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Use of flibanserin for the treatnent of
post - mrenopausal Sexual Desire D sorders The invention

wo edoatiessot 0 t he use of flibanserin for the prepar/apri0mos4380
of a medi canent for the tremtnent of post-nenopausal
Sexual Desire Disorders. Description of the invention
Thdse efflibaaserin for the treatment of post-menopausal Sexual Desire
1-[2-(4-(3-trifluoronethylprlypgyls pi perazin-1
-yl )ethyl]-2,3-di hydro-1 Hbenzi m dazol - 2-one
(fllbanserln) is disclosed in formof its

Thbymélgign%laiés gm’th@uﬁﬁﬁlﬁbﬁ’ﬁé@rm fohnpé lp@@éeliréﬂct)n of ? medicament for
as enm ca Structure.
theroaaRn o oSt oRR bl S Skl e fte THSHHER ang

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

t herapeutic agent f%estclﬁgtlbﬁ %"f’iﬂ'@efﬁ\/eﬂpoﬁ varl et y of

di seases, for ins oph
ThesemagundTh- (fbﬁ%ﬁrlfwqr@mﬁ%thﬁk@h@avl)mp@b%@ﬂsyl)ethulﬂnzd%,rglhydro 1H-

beﬁawgérﬁ%bg@ @b?ﬁ% iﬁ gﬁ%&ﬁ%‘g 'ﬁrfgﬂ‘?@i ;t?h%/af&?ﬂ&ide in European
Palsy S ARRICRIN BrsAEL64 ARt b N AOMaMSorRTDg S ucture:

Subst ance- | nduced Sexual Dysfunctl on, and Sexual
Dysfuncti on not opherw se specified (D agnostic and
Statistical Mnu of Mental Disorders, QF“ h edition,
Text Revi si orHN hi ngton DC, American/Psychiatric
Associ ation, 2D00)N-Tke i ngtamy (on relates to
t he use of flBanseri n}—oRtiona| orm of the free
base, the ph& ol ogi cal 1y _actept & acid addition
salts and/ or onally in formof the hydrates and/or
sol vates thereof for the preparation of a feddChnent
for the treatnment of Sexual Desire Disorders in
post - menopausal wonen. Wthin the present invention
Fllbwqr&wwq pigitydenr therd-pdsa aﬁér@o'ﬁ%uﬁ%eﬂigrpd)td&th@'@fore a
provRsHRY thepspduticldger @8 the dcatmRaAY 8f 4 Nari i difed¥es, for instance

"t reat nent, of poactjve. Sexual Desire sorders in
depiessiane 6RZ0RAN ‘AIAIRY- The beneficial effects of

flibanserin can be observed regardl ess of whether the
Thg%ﬁ?bg%ﬁﬁb g§%>£ﬂe§ E%lgc?rrdg? |ﬁé\lﬁg%é gfe%hgl”@gg iFe Yfﬁlssorders Sexual
Aroussil Qisardersa|OrggpetiaRis ordersp Sedwalt Pain Risorslesyi Iexaral lysfunction
dué % Qa(ﬁéﬁera% g@&balﬁﬁfﬁit@ 'Sﬁb"%&fﬂdg ¥Quk8 %%%ﬁal Dysfunction, and

ogl cal factors
Sewﬁlﬂpy,%pngiprbmotcgtggmlge _specmed (Diagnostic and Statlstlcal Manual of

Mental Disorders, 4th edition, Text Revision. Washington DC, American Psychiatric
Association, 2000).

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 post-menopausal women.

Within the present invention the terms “treatment of post-menopausal Hypoactive
Sexual Desire Disorder” etc. have the meaning of “treatment of Hypoactive Sexual
Desire Disorders in post-menopausal women” etc.

The beneficial effects of flibanserin can be observed regardless of whether the
Sexual Desire Disorder existed lifelong or was acquired, is of the ,generalized type*
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bot h, physically and drug induced-, and psychogen (due
to psychol ogi cal factors), or unknown). The term

w0 boo7abssog” refers to such Sexual Desire D sorBer/EPDD7/054380
t he present invention, which have been present si nce
t he onset of sexual functlonlﬁg The term "acquired"
refers to such Sexual Desire Disorders of the present
i nvention which developed only after a period of

or ;’sgt;ugﬁls)nglg&g Caﬁfdgﬂﬁe;f) yf'iSIovgl Sﬁﬁha(lo@a‘?ﬁ LYBfh, physically and

exua ers
drucnipgneedmn pavehegan (due t@u@dphelpglo;el fasitonsi),m t:@mbtrtatlon of organic -

boﬁﬁbh?éleaﬂ)y BR§ dflig FduPebat bRA psyERdLREA R)”u% to?fsy@ﬁbl‘b@ﬁfﬁ factors),

ation Ilest such
or W%‘Eﬁ"&l@r : Tharterm gllfﬁfowe ﬁ%faepﬁ%wqﬁe r[?ﬁwe( lﬁ@orders of the

prefepolrmention, Whichtreetsearepiteaent $|M§@$h@f)n§étl dfgextibbiunctioning.
si.tuati ons ner The

