WD 2009/ 034111PCT/ EP2008/ 062011 1 Treatnent of .vasonotor synptons The
present invention relates to nethods for the treatnent of vasonotor
synptons associated with the nenopause conprising the adm nistration of a
t her apeutwoabdoywsbef f ecti ve anount of flibanserin. Desecijpioosiabiit he

i nvention The conpound 1

1-[2-(4-(3-trifluoronethyl- Nl i.n-1- |']-2, 3-di hydr o- 1Hboenzi m
i dazol - 2-one (flibanseri n;rr?{{ﬁ%éa?é’%géﬁﬁ%&f %y%}%@#;ﬂl}ﬁt s hydrochloride in

Eur opean TOPatent Application EP-A-526434 and has the foll ow ng chem cal
structure: |Ix HCl Flibanserin shows affinity for the 5-HT1A and

5- H12- r edéstisesenitnyentipnaelatasrie nethops Biitks HeatHet 2peRRAMOIEHRAMPILEE t he

t reat ment : 1e i i Q. 1C r i hizophreni a,
andamei Gy o R ik B s S T e sl R R S BB Or

exper isenegfeativnsametyt «ifflitsyeptions whi ch have been attributed to estrogen
deprivation due to ovarian failure. 20 Menopause is defined as the
cessation of nmenstruation in wonmen. The timng of the nenopause is

deternmenied with hind sight apdsdpigatald phediaf ter twelve nonths of
amenorrhoea. Mdst wonen experTence nenopause between the ages of 40 and 55.
Menopaus adlhet soamsiunidon | 3-8 -Ehigiflactosrdtid eohepy hioipsfazis hod stiyd addaeiysiro-tHg ht

sweats, atrophic_vaginitij.s, frequent urinary tract inf I.ONs, ands
and f eet DengRaerd ekl g ERE Rasieel s BEf aidtbETbhOERue Fhte

i ndi cat orrssteht ARRNICRBMSEPLA-BDE4 Y4 O AGs HCIoERingeticatival seiuslUFESS,
irritability, nmood swi ngs, depression and decreased sex drive. There are
many undesirable synptonms too numerous to articulate which are attributed
to changes in the female bqagy as she transitions through the menopause. 2
Some of the synptons, e.g.,/ vulvar and vagi nal atrophy can be clearly
attributed to estrogen}Q@%ﬁgiency; however, hot ~lsashes are likely to arise

as a result of an alteratiomNin the t hermoriegul at ory set-point | ocated
in the anterior portion e hm-yp hal ayn @ fl ashes, al so known as
"vasonot or flushes" or flushes®_arge ve omon in pen- and

post nenopausal wonen. i | ation of peripheral blood vessels results in
reddeni ng and warnming of The skin during a hot flashXxH&rther synptons such
as increased heart rate, night sweats, headaches, dizziness, weight gain,
fatigue and insommia may be associated with a hot flash. Hot flashes may
appear pralgantgrit SRoweasiaky @ ted SIHR,, RO IeETanstamRy. hes thheefbie st sign t hat

menopause i s approaching. Duri n(ﬂ“;t he peri nenopausal period, appr. 75% of
wo e’ Sc o RSP RISIG NeRReHic 2oRBSTOr [1e RRRinest Of AagreNSHEIFeRRes: JYmPEGREE wi | |

| ast appr ' i et Ri.td: post menopausal wonmen will report
synpt ons d;[eﬁ)éegé%?cg’gtscﬁ%B?%reg%yggé‘gth%r nat ural nenopause, and hot fl ashes.
can persist for up to 15 years in 20% or nore of wonen. Menopause i nhduced
by surgery is gssociated w th about a 90% probability. of hot flashes during
Che 11 PetNpEEn TR hioaleBe SRt e e s e AV oo are

of ten nOrERGMBIvARHhSRYISSE ath eNtd SsttodePNEgiivatiaNdddRse/Amaasiated W th
a non-sug\%l cal nenopause. The US Bureau of Census estimates that currently
49 30 i dienonaLse dh delbiasheaine ceveatianel agRstafatiso fywamen. Thadming ering2

