WD 2008/ 046559 PCT/ EP2007/ 008866 Use of estradiol valerate or 17l -estradi ol
in conbination with dienogest for oral therapy for rmaintaining and/or
increasing the female libido 5 Field of the invention The invention rel ates
to the use of estradiol valerate or 17(3-estradiol (estradiol) in

combi nati on WQ RO0& 04T anonet hyl - 17- J3- hydr oxy e ST EL 260 /&9 886
(dienogest) in a nmultiphase or single-phase conbination product for oral
therapy for maintaining and/or increasing female |ibido, where appropriate
also united with oral contraception. 15 The total nunber of daily dose
units of the nultiphase conbination and of one of the pharnmaceutically
accept abl e pl¥g&boodr ofstmadicdgl evpharateonhPhat i bif-egeradiele in

appropriate, ddighidiimeeulital | aRarsiabl efdf plakabo- enatapyi NEdy the

pl acebo- and hornone-free daily, dose units correspond. (0, 28 daily dose

ini ts.  PrioMaCaAning A oD tRFTeeSing (e HEMAke chthtd9ni ch | s

i nfl uenced by nunerous hornonal and psychosocial factors. It has |ong been
known that the onset of the nenopause nmay be acconpani ed by a decrease in
sexual desire in wonmen. Reasons being discussed in this 30 context are the
decreasi ng | eidldfoferdegeimrent izt r adi ol and the reduced androgen | evel.
Less known is the fact that intake of conventional conbined oral
contraceptives and progestin-only pills (POPs) nay lead to an acquired |oss
of / decr ease iThd i hident Dbsordérsesl t35 tthe suke ndfaes tswldsuwied alrdsrte he term

(EPULLE CCqestof shedslieReci e anun de Aol B HERRD e
PCT/ EP200%/ ocags®methyl-17-B-hydroxyestra-4,9-dien-3one (dienogest)
in a multiphase or single-phase combination product for
oral therapy for maintaining and/or increasing female
libido, where appropriate also united with oral
contraception.
15
The total number of daily dose units of the multiphase
combination and of one of the pharmaceutically
acceptable placebe or of the single-phase combination
and, where appropriate, the pharmaceutically acceptable
20 placebo-containing or the placebo- and hormone-free
daily dose units correspond to 28 daily dose units.

Prior art

25 Female 1libido 1is a very complex event which is
influenced by numercus hormonal and psychosocial
factors. It has long been known that the onset of the
menopause may be accompanied by a decrease in sexual
desire in women. Reasons being discussed in this

30 context are the decreasing level of endogenous
estradiol and the reduced androgen level. Less known is
the fact that intake of conventional combined oral
contraceptives and progestin-only pills (POPs) may lead
to an acquired loss of/decrease in libido. Disorders of

35 this kind are subsumed under the term “acquired O0OC-
associated hypoactive sexual desire disorder (HSDD)~”.
(Blitzer: Kontrazeption und Sexualit&t, Therapeutische



2 Umrschau, Vol. 51, 1994, edition 2, 110-114). The cause of this is not
clear, various theses are being discussed. It has to date not been possible
to prevent this observed phenonenon sufficiently. (Sex steroids 5 and

| i bi do, The European Journal of Contraception and reproductive Health care

(1997 - 253-258 i SCl re of the invention 10 The_inventi [ sed on

t he obj ect owgf%nggkaiéggéans for maintaining and/B?T?ﬁegbggyﬂagﬁg | e

| i bido. The object is achieved according to the invention through the use
of estradiol valerate or estradiol in 15 conbination with
17a-cyanonethy|-|7-3-hydroxyestra-4,9'dﬁ%ﬁiSone (di enogest) for producing a
mul ti phase conbj nati on _product_ or singl e-phase conbination_ _product for

or al theraprPﬁFhﬁHPnNQ¥ﬂrﬁ}enﬁ?é?'iﬁgﬁéégpn&'f%%ﬁﬂ¥;43bia € SGUSE has
been found, s#rpridisnglis thet otadbar¢ontadeis orntioessls S &eacometiagt |y with
t he mai nt enance _ of nd/%; t he {nc&e se_in temale |ibido. ES Advant%geously,
estradiol vaPerSPESEH: edir dtftDI L7 saERpPEye PG REMST HALF ohPwWPERYER