Th8 thifR el e® reBRLISIcH §ERTal TaluelistiSark B the prasent invention

whichcderedopedonlydfted a peried/ef ndrenatsjeaualr fohetioming hehe ,generalized
typ%%@ﬁef's %eé’l.%H S¥Xu£@§8fc}%ﬁ’§ bf @r EFH ?ﬁ‘/@ﬂﬁ@?%h@elﬁgﬁe disorder is

sorder enera con I ONns
nokkpiec i eerRinyyPes pbast@wlatlpﬁesetat@n@ggr partners. $bgusifuational

typ@f 8 bﬁ’@é to @WSEXU&I@S@#&@]’Q’B?U@J&és@nt ﬁﬁ@’ﬁhcﬁﬁ‘%herem the disorder

is 'frU'g‘?ngP 9@'?%5\;@%5 g\ﬁv{: ﬁtlgﬂ Eﬁglgﬂlsccgrl r?etrg ‘?he subtype due to
“psycholeg il fan‘norsolappﬁemwhearp@cbélogiwl ol arbijsdgeteto have the

e R ER e BhE PrateryLhuY et TS s
Disasdeic @vdrgerfesal medicgliadndiiicns ded substagae playnamale in the etiology
of tﬁeaééﬁ}dl ‘Eﬁéo%l‘“ﬁh W tm%%w%&n el fﬁabH '‘Ubplies when

Text Revi sl on. rircan SyC latric

1) R%%‘ﬁlﬂ'%&'?@rfac’f%@%e Juﬂﬁéfjéf’&\aé!e gerole in e ersah severey.ong

ex@@@bam@aﬁémtem&ﬁtthaeeﬁaéuelsom@i BAd D) ogétedral medical
oactive S xua

cof0S pl RuPUBRES sk e 380 FliaSi 3 bF cBi el h s potsyfgiont t
acanstforod SeexabDisbuohart(Diagmustiarathd SatistcahMawupliof dtental

Dlsfb?ﬁers”apPQ@}yB@g%y él)(()ﬁi}/\ﬁ%ﬁrﬁtg}?m g’?@egr”%% ‘fi%ry'(':hiatric
Asﬁwaumrﬂﬂﬂ)&)sal woren, whi ch devel oped after a period

of norrml sexual functl oni ng. Although there may seem
an ag%arent contradiction in the wordin

Therdipg &y thedemiigiongast- HenabasRa PR s st Besire
Digtsdér” fbfe@rtdaﬂypcba@mewuaf _D@élré mﬁscsfaeonﬁp@ﬁ mbﬁ@;ﬁéwsal women
whpclhsﬁé)sr eer?\p/)(reeasle%t smce t Q%n%le 0 sexual ?unc‘?onmg and the term “acquired
post-menopausal Hypoactive Sexual Desire Disorder” refers to Hypoactive Sexual
Desire Disorder in post-menopausal women, which developed after 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
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
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
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present since the onset of sexual functioning.

Accordingly, in a preferred embodi nent the invention
w0 edoatieszot o t he use of flibanserin, optionall yPeTVEPNT54380

of the free base, the pharmacol ogically acceptable

acid addition salts and/or opBionally in formof the

hydrates and/ or sol vates thereof for the preparation

of a medi canent for the treat ment of disorders
posc‘teljngﬁéé%%&g @B%‘hgﬁﬁg gaért 'Iifé‘t’%gi Pt)élt@l!eﬂﬂg%iusal loss of sexual
de$lre dlfeiﬁggcmst mfm@augal Iasexaﬁaexw}@t%lr@nhfglosm Riegt-menopausal
de&ﬂe%@b@%@x@é’lsdeé%nﬂ Foé%@n@?a@@i%ﬂhbﬁ@@béﬁxal desire, lifelong

