkfiind SRETerrh VRGP PetbBE S lor BE ISR PlsDudits f the present

|nvent|<pra.rwlmeh§1av@|tmen peseaat $inoathe gpsst cefm@b(uabfunou@ung The term
cg%ﬁ%a* ré?é?é)trodﬁfcﬁ §<%<Jeh ‘E)e%rr%sl:?%rdé?é’ %FEq@gre‘@Eﬁf fﬂvanh!?ﬁ which

i sorder I s certai i/
dewgloped pBWsafthra Eﬁ'ﬂ@%@f §Orn'ﬁ*1|es@(l¥|'§ {jﬁﬁ@t'gﬂl@gt dhe ’generahzed type”

refeRStbCdihagib 6/l Cfigsrterssof tﬂ@Fﬁré@ént"lﬁ@éhtM@h@r‘éPrﬁltr?@lilsorder is not
ave

imgRd 36 cBuBlaybes BF Subialhy sHEtale. RhPARERAndBCo tygtional type*
apdicsiial sughs®exienl Disordegeokthal preedntdalectiordwhemis teedisorder is

Ilmﬁl@Q‘T’é ggﬁ&ng&ﬁé? ﬁ?s I’%g%tlgﬂt yltPL?at éobo%rtﬂ%‘m neg%%%e due to
“psyebological fﬁmoﬁSegpmmmwnpn msychologigat tactorscare judgadeto have the
mééxacer @ttﬂe%‘é%t ahli 'eQa&é}%aFi?ﬁ e(%rv méﬁ]‘(@rﬁ ﬁdé of the Sexual

aton, or nal f enance o afNenag of the er,
Disggeraang %\%@Iameﬂﬁél eqndideniaRd SHPSENEA P4 AR &0lgdR the etiology

of BleSexusd @rsbrder. kFﬂn@IQﬂﬂw@l éutﬁme/dbeﬂto FGoriBihed uéétbﬁs &pplies when
ount, for a Sexua nost i

Di
1) L el ferdiare LitBke To PVBRLaiaLT 8 Siseteiierivh,
exdeerbatiayi giraintaesicengtios Slé@ualﬂlﬁsorcdmn aﬁ’dﬁc) lai getrraral medical

COI%E(?I’? ?EUB&an?Q&%E is E[%%r @é@to ﬁe%gn“b%tw c'ié hbELMbient to

ace_qtmtiort@Sﬁypablalspc@rsfs&@mlosbéﬁndesuatlgmajéﬂanual of Mental

Diddr§ei e afPaditish. TOXERe kbR NWRshiRRSA DT S&@RYicah 'F’é?cﬁu%@nc
onset of sExua’I functioning and the term acquireéed

Asppcation al Hypoactive Sexual Desire Disorder"
refers to Hypoactive Sexual Desire D sorder in

Th%%e?ore r&o& he ?erm\/\q{fglghgm&éprﬂerqgﬁlael}s%ﬁ)El(glpoactlve SO Ij)eswe
Disorder’refers to Hypoactive Sexual Desire Disorder in pre-menopausal women
which has been present since the onset of sexual functioning and the term “acquired
pre-menopausal Hypoactive Sexual Desire Disorder” refers to Hypoactive Sexual
Desire Disorder in pre-menopausal women, which developed after a period of
normal 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
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 pre-menopausal Hypoactive Sexual Desire Disorder (HSDD), pre-
menopausal Sexual Aversion Disorder, pre-menopausal loss of sexual desire, pre-
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nor mal sexual functioning. Accordingly, in a preferred
enbodi nent the invention relates to the use of

wo boobasges i n, optionally in formof the free bBSEEP100€068118
phar macol ogi cal |y acceptable acid addition salts
and/or optionally in formof 8he hydrates and/or
sol vates thereof for the preparation of a nedi canent
for the treatnent of disorders selected fromthe group

me&%@%h%&l |Q%E%§‘QL%-| JEERE ﬁ%)%ausg?ga exd'dl\é%re%%)éﬂaeex%%eﬁre pre-

al” "Avers
menogguq@lrrnhrlbrt@d @ﬁﬁb@'&ime pes-enasfopseigablosg @ libigo, pre-menopausal

Irbrﬁbwﬂﬂiﬁi&abnﬁ%ﬁ;&n@én&%ﬂﬁi frFé‘i’dﬁty e, pre-nenopausal
decreased sexual desire, pre menopausal inhibited

sexual desire, pre-nenopausal |oss of I|ibido,
Papticedargirefertsbacddriiingaodhs tinvemionds tlad ds@ be flivanepdnsationally in

forifGhE s . WS HoBafe b Ficai afFeteflsiah Ao pats andior

opfianatiydh foime of theehyrirates amdfopsalvatesahersad §o the preparation of a

: RV T i
me e bt %rmat i of Aoty e oo Yediting of pre
mq@peaaﬁeltho ive SexyrtBeske G@ﬁrdehdorerreerﬂmﬁsabsexual Aversion

DigHiraéy, Pes-sn &Rl itsarioks OMsbReal i, ﬁ%m%oﬁgu§él |18€Ie of sexual
si.re Diso

deg?%o a%g@ﬁf%@gegﬁa% )é:egi.rg 851, 2GS} pre- mehopausal inhibited

sexuat-desitopausal | oss of sexual desire, pre-nenopausal
| ack of sexual desire, pre-nenopausal decreased sexual
desire, and pre-nenopausal inhibited sexual desire. In