T on e Reh fetdieh R0 ALK fo MGk ARlnE b B3RP el B0 fhdthe t ©
mllion mgh ave reported severe sSynptons. w, experinental rTesults from
st udi es penérarredal Masaomsehexpetidncamenoapeassiveen Dissayaderf 40earel Shown

that flibanserin may he useful for the treatnment of vasonptor synptons
(e, g, hotMeicRsissl rangien A TSI B agY NeRFreTED: Ay PWSkecor i ngl v,
the | nst aforfSEIRRHE Srd @kt Bindrd dcTPrAEnt ofoid hendd 67 ARl ARRTDL OF
synptons conprising the admnistration of a therapeutically effective
anmouns ofarfd arbmabiity 1o, campeiloaial Eynotianglondicetors pemenegausadensitivaing

phar macol.ogi cal | y. accept abl.e.acid addition sal /.or lonally in form
bt e by useentinf GRS Py ragh P85 st Bk s SRA LB AR o

provi ded @ivesEhek @etrh@fapeidsi-ablelsynefid@s tdoy sumBriiRtto aftiduldtb anser e,
optionally in formof the free base, the pharnmacol ogi cal lé acceptable acid
addi t i on &EpeaiRdngngspin Hademale PePoahslet rapt EUeE tBpMIoPseP& at es
thereof in the manufacture of a nedi canent for the treatnent of vasonotor
synptons. 3




In an enbodi nent, the instant disclosure relates to a nethod for the
treatnent of vasonotor synptons associated with the nenopausal transition
conprising the admnistration of a therapeutically effective amount of
flibanserin, optionally in formof the free base, the pharnacol ogically
acceptabl e acid addition salts and/or optionally in formof the hydrates
and/ or sgbiR! Sfthk RGHAAGMSAS. gva&mrmtawdsva@rﬁmté%@@%me ei%bn ARFB e{?ﬂﬁ tO
natural |y occurring menopause but may al'so be due to s rgl ca

hyst er ecéstigoamdefisienaye haweseahet flashes amrediksddtoenspasisaesult bfahhe use of

Thd o onabaretin fhindl cRBL e ad b S PR IPE ey ri%%m?#m%ﬂﬁ%??““
agents, hEfsothaleaRRY dbsHdsbed! 8lsb&nddSad YaRoRRitbefudHYs” bhendteahaent or

prevention of vasonotor synptons associated with iatrogenic induced
rrenopaus\ée"y@@ﬁ?jﬁp@|fm§etlh@n<é§ﬁ‘ﬁ’frm@1qwulsahwom% tl] Hi@rtﬁi@éan |Oéalel’lyhelfaﬂ bleoidv e

anount of I I 0 f f.ree

phar nacoY%‘Jgéle!:%a%%;ﬁééﬁ;reep @1%41 ﬁ’%@m 35%8 Sah'q guﬁ'ﬁ%ﬁd}c’%@ﬁ’t&’hon‘éﬁh?f in form
of the hygpiorss ansh as lrﬁ@édﬁcﬁﬁeérhﬁitéoﬁght SwaBR RebdgemadidiRiHedsN@eRjHes ent
disclosure refers to a nethod for the treatment of hot flashes, night

sweats, SBBdBHCHESNSHBSPINIA HGYIbe Jssosiated Withey hakflaghititdleshes orayof a

t her apeu form of the
free bas%bﬁ%ﬁloﬁﬁ ﬂnﬁ%@%&?‘@ﬁﬁ&“%@&%b € acpé)eolﬁ% f&l ongp{g}eﬂs and/ or

opt i onal im;noparﬁm s afprobehingdDalrieg the dlevimermlpaaisabpéied, epipr. 78mtdier

enbodi nent of the presfent di sclosure relates to the use of flibanserin for

t he treat'RBKE ‘Eﬂ‘mfﬁlﬁﬂb‘l’ a'?%t flaghee & moghsbifwservanepitbasyaetens sk pshapar. a
nat ur al t %&@ﬂ
of ;Jhe prggéﬁtAg I sc osure rel at e%n?%@t}ﬁ% orbfnq?'q H%erl r?mf.E bﬁteh%?%e%g