| ack of sexua

ot msnea% SR sseh %33@'%9@«0@5&@@0@@%33\ 'e@@%m%wbance, and

||fe||drf@%)@§tgngﬁ§palj§%ﬂtmdﬁy’tll i nhi bi ted sexual desire,
I'ifel ong post-nenopausal |oss of libido, lifelong

post - nenopausal |i bi do disturbance, and |ifel ong
Papt@darrmatqw&dsatcdrdir@i tdithg .inRantiondsitize upe of dibaaderin, optionally in

forﬁtc(grﬂh@ fi Fﬁe Rﬂ%ﬁﬂ%g&ﬂgkﬁl& E@c%ﬁﬁp%f aditl 'HRARRF ddhs and/or

ona

Opmféﬁ”ﬂ‘dﬁ 6@6@ péthq KN%rétﬁﬁo@rpréS%athatbarqqf(ﬁw gl preparation of a
meAHRENtABE tHEREAthdr off@lismr@érstsl&‘eétéél e th qu%rconsmng of

iefagio pos-mERaR AR HYPORF e SeRel e waq%frf eidG Posts
metopausalrgexafal Wv_te&dl@rm@lwfié;,MOpgtp@et mdropadataMess of sexual
de Sl rioRG Bk pRr Pl gLtk bf peR il bR lrer FRRRAE -menopausal
detregsedisexealddsirge anddifelbng ploshnenopausaiobibiied sekuslkdesire.

of sexual desire, |ifelong post-nenopausal decreased
sexual desire, and Ilfelgﬁg post - nenopausal i nhibited

In 3 pRifigulzrdly ipreferned ambadiment the inupnipe relatasdtodhs siersffibanserin,
opﬁcbmauynn q'@ltrh @ntrreetréé ®asé Othbfkﬂtatﬁ%c@fodédli?éﬁt%ébtdble acid addition

saiff it opliahaly RyOkE oL e hya ey 8t diansOlgtestiereot for the
prepatation opd noeticdmeninfof thigrtrebtnmd g dfydisaties saldéted from the group

t RJE | |
o P3¢ e Do BBA B P R AR
megopeLsall losg) opexuaidasiva @vdl lifelppo pest-mereprussl ctmfea%e sexual
de&isorder lifelong post nenopausal |oss of sexual

desire and |ifelong post-nenopausal decreased sexual
desire. In a further preferred enbodi nent the

In & Myrendr p‘r@fdrﬁédiémﬁ)otiWnéﬂitethé?ﬁ\/e?ftlgﬂ rel2A8s & thd use of flibanserin,
ree bas

on R4 RO Bl 5% B Bt BRatdlS pootablo acid aciion
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
loss of sexual desire, 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 acquired post-menopausal frigidity.

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
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salts and/or optionally in formof the hydrates and/or
sol vates thereof for the preparation of a nedi canent
wo o007t1k8801 r eat ment of di sorders sel ected from PETEEBIOTE54380
consi sting of acquired post-nmenopausal Hypoactive
Sexual Desire Disorder, acqui fled post - menopausal
Sexual Aversion D sorder, acquired post-nenopausal
| oss of sexual desire, acquired post-nenopausal | ack

me% et a%%ﬁer ﬂ%sfrégtméﬁ %lf' gfs%‘#d @‘%Sstdé@:"t@&’ RRAWY f’rl g@ﬁag%%%ﬂing of

sire, menopausal _
acgl@f@fhp%ter@en@pa lHyno@ac s Bewbal @%IEQ&DISQB@@ @cquired post-

mdriophat8al Q&I %%ré?%ﬁé@ﬂepaééﬁﬂ‘reh p@sﬂ%@io%bﬁégﬂ8§§ of sexual

and acqui red ost - menopausa [ Fur t her nor e
deﬁf"efaé%qﬂlé’ﬁ RASEMENPausat lgek |0ﬁ§@ﬁl?~’1"&|$3 g, BRRUIIRGPE$t-Menopausal

detleiabansexual, deyiic, avalired post@enophusdientiibied Bag@al ddsire.
pharnacologically acceptable acid addition salts

and/or optionally in formof the hydrates and/or
In g plavitudarily ipeefeotedfeambodiengnt dpameeintion oélateretdi tbermset of flibanserin,
optfué’rﬁalfy*]ﬁ fBFrﬁ?B? H?é‘freé?fbggéos k d@jﬁaﬁg%%%ﬁ&.gg é&%p t{Hte SERMRddition
Sa'@eﬁﬂn@/lor DQHOFﬂ@”YDﬂsf@Ffﬂ&f th%bhﬁﬁaﬁ%ﬁjab@{ﬁ ﬁtﬁﬁaﬁh@EﬁOf for the

