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Treat ment of vasonotor synptons The present invention
relates to nethods for the treatnent of vasonotor

WG youpssrs1 associ ated with the nmenopause conpri BCT/gP100&€062011
adm nistration of a therapeutically effective anount
of flibanserin. scription of the invention The
Compound 11 2- ( ATESTERE oF SRSREIGHST SHEHOMD por azi n- 1
-yl )ethyl]-2,3-di hydro-1 Hoenzi m dazol - 2-one
(flibanserin) is disclosed in formof its

Theytesaritliovertdion reldtas apemthdidd fontthé\mebtrmeant efnvasomotor symptoms
EP- A- 526434 and has the follow ng chem cal. structure:
as§RGipgHIMEN HesMERRPaYse ﬁ@’i‘?”?'@g the @dmipjsiratign @f a therapeutically

eff?%trrgzarlhs ﬂ‘flbaﬁé%ﬂns therefore a prom sing

rapeu Ic agent for the treatnent of a variety of
di seases, for instance depression, schizophrenia, and
anxi ety. Wnen transitioning through the nenopausa
frequent |y experi endesgripien of {heninvention ons whi ch have

TR B o R R T T BB SRREVIAb e Giley i 213 Bhyaro-1h-

beABRTda2EMI-Ofe (MbAOSERT) i BRscldsddng fefm o s Myt MG RId B European
deternenied with hind sight and is established after

Pates|ArpligatiemE Pof\-22edddrantoleas theblollowingeehamisel steueiere:
nmenopause between the ages of 40 and 55. Menopausa
transition is characterized by hot flashes, headaches,
ni ght sweats, atrgphic vaginitis, frequent urinary
tract |nfect|ons cold hands and feet, Prgetfulness

Flibanserin shows affinity for the 5-HT 14 and 5-HT,-receptor. It is therefore a
promising therapeutic agent for the treatment of a variety of diseases, for instance

depression, schizophrenia, and anxiety.

Women transitioning through the menopausal frequently experience a variety of
symptoms which have been attributed to estrogen deprivation due to ovarian failure.
Menopause is defined as the cessation of menstruation in women. The timing of the
menopause is determenied with hind sight and is established after twelve months of
amenorrhoea. Most women experience menopause between the ages of 40 and 55.
Menopausal transition is characterized by hot flashes, headaches, night sweats,
atrophic vaginitis, frequent urinary tract infections, cold hands and feet, forgetfulness
and an inability to concentrate. Emotional indicators of menopause transitioning
include anxiety, distress, irritability, mood swings, depression and decreased sex
drive. There are many undesirable symptoms too numerous to articulate which are

attributed to changes in the female body as she transitions through the menopause.
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and an inability to concentrate. Enotional indicators
of nmenopause transitioning include anxiety, distress,

wo poootadail i ty, nopod swi ngs, depression and decPe€BEBRH08/062011
sex drive. There are nany undesirable synptons too
nunmerous to articulate which are attributed to changes
in the femal e body as she transitions through the

Somznoithe synfptoms pé. gt heulsyrmaidonaginel grophyutarabe atedrly attributed to
vagi nal atrophy can be clearly attributed to estrogen

eS‘%ﬂ@@%ﬂ@f*\%?”%d\Mﬂé’ﬁr Mtﬂash% 78 liggly to ﬁ'é?)ﬁst%r%ﬁq”s@‘ an
alté%élg%fgﬁjplﬁt@m%{é%?ﬁrys ﬁﬂli‘?ocgt\%hln tgﬁtanterlor portion of the

ry se

hypsthalzeiu HohBadheo blsal kagin atbiias‘dnﬁ@thﬂusWé§Q>rkﬁ@WUshes are
as "vasonotor flushes"” or "hot flushes" are very