hot f | usiees yéarsradfter qatmfaérmmloxaause harEblyoinfécdle srozm, parsist for lmﬂ’@r‘tmwars in
depri vat%(?{y treat rr%nt or tr}@ who ung v&gt castration. = 4 Another

enbodi odiT PRIE O WRMESyLenRiatisednFYc Ry SYEDSSY i3 prsngiated iwith %ﬁ’ﬁqt@nal |y
in form gfothenhbiag &m ,fcatsh@s Bbﬁﬁ@?r@h:%g g@é.l 'ahd%g%tsﬁeé &s86didkeddiy | ON
salts and/or optionally in formof™the rates and/ or solvates thereof for
t he prepwfambm&mbpauﬁ@ar@af’temmdrerahrhpt am@aevmmarmfcamgasbhmgef thdre above
ment i one ndlt oge A@ al ea%% m?ntl oned above, Flibanserin may be used
in form ﬁ‘és‘??’@ duih a 3 SNPPAYPTH of its pharmaceutical ly
acceptabl e acid addition sal ts and/or optionally in formof the hydrates
and/or solvates thereof. Suitable acid addition salts include for exanple
those of & ESBueause] Census estiontes dati surenilyi 48 milljen Abrasiten women aseet i

cid, fu i t hon| C.
phosphor‘ig?éé’ atgel3 %&9 % %rgr ﬁ-@hgt?\ge‘?’ %ﬁl‘gﬁ%ﬂ’ Sl & %?qf§éﬁ?éayam'@ﬁgm
citric acamhoﬂwza@wsgsn@fupttbes Aiinyie ARGt nedrepotddaddbtd SfimpRInte nay al so be
used. Fromthe aforenentioned acid addition salts the hydrochl oride and the

hydrobrom de, particularly the hydrochloride, are preferred. If Flibanserin

71 banach o S hoR B RS (8 Sudids berBTLE RS St AaR Lefbosive

opt i onal Digorderfraven shfovirhthat flibanbase mayhise pbafurtarche diczambyit ateapingdtbe aci d

addition salts d/ qr tionally in formof the hydrates and/or solvates,
may be |W€6‘?tﬁ8?3a@e%q?%3 SPRS g R/%’H@ﬁ’tén@ooﬁﬁ‘élﬂm irdtapilislepar ati on in
solid, liquid or spray form The conposition may, for exanple, be presented

in a form suitable for oral, rectal, parenteral admnistration or for nasal
i nhal at i &¢vorqingly dine mgtanbdigslosure Ireldtes té o Mmaiiahfor éhe toegisahiesf vasabbtet s, coat ed

R N R P e I R

phar mcdﬂbanﬁnm@@ﬁoﬁaﬂy iarferm uf thafreefiRiseetrnph&md@isgicAladiceptBbR acid
| act ose, t%ﬁl at i ne nesi um stearate, corn starch, acqueous or non

acqueous?ddiligrpal §a@ Py eptienalnipierm gbthe hydmtes ardler selvgiasdberanis of fatty
aci ds, benzal conium chl ori de, sodi um phosphate, EDTA, polysorbate 80. The
conpositions are advantageously formnmul ated in dosage units, each dosage
unit being adapted to supply a single dose of the active ingredient. The
dosi s range applicable per day is between 0.1 to 400, preferably between
1.0 to 300, nore preferably between 2 to 200 ng. WO

2009/ 034111PCT/ EP2008/ 062011 Each dosage unit may conveniently contain from
0,01 ng to 100 ng, preferably fromO,1 to 50 ng. Suitable tablets may be
obt ai ned, for exanple, by m xing the active substance(s) 5 with known

exci pients, for exanple inert diluents such as cal ci um carbonate, cal ci um
phosphat e or | actose, d|S|ntegrants such as corn.starch -or .dl ginic acid,

bi nders such as starch or gelatlne Iubrlcants such as nagne5|un1stearate



WO 2009/ 034111PCT/ EP2008/ 062011 6 Suitabl e suppositories may be nmade for
exanple by mxing with carriers provid for this purpose, such as neutral
fats or polyethyl eneglycol or the derivatives thereof. 5The Exanpl es which
followillustrate the present invention wthout restricting its scope:
Exanpl esirf kel hspedl thdreals pldvidawela/@sBhasa tHerapbiiical sfadivesapeiherored
in patients diagnosed wWth j or Depressive Disorder, nore then 1500 mal e
and f emaflibagsdsjre eptionghdinblerneeiihedrambass the aharmaselogingllp asceptableracidoses