pre?%*é'ﬁ’dn W@h%d?ébrﬁbﬁpﬁo@'ﬁﬁe tragferitest d@ﬁﬂe%&@&éaﬂbm the group

sexual desir ac
of it S ABenoRu AL BypPad s S R onsee AR otl agdded post-
med@paabaldess vbseacd diesied apdﬁcqmﬁedn%ﬂenoﬁalubatd@breased sexual
deglﬁé(ual desire. In a particularily preferred enbodi ment
€ invention relates to the use of flibanserin,
optionally in formof the free base, the

Fuﬂhéfm&qh%$r@%ﬁtﬁnl : Fo‘?ﬁ%kpét s@ﬁ‘tﬁj%égﬁérta'h%‘d %ﬁ%ﬁﬁational subtype of

/[or option ormo drates. and

any of tha @@W%@ﬁ@@?”‘?@ FORGIEORT APAIALP SHCB WhRICKeP chueelft

psydHolddl€altfaersrentiu@to dbabintel fcktbgct ed from the group
of acquired post-nmenopausal Hypoactive Sexual Desire

Di sorder, acquired post nenopausal |oss of sexual
Flibkarssarim mﬁopmrmeilly&d;euostfemnoumjﬁaé bdeer iedoad of ézual

oA LScEly BBECSBER 06 PERRENarINEDY QN BD 4 Forof the

hy@r@maWﬁf selvatbscibereafi Shitakladain addltlguaaltammjhd@f@ example
thddefitRe boREYS B iemh, SIREHRE Bcil h?él'l%b'i'&nﬁ'%@? n&%tuc acid,

factors). Fl1bapserin can OE)tI onal used

furpgrec ??'Qefr@é% acjd, mejpanesulp 9”'6@&'%@@!9 PGigy Pfgpsphorlc acid,
hy@eeRRirizldoid astilghdritdadit otarisdictaxidBAd @ftrio Rtido Mikiuyes Bf the

abcf)\(/)ér{]ner?tfiorgehdeacid addition salts may also be used. From the aforementioned
acid addition salts the hydrochloride 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.

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
inhalation: preferred forms includes for example, capsules, tablets, coated tablets,
ampoules, suppositories and nasal spray.
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hydrates and/or sol vates thereof. Suitable acid

addition salts include for exanple those of the acids
wa@eedogarssd2 f rom succinic acid, hydrobrom c aciBCT/BEBDT/654380

acid, fumaric acid, maleic acid, nethanesul phonic

acid, lactic acid, phosphoricdacid, hydrochloric acid,

sul phuric acid, tartaric acid and citric acid.

M xtures of the abovenentioned acid addition salts may

I t C t

Thé a\%ﬁvQWI%ﬁ%g} Eﬁ:: O(% Ih‘] o%&’éﬁ%ﬁi‘?] %)@(}ﬁggﬁoérﬁdcﬁﬁgﬂs ¢Mentionally
US%H’( phanmqthcai@mg@ﬁlb@mﬁ su¢tyas, Qf exgmeles talegarabic gum, lactose,

Ifaltthaﬁ‘% hb@luh‘ﬁ'sﬂé%%*e' Borfnoétﬁidhf aEG@re&EseSr ﬁ%%cquéoussvehlcles
used in formo ans

refera r
po&vg@ll B‘éré‘EI'YqQW‘WWMQ@‘FQQ“qgrﬁdﬁﬁr?g 3@%%8395{ b%i?%'?‘%ﬁ'um chloride,
sodiagtphdsgheitéen Ebﬁmgaoﬁystﬂb@l@m THeecahposiaens QEB g@Vantageously

|

forfi BN ERadRs SnlS i S BBk g 1 Bled S gl Besingle dose
of ihecmrtwerle@mxﬂlemt ohe Idesrscramgatappha&blptmrmtmgesbebméen 0.1 to 400,
prtL 2R BEIWEA {‘0%8 féo‘é n#dr%r&fe?%bl? %%Weér?égblzﬁ'tb%gor

conpaosi sente

Ea§hudpéBQ@ Uﬂﬂrm@y ﬁOnVQf‘é%'ﬂtb/I COfHaméfﬁfér(h@1 i @9 ma, ,p@@,ferably

froRf 0.f1ap 50Aasg! i nhal ation: preferred forms includes for
exanmpl e, capsul es, tablets, coated tablets, anpoul es,