In & ppatiaulayily prefeyregrarnioodistnd e thivestion reéletasntedheiuse of flibanserin,

optrifrﬁeﬂﬁ/erﬁ 519 bf heff€e %fasel t'h@ a'&olo%@(fdll?"é’ﬁclegtdm? LefdBddition

free base, har y acce
salfzpRd/QH éPPﬁ"PWWS'HIfP'g“ &h H?QJPYQT@EG?SOH%WP& splyatesy t,kheggoftf%the

pre”pedétadrﬁéf @ﬁﬁ?h‘dvéarﬁ@ht\fl@r ife troginesiit dersdrBerer@@teatfrm the group
i sord

of Sier BePBRers Drnna o o bl B S DisiaSh arepisRauspioss of
seX@e! uekir®egier e ebDopau skl rde cprasateswopalidasire, zssl pie-merapausal

|nh%@J§eXLﬁr8e§F@°pausal decr eased sexual desire, and
e-menopausal i nhi bited sexual desire. In a further

preferred enbodi nent the invention relates to the use
In Q?ur%ér%@ﬁ#l‘éd“em%ﬂln@é}ﬂ'thé n‘nfbrfti%h%[éfteé tt?thfeIr & Qﬁfﬁﬁanserrn

onliiep B BT ShATA o8 Haper B GIhA HECAIRSIGA U aRaIBNG acid additon

salsohv@/be dptiedIBah foen of ke hydrates and/or solvates thereof for the
preparation of a medicament for the treatment of disorders selected from the group
consisting of lifelong pre-menopausal Hypoactive Sexual Desire Disorder, lifelong
pre-menopausal Sexual Aversion Disorder, lifelong pre-menopausal loss of sexual
desire, lifelong pre-menopausal lack of sexual desire, lifelong pre-menopausal
decreased sexual desire, lifelong pre-menopausal inhibited sexual desire, lifelong
pre-menopausal loss of libido, lifelong pre-menopausal libido disturbance, and
lifelong pre-menopausal frigidity.

Particular 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
medicament for the treatment of disorders selected from the group consiting of
lifelong pre-menopausal Hypoactive Sexual Desire Disorder, lifelong pre-
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preparation of a nedicanent for the treatnent of
di sorders selected fromthe group consisting of
wo pdogloprage pr e- nenopausal Hypoactive Sexual DeSPEBEEP2006/068118

Di sorder, lifelong pre-nmenopausal Sexual Aversion
Di sorder, lifelong pre-nenopafisal |oss of sexual
desire, lifelong pre-nenopausal |ack of sexual desire,

i fel ong pre-nenopausal decreased sexual desire,

melnio SPQ&‘I%&&% ARBRRGY orP Piliilaélg)ﬁéi W@qu‘%@%?fl‘ass of sexual

re- nenopausa
degire- Itﬁ@ﬁﬁgmganemonﬂt@@l @CBtQﬁl’SEéﬂ@éjGSd'@d“fQ'@ﬂQ @fﬂ;menopausal

deffe8s88 RERAMSHsire! baH tifdI¥ng Bre-mendpiusarl Bhfite8dexual desire.
according to the invention is the use of flibanserin,

optionally in formof the free base, the
In pparticadarilp prefelrey cmbeditmmt ehamiventddirélas ®ahtuse of flibanserin,

on@giGrin38im & it o Barh Mt eB ki G Rff Bl e avditon
saltoand/oe optierallyentfouh o tlshyenatesahd/ot edlvatesntheheoidootie
pre‘[%'i’a%t'idd %Qa ﬂﬁeéﬁléérﬁ{aﬂ?ﬁlr H‘Y&r@ﬁﬁé’rﬂ%%sﬂ@%@lé?ft@d%%e group

sor g prenendgaus
of Iifglang wiie-Mesapatsal HyppachyrySexuaiRedpmbisarder dtelong pre-

me%@}&bl@éald@% bEsexud] aksing, Iﬁél%n@’%‘r@nﬂéﬁé\bads%me@ifea%éli Walkual desire,
%ggql [ifel ong gre- EE) ausal gecreased sexual

an PRI PEHESNAPEHSAYNBIDECHSFSHALLSSTS nhi bi t ed sexual
desire. In a particularity preferred enbodi nent the

In é?qrﬁ?%r aq??{/errfénoaél%%%ﬁﬁ?é@ﬁggﬁrﬁéegtigélsrigmgiEJ {h'é’ use of flibanserin,
optpxbnaalkyan doig ot i freabesp: thisl ghatuiacolagivaliysreceptatie acid addition

sal?é“?/]&’/br BBE @] bW?l‘n‘? of %ém?(ﬁraiékeaﬁd’/ﬁ @?ﬁ/%t&“tﬂ/e%of for the

vat es t aratlon 0 di canent

prepgFatigfeot @ Qﬁqﬁ"ﬂe@)‘i‘foﬂff% 9@%‘9@& sisrders saieetre f@*@d?)e group
cor@éustlmg‘ &f afliRyoepreamepapsadal Hm@@twé/ Se§azl®ésuli&@nsrcﬁder acquired
sor der éel on g ems&é&{a oss ,of sexua 19 f |
Pre BB RGSHh S AYBIRAT LSRR achtERd Dhe HR AL QRS of sexua
desird, edcgnged peemeanpzaisal lackioflsieked desingalacdeised pre-hrermpausal

de%r‘é'fa%@& eQ;l cfé%r%dagaﬁ’%jd gﬁ{%etrﬁ%ralbgéﬂqﬂbfbﬂ@d s%&?%le&?stlr% acquired