f flib g i f bi d. i m | ySi f
M Ao AT U e E P SRl L T
Wi th virnsalfactive dAEsmeeiiesnest fbﬂthéﬂrmhﬁﬁtfdfN&Bbﬁ\@t@rssf@ﬁm@ﬂfsed to placebo
(1.25% or selective serotonin reuptake inhibitors (2.1%. (see table 1).

Treat- nment Placeb o Flibanserin in ng Paroxet ne in ng Fluoxetine in ng
20 bid 50 ,bid 100 bid 20



qd 50 qd 100 gd 2 bid 20 20 718 225 521 154 63 64 63 12 0 275 145 f| ushing
52001001 3

in an embediment, the instant disclosure relates fo a method for the treatment of
vasomotor symptoms associated with the menopausal transition comprising the
administration of a therapeutically effective amount of flibanserin, optionally in form
of the free base, the pharmacologically acceptable acid additign salts and/or

optionally in form of the hydrates and/or solvates thereof.

As vasomotors symptoms do not only occur due to naturally occurring menopause
but may also be also due to surgically (e.g., hysterectomy and bilateral ovarectomy)
induced menopause or by the use of medications (e.g. by selective estrogen
receptor modulators, GnRH analogues and Aromatase inhibitors), or induced by
radioation and chemotherapeutic agents, the present disclosure relates 1o a method

for the treatment or prevention of vasomotor symptoms associated with iatrogenic
induced menopause, 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

solvaies thereof.

In ancther embodiment the present disclosure 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 phgrmacoiogically acceptable acid addition salts and/or optionally in form

of the hydi”ates and/or solvates thereof.

Another embodiment of the present disclosure 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 embodiment of the present disclosure 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.



22 Hot flush 4210000132 20 Table 1: In Table 1 it is shown that
9 patients of 718 receiving placebo (1.35 %, 5 patients of 275 (1.8 % or
4 of 145 (2.75 % receiving Paroxetine or Fluoxetine respectively
25suffered formflushing or hot flushes. In stark contrast, in the group

recei vi ngn&tflet &mBEHMBRY o @k dikdibans esia@s enihg BT ABEN&rinB8gtidMaly Bnt s
suffered fror?%l L#Shi ng. These data suggest that flibanserin is useful for
the treal@nef 19e iRkt dre BhaRRAMICSIRY Astentabisacd pRdKEASEHE 2ad/ARomen.
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st ar ch34Medicabogtl fpv theytrestnresit ioflang 4beray thagihesée umerdiosedadentiBions.
As already mentioned above, Flibanserin may be used in form of the free base,
optionally in form of its pharmaceutically acceptabie acid addition salts and/or
optionally in form of the hydrates and/or solvates thereof. Suitable acid addition salts
include for example those of the acids selected from, succinic acid, hydrobromic
acid, acetic acid, fumaric acid, maleic acid, methanesulphonic acid, lactic acid,
phosphoric acid, hydrochloric acid, sulphuric acid, tartaric acid and citric acid.
Mixtures of the abovementioned acid addition salts may also be used. From the
aforementioned acid addition salts the hydrochloride and the hydrobromide,
particularly 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 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 chicride,
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.



740 nmg 15 The finely ground active substance, |actose and sone of the-corn
starch are m xed together. The m xture is screened, then noistened with a
sol ution of polyvinyl pyrrolidone in water, kneaded, wet-granul ated and

dri ed. Theognranaiies, the remai ning corn starch and thecragmeshemiist ear at e
are screened and m xed together. Thedm xture is conpressed to produce

tabl ets of suitable shape and size. 20 B) Tabl etsper tablet flibanserin
hydrochl ori de80 ng corn starchl190 ng 25| act ose55 ng microcrystaliine