17a- cyanonet hitli s17eBsehydd oxylestomerdon - divdrf-izarent(ldr endgest ) steaopkdissi ng a

first phase 2 i:ly do uny f..3 st.r-adi of an
equi val eﬁ? dgég o]Tq%és Or’ad'?g?a ﬁues?%:%l t‘ﬂ(g“rll&gaﬁg%,rf géogﬁe%%gn%é%%gésrg %ﬁ’dz groups
of daily doseepunitstivkeHealld tierst (dPEUp-cePri2ods .5 daily dose wunits of
a conbination of 2 ng of estradiol valerate or of an equival ent dose of
estradiol (less than 2 ) .and 2 n%_of di enogest, and the second group
conpri ses 35Pigclgenyededethsi 48ventdoBonbi nation of 2 ng of estradiol

val erate or of an equival ent dose of estradiol (less than 2 ng) and 3 ng of

di enogest, a WO 2008/ 046559 PCT/ EP2007/ Q08866 . ,
10 The invention is based on the object of finding a means

for maintaining and/or increasing female libido.

The object is achieved according to the invention
through the use o0f estradiol valerate or estradiol in
15 combination with 17a-cyanomethyl-17-B-hydroxyestra-4,9-
dien-3one {dienogest) for producing a multiphase
combination product or single-phase combination prodﬁct
for oral therapy for maintaining and/or increasing
female libido.
20
It has been found, surprisingly, that oral
contraception occurs concomitantly with the maintenance

of and/or the increase in female libido.

25 Advantageously, estradiol valerate or estradiol is
employed in combination with 17a-cyanomethyl-17-f-
hydroxyestra-4,9-dien-3one (dienogest), comprising a
first phase of 2 daily dose units of 3 mg of estradiol
valerate or of an equivalent dose of estradiol (less

30 than 3 mg), a second phase of 2 groups of daily dose
units, where the first group comprises 5 daily dose
units of a combination of 2 mg of estradiol valerate or
of an equivalent dose of estradiol (less than 2 mg)
and 2 mg of dienogest, and the second group comprises

35 17 daily dose units of a combination of 2 mg of
estradiol wvalerate or of an equivalent dose of
estradiol (less than 2 mg) and 3 mg of dienogest, a



3 third phase of 2 daily dose units with 1 ng of estradiol valerate or an
equi val ent dose of estradiol (less than 1 ng) and a further phase of 2
daily dose wunits of pharnaceutically acceptable placebo for 5 producing a
nul ti phase conbi nation product having a total number of 28, for oral
therapy for M ROASHAPS5hd/ or increasing femal e | PSTIEPIMSS 088§ 6opr i at e
united with oral contraception. 10 Advantageously, also estradiol valerate
or estradiol is enployed in conbination with 17a-cyanonethyl-17-R-

hydr oxyestra-4, 9-dien-3one (dienogest),3coenprising a first phase of 2
daily dose unlts of 3 ng of estradiol valerate or of an equival ent dose of
estradi ol (|d88 b t@eEs ngl, &4 sdeohd phAase ofntgrompslof ldaid y afose

units, where dhefdit ghPHPaEQNRI S£$ éqqébhxeﬁeseaoé@' b UsdLAM nation
of 2 ng of estradiol valerate or _of an ui val ent dose of estradiol (Iless

than 2 ng) &ni®S® nghdr di abgednd é‘ndﬂt YecBRasqr SUp ¢oRpLil¥eslEZ® 17
daily dose Umﬂﬁtéﬁ @fcoﬁmdﬁﬁaééh@icéiﬁﬁ ofac @Mﬂéﬂ ﬁ@é@é@be Gorof an
equi val en dose ) estradloh g ss than ng% qa gFe est, a
third phase Ud—‘eiﬁf’r%/ Fos BUGhIPESREL hCYMRY™ 1°BstP’é?j BFt FHE & an
equi val ent da&e:adf rahbedi @f 238(| el tbaall ulprand dofumidiert gihasey of 2
daily dose ni of pharnmaceutically, acc abl e placebo for radyci ng a
mul ti phase cc?rﬂﬁ/rs?éh olrfl%lf%%]cli‘g hag/?lﬁél% ?ﬁ%ﬁ CnunfeFtst S8P rf‘jlo Lf:

t herapy for naiitesd winth aredl cronmaeasiimgn f emal e 11 bi do, where approprlate
30 united with oral contraception. Al so, advantageously, estradiol valerate

or estradiol is enployed in conbination with 17a-cyanonethyl-17-R-
hydr oxyes$fr a-Mivardiase@uney ( dibhogestyadtohprasengte 9% fasteadiigdsasof 2