ahserln
preome@opahéaldaw ﬁﬁhﬁﬁd@g@@&lll{eﬁ m@c@gﬂaba@saidlbuma@aturb@mpe and

acc?c'ﬂPécﬁ;t:)@?ﬁ’{e%prE?&éIQ’ﬂQidlitz in formof the hydrates and/or
sol vates thereof for the preparation of a medi canent

for the treatnent of disorders selected fromthe group

Fuﬂhéﬁh@rfd m@férfe%eq@drdﬁ@ torthe nevernipnsislthélipo at flivedserin, optlonally
sire

in 00, Gt gL e RERAEHOHFAN B TRRR R BuogBh s andior
optienallylin form of the hydrates and/or solvates thereof for the preparation of a
medicament for the treatment of disorders selected from the group consiting of
acquired pre-menopausal Hypoactive Sexual Desire Disorder, acquired pre-
menopausal Sexual Aversion Disorder, acquired pre-menopausal loss of sexual
desire, acquired pre-menopausal lack of sexual desire, acquired pre-menopausal

decreased sexual desire, acquired pre-menopausal inhibited sexual desire.

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
of acquired pre-menopausal Hypoactive Sexual Desire Disorder, acquired pre-
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desire, acquired pre-nenopausal |ack of sexual desire,
acqui red pre-nenopausal decreased sexual desire,
w@ewaiosads pr e- nenopausal i nhi bited sexual desiPEI/EP2006/068118
acqui red pre-nenopausal |oss of |ibido, acquired
pre- nenopausal |ibido di sturbance, and acquired
pre-nmenopausal frigidity. Furthernore preferred
according to the invention is the use of flibanserin,
rnéﬁBébBQ&“ gebps%%UQﬂﬁggweWE Lh%% %ﬁ Hbéﬁhsaldereasedsexua
aceCptAb I on sa
de&fﬁjﬂﬂd a@gwr@@h@repynerroprawsm @hlhllﬁél Wﬁhﬂ%@reand/ or
sol vates thereof for the preparation of a medi canent
or the treatnent of dlsorders selected fromthe
FURB T E R EaB NV BIHeh 6p MR P PSR o1 SRR Ubtype of
anyestHecatbd\womeeationed qundladngeadrmmoeauls Whlﬁelateaﬁue fto organic
rsion C 0SS O
raciS L H VbRl Bl R Y5 RERBBI MRk of "sexua
desire, acquired pre-nenopausal decreased sexua

F|I%§'§éfﬁ] ceﬁFSHﬂlér?é?I%/ms%d%'??mB ?rie fr@@'gglse e Jéﬁﬁ lﬂ)"ai‘llts

i cul ar
phanwagautically ap@erégbkeoaq'%@dagencﬁaltﬂansié%ewthmally in form of the

hyd}ﬁgespé‘lzd(i)/})g sbﬂalfél??sf tﬁbé?écoeft ?ggélﬁelégg:kﬁéédlglbﬁﬁsggs Smclude for example
tho3Rd! GRS GpIReTRLR 0 ok CLRCHTC B HyoB WE A cFcetic acid
fummc/ad:lelsntdimc aaefd, hosththesydpheeic acidynacifc acideshaspmentc acid,

r t 0 .
eyl GRSl SRLAE R B AEAAL LN PR
aboyeyoeniéonedaacidiaddiionr satisropratl be used.dfroseiheadforementioned
aci ee?olo‘ﬁt?on é@%ﬂh@%&é&wlﬂﬁ&@%ﬁkﬁﬁé h B%tﬁﬁﬁﬁ&’e ﬁ‘fﬂ&lanly the

esire an ui’red pre- nenopaus sexual
hygreshlosiderare H'@f%?@ |{ ﬂ@aﬁﬁggﬁﬂﬁ user, Bhiorarofibe diesshase. it is

pref@RbBLOSSRIn o8t ¢TlilSarideini puiwnoBdPAYEREdiSEIoasy iV OIB/014079.
above nentioned conditions and/or to such which are

due to organic factors, psychol ogical factors or due
Flilbanssowimh iopédnalacusedsin férmhﬁmlsefriee bzese, Upd ploarahagolagieally

acé%tgf)’lergc?% aHHﬁloWs%?ts%@‘?%r %& ofn%'i w?f rtnt Sf the lydrates and/or

rmaceu (el sa
solu@tasdhereaj mﬁyft@rlﬁﬁ@ﬂ’pqra]tedhymtaee@naﬁﬁm@malsmavr@eeeutlcal

préd%a%t%ﬁ in s¥lidt ﬂahi@i @rcéd?ay?“fj&m T &ﬂhbésm&‘?h\)é%ﬁfér%xample be
exa e those of acl ds seLecte succl ni
Pre&@ing) Wy%?%ﬂ%%%b'%g?r&ra degte P@é?@erﬁ'lﬂ%?'ﬁ@tré’épa or for nasal
mh@&dt@nc peesfefted ﬁ@tnh@nmdd@ff@ﬂ egampldgl cabsglesctaitdtd, coated tablets,
eD aQric g)n r@d ISorl c acid, sul phuric acid,
anPRPREy ShpEeffrn A Y SR, "M xi ures of ¢ he

The active ingredient may be incorporated in excipients or carriers conventionally

used in pharmaceutical compositions such as, for example, talc, arabic gum, lactose,

gelatine, magnesium stearate, corn starch, acqueous or non acqueous vehicles,
polyvynil pyrrolidone, semisynthetic glicerides of fatty acids, benzalconium chloride,
sodium phosphate , EDTA, polysorbate 80. The compositions are advantageously
formulated in dosage units, each dosage unit being adapted to supply a single dose
of the active ingredient. The dosis range applicable per day is between 0.1 to 400,
preferably between 1.0 to 300, more preferably between 2 to 200 mg.