cel | ul os&3BhrAPSpOE Yt MyaYPsavenietbn easamyras dl hrgdpidRynettigieradlar ch23 ng
magnesi uq}shgﬁalrt%t%zmgg 30400 ng WO 2009/ 034111PCT/ EP2008/ 062011 screened
and wor kéd Wt h the Pemai ni ng corn starch and water to forma granul ate
which is dried and screened. The sodi um carboxynet hyl starch and the
magnesi um st earate are added and m xed in and the m xture i s conpressed to

form tabl%{i@b@r ta&‘%%ﬁ?#tﬂe&bé?iﬂéq’ f8r examen'g: e KDY SN HREEALEB) ot _
fli ba%S.eQ{aﬂa e PERlifEA LR BRak {erxng&gmsaﬂ% RAch'Y %%Jcﬂ% 85@30at cAgluwyi ny|
I done3 ng nma .5 no 8 ng i

pyrr ol nesi um st earate he active substance,
corn st amtlosphatetarsactaged duitipgianyd pyatr & cotorssarah er elgomio gghl, pindiexeslicaind

noi st ened._w,t h, wat er .. Thebrmi s,{t Ss i s pushed thrc%u%h a sccg/een vvitth almm
mesh si z&S YricP #'4UREuE 48 ARY"T A8 Gt 81%%5%??53?. Lif pASYEL“PHIBugh the
same scregndelAbihgreibhss, RGN GSIcAMGH/ At @eassdarnuiBtX abdelats pisRNex tabl et
cores with a dianeter of 6 nmare conpressed in a tabl et-mki ng machi ne .

The t abl & PRUYVEDH aseteifud hprlaRigcdaanpEoCOPMBEE STVRMOW@YEFanner with a
cover?iong consisting essentially of sugar and talc. The finished coated
tabl et's are polished with wax. D) Capsul esper capsule flibanserin
hydr ochl dioated Garetsstay bdhprepared 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

reiease or prevent incompatibilities the core may also consist of a number of layers.
15 Similarly the tablst 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,

20  cyclamate, glycerol or sugar and a flavour enhancer, e.g of. 2 flavouring such as
vanilline or orange extract. They may also contain suspension adjuvants or
thickeners such as sodium carboxymethyl celluiose, wetting agents such as, for
example, condensation products of fatty alcohols with ethviene oxide, or
preservatives such as p-hydroxybenzoates.

25
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 salis

of ethyienediamine tetraacetic acid, and transferred into injection vials or ampoules.

30 Capsules coniaining one or more active subsiances 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.



Magnesi um stearate 1 50 ng 268.5 ng 1.5 no 420 ng The substance and
corn starch are m xed and noistened with water. The npi st mass is screened
and dried. The dry granules are screened and mxed with WO

2009/ 034 1dPEH/ER20081062011 9 magnesi um st ear at e. Thecfrigre@beckon xture i s
packed into size 1 hard gel atine capsules. 5 E)Anpoul e solution flibanserin
hydr ochl ori de sodi um chl oride water for inj. 50 ng 50 ng 5nl 10The active
substance is dissolved in water at its own pH or optionally at pH 5.5 to
6.5 and sodiumchloride is added to nake it isotonic. The solution obtained
is filtered ee from pyrogens an he filtrate. i.s transferred under

hsepti o CONEPIS OB o AR0 e SEiiot Banes Rl b PSR VEBA Ry by
fusion. khE)puBbeR0sLEDBE @Bulrhi BRNSEIdIVEtVMER Ao 4R8I indrédatt 1650 MQ
1700 ng 20 The hard fat is nelted.qaﬁnzg% f%%hground active substance is
honogeneously dispersed. It is cooled to 38C and poured into slightly

chi |l ed W@%r&&@éwﬁég{ Biow AR lsfraft HRATALEH: 3 HiSh St %@%ﬂhgﬁ@t of the

i nstsnt inventi on, anserin 1S admnrstered 1n form of specrfic film
coated t algbpts. Exanples of these preferred fornulations are |isted bel ow
The filmcoated tablets |isted bel ow can be manufactured according to
procedures known in the art (see hereto WO 03/097058).