VERYRAFBMONHN peFit ang ROSEBenoRasEhwemMernderdilatins afinesipheral blood

ek R RETn Pracrlid AP a0 RN PubRu B Rl Fadt Furner

s rﬁbf&?ﬁ@@ﬁcﬁé@%@éasé@hééﬁ%‘tehﬂw shvizlaes, HeiadBth&yRA:Sness, weight
headaches, di zzi ness, i ght gain, fati gue and

gainnﬁaimeaanﬁhmsamrmm tm egsagiatedavittoa hot Aesh. ot flashes may

AR e SREEAIrT! B henddioar T RES b hediral 88pgnat
e?m%@ragéér‘é Bﬁpro@éhln@g Dlﬁ‘f‘ﬁwgpﬂfé Wﬁ@ﬁé’é&s&%@h@@ ap%}p%% of
5% of wonen conplai n of” hot flashes. In nost of these
wommecompkalrspﬂpotdmmsl lIn Inzastt of Phperse \&omearthe,st;mmtoms will last appr.

one-thir usal wonen w epo S to
1 y@RE; Abauf ofe RET 6B ngewgﬁa'nvg?mﬁawﬂé%@%éag@%@mmsat last up
to ﬁg/baf'é ?ﬁéieﬁatﬁ%ﬂ s afsef Qﬁd Bt 38 é’?@bérélﬁ 8PP 6 15 years in
re of wonen. Menopause I nduce y surgery 1s
20%5eromoe& efiwairiem. d%end)pmwmdpcedbablslurggryosﬁ absd)cmﬂeaishm about a
h d hot flash t ith
Og/l pro bhltye oI hétsfﬁas%%%rdurl%g the%rst ye%sr gr?dﬁ1 gslhaeseassoc‘l;ated with
surgical menopause are often more abrupt and severe and can last longer than

those associated with a non-surgical menopause.

The US Bureau of Census estimates that currently 49 million American women are
over the age of 50 years. Thus, over 32 million women in the USA today might have

had hot flashes, and up to 6 million might have reported severe symptoms.

Now, experimental results from studies performed in patients with major Depressive
Disorder have shown that flibanserin may be useful for the treatment of vasomotor

symptoms (e,g, hot flashes, night sweats, moodswings and irritability).

Accordingly, the instant invention relates to a method for the treatment of vasomotor
symptoms comprising the administration of a therapeutically effective amount 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.
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surgi cal nenopause are often nore abrupt and severe

and can | ast |onger than those associated with a
woosssigi cal nmenopause. The US Bureau of CenseGI/EP2008/062011

estimates that currently 48 mllion Arerican wonen are

over the age of 50 years. Thus, over 32 mllion wonen

in the USA today m ght have had hot flashes, and up to

In &n farkhercaspeicy ihe hestantr iapenticrdredateste asyefitoanfeor tidikeatment of
experinmental results fromstudies perfornmed in
vagRInPion SYMBQMS Aeperiateshividl s menpparsrtransitionseRmAarising the

admgtrgﬂtér{og‘f}g ?ﬁ%r%ﬁsgﬁ‘%cgflg/ éfﬁe%w%l g&L /38 i} braﬁ%ﬂﬁn&et%nally in form

vasono

of fHeofEsabags, ta@CbHaWhlab@IbgidaﬂI%)accéﬁté@l'eiw@addltﬁd‘rESaIl‘!ﬁélﬁtl.IYbr
invention relates to a nethod for the treatnent of

optierallydnderm piriefrdratasandPhgolvatesdbrienfst rati on of a
therapeutically effective amount of flibanserin,
optionally in formof the free base, the

AsRRSHARASISAYInGstbs &S AEPéAYIotcacdde asidaluraly 6&urng menopause

and/ or optionally in form of the hydrates and/or
buklay #i%% be Ingedie fnsaigicallyt(Be., bﬁé@ﬁ&ctomhandrtshaéeml ovarectomy)

. Jjnvention rel ates e treatne

ind B8 Rt bt B B Bstr aheticnrons (e’ BERbEENLe Bbrogen

redép%ﬁrhbtl@l%t&r@”@hmﬁ Bﬁalbb@e@‘éﬂbrAr%h’faQééé’fhh‘Pcﬁltd%‘s) or induced by
herapeutically effective anount of flibanserin,

racb@aulqmarhcﬂ yhemnoﬂmrapetﬂth agemtsemebmgeent ingention relates to a method

armacol o cceptabl e aci ition s
for AR HBREDRRE eV EnfT Poaaoth SV ptThT @SSatiaegwith iatrogenic
e
O o e P YRS Rk B S BB A B Ragaical) ¥rfective
arrmiuad)obﬁeibahserlrdth)ttwaﬁwﬁrgfo:rai dhthédrap bade;dihe pbhatroagolagidally
bi | at er al grect n'ty
acceptable acid ad ition salts’and/or optionally in form of the hydrates and/or

solvates thereof.