Each dosage unit may conveniently contain from 0,01 mg to 100 mg, preferably
from 0,1 to 50 mg.



10

15

20

25

30

35

abovenentioned acid addition salts nmay al so be used.

From the aforenentioned acid addition salts the
whyarosarori de and t he hydrobrom de, parti cul ap¢T/EP10h€068118

hydrochl ori de, are preferred. If flibanserin is used

in formof the free base, it Ps preferably used in

formof flibanserin polynorph A as disclosed in WD

03/ 014079. Flibanserin, optionally used in formof the

Théeeaga its e adhdnisrrot egitteapatierfticlc D Babl & tingegldaily. It is
addition salts and/or optionally in formof the

prq{?"d@@tﬂéﬁ the goptPosnIds f dae inventen be@“@@t@wlmé@@@ or fewer

iy hgt< BrofRRERE phER Bl PR RS TR SRR hefot Brjime.

exanpl e, be presented in a formsuitable for oral,
rectal, parenteral adm nistration or for nasal
Prefﬁfﬁiﬂ)ﬁttheI@LOSQrI%ﬁéﬁH@Gt@'ﬁd e i n&tleutj@sthewowmrgné the evening,
coat.ed

e ERdlefuy b T e, GORRE (p80r Shitno BTSSR} auy gppe n the

evéiiMg 25 'oF“59rrﬁQroﬂl%n's@nﬁﬁ%@ét%éﬁer%ly%’ﬂcb'|ﬁrtl$e evening only (50 or
convent i onal used in pharnaceutical conpositions

1068 moﬁﬂlbaﬁmrlr@mbeutlw@y ovena pleriodglitimd.act ose,
gel ati ne, magnesi um stearate, corn starch, acqueous or
non acqueous vehicles, polyvynil pyrrolidone
sem synt hetic glicerides of fatty acids nzal coni um
Ao st aise el bR s reriaion e 56T Slagtiarceso. The
conpositions are advantageously formnmul ated i n dosage

SuHQﬁlbstablg?é:%agooseta%&amcf f&%){]égn g B}Zﬁﬁxﬁllﬁ tﬁé‘Be |\Ye §ubstance(s)

e actrve
wnthmﬂpmmwlpets thryexasnple ingsedilgents such @ cqw@me@aibolyate calcium

ph@@dﬁ’ﬁ@'@)r 13(90&9 d3§9teg‘i‘§ﬁt% IR RS @&hysté’r%hvt?reeﬂ?l%lé &cidOinders such

rr?. dosage unit conveni entIU¥ contarn from
as glaggh H@ 9?!?“:[‘@0'%'036?%?'-&%% nagngaiuy steagatsriglcand/or agents
fordiéﬂi@!] velehse ag@haam:irb@km@dww @emhes@adellalﬁselacezateephthalate
| | ‘?S}Eﬁ-lj tb aﬁ(r%ferredtha ﬁ ounds
or B?VY'H¥ ACRIalR 1148 tpRlet Ay Ipd CORTRLSE RS VerA/RETSy f ever
times, nore preferably once or twice daily

Cogﬁéﬁsﬁfb\‘gté\‘ﬁéy b8¥>'? %ageg%{dCBFHlﬁé tdly'?batlﬁhedzo‘?ééﬁ é’duc‘éﬁ%nalogously

adm
to thiectablgésifh, sub@t@cssmmﬂv ysed der hahlthamﬁufﬂgewsple

colﬁﬂoﬁ@ ol‘fghéliadc |g'ubfﬂﬁﬁa€tf ¢, rtélcaﬂﬁanﬁmﬁfdld)%ldé e sayan 'T'Enga&hﬁéve delayed
rln nost preferably once in

relg@%phnpee{ﬁpy n@gmp@? %ﬂ@g r%e gere nay %%F‘P ist of a numﬁoer of layers.
Simitursethettablet yoatey nmaaypesrisigd offa dumBer or layers to achieve delayed

release, possibly using the excipients mentioned above for the tablets.

Syrups or elixirs containing the active substances or combinations thereof according
to the invention may additionally contain a sweetener such as saccharine,
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
thickeners such as sodium carboxymethyl cellulose, wetting 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
preservatives such as p-hydroxybenzoates, or stabilisers such as alkali metal salts
of ethylenediamine tetraacetic acid, and transferred into injection vials or ampoules.
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As a result side-effects such as sedation are of
| esser significance. Suitable tablets may be obtai ned,
wo eno7esanpl e, by m xing the active substance( shCEPIN06/068118
known exci pients, for exanple_inert diluents such as
cal ci um car bonat e, calciun1ph33phate or | actose,
di sintegrants such as corn starch or alginic acid,
bi nders such as starch or gelatine, lubricants such as
magnesi um stearate or talc and/or agents for del aying
rel ease, such as carboxynethyl cellul ose, cellul ose
Caas,@heatq@nMBlnglcmeeor BOrearine ﬁ@bsta@@sa@@comh@atlgms ef gctive

SulBindb o ha BB EAPREE bed, éréd(%zsmlx%%cbdtl@@s@lb&éﬁ%és with inert
are aCCOr COa cores rOd
cardoEd SHILERPqESE RESPIPLAYC RPCKNOdBEURIRaCREP S aapyules.

used for tablet coati ngs for exanple collidone or

Suﬁ%t?llglcs%%ggglf'%iqasr @%gcq lg% gmI %t ané@ d}n%ﬁéj %/lt%rcaSngl%rprovided for
thi$ popgset sbeh asunesltrahfatsor poiyaw)dﬂsrmglxc@mrme dériwatives thereof.