Examples

10 Clinical Trial

In twelve Phase H clinical studies performed in patients diagnosed with Major
Depressive Disorder, more then 1500 male and female subjects aged between 18
and 65 years received one or more doses of flibanserin ranging from 2 mg to 100 mg
15 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- Piaceb Flibanserin inmg Paroxetine | Fluoxetine
ment 0 in mg in mg
20 | 50 100 20 1580 | 100 | 2 20 20
bid | bid bid gd 1 gd | gd | bid
N 718 2251521 | 154 63 b4 65 12 275 145
0
flushing 5 2 0 1 0 0 1 2 2
Hot 4 pi 1 0 0 0 0 1 3 2
flush
20
Table 1:

in Tabie 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

25  suffered form flushing or hot flushes. In stark contrast, in the group receiving 50 to
200 mg/day Flibanserin oniy one out of 802 patients suffered from fiushing.
These data suggest that flibanserin is useful for the treatment of vasomotor

symptoms like hot fiushes in menopausal women.



30G Filmcoated tablet Core Constituents ny/tablet 10 Flibanserin

25. 000 Lactose nonohydrate 71.720 M crocrystalline cellul ose 23.905 HPMC
(Met hocel ES) 1.250 Carboxynethylcellul ose sodi um 2. 500 Magnesi um stearate
0. 625 Coavizeng/o€nmsti tuents ng/ tabl et HPMC ( Met hoceCT/EB)ood 06440

Pol yet hyl ene @ ycol 6000 0.420 7

Exahples of pharmaceuiical formulations

A) Tablets per tabiet

[

fiibanserin hydrochloride 100 mg

laciose 240 mg

comn starch 340 mg

10 polyvinylpyrrolidone 45 mg
magnesium stearate 15 mg

740 mg

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 siearate are screened and mixed

~ together. The mixture is compressed to produce tabiets of suitabie shape and size.
20

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

25 lactose 7 55 mg
microcrystalline celiviose 35 mg
polyvinylpyrrolidone 15 mg
sodium-carboxymethyi starch 23 mg
magnesium stearate 2 mg

30 400 mg

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

microcrystaliine cellulose and polyvinyipyrrolidone are mixed together, the mixture is



Ti tani um di oxi de 0. 600 Talc 0.514 Iron oxide red 0.026 Total Film coated
“tablet 128.000 H) Filmcoated tablet Core Constituents ng/tabl et

Fl i banserin 50. 000 Lactose nonohydrate 143.440 M crocrystalline cellul ose
47. 810 HPRME:2¢mmoguirPhar macoat 606) 2. 500 Car boxynet hyl eelrippiogeszéadi um 5. 000
Magnesi um stearate 1.250 Coating 8

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 mixiure is compressed {0 form tablets of a

suitabie size.
5 .
C) Coated tabjets per coated tablet
flibanserin hydrochioride 5 mg
corn starch 41.5 mg
10 lactose 30 mg
polyvinytpyrrolidone 3 mg
magnesium stearate 0.5 mg

80 mg

15 The active substance, corn starch, lactose and polyvinyipyrrolidone 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 € mm are compressed in & tablet-making machine . The tablet

20 cores thus produced are coatec in known manner with a covering consisting

essentially of sugar and taic. The finished coated tablets are poiished with wax.

D) Capsules per capsule
25
flibanserin hydrochioride 150 mg
Corn starch 268.5 mg
- Magnesium stearate 1.5 mg
420 mg
30

The subsiance and corn starch are mixed and moistened with watar. The

moist mass is screened and dried. The dry granules are screened and mixed with



Constituents ng/ tablet HPMC (e.g. Pharmacoat 606) 2.400 WO

2009/ 034111PCT/ EP2008/ 062011 11 Pol yet hyl ene @ ycol 6000 0.700 Titanium
di oxide 1.000 Talc 0.857 Iron oxide red 0.043 Total Filmcoated tablet
255. 000 wo 2009l0341H | m coated tablet 5 Core Constituemrcs/Ergisadbat

Fl i banserin 100. 000 9

magnesium stearate. The finished mixture is packed into size 1 hard gelatine

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

10 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 fiitrate is transferred under aseptic conditions into

ampoules which are then sterilised and sealed by fusion.

15  F) Suppositories

flibanserin hydrochioride 50 mg
solid fat 1650 m
' 1700 mg

20
The nard fat is melted. At 40°C the ground active substance is homogeneously

dispersed. It is cooled to 38°C and poured into slightly chilled suppaository moulds.