In another embodiment the present invention refers to a method for the treatment of
hot flashes, night sweats, moodswings and irritability comprising the administration
of a therapeutically effective amount 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.

Another aspect of the present invention relates to the use of flibanserin for the
treatment of moderate to severe vasomotor symptoms associated with a natural or

iatrogenic hypogonadal state in men.

Still further aspect of the present invention relates to use of flibanserin for treatment
of hot flushes in men, preferably in hypogonadal men, men on androgen deprivation

treatment or those who underwent castration.
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i nduced nenopause or by the use of nedications (e.dg.

by sel ective estrogen receptor nodul ators, GiRH
wapabogues and Aromat ase inhibitors), or inducedr/By2008/062011

radi oati on and chenot herapeuti c agents, the present

invention relates to a nethod for the treatnent or

prevention of vasonotor synptons associated with

Anbmdrweibﬁ)d]rﬂendotm ineeojicstates doé 858 0f filbanserin, optlonally in
adm ni stration of therapeutically effective anou
forgy of thereasease the @h?ﬂﬁﬁ@'?gioﬁ”y @Pﬁ@@ﬁbﬁ@"fi @QQ"‘@@&“@”S and/or

onhiliF BR RS A 6 ket a8\l b iy 8Bhidiion of a

opt1 y'Irntormo es an

meRiidaraésiSiot they ®@dtmdnit ofaal lveie cﬁﬁb@@bﬁeétméME)n@UQﬁﬁﬂﬁtlons
invention refers to a nethod for the treatnent of hot

Asalrgeriysnentiqfied ahave; Elibapsrrsvmaydeansed inrformmfithe jree base,

onfigialy % ol B BB et el e oo Bile BHERR MG s g or
optiteallyinGoRASE thd hpdrahsy amg/el eeivarls epssTeslritbIe a4 Bddition salts
addition salts and/or optionally in form of the

inchyaér for exaemil droseaifiibe esidstaaiecied franatsuncinie peict hydrobromic
the present inventi.gn l.ates, to .the use of. : . ,
ackl BERICEFRN A pES miiRanit. ShethaesUPasii acid, dpqtic acic
PhYSHBRL &did SHYIbER®rid BTRE istltiried ddid Qaﬂﬁhé IE’:n%|d Qrﬁd citric acid.
I at rogeni ¢ hypogonadal state in nmen. Still further
Mnetgm:of tbe aboyepresdioned iaciceaddibon seltateay aleo lreeuseld. From the

|ba serin for a of hot flyshes
afo&argpg grgqag, aeid qﬂ;%@%ﬂ) mg% h ro%lﬂrla ﬁl&hgd‘@(ﬁlrébromlde
paflRRIdrNahEMYdrochloride, 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 in form of the free base, the pharmacologically acceptable
acid addition salts and/or optionally in form of the hydrates and/or solvates, 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.

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.
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treatnment or those who underwent castration. Anot her
enbodi nent of the invention relates to the use of
woé bodoaggeri n, optionally in formof the free bPSEEP100&062011
phar macol ogi cal |y acceptabl® acid addition salts
and/or optionally in formof the hydrates and/or
sol vates thereof for the preparation of a nedi canent

Eathidoshge unéahagobnwéniemiy cortainf frérned,abongtortdd ) geferably
conditions. As al ready nentioned above, Flibanserin

froFf’a?M@ﬁQs@S in formof the free base, optionally in
formof its pharmaceutically acceptable acid addition
salts and/or optionally in formof the hydrates and/or

Suigbleabbetd heiyasd obidindd bbreexathplepaddintiking thaldcsive Babstdace(s)
for exanple those of the acids selected from succinic

withineWneXHiRBRiSHTQ exdnenle drert diuents guch @seal@uricgarbonate, calcium

iR PP B ORPRT R SR S0t s i Capig, binders suer

as lsedrbRIor gefsting, Altfticaty $5chpgd ﬁlaqweéwﬁ §€ea¢étet<5retalc and/or agents
abovenent i oned aci d addition sa al so be used.