nunber of layers. Simlarly the tablet coating may

consi st of a nunber or |ayers to achieve del ayed
The &xagdes phic follpwilusiepteibe @f@ﬁ%ﬁt dhtestinp r\’l"ﬂ&\’é(ﬂe%tﬂwfég its
scdpgy: the tablets. Syrups or elixirs containing the

active substances or conbinations thereof according to

the invention may additionally contain a sweetener
Examplesosf sarnizmeutieal foycllatimte, gl ycerol or sugar and a

fl avour enhancer, e.g of. a flavouring such as

vanilline or orange extract. They may al so contain
A) suspensi onTablets/ant s or thi ckengestableih as sodi um

car boxynet hyl cellul ose, wetting agents such as, for

exanpl e, condensation products of fatty alcohols with

et hyl ene ollib@gsedp preservatives1@UBW as

p- hydr oxybm es. Solutions fop40 Rjgection are
prepared in ual way, e.g with the addition

of preservS?FV§§ ch as p- hydroé@%gﬁkoates, or

st abi | i ser polyuinlyl@msralideati net al é&hﬁﬁ of
ethylenedlﬁﬁl 8s h%ﬁgﬂﬂﬁﬁk'c aC|d transferred into
i njection vi s or anpoules Capsu es cont ai ni ng one or
nore active substances or conhinations of active

subst ances may for exanple be prggyﬁgp by m xing the
active substances with inert carriers such as | actose
or sorbitol and packing theminto gel ati ne capsul es.

Th@lﬂlhtaﬂ_,bgl;r@uad mmsetsobsmc@amcbﬁerm@sémé o XleeTpo ismrch are mixed
carriers r ot pur pose uch
todRuireInF B I SfTenBl ien Brishinshn i B RS of
polyeinylpyriolidene irewaddr, kneaded, wet-granulated and dried. The granules, the
remaining corn starch and the magnesium stearate are screened and mixed
together. The mixture is compressed to produce tablets of suitable shape and size.

B) Tablets per tablet
flibanserin 80 mg
corn starch 190 mg
lactose 55 mg
microcrystalline cellulose 35 mg
polyvinylpyrrolidone 15 mg

sodium-carboxymethyl starch 23 mg
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The Exanpl es which follow illustrate the present
invention without restricting its scope: Exanples of
w@barosaeat i cal forrmul ati ons A) Tabl ets per tabtBEP2006/068118
flibanserin 100 ng | actose 240 ng corn starch 340 ny
pol yvi nyl pyrrol i done 45 ng naénesiun1stearate 15 ny
740 ng The finely ground active substance, |actose and
some of the corn starch are m xed together. The
m xture i : t hen noi sten Lth a solution of
po|yviﬁ?P§§%?ﬁf§§§ﬁ¥ein wat er, knggé@%, wet - gr anul at ed
and dried. The granules, the rerithim@ corn starch and
t he magnesi um stearate are screened and m xed

AT s R R e

miérbbh@@lﬂﬁét Oell&ﬂoe‘,@anid){p@llﬁﬁW@grdl%n@}}arbaﬁwled eo@Stheg the mixture is
FQCI VS i,ne,.c 0se ol yVi rrolido

solpBA R Ao el E R Ring ol e RpRAAEE St 8 Granuiate

whigtheiardsited @hchgerée0edyl M eodliunetgrbgixgonethydstarcle and the magnesium

steRfhelR8 %dgﬁ% QAlxddf &%rtﬂeﬁﬁ&gg?is !c@ﬁ’p?é‘s%ed to form tablets of a

m crocrystalline cellulose a yvi nyl pyrrol
suitglde §iz€ad t ogether, the mixture is screened and worked

with the remaining corn starch and water to forma

granul at e [ is dried and screen%d. The
C)sodi u hyl starch anam%éﬂgﬂe um

flibanserin 5 mg
corn starch 41.5 mg
lactose 30 mg
polyvinylpyrrolidone 3 mg
magnesium stearate 0.5 mg

80 mg

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
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 talc. The finished coated tablets are polished with wax.

D) Capsules per capsule
flibanserin 150 mg
Corn starch 268.5 mg
Magnesium stearate 1.5 mg
420 mg

The substance and corn starch are mixed and moistened with water. The
moist mass is screened and dried. The dry granules are screened and mixed with
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Stearate are added and m xed in and the mxture is

conpressed to formtablets of a suitable size. C
w@oavesdr@bl et s per coated tablet flibanserin BCTYBPIO6/068118

starch 4 1.5 ng | actose 30 ng_pol yvi nyl pyrrolidone 3

ng magnesi um stearate 0.5 nm 80 ng The active

substance, corn starch, |actose and

pol yvi nyl pyrrol i done are thoroughly m xed and

: it h e . _
meREShET S " THE ilnedlfodteds PREy o D F el bR
capfdesyr anul es are then passed through the sane screen,
After the magnesi um stearate has been m xed in, convex
tablet cores with a dianmeter of 6 mmare conpressed in
E)a tablﬁﬂ%&-\?@iﬂ%&hi ne . The tablet cores thus
produced are coated in known manner with a covering
consi sg.ing essentially of sugar alc. The finished
coat edﬁ'bgﬁ?%rf% are polished vvitha‘%ggﬁg D) Capsul es per
capsul godilimbeiieridé n 1 50 ng Corn & amgh 268.5 ngy
Magnesj Umprsbenfate 1.5 mg 420 ng Hhg,substance and

corn starch are nm xed and noi stened with water. The
noi st mass is screened and dried. The dry granules are

Thé_‘Tafc_ﬁ@ﬁ%gb%ﬁ?@iéﬁfés@ﬂvbﬁﬂﬁg\%@éﬂt SMSOHRAT h@r oﬂt’i@wlally_ at pH 5.5 to

i ni shed mxture.is packed into sjze ar elafine .. _
6.5l S0 B oS i, AedST I mash ifisPlrie o esg iy Sbliesks fitered
freetitoon bgedePsrand the filtrate is transferred under aseptic conditions into
ampoules which are then sterilised and sealed by fusion.