daily dose ( Ut e MEnOf SR Aon VAL EER! © 1970 Ry AbmRaitiyRl el dose. of
hydroxyestra-4,9-dien-3one (dienogest), comprising a

first phase of 2 daily dose units of 3 mg of estradiol
valerate or of an equivalent dose of estradiol (less
15 than 3 mg), a second phase of 2 groups of daily dose
units, where the first group comprises 5 daily dose
units of a combination of 2 mg of estradiol valerate or
of an equivalent dose of estradicl (less than 2 mg)
and 3 mg of dienogest, and the second group comprises
20 17 daily dose units of a combination of 2 mg of
estradiol wvalerate or of an equivalent dose of
estradiol (less than 2 mg) and 4 mg of dienogest, a
third phase of 2 daily dose units with 1 mg of
estradicl valerate or an equivalent dose of estradiol
25 {less than 1 mg) and a further phase of 2 daily dose
units of pharmaceutically acceptable placebo for
producing a multiphase combination product having a
total number of 28, for oral therapy for maintaining
and/or 1increasing female 1libido, where appropriate

30 united with oral contraception.

Also, advantageously, estradiol wvalerate or estradiol
is employed in combination with 1l1l7a-cyanomethyl-17-f-
hydroxyestra-4,9-dien-3one (diencgest), comprising a
35 first phase of 2 daily dose units of 3 mg of estradiol
valerate or of an equivalent dose of estradiol (less
than 3 mg), a second phase 0of 2 groups of daily dose



than 3 ng), a second phase of 2 groups of daily dose WD 2008/ 046559

PCT/ EP2007/ 008866 4 units, where the first group conprises 5 daily dose
units of a conmbination of 2 ng of estradiol valerate or of an equival ent
dose of estradi oI (less than 2 ng) and 1 ng of dienogest, and the second
group conprises 17 daily dose units of a conbination of 2 ng of estradiol
val erate or @ aﬁoédgﬂﬁéﬁgnt dose of estradiol (|eBEST{BBACD7/EP8EAE 2 ny of
di enogest, a third phase of 2 daily dose units with 1 ng of estradiol

val erate or an equival ent dose of estradiol 10 (less than 1 ng) and a
further phase of 2 daily dose wunits of harmaceutically acceptabl e placebo
for producing a nultiphase conbi nati on product having a total nunber of
28, for oraluchesapyhere ndihet afdrag enovpr domuwiastng S ¢ledlly | doséo, where

appropriate P&?t&”bﬁfeg WO%l?l%%lloﬁoer @C%R} 'c?f“ e n%@i@ﬂe{?é!%hté' B

estradi ol erate or estradiol is e in co nation wt
17u- cyanorret af| -1y - GAUAYAASRFesEPRS 4, d?éﬁrgéﬁi@l(d(%%%esttf)an cénfgilsi ng a

20 first phaﬁﬁdOfl agdadf yadessgdBkt s fd 3ciE abcesitr aghdlp &ah@&%@sor of an
equi val ent dose % §strad| ol ess than 3 rrg%}hba second e of 2 gr oups
of daily YHost’ ufftsY wHeFe tHBLEFrsPLgrdupC Rakeeny g |I§ B8se®funits of

a conbi nati ogsefadiol ofvaasiv=add olor/al efat earpr é&u@fvaaﬁnﬂ:qwd(@é@nt ogiose of
Conpr i sos 165 BEPRYSHasEitaT [ ERBR of cBhbi A off BF Py B B
conpri ses 0s a C | 0 |

val erate or vhiad ephazeal ewoif d@se dafi 1yestdceah olur(itesss vheh 21myy aed 2 ng of

di enogest, a-30:LAILY RIAREo 8oty dase ils WiLh Tfegt afsbiadiol

val erate or an equival e 0ose o . a further
phase ofl(® déleysdct:h@n uhi ng) far}zmaa masetberalnohase cept abl@aplrucdbsef or

units of pharmaceutically acceptable placebo for

producing a multiphase combination product having a

total number of 28, for oral therapy for maintaining

and/or increasing female 1libido, where appropriate
15 united with oral contraception.