supp03|tor|es and nasal spray. The active |ngred|ent
Thaedosage frBisparaeaminigtasrd;tei @6t Balientchr Ri & o 4 times daily. It is

precf&qi%g Qlﬁétotfrﬁ%l ééfnb'&?rfjdé fP{é%OEﬁt?cg{ bgaeldn(flﬂ 'dtélfH?a‘T‘ three or fewer

or exanpl e alrapl ¢ gum act ose

timge! Afor® @referebie hodos twizbalafly consBcHIVRIEBveres géﬂ@dl%f fifne.
non acqueous vehicles, polyvynil pyrrolidone,

sem synthetic gliceri des of fatty acids, benzal conium

chl oride, sodium phosphate , EDTA, pol ysorbate 80. The
Preferaivyi thp sleseds @dauw%rggé@asqquenb Imileaneening anddhgevening,
md#é”p‘réfer@cﬁ? Bn@@%@gﬂa Hi@irr‘im@??!?%r%@arﬁb%ﬁflibén%éﬂﬁ} ¥n@once in the

Si.n acti.ve i ngredjent Sis ra
evaHIRTiE5.01 30480 AAparSebL s releredy 2165 et GraBIg only (50 or
10®emg\BEﬂlﬁé3§erﬁm) étecowvealy pref 8!’p@hb¢|dﬂﬁ¢|ﬁ%&&ﬁ oZde?rdoZﬂfrbrove

: n nyeni ont ai n

ol ot STA8BeHE helfthe SRSEROSTraX P Bl e

dosage forns are admnistered to the patient

AsY rebultisTS g Youchlad SoddtBheibas 164k sidifincniee ’ounds

I nvention be adm ni stere ee or fewer
times, nore preferably once or twice daily

SuRapIeaslcty Rlay e EhtatheRe fbraskaMhplel B mixing the active substance(s)
with known excipients, for example inert diluents such as calcium carbonate, calcium
phosphate or lactose, disintegrants such as corn starch or alginic acid, binders such
as starch or gelatine, lubricants such as magnesium stearate or talc and/or agents
for delaying release, such as carboxymethyl cellulose, cellulose acetate phthalate,
or polyvinyl acetate. The tablets may also comprise several layers.

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.
Similarly the tablet coating may consist of a number or layers to achieve delayed
release, possibly using the excipients mentioned above for the tablets.
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Preferably, the dose is adm nistered to a patient in
the norning and the evening, nore preferably once in

wo b@7nessot ng (25 or 50 ng of flibanserin) and POT/EP1007/054380
the evening (25 or 50 ng of flibanserin), nost
preferably once in the evenlné only (50 or 100 ng of
flibanserin) consecutively over a period of tine. In
order to inprove tolerability for a short period half

YRS SRS AR En B hSPESpr PRuBufiRH tereor accoraing
to tiegnventiammey ssigiticrsily coaldie @sswesteper sighhassacchasine,
cyQXRER & ¥<’£éforfd>r><édggartalh% ARV SHRICRNGE D, éMlé\bbd?nf@/\éhch as

excli pl en for ex% l'e inert diluent's Such as.cal ¢ci um
Vaf&'H‘PS&T&Qr@”Q%sP(H%% PRY SPRABISOKONIAR (SHSBENSPB AN BHH PS5
thu&&i@t rﬁSua@élls@PmmI@alﬂjog@hg;tnylcz:eaolo@e Wettther sgeriis Buels as, for
starch or, gel.atine ubr,i.c S nesi u
oxiBle SpBelSHE MBrupt o aER P oPER WER SJRANTS bk er
presecvatives caich @sypabytgdxybenhtadtese, cel | ul ose acetate
pht hal ate, or polyvinyl acetate. The tablets nmay al so

onpri se several layers. Coated tablets may be
Sobﬂ@ﬁﬁr‘f@@nbﬁ%‘@ﬂcﬁrﬂ@I"?p@'?ddﬁéﬁ@ Hgu@lova %@@cﬁu&"é'@l the addition of

pre%'é@\bél%ﬁséu)éhté% éhgdﬁ@@b@hﬁoéﬁe§ hor%thﬂ@&%%dh%é@lkbN metal salts
of Ehifensiaryié Shragalic sl anditansTeRe Gibe imiECn Wlsser ampoules.