F) Suppositories
flibanserin 50 mg
solid fat 1650 _mg

1700 mg

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

Results of Clinical Trials

In the following, experimental data of a clinical trial proving the effect of
flibanserin in the treatment of Sexual Desire Disorders in pre-menopausal women

are presented.

This trial was designed as a prospective, multi-center, twelve-week, randomized,
double-blind, placebo-controlled, proof of concept, parallel-group trial comparing the
effects of flibanserin (maximum total daily dose: 100 mg b.i.d.) to placebo in pre-
menopausal female patients with HSDD. Seventy-five patients were to be

randomized to each treatment group.
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i n water

at

inj.

its own pH or
wapa7esdiam chl oride is added to nmake it

5 m The active substance is dissolved
optionally at pH 5.5 to 6.5
i sot oM TEPZIN& 068118

solution obtained is filtered free from pyrogens and

the filtrate is transferred ut

er aseptic

condi ti ons

into anpoul es which are then sterilised and seal ed by

f usi on.

F) Suppositories flibanserin 50 ng solid fat

Thitgsr0ofref dorfieprgial headh@esighed td assasistveitethét twidlEwideks of
ground active substance Is honbgeneously

flibagseddireatmentageduaed gaiinicglly merringiyhthsfapeutiq gponse in

no PR AR il ] GBS ! oy o

flibBhe&fimy dshisseb§6¢ Verfusfd parimerplaBebd gkd\gp.t r eat ment  of

Sexual
present ed.

Aftrsnflgt | -cen

total dail

This tri al

SEhE esblInd tiskigenyid
pal‘iéﬂt§:wé?@ FaRdbmecdhstethkagict

y dose:

Desire Disorders I n pre-nenopausal

di sper sed.

Wonmen are

was designed as a prospective,

ndoni zed
EHREXPPa
eOlvebk,

100 nmg b.i.d.)

It

T -,
| RABEDIAC PERIdEMhe trial
to placebo in pre

durireg whichsthieyfveerel te tpke stuslysnedicativSiDheSavering ahie the evening
a}g' Hts were to be random zed to each treatnent

abg'f {é.?'ﬁ'issa%rbof of concept trial was designed to
assess whet her twel ve weeks of flibanserin treatnent

produced a clinically nmeaningful therapeutic response
Trial RFeridddy| Seredringat|i Baselinet h HSDD (Treatheé¢rt mi ned pFinal Visit
DSM |V crilteria) Efflicacy forlflibanserin was
as¥ilsed ersusla paral I eR plagebo & oup. |Afted a S
U CIlll Ilg |JCI \ TU U T SARIICTIL U |J UAT ITT&A |
tV\E y- ei ght %8;5/3 elli gi bpe pat i eﬁ?gjf'\/\%re ra gglﬁeﬁed 84 +/-3
I fack he tjwel'vegweek,| douple-blind portiop of ighe 12
trial durilng which they were to take study nedicatio

in the norning and in the evening about 12 hours
Pataigr?trstrhust have been pre-menopausal females who were 18 to 45 years of age
with the primary diagnosis of HSDD, acquired type, according to DSM-IV criteria.
The current episode must have been at least 24 weeks in duration by the Baseline
Visit.
The baseline severity criterion was from the Arizona Sexual Experiences Scale,
requiring a score of 5 or 6 (very weak or no sex drive) on the sex drive item.
(McGahuey CA. et al., Psychiatric Annals 1999; 29(1): 39-45; McGahuey CA. et al.,
J. Sex Marital Therapy 2000; 26: 25-44).

The assignment of doses was a simple random assignment with the possibility of a
one-time up-titration at Week 8. The starting dosage was to be one tablet in the

morning and one tablet in the evening.

Patients were instructed to take the blinded study medication as close to every
twelve hours as possible. It was recommended that doses not be taken less than ten
hours apart. If a dose was missed, the next regular dose was to be taken as
scheduled. No double doses were to be taken. Patients were advised that each dose

of study medication was to be taken with 150 millimeter (five ounces) of water.
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were 18 to 45 years of age with the primary di agnosis
w@boorHBERd76 acqui red type, according to DSM |V cPCT/BP1086/068118

The current episode nmust have been at |east 24 weeks

in duration by the Baseline Wkit. The baseline

severity criterion was fromthe Arizona Sexual

Experiences Scale, requiring a score of 5 or 6 (very
If the plstiont wgs BOXsIEwig)meanihgfl freprovement iat Oy 56MiABaBK @Y in the