25 In a particular preferred embodiment of the instsnt invention, flibanserin is
adminisiered in form of specific film coated tablsts. 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).

30 Q) Film coated tablet

Core

Constituents mg/tablet




Lact ose nmonohydrate 171.080 M crocrystalline cellul ose 57.020 HPMC (e. g.

Met hocel E5) 3.400 Carboxynet hyl cel |l ul ose sodi um 6. 800 Magnesi um stearate
1.700 Coating IConstituents ng/ tablet HPMC (e.g. Methocel E5) 3.360

Pol yet hylwaew@oyoel 6000 0. 980 Titani um di oxi de 1. 400PTalEezobs/@0i1l r on oxi de

red 0.060 Total Filmcoated tabl eti9347. 000
Flibanserin 25.000
Lactose monohydréte 71.720
Microcrystalline celiuiose 23.905
HPMC (Methocel E5) 1.250
Carboxymethylceliviose sodium 2.500
Magnesium stearate 0.625
Coating
Constituents mg/ tablet
HPMC (Methocel ES) 1.440
Polyethyiene Glycol 6000 0.420
Titanium dioxide 0.800
Talc 0.514
iron oxide red 0.026
Total Film coated tablet 128.000
5 _
H) Film coated iabiet
Core
Constifuents mg/tablet
Flibanserin 50.000
Lactose monohydrate 143.440
Microcrystalline celiulose 47.810
HPMC (e.g. Pharmacoat 606) 2.500
Carboxymethyicellulose sodium 5.000
Magnesium stearate 1.250
Coating
Constituents mg/ tablet
HPMC (e.g. Pharmacoat 606) 2.400




10J) Filmcoated tablet Core Constituentsng/tablet WO .
2009/ 034111PCT/ EP2008/ 062011 12 Fli banserin 2.000 Di baS| ¢ Cal ci unphosphat e,
anhydrous 61.010 Mcrocrystalline cellulose 61.010 HPMC ( Met hocel E5) 1.950

Car boxynmewbyhideBdial ose sodi um 2. 600 Col | oi dal sil i con rdir@EerRaeneoB50

Magnesi um stearate 0.780 Coating Corstituents ng/ tabl et HPMC ( Met hocel
E5) 1.440 Pol yethyl ene dycol 6000
Polyethylene Glycol 6000 0.700
Titanium dioxide 1.000
Talc 0.857
iron oxide red 0.043
Total Film coated tablet 255.000
I} Fiim coated tablet
5 Core
Constituents mg/tablet
Flibanserin 100.000
l.actose monohydrate 171.080
Microcrystaliine celiulose 57.G20
HPMC (e.g. Methocel E5) 3.400
Carboxymethyicellulose sodium 116.800
Magnesium stearate 1.700
Coating
Constituents mg/ tabiet
HPMC (e.g. Methocel ES) 3.360
Polyethylene Giycol 6000 0.980
Titanium dioxide 1.400
Talc 1.200
tron oxide red 0.060
Totai Fiim coated tablet 347.000

170 ) Film coated tablet

Core

Constituents

mg/tablet




0.420 Titani um di oxide 0.600 Talc 0.514 Iron oxide red 0.026
coated tablet 133.000 5K) Film coated tablet Core

Fl i banserin 100. 000 Di basi c Cal ci unphosphat e,
M cr ocr yswalzbiorses1¢el | ul ose 69. 750 HPMC (e. g. Met hocel PEBEPROFHQO1LL
Car boxynet hyl cel | ul ose sodi um 5. 000 *&ol | oi dal