To achi eve delayed rel ease or prevent

CapRBERE b olitird Sy Basto iSO iRl g acive

subsiastes maly far amutapte lee prepesed by anixirty ibeeadlivk sybdtances with inert
car?fé'r@@ﬁ&w a@‘i’%& ér usii9l LhE p%éﬁl'n tﬁ@%mfﬂagél'aﬂﬁﬁ@aﬁgﬁ’l‘ég.
bl et s. ng the

or t yrups or elirxirs contain
active substances or conbinations thereof according to

SuttBl@Ie@u‘b@Béit@Lbd%y%édﬂnbU@ﬁ@J ExarprRt R} mluﬂngwmt@mérs rovided for
thig pgm%sé éﬁ%@ﬁ%é{eﬂ?@l ga\f%]or Pg y]e ﬁ%gqgggolgu cElﬁéc’ agnvatlves fRereof.

vani | i ne or orange extract. They may al so contain
ThESRETLE A IR, et The SRR OB el Wptng s

Saaxanple condensation products of fatty alcohols with
et hyl ene oxi de, or preservatives such as
p- hydr ox benzoates Solutions for injection are
Examples ofphaimaceuficalformlations g of . with the addition
of preservatlves such as p- hydroxybenzoates or

A)st abi | i ser Sh as alkali netal s § Qiét of .
et hyl enedi tetraacetic aci ransferred into
injection vials or anpoul es.
flibanserin 100 mg
lactose 240 mg
corn starch 340 mg
polyvinylpyrrolidone 45 mg
magnesium stearate 15 mg
740 mg

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
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Capsul es contai ni ng one or nore active substances or
conbi nations of active substances nay for exanple be
w@e@paessd2 by m xi ng the active substances w t hP€TiEP1007/054380
carriers such as |lactose or sorbitol and packing them
into gel ati ne capsul es. Suitabl e suppositories may be
made for exanple by mxing with carriers provided for
this purpose, such as neutral fats or
.| y r | .
rorltE} N SRR A t Simedfe i BhiatESre WEiekRbd alipined
toggitherodhemaixtureds cagpressesidogrodese talilets affsuitable shape and size.
pharmaceutical fornul ations A) Tablets per tabl et
flibangerin 100 ng | actose 240 ng corn starch 340 ny
B) pol yvii@-’lﬁ%&rol i done 45 ng magnd¥l earate 15 ny
740 ng The finely ground active substance, |actose and
sone o{.bt he corn starch are rrixegSe(}o et her. The
m xturéI PESEM eened, then noi st erfed th a solution of
pol yvi eyinpstarobl i done in wat er, ki#hdegl, wet-granul at ed
and drjef,seThe granul es, theremaigy corn starch and
t he magnesium stearate are screened and m xed
t oget he¥crogrystating eellose conpr ess¥d M@ produce tabl ets

of sui pablipy déhd size. B) TafH ehs per tabl et
flibanser.i n starch 190 actose 55 ny

n co
m croc? H%]-?@fhggwahﬂ B85 g bIMYi nyl pyrrol i done
15 ny sedhosiupasteaxsteet hyl starch 23ngrg magnesi um
stearate 2 nm 400 mg

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 tablets of a
suitable size.

C) Coated tablets per coated tablet
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.
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400 ng The finely ground active substance, sone of the

corn starch, |actose, mcrocrystalline cellul ose and
w@odoguessyt pyrrol i done are m xed toget her, the PCREP2087/054380

is screened and worked with the remaining corn starch

and water to forma granul at eBwhich is dried and

screened. The sodi um car boxynet hyl starch and the

magnesi um st earate are added and nmixed in and the

m xture is conpressed to formtablets of a suitable

size. C) Coated tablets per coated tablet flibanserin

5 ng corn starch 4 1.5 ng | actose 30 ny

pol yvi ol i done 3 ny magney rate 0.5 ng 80
D)rrg Theaﬁ é)'lm\%g substance, corn ;W%m ose and

pol yvi nyl pyrrol i done are thoroughly m xed and

moi st efidn¥éril wat er. The noi st 1gBsngs pushed t hrough

a scregn with a 1 nmnesh size 5[5 ed at about 45C and

the gr RUI E@"Q}e t hen passed tﬁlﬁ gﬁng he sane screen.