CA. et al., Psychiatric Annals 1999; 29(1 ) : 39-45;
iNVRBBMHAES ogmlor@;@ngmad np S@@(emﬁnﬁog;ram%ca/@ysqg@gntwme number

o BB OB 297 B 95 AL oS buening

inck@ading Rl d6se 8t flivaarKerth frofhs0 @b dNE 406 AYELWRS of Bolsling the
one tablet in the norning and one tablet in the

numb@h phplacpheitabiets imdworpardan tedouoperntey taieabenisdedhe
| gdy nedi cation as close to every twelve hours as
pa|88 GHPE- 1t was reconmended that doses not be taken
| ess than ten hours apart. If a dose was m ssed, the
As et effieaey aariabds € pes/ et effibacyt akfﬁbaaserimimetdeltmhtmkﬂnt of HSDD in
doubl e doses were to be taken, Patients were advis
pre-Rignopaeselaweess thet UH?VEWBM‘? é’é’d<?eoﬁeﬁ5%”$%':8€‘at'%§8ﬁua' Behavior

Qu\@%{ Bnr?'{i% mggﬁnggﬁbﬁ wdd 4&§ r‘?é‘rﬁ“é@? ?lﬂ'fplé(‘@él? adHum"sfb‘?e%a

oW NnQg an n rovenent
quéﬁlcm\ﬁéerb t8)bel mmbletemueaglag@uemhmeotpl meagurerséxhaﬂdmire related
severe or intolerable adverse events, the nunber of
feelings @nd w@ﬂt%ayo\ﬂ@@“tﬁtﬁ sematizmseyith r'térHS&nEh@t RBB& wagdp be used

in tﬁ)sr I{E)i'gngn %r\ﬁegmgrﬂ)'agg wb%rlwwgowgg\%gs%é’%ng admlnlstered by

serin

HedﬂH&érb@adhh@ldW@@'temfs Moacebo tablets from tWO per
day to four per day f or patients in the placebo group.

Théff\/RflESBbf('a%&éNaé!?élbﬂ% ® dexin) v eh&kh beswy, of
i banserin in the treatnment of HSDD in pre-nenopausal
vvorren the Interactive Voice Response-Femal e Sexual
Si:pple cseldi-atm kstened questionnaire to be conpl eted
using a tel ephone to neasure sexual desire-related

f eel hﬂg@“, R QV\E)FL(&\N'[@ f*a@} fitate conpliance with its

W i @313} SREE -‘?* = ‘ AR \

Analyses of endpoints were performed on the FAS (Full Analysis Dataset). The
LOCF method (Last Observation carried forward) of data estimation was used

unless otherwise specified.

To meet the DSM-1V criteria for Hypoactive Sexual Desire Disorder, the severity
requirement on lack of desire is “persistently or recurrently deficient (or absent)

sexual fantasies and desire for sexual activity.” Thus, IVR-FSBQ question 1, ““How
often did you engage in sexual thoughts such as thinking about having sex or sexual
fantasies, this past week?” is of the essence in proving whether flibanserin treats

Sexual Desire Disorders. One major result of this clinical trial was the difference on



Heal t hcare Technol ogy Systens, Inc. The | VR-FSBQ (as

far as related to desire) is shown below. L How often
walec@7ypd7engage i n sexual thoughts such as t hhPEREPZP06/068118

about having sex or sexual f a nt asi e this past we

ek If not at all in thepast'ﬁkek- Press O 1 f o n one

day in the past wek - Press 1 |1 f on tw days i n the

past week - Press 2 | f tn three days o r nore but not
thi€gaestistanantely refrasinontk medn chaig)eIrdndasetse detween patients

endpoi nts were perforned on the FA%@&FU|| Anal ysi s
tregiedawiéh flibanperin @od mecelsy A geaph fopSéRRB@rMeninhy Mgan Change

froéngéé\%lﬁygos_ocfo.f%éa@ ahl R 8N uasa 13 EoH |§fo§§_@%£§{m £%. 1., which

cle@fl¥ dendRsiates eseridgty of fiBassatft int theltRsHneRBNSeRllal Desire
| ack of desire is "persistently or recurrently

Dispsglersi ierare(mwenapaesdl)wemgnal fant asi es and desire for
sexual activity." Thus, |VR-FSBQ question 1, ""How
often did you engage in sexual thoughts such as
t hi nki ng about havi ng sex or sexual fantasies, this
past week?" is of the essence in proving whether
flibanserin treats Sexual Desire Disorders. One nmjor
result of this clinical trial was the difference
onthis question, nanely in the nonthly nmean change
from basel i ne, between patients treated with
flibanserin and placebo. A graph for |VR FSBQ Monthly
Mean Change from Baseline scores for Frequency of
Sexual Thoughts is displayed in Fig. 1. , which
clearly denonstrates the efficacy of flibanserin in
the treatnment of Sexual Desire Disorders in
pre- menopausal wonen.d ains 1) Use of flibanserin,
optionally in formof the free base, the
phar macol ogi cal |y acceptable acid addition salts
and/or optionally in formof the hydrates and/ or
sol vates thereof for the preparation of a nedi canent
for the treatnent of pre nenopausal Sexual Desire
Di sorders in wonen. 2) Use according to claim1,
characterized in that the pre-nenopausal Sexual Desire
Di sorder is selected fromthe group consisting of
pr e- mnenopausal