formredmying eclepoe eetmhltasm@r@oaxtm@tfatﬂ@euulcae,s@ﬂlhu@aer@cetate phthalate,
h b d ti ly t
or BV RSN GethfES THatab ks MY 85 WselerftasY L 0

in formof the free base, is preferably used in
form of Flibanserin pol ym)rph A as disclosed in WO
Coagddtedsts may béaneeared, aooptdingialUy;cda’ningmonesuprodwefdramlogously

har coIo i call ta addi tion
to B BbIckn i B S eIy ey GRor CRIE Rplinas dor sxample
colﬁﬁbﬂé‘b?%heﬁﬁ%ﬁ’ gRoPn LRARE F{Qrcah%lurﬂto%gﬁ B? o? %D Ptﬁooé‘é}heve delayed
armaceut i cal” preparation in soll |qU|
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.

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.

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

carriers such as lactose or sorbitol and packing them into gelatine capsules.
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presented in a formsuitable for oral, rectal,
w@assnsanal adm ni stration or for nasal inhal abCTYEP2008/062011

preferred forns includes fof exanple, capsules,

tabl ets, coated tablets, anpoules, suppositories and

nasal spray. The active ingredient may be incorporated

in excipients or carriers conventionally used in

phar maceutj cal compositions such as, for exanple

Suitable, su&pggﬂqueﬁjmaw hecmgse fobgq(q{ppkeeby W@gﬂ@g\{lmrﬁarrlers provided for
e
thl§éﬁﬁf tessugﬁﬁg\p%ﬂ PF%}? ?gﬁﬂg@@lgﬁe‘éﬂy&l%?ﬁﬁﬂeﬁvatlves thereof.
glicerides of fatty acids, benzal conium chlori de,
sodi um phosphate , EDTA, poI ysorbate 80. The
Th@(ﬁﬁ%@@'% wHch folowdilastr %tgéb@ﬂr%ﬂﬁﬂmﬁﬁrﬁp@w ithoud sestgeting its
ts, each dosage unit being adapted to supply a
gl e dose of the active ingredient. The dosis range
appl i cable per day is between 0.1 to 400, preferably
between 1.0 to 300, nore preferably between 2 to 200
Examplesch dosage unit may conveniently contain from O, 01
ng to 100 ng, preferably fromO,1 to 50 ny. Suitable
tabl ets may be obtained, for exanple, by mxing the
Clidrkl YAgpubst ance(s) w th known excipients, for exanple
—1nert diluents such as cal ci um carbonate, cal cium
phosphate or | actose, disintegrants such as corn

B e AT e BB 8 A B v

De}g e s%"rd?rgﬁ’ﬂfr? thé&h 16960 Y l?l@%nﬁ%ﬁ%‘f@g%@%ﬁt d between 18

xymath ul ose, cellulose acet al ate,
and 65 years received one or more doses of flibanserin ranging from 2 mg to 100 mg

SC

b.i.d. A preliminary analysis of safety database in these subjects showed that
flibanserin was associated with virtually no AEs coded as hot flushes/flushing as
compared to placebo (1.25%) or selective serotonin reuptake inhibitors (2.1%). (see
table 1).

Treat- Placeb Flibanserin in mg Paroxetine | Fluoxetine
ment 0 in mg in mg
20 | 50 100 20 | 50 [ 100 | 2 20 20
bid | bid bid qd | qd | qd | bid
N 718 225 521 | 154 63 |64 | 63 | 12 275 145
0
flushing 5 2 0 0 1 0 0 1 2 2
Hot 4 2 1 0 0 0 0 1 3 2
flush
Table 1:

In Table 1 it is shown that 9 patients of 718 receiving placebo (1.25 %), 5 patients of
275 (1.8 %) or 4 of 145 (2.75 %) receiving Paroxetine or Fluoxetine respectively
suffered form flushing or hot flushes. In stark contrast, in the group receiving 50 to
200 mg/day Flibanserin only one out of 802 patients suffered from flushing.