Af t er Magnesignesicanatst ear at e has 1tbeaeng m xed i n, convex

tabl et cores with a dianeter of %m@re conpressed in

a tabl et-nmaki ng nachine . The tablet Tores thus

produced are coated in known manner with a covering

Thé%ﬂtéis%awtc@galr@ls&ﬁ‘t ﬁtsité\*chl)ér@fmigé@%?ﬁ&ﬁ@isf%ie@bvgﬂ'ﬁ‘ﬁ/laftérﬂWﬁ@ed
coated tablets are palished w X. sul es per, )
eS| Jee sy Senrebnnc Ciel o ie dBsrhnias dle SaBoteqgnd Thixed with
maghgsiesn steasateal bt dinishedmixdd@ ispatked ntbsizent tasdhdelatine
Carg%mg?_st arch are nm xed and noi stened with water. The

mass is screened and dried. The dry granules are
screened and m xed with

E) Ampoule solution
flibanserin 50 mg
sodium chloride 50 mg
water for inj. 5 ml

The active substance is dissolved in water at its own pH or optionally at pH 5.5 to
6.5 and sodium chloride 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.

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.
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magnesi um stearate. The finished m xture is packed

into size 1 hard gel atine capsul es. E) Anpoul e
waodoatizssm f | i banserin 50 ng sodi um chl ori de S50POTERENB054380

for inj. 5 mM The active substance is dissolved in

water at its own pH or optionglly at pH 5.5 to 6.5 and

sodiumchloride is added to nmake it isotonic. The

solution obtained is filtered free from pyrogens and
Paié}fl élialhlhgate is transferred under aseptic conditions

I'nto anmpoul es which are then sterilised and seal ed by

fusion. F) Suppositories flibanserin 50 ng solid fat

1) 165058 hiths8Bin THStAIRIN if §6rmh o IR r88lbade e ghdr@cologically

ground active substance is honogeneoysly. dispersed. It

is a%%réabl@@@@dgﬁ'anﬁédﬁs@@d th%otaniaﬁmr?/ipreh fltlhégﬂydrates and/or

suppeisatesrificrsoi ioisthBajreparafibaiord rhpdidamedtt for the treatment of post-

flibanserin I%F)ti ?§al | ['éi.n fgornhﬁfl t he free. bafeh t he

phal REBRYRT 2PTU7 Ségét BPECER M ETRAEI YA UL G N women.

and/or optionally in formof the hydrates and/or

sol t i ol

2){ or YR FecRiiig s cialh 1, SRaPIABR iRl oSt GtRltlsal Sexual

Di sBedise igordeeisosglestedtrqin thed)roln cppRisting 2 lilgdeng post-

acCRicopaus A W*pﬁia@tiil‘e SehabpOESiré DRsbriBr, Uidbn§ Mst-menopausal

pos%nﬁ%o ausa d:gexuca_ IﬁeFl re Disorder is ﬁ)g g)gt ed | desi

f r onft %S\Leaa'en RTCsr; H§'ome RestenenPauset Iosa s sa¥yp! desire,

Wpﬁi@&idg\/poé’ﬁew?ad)pim@il takBfsexdar dediid, ¢ifedogg post-menopausal

pos}, - qal | . .

PospetTERSEq SERnan TR, RGPS MefBRA A ity Sehual desire,

poslifelengopesignenopalksabfosseflibidaj diftloeg post-aiemegausal libido

POSi W ﬁ%}@% I l'ifel ong

pos?'—sﬁggggﬁiﬁid ﬁgﬁ ite nigx a usggﬁlgﬁ‘gfyw i fel ong

post - nenopausal |oss of libido, lifelong

3) postsarizerlisgto tlialh door 2, 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
decreased sexual desire, lifelong post-menopausal inhibited sexual desire.

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,
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 acquired post-menopausal frigidity.

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 post-menopausal loss of sexual desire,
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di sturbance, and |lifelong post-nenopausal frigidity.
3) Use according to claiml1 or 2, characterized in

WO bat/1rdse2 post - menopausal Sexual Desire D sor dB€T/EB2007/054380
selected fromthe group consisting of Iifelong post

nenopausal Hypoactive Sexual esire Disorder, |ifelong
post - nrenopausal Sexual Aversion Disorder, |ifelong
post - nenopausal | oss of sexual desire, Iifelong

pos
osh TUIAER el TaH B0 R e B g mencoausal
posdew@ﬁapehlsgauah desinei aeduiseckpast- mgspp@usai)nmjgvée sexual desire.

according to claim1, characterized in that the
post - nenopausal Sexual Desire Di sorder |s sel ect