10

15

20

25

30

35

Hypoacti ve Sexual Desire Disorder, pre-nmenopausal
Sexual Aversion Disorder, pre-nenopausal |oss of
W@ enaak44desi re, pre-nenopausal | ack of sexual PEBFEP®)6/068118
pre- mnenopausal decreased sexual desire, pre-nenopausal
i nhi bited sexual desire, pr e-?ﬁanopausal | oss of
I'i bi do, pre-nenopausal |ibido disturbance, and
pre-nmenopausal frigidity. 3) Use according to claim1
Claims2, characterized in that the pre-nmenopausal Sexual
Desire Disorder is selected fromthe group consisting
of pre nenopausal Hypoactive Sexual Desire D sorder,
pre- nenopausal Sexual Aversion D sorder,
1) pr eUsed fldhesserih pggtiafallyen daim desierfece pase nbeqiausalcologically
| ac X - , -
doss e P EE Rid LOaHR soRE rBIARRITRll HPERPSRRe TR s andror
accerldaieg thereof fomthe prepayiatign o grraedisamesd forrthe Regatigat of pre-
Pr emERRpRas EexdRx BRSIrDEisbRIck fOKERIch. are of lifel ong
type. 5) Use according to claiml, 2 or 3
characterized in that the pre-nenopausal Sexual Desire
2) Di susdeicsortitg of claimui, chdrdcyerizeddin thiaethagsererdengpdwsal Sexual

mor.e of th ' | ai h ' '
© haPBoHE Dt e B EA A T R co R P Fengpausa

t heHypoastile Sexlial issinpdlisgidarspreaneonpansaltSexoabAgersion

e Disthad il rat R RRltal o8y BF s R RENEL bARMINBELS lack of
si t SR AgsireudieyPenopyusH slegerasedi srxuabdesies. grerperopausal

of nhbitedessdiandesitai gre.meRa At Idssast libid, pé-rhé&eopausal libido

pre-menppusal  Sexual Desire Disorders are due to
psyd rﬁg?%ﬁﬁ“FﬁQ@%W@ﬂ@?a%ﬁﬂqg'gBYding to one or nore
of the preceding clainms, characterized in that the
3) P! eUQS%%?HPoﬁ‘ﬁog %é@gb 1@%,"&1%@%9&@ Th B2t tt?'é*Sré-%enopausm
orgahi'c Tactors. e ’accordrng ' to one of "nore o
t heSprealddesieg Risardey, is sklacied Fonyde groupigansistisg of pre-
pre I ' ki f
Conpro Ry o ypeedls @%2352[3?%?‘%ﬁﬁ"fgﬁ&ﬁﬁﬁ?”%ﬁ“s%?ewa'

t heANRSIILPIRYreeTaPRe ManaPrassal lose 9T saxyal desire pengwnopausal

i s RRRIOf edxiial dewirg) pfe-tdnopaiiBaledsdréaddd s@ass pieaé Cpre-
acid additi ected.fromthe salts formed by

al |
2 emedohatsdiinfBuse BT el it aci @

4) Use according to claim 1, 2 or 3 characterized in that the pre-menopausal
Sexual Desire Disorders are of lifelong type.

5) Use according to claim 1, 2 or 3 characterized in that the pre-menopausal
Sexual Desire Disorders are of acquired type.

6) Use according to one or more of the preceding claims, characterized in that
the pre-menopusal Sexual Desire Disorders are of the generalized subtype.

7) Use according to one or more of the preceding claims, characterized in that
the pre-menopusal Sexual Desire Disorders are of the situational subtype.

8) Use according to one or more of the preceding claims, characterized in that
the pre-menopusal Sexual Desire Disorders are due to psychological factors.
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hydr obrom c acid, acetic acid, fumaric acid, maleic

aci d, nethanesul phonic acid, lactic acid, phosphoric
wa@edod/ps4ayalr ochl ori ¢ aci d, sul phuric acid, tartBCT/EP2006/068118

acid, citric acid, and m xtures thereof. 12) Use

according to one or nore of tHe precedi ng cl ai s,

characterized in that flibanserin is applied in form

of its free base. 13) Use according to claim12,

cha . . . e . : _ _

9 of - Jes e oo ohd? H‘é#?@@ff%Et%éﬁnﬁﬁ'ﬁgmé%ﬁeﬁ??%%g%d in that
poi the pre-rmpoopusd Baxugt Desise [Hiserdgss ag msrtoangansetactors.
according to one or nore of the preceding clains,
characterized in that flibagnserin is applied.in a . )

1ohosp§e PERGE IR INLBP omor?&?m PFRFEERI g@w&l@}ar%@”zed in that
ac cthedpregmenopinsal Sextial Besire Disordeecad dge t edmbined factors.
characterized in that flibanserin is applied once or
twi ce daily consecutively over a period of tine. 16)

11)Us eUae @ocdiding tamonaer ororemf éhe prededing eleéds oharscéénmed in that

chas: i 0 t i i1 .S ' ' . .
oSS REgh o o SREIRCLBUBM) 4yl b aaion
nor $alhgelegteddromdhasalis femashhy die agidasglesteeErpm, sHeCinic acid,
:\éigﬁ;&iﬁbf&fﬁci%%o@ic@;cied,g?ﬁ@ﬂié%g:iid]lrg?jlﬂd a%i’ié,erin%hanesulphonic
Chandic et 8619 PhORREOTS P BUSTORNICECAIN SHPRTEGasiH, tartaric
t heaedeaitritgacid) and blixtoreslereef. of f1i banserin)
consecutively over a period of tinme.
12)  Use according to one or more of the preceding claims, characterized in that

flibanserin is applied in form of its free base.

13) Use according to claim 12, 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

14)  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.

15) Use according to one or more of the preceding claims, characterized in that

flibanserin is applied once or twice daily consecutively over a period of time.

16) Use according to one or more of the preceding claims, characterized in that
flibanserin is applied in the morning and the evening, more preferably once in
the morning (25 or 50 mg of flibanserin) and once in the evening (25 or 50 mg
of flibanserin),

17)  Use according to one or more of the preceding claims, characterized in that
flibanserin is applied once in the evening only (50 or 100 mg of flibanserin)
consecutively over a period of time.