These data suggest that flibanserin is useful for the treatment of vasomotor

symptoms like hot flushes in menopausal women.




or polyvinyl acetate. The tablets may al so conpri se
several |ayers. Coated tablets may be prepared
wacaeongiimgl y by coating cores produced anal ogopsi/¥P1008/062011
the tablets with substances? normally used for tablet
coatings, for exanple collidone or shellac, gum
arabic, talc, titaniumdioxide or sugar. To achieve
del ayed rel ease or prevent inconpatibilities the core
may al so consist of a nunber of layers. Simlarly the
t abl et coatlng may consist of a nunber or layers to
Exaipies/ef pharmasgutiealdaraulaionsi bl y usi ng the exci pients
nmenti oned above for the tablets. Syrups or elixirs
contai ning the active substances or conbi nations
5 A)thereof acqgpgit§g to the inventpapidppyt additional Iy
contain a Sweetener such as saccharine, cyclamate,
gl ycerol or sugar and a fl avour enhancer, e.g of. a
flavouring,such as v lline or e extract. They
may al so CH%@Q?E”@ kﬂﬁﬁ%djuﬁgiﬂglor t hi ckeners
such as so%d&gémwboxynethyl cel b , wetting agents
such as, for exanple, condensation products of fatty
alcohols wcomm gbihgH ene oxi de, or3@®egprvat|ves such as

p- hydr oxyben oat? qutlons for njection are
10 prepared | ROWNEVRGEANORAE e 45 Gh the addi tion

of preserv Hﬁ hydr ox oat es,
stabi liser @dgj%%mﬁﬁ"ﬂ% i%e!o nmet al Y@ﬁ{bﬁ

et hyl enedi am ne tetraacetic acid, and transf erred into
injection vials or anpoul es. Capsul es contai ni ng one
or nore active substances or conbthEMd ons of active

15  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
remaining corn starch and the magnesium stearate are screened and mixed
together. The mixture is compressed to produce tablets of suitable shape and size.
20

B) Tablets per tablet
flibanserin hydrochloride 80 mg
corn starch 190 mg

25 lactose 55 mg
microcrystalline cellulose 35 mg
polyvinylpyrrolidone 15 mg
sodium-carboxymethyl starch 23 mg
magnesium stearate 2 mg

30 400 mg

The finely ground active substance, some of the corn starch, lactose,

microcrystalline cellulose and polyvinylpyrrolidone are mixed together, the mixture is



10

15

20

25

30

substances may for exanple be prepared by m xing the

active substances with inert carriers such as | actose
woromwosdiit ol and packing theminto gelatine  PCI/EP2008/062011

capsul es. Sui tabl e supposito¥ies may be made for

exanple by mxing with carriers provided for this

pur pose, such as neutral fats or polyethyl eneglycol or
scrieeaed andwadikedsvithitveereinaifing dorastdrels awdliwétet ¢ formi a granulate

illustrate the present invention without restricting

whighsisgl @Qeandaﬁ%(#ﬁﬂég e gpdism-eaioaxymethyhstareh lalﬁ‘QstBe Inpagnesium
ste%hét%' é:r%e o%teﬁdér?osm J i Odgrﬁdthe%&ﬂ{rjﬁqgtcégg% %St%dfo?g%ttgblets of a

pressive sor mor e na e an

sum@ﬂagﬁenﬂuects aged between 18 and 65 years received
one or nore doses of flibanserin ranging from2 ng to
100 nmg b.i.d. A prelimnary analysis of safety

datab §E !2|¢EE§§ subj ects sh0é§ ﬁggﬂ ég Eanserln was
aSSOCI irtually no
flushes/flushing as conpared to placebo ( 1 .25% or

sel ective serotonin reuptake inhibitors (2.1 % . (see
tabl e flipansarimhgdrochlatideabl e 1 it § $n@hown that 9

patients of 7,18 receiving plac 1.259%, 5
pati ent¥cH@%N5 (1 8 9% or 4 g*’?%l&gg(z 75 %
recei Vijgehdgar oxet| ne or Fluoxeting rggpectively

suffered form flushing or hot flushes” In stark
cont r apolyvinglpyieligeo&p recei vi ng 5D M@