6) t r olfSERECEIG 1 BRS 06 MG BN PERAGINS plgyps. n‘ﬁ”f%ﬁ%&éﬁd in that

Hy ptrecpostenSeopladal BexuakeDE%is® Diyrdercarel dfebe generalized subtype.
post - nenopausal Sexual Aversion Disorder, acquired

post - nenopausal | oss of sexual desire, ach|red
7) postUsemcopedisalio bae lor oforset tiad pdmsa‘dirm claoysij chetacterized in that

pos{h- OKIRAES ué%‘?%reg??f:lgesgi?é( ordE &8 of"’lﬁgléit[l nal subtype.

post - menopaus sexual desire, acqul
post - nenopausal | oss of I|ibido, acquired

8) posUs@%@E%@%’*{co bh@'o@'?n&bsdflﬂlﬁ@gs g(l:ri’g“‘@oglgﬁﬁg%%rgaﬁﬁctenzed in that
P2 liie bot AP aol e SEXH Bhsird DiRorAaS. dTrdtiia Aechological factors.

Sexual Desire Disorder is selected fromthe group

consi.st | cqujr S Cly . .
9 Sexcar Soegr o B BBk GEE TR BERS e HERBS et foterized in thar
Sexthe postensnepusal Sexdal Desioe) Disasdersaare-dueniopeambined factors.
| oss of sexual desire, acquired post-nenopausal |ack of
sexual desire, acquired post-nenopausal decreased
10)sexU§ﬁ 3&&9@'@9 taeqaior swrgsy therprrReAiRGFlaimpi Blaragterized in that

sexfidbng&sh @ap;ﬁ)edtmoﬁﬁWbdamnia@egﬂ@awadaérp@amé akclteaddition

t d t
Do saans o aal Biuiia By i auh seleest o, succinic acid
genlayc;hbbzcadlcamd Yyaretic cid)fFamacicaaid, mgalet acid, methenresulphonic

%E‘i msnoﬁg%@'dq%h%éb%agilaaﬁ%&lo% %dad@ éd?;?ﬁ%&‘&cud tartaric

asa sor rs are o
SI ta@dl @Imﬂ agdbaypenixgyeseraeicor ding to one or nore
of the preceding clains, characterized in that the
11gost nmenopusal  Sexual Desire D sorders are dye

syle’ﬁ8|3&§PEdeW9 foene s maye qiidhe 3&9%“91@ ajrgs oq{@ra?teﬁﬁ% in that
of flibanpede klapslice iaifoBm of itemaet isddezed i n that

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

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.

14) 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.



t he post-nmenopusal Sexual Desire Disorders are due to
conbi ned factors. 10) Use according to one or nore of

wo b@7pesseedi ng cl ai ns, characterized in that PCI/EP2007/054380
flibanserin is applied in formof a pharmaceutically
acceptabl e acid addition saltlkselected fromthe salts
formed by the acids selected from succinic acid,
hydrobrom ¢ acid, acetic acid, fumaric acid, maleic

Cl | | G, . . . .

15 ; Hse FEEORMIT 18 RO te dhing Bfoceiitf fimG {ERAReHZed in that
aci tibapperin ts applied iaribe momnineand He evgning.1mog preferably once in
acciedinBenihg (258r 80 MEbE fiBansBfn PSS BHES th fHePévBhing &%5 or 50 mg
charﬁéEerlze In that“flibanserinis applied in for
of PHEbAPERNTHase. 12) Use according to claim 11,
characterized in that flibanserin is applied in form

f ol ynmor.ph, A of the fr base, having a [ ti.n .

165.; eBSETNE 14 et o Horhai s BiFtna oBed rbfRzed in that

acchibdnsegrin ¢ apgicar omasy i the evieainy eclgdbd @r dO&img of flibanserin)

cha ki ' Jd erinis applied in a

dos?@%%ggagedt\)\%égpé&offl ({’%ﬂﬂ%o ng per day. 14) Use

according to one or nore of the preceding clains,

characterized in that flibanserin is applied once or

twice daily consecutively over a period of tine.15)

Use according to one or nore of the preceding clains,

characterized in that flibanserin is applied in the

nmorni ng and the evening, nore preferably once in the

nmorning (25 or 50 ng of flibanserin) and once in the

evening (25 or 50 ng of flibanserin), 16) Use

according to one or nore of the preceding clains,

characterized in that flibanserin is applied once in

the evening only (50 or 100 ng of flibanserin)

consecutively over a period of tinme.