Coating

Total Film
Constituents ng/tabl et
anhydr ous 69. 750

silicon dioxide

5  K) Film coated tabiet

Core

Coating

Flibanserin 2.000
Dibasic Calciumphosphate, anhydrous 61.010
Microcrystalline cellulose 61.010
HPMC (Methocel ES) 1.950
Carboxymethylcellulose sodium 2.600
Colicidal silicon dioxide 0.650
Magnesium siearate 0.780
Constituents mg/ tablet
HPMGC (Methocel E5) 1.440
Polyethyiene Glycol 6000 0.420
Titanium dioxide 0.600
Taic 0.514
iron oxide red 0.026
Total Fiim coated tablet 133.000
Constituents mg/tablet
Flibanserin 100.000
Dibasic Caiciumphosphate, anhydrous 69.750
Microcrystalline cellulose 69.750
HPMC (e.g. Methocel £5) 2.750
Carboxymethyicellulose sodium 5.000
Colloidal silicon dioxide 1.250
Magnesium stearate 1.500




1. 250 Magnesium stearate 1.500 Coating WD 2009/034111PCT/ EP2008/ 062011
13 Constituents ng/ tabl et HPMC (e.g. Methocel E5) 2.400 Pol yet hyl ene
G ycol 6000 0.700 Titanium di oxide 1.043 Talc 0.857 Total Film coated

tabl et 2580000/034i1) Fil mcoated tablet 5 Core Consti PGEBEPHISY6ED] et
13

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 255.000
L) Fiim coated tablet
5 Core
Constituents mgftablet
Flibanserin 20.000
Lactose monchydrate 136.000
Microcrystalline celiulose 43.100
Hydroxypropyl Cellulose {e.g. Klucel LF) 1.800
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
Titaniurn dioxide 1.043
Talc 0.857
Total Film coated tabiet 205.000




Fl i banserin 20.000 Lactose nonohydrate,230.000 Mcrocrystalline cellul ose
43. 100 Hydroxypropyi Cellulose (e.g. Klucel LF) 1.900 Sodium Starch
G ycol ate 4. 000 Magnesium stearate 1.000 Coating Constituents ng/ tabl et
HPMC (e.g. Methocel ES5) 2.400 Pol yetdntkaiaings ycol 6000 0.700 Titani um
di oxide 1.043 Talc 0.857 Total Filmcoated tablet

1) Use 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 in the manufacture of a medicament

for the treatment of vasomotor symptoms.

2) A use according to claim 1, characterized in that the vasomotor symptoms are

vasomotor symptoms associated with the menopause.

3) A use according to claim 1, characterized in that the vasomotor symptoms are

vasomotor symptoms associated with surgically induced menopause.

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

vasomofor symptoms associated with iatrogenic induced menopause.

5) A use 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.

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

chemotherapeutic agents.



205. 000 14 Patents Clains 1) Use of a therapeutically effective anount
of flibanserin, optionally in formof the free base, the pharnacol ogically
acceptabl e acid addition salts and/or optionally in formof the hydrates
and/ or solvates thereof in the manufacture of a nedi canent for the
treatment of vasonotor synptonms. 2) A use according to claiml,

characterized in that the vasomtor, s t ons . t ons
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associ at surgically 1 nduced nenopause. 4) A use according to claim
1, characterized in that the vasonptor synptons are vasonotor synptons
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agents. 6) A use according to claiml1, characterized in that the vasonotor
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i atrogeni ¢ hypogonadal state in nmen. 8) A use according to claim?7,

char act ean@ Bixtpiest thgteafhe vasonotor synptons are vasonot or synpt ons
associated with the use of nedication, radiation or chenotherapeutic
agents. 15 9) A use according to claim?7 or 8, characterized in that the
vasonot of 15y nptugemcabeiingto Bhpshewfite cleims 1110)9, Ahasacterdzask Bithdt t o any one
of the clains 1 to 9, éharacte{]j.éed i n that flri} anserin is applied in form
of a phafihapesnn EAnRlied 4t EILBl LDARSH LYY IO 8l t sel ected fromthe salts
formed by the acids selected from succinic acid, hydrobrom c acid, acetic
acid, fumaric acid, maleic acid, nethanesul phonic acid, |actic acid,
phosphor 12) acAdisetactooding do eoy avedf tkeicisius ilctodbidharagierizad BBt d, citric

id, i xt th f. 1 ' [ 1
fo o, cnibaBral BouRe nde PP FRdIong: PRt O SR g Mo el B E T
pol ymorph A 12) A use according to any one of the clainms 1 to 9,

characterized in that flibanserin is suitable to be applied in a dosis
range between 0.1 to 400 ng per day.