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 hydrochloride 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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200 nyg/day Flibanserin only one out of 802 patients
suffered fromflushing. These data suggest that
woé bidvaggerin is useful for the treatnent of vaBOVEPDNG062011
synmptons |ike hot flushes i nenopausal wonen. Exanpl es
of pharmaceutical fornulations A) Tablets per tablet
flibanserin hydrochl oride 100 ng | actose 240 ng corn
meginasitinn Stedirate. Mok Yivisnddoyixtordel id paekdd inty siweghesrdigelatine
stearate 15 ng 740 ng The finely ground active
CapgiHes-ance, |actose and sone of the corn starch are
m xed together. The m xture is screened, then
noi stened with a solution of polyvinylpyrrolidone in
E)wat er, Akipeatesolurieh - gr anul at ed and dried. The
granul es, the remalining corn starch and the nmagnesi um
stearate are screened and m xed together. The m xture

i 2o, BpERSEbGoRPRIER L0 B AW Byar oo or i de.
80 ny s&diomséRbade 190 g 50 mg

water for inj. 5 mi

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 hydrochloride 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.

In a particular preferred embodiment of the instsnt invention, flibanserin is
administered in form of specific film coated tablets. Examples of these preferred
formulations are listed below. The film coated tablets listed below can be

manufactured according to procedures known in the art (see hereto WO 03/097058).

G) Film coated tablet

Core

Constituents mg/tablet




| actose 55 ng mcrocrystalline cellul ose 35 ng

pol yvi nyl pyrrolidone 15 ng sodi um car boxymnet hyl
w@300am34magnesi um stearate 2 ma 400 ng The fi nePgT/gPmOsrob2011

active

subst ance, sone of tihe corn starch,

starch

| act ose,

m crocrystalline cellul ose and pol yvi nyl pyrrolidone

are m xed toget her,

the m xture i sscreened and wor ked

wWith th
gr anul

€ libaneénvi ng corn starch and water t

ite which is dried and screened

The

@5.000n a

sodi um éﬁﬁmﬁfyﬁ_@ﬂﬁqmr@t&ar ch and the magnegiAint 49 ear at e
Co t or I GHrS DTE £ 0gPbRbl o 51 z6. O Codromitin ot {
oer coatMEFRI&holdIIERNSErT n hydr ochl ori gef B5@g cor i
starch|4 1.5 ng |actose 30 ng pol yvinyl pyriroli done 3
ng magné&arboxyehetnybtetuldsd sodilBd ng 2.500
Magnesium stearate 0.625
Coating
Constituents mg/ tablet
HPMC (Methocel E5) 1.440
Polyethylene Glycol 6000 0.420
Titanium dioxide 0.600
Talc 0.514
Iron oxide red 0.026
Total Film coated tablet 128.000
H) Film coated tablet
Core
Constituents mg/tablet
Flibanserin 50.000
Lactose monohydrate 143.440
Microcrystalline cellulose 47.810
HPMC (e.g. Pharmacoat 606) 2.500
Carboxymethylcellulose sodium 5.000
Magnesium stearate 1.250
Coating
Constituents mg/ tablet
HPMC (e.g. Pharmacoat 606) 2.400




The active substance, corn starch, |actose and
pol yvi nyl pyrrol i done are thoroughly m xed and

woéshened with water. The noist mass i s pusheeCt/Rrmogibe2011
a screen with a 1 mmnesh gize, dried at about 45C and
the granul es are then passed through the sane screen.
After the nmagnesi um stearate has been nm xed in, convex

t abl et Pmmhyléh@(ﬂxctbl@moer of 6 nmare danpoessed ijn

a tablntjnnkinn_nﬁr Lne The tablet cores thus
produceditaP@negigxiste i n known manner with o t80@ring

consi sttng—essent+atty—of —sugar—andtaltec—The-fintshed
coat ed TQB? ets are polished with wax. D) C‘a%gﬁ?es per

capsul ¢ bhidasdd N hydrochloride T 50 ng [@pp3star ch
268.5 mg_Magnesium stearate 1.5 nmg 420 ng |The
substance and corn starch are m xed and rmi stened with

wat er. Fhe nmpist mass s screened and dri The dr :
gr anul ¢JokalFilmrcaated tahletni xed wit hmagnesﬂ;ﬁﬁ 000
st ear ate—Thefinishednixture s packed—ntosize 1

hard gel ati ne capsul es. E) Anpoul e sol ution
flibanserin hydrochloride 50 ng sodi um chloride 50 ng

1) Film coated tablet

5 Core
Constituents mg/tablet
Flibanserin 100.000
Lactose monohydrate 171.080
Microcrystalline cellulose 57.020
HPMC (e.g. Methocel E5) 3.400
Carboxymethylcellulose sodium 6.800
Magnesium stearate 1.700
Coating
Constituents mg/ tablet
HPMC (e.g. Methocel E5) 3.360
Polyethylene Glycol 6000 0.980
Titanium dioxide 1.400
Talc 1.200
Iron oxide red 0.060
Total Film coated tablet 347.000

10 J) Film coated tablet

Core

Constituents mg/tablet




5

wat er f

i n water
wapasedium chloride is added to make it

or inj.

at its own pH or

solution obtained is filtened free from pyrogens and
the filtrate is transferred under aseptic conditions
into anpoul es which are then sterilised and seal ed by

5 m The active substance is dissolved
optionally at pH 5.5 to 6.5
i Sot OPCT/EP20N®062011

fusi on.| ARpadseposi tories flibanserin hydrqchbooi de 50
ngy solid_fnt 1RRQ ng 1700 ng The hard fat lis nelted
At 40 C th@lg@md”@@pspba@uﬁﬁhwf@ési s honéyePtdusl y
di sper s cO0 t9—38Cand—pouredjint
slightl VE‘%HWY%B”'ES;?&E%‘%SW nmoulds. In a rgjqu %ul ar
prefer ¢PIBARMERBEE ) The Tnstsnt Tnventi©gsg
flibangerin is admnistered in formof spgcific film
coat ed | (CarbexymnetBygillesesodiumse pref errgd.600
formul ations—are listed bhelow The filmcgated tablets
li sted 619”9\')93&%'08@ ‘di@fdeact ur ed accor di ng @-650
proceduyr g art (see tiereto W) 097058)
G Film M%%dgéWa %lar?{éCore Constituents (}37’80’
ng/ t abl et Coat i ng
Coating
Constituents mg/ tablet
HPMC (Methocel E5) 1.440
Polyethylene Glycol 6000 0.420
Titanium dioxide 0.600
Talc 0.514
Iron oxide red 0.026
Total Film coated tablet 133.000
K) Film coated tablet
Core
Constituents mg/tablet
Flibanserin 100.000
Dibasic Calciumphosphate, anhydrous 69.750
Microcrystalline cellulose 69.750
HPMC (e.g. Methocel E5) 2.750
Carboxymethylcellulose sodium 5.000
Colloidal silicon dioxide 1.250
Magnesium stearate 1.500

Coating
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H) Film coated tablet Core CoatingTot al
tablet 255.000 I) Filmcoated tablet Core Coating J)

waoéomosaat ed tabl et Core Constituents ng/tabl epCoapPr00g/062011

Fi | m coat ed

K) Filmcoated tablet Corei1€oatinglL) Film coated
tabl et Core CoatingPatent Clains 1) A nethod for the
treatment of vasonotor synptons conprisin

t he

adm ni sConstiiems a therapeuti cal ly effect|img

optionally in formof the

tablatnt
free bhase

of flihanserin

t he phaHFH\dGI(@gg Mﬁthw@ldi@pt abl e aC| d addit2.600sal ts
t+he hyudr ot ag anA/ A~y
22?(/2{( ?qw%rblg é Glycol\.slool of—the yarat€es cbu,bou
Titanium dioxide 1.043
Talc 0.857
Total Film coated tablet 255.000
L) Film coated tablet
Core
Constituents mg/tablet
Flibanserin 20.000
Lactose monohydrate 130.000
Microcrystalline cellulose 43.100
Hydroxypropyl Cellulose (e.g. Klucel LF) 1.900
Sodium Starch Glycolate 4.000
Magnesium stearate 1.000
Coating
Constituents mg/ tablet
HPMC (e.g. Methocel E5) 2.400
Polyethylene Glycol 6000 0.700
Titanium dioxide 1.043
Talc 0.857
Total Film coated tablet 205.000
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2) A nethod according to claim1, characterized in

that the vasonotor synptons are vasonotor synptons
waseaoosaied with the nmenopause. 3) A net hod aceor/dPmgs/062011

to claim1, characterized i that the vasonotor

synptons are vasonotor synptons associated with

surgically induced nenopause. 4) A nethod according to

claim1, characterized i PatdrttCkairasvasonot or synptons

are vasonotor synptons associated with iatrogenic

i nduced nenopause. 5) A nethod according to claim1l or

1) vasAnEBPUIbh R Al fer ke Gt R D Rio T BB AR fre

adfmelseatiorPos a tiashapbltthlg effdteve htd AR fliandean! @ptu&)awa in form
met hod according to claim 1, characterized in that the

of v@sfmmbase,stmmf@mmaao@gml|¢c&¢@epifabdﬁmclﬁeacgi1tmmsalts and/or
sti.n of ho shes sweat s.. nobodsw ngs
oniERl 7 hiBen By 118 hyereteR St R eI BRI 0 ol at m 1.
characterized in that t he vasonotor synptons are
sel ected fromthe group of noderate to severe
2) vasArmeﬂnods@cmrdjng taskii btobaradtetized mahat dile \w@somotor symptoms

are Fes g VBB pevociaied it U BRRoPRUShar t o

vasonot or synptons are vasonotor synptons associ at ed
with the use of nedication, radiation or
3) chenmhhthoalpanm'mﬁngg@ ctzsm9), chanatténzbdinctbatihegvasonudtar symptoms

7 or chara%terl zed in th?ﬁ t he vasogo J
are vasomotor symptoms associated with surgically induced menopause.

4) A method according to claim 1, characterized in that the vasomotor symptoms

are vasomotor symptoms associated with iatrogenic induced menopause.

5) A method according to claim 1 or 4, characterized in that the vasomotor
symptoms are vasomotor symptoms associated with the use of medication, radiation

or chemotherapeutic agents.

6) A method according to claim 1, characterized in that the vasomotor symptoms
are selected from the group consisting of hot flashes, night sweats, moodswings and

irritability.

7) A method according to claim 1, characterized in that the vasomotor symptoms are
selected from the group of moderate to severe vasomotor symptoms associated with

a natural or iatrogenic hypogonadal state in men.

8) A method according to claim 7, characterized in that the vasomotor symptoms
are vasomotor symptoms associated with the use of medication, radiation or

chemotherapeutic agents.
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synptons are hot flashes in nen. 10) A nethod
according to any one of the clains 1 to 9,

w@b@pastieri zed in that flibanserin is applied PEI/EPR2008/062011
of a pharmaceutically accepsable acid addition salt
selected fromthe salts fornmed by the acids sel ected
from succinic acid, hydrobrom c acid, acetic acid,

9) f unAmhethadi atcordihgit® ciairn, on@} dremasteripbo in thaathel yasomotor
| actic acjd, phosphoric acid, hydrochloric acid,

syr@etomﬁmf%h%tcﬂa;sheﬁam 8N.c acid, citric acid, and
m xtures thereof. 11) A net hod according to any one of
the clains 1 to 9, characterized in that flibanserin

10j s Appéthed doeofdingt®bn§ loneasises craimpel1yteng, Riha@ectéﬂied\m that
met hod according to any one of the clains 1

flibenaerdr issapRled indofmaf afphasenasertieallysacqeptade acni addition salt

selggﬁdsfrér%rms sgﬁg %r%oob);tﬁe aC|89 sRectéd frgﬂ‘y 'succinic acid, hydrobromic

acid, acetic acid, fumaric acid, maleic acid, methanesulphonic acid, lactic acid,
phosphoric acid, hydrochloric acid, sulphuric acid, tartaric acid, citric acid, and

mixtures thereof.

11) A method according to any one of the claims 1 to 9, characterized in that

flibanserin is applied in form of flibanserin polymorph A.

12) A method according to any one of the claims 1 to 9, characterized in that

flibanserin is applied in a dosis range between 0.1 to 400 mg per day.