Advantageously, also, estradicol valerate or estradiol
is employed in combination with 17a-cyanomethyl-17-p-
hydroxyestra-4,9-dien-3one (dienogest), comprising a
20 first phase of 3 daily dose units of 3 mg of estradiol
valerate or of an equivalent dose of estradiol (less
than 3 mg), a second phase of 2 groups of daily dose
units, where the first group comprises 4 daily dose
units of a combination of 2 mg of estradiol valerate or
25 of an equivalent dose of estradiol (less than 2 mg)
and 1 mg of dienogest, and the second group comprises
16 daily dose units of a combination of 2 mg of
estradiocl wvalerate or of an equivalent dose of
estradiol (less than 2 mg) and 2 mg of dienogest, a
30 third phase of 2 daily dose units with 1 mg of
estradiol wvalerate or an equivalent dose of estradiol
{less than 1 mg) and a further phase of 3 daily dose
units of pharmaceutically acceptable placebo for
producing a multiphase combination product having a
35 total number of 28, for oral therapy for maintaining
and/or increasing female 1libido, where appropriate
united with oral contraception.



produci ng a mul ti phase conbi nati on product having a 35 total nunber of 28,
for oral therapy for maintaining and/or increasing female |ibido, where
appropriate wunited with oral contraception. WO 2008/ 046559

PCT/ EP2007/ 008866 5 Al so, advantageously, |ess than or equal to 3 ng of
estradi ol val¥® 2®%r04&313%di ol are enployed in coMSiTHARBH WA48868ss t han
or equal to 2.00 ng of 17a- cyanonethyl-|7-(3-hydroxyestra-4, 9-di en-3one
(di enogest) 5 in a single-phase product for oral therapy for nmaintaining
and/ or increasing female |ibido, where- appropriate united with oral
contraception. The single- phase conbination conprises 21, 22, 23, 24, 25,
26, 27 dail Plisse aAVEBLRIEPUSNst aheSANTURN oPTdi @MeRksttcand 19 & r adi of

valerate or danegesdl angatethadi Olor ands?trad®old, dye 3. edpldyed in
pharmaceutical |l y acceptabl e ﬁlgcebo- cont ai ni ng or glgcggo- and. hqr none-free
Bt Edoge

dai |y dose (FfiffLD&GQYE i PSP RbRBerrTofeH R}y nM¥s °Icori%spondi ng
to (218. 15 It d\_,Saridn@ybid ;j;sprladv@erﬁl VYOS é@rz&Mﬂ%%@i@xﬁ—th‘iﬁeSiﬂﬂﬂ@;ogf&mﬂl eh
product ip an _extended cycle.conprising - a first e a_si ngl e- phase

P ooarati Bn oS80 S R ohEatuana T6530 e of SaeRrbyl S S
estradi ol of madntlimaidy aedtonni iacweshing= Zetmalk anidbaidd) costrant
armount of di eng d tradi ol : can a f.ol | ow . = to 5 of
7 pill-free %hﬁ#%?ﬁégksLﬁﬁ%é?gzglFP §F§$e Og&%?F%%F&PFy g%%%ﬁ%ﬁ&@%ﬂé to use
the single- piwsee prodoctavioh 2ompridasl pldosk® unils 2#, dRénogést .27

eotradt ol yAlRAe @sgohhadiol,and doddta P! 4R6HR: BF IR AR O

consistslof 1 to"7 place o-contalnlng. ‘

0 estradicl wvalerate or dienogest and estradiol, and 7,
6, 5, 4, 3, 2, 1 pharmaceutically acceptable placebo-
containing or placebo- and hormone-free daily dose
units, to give a total number of daily dose units

corresponding to 28,

15
It is likewise advantageous to administer the single-
phase product in an extended cycle comprising
- a first phase of a single-phase preparation of
1.0-2.0 mg of dienogest and 10-30 pg of ethinyl
20 estradiol of n x 21 daily dose units with n = 2 to
5 and with constant amount of diencgest and
estradiol
- a second phase following n = 2 to 5 of 7 pill-free
daily dose units.
25

It proves particularly advantageous to use the single-
phase product with 21-27 daily dose units of dienogest,
estradiol valerate or estradiol and 1 to 7 placebo- or
hormone-free or consists of 1 to 7 placebo-containing

30 daily dose units, so as to give a total number of daily
dose units corresponding to 28, and thereafter in the
above extended cycle.



30 daily dose units, so as to give a total nunber of daily dose units

corresponding to 28, and thereafter in the above extended cycle. WO

2008/ 046559 PCT/ EP2007/ 008866 6 |Investigations of the efficacy of the
claimed fornulation Cinical trials with an orally adm nistered nul ti phase
5 conbi nation of estradiol valerate and dienogest, in which the first phase
consi sts of WOdaPP§/@é6858nits of 3 ng of estradi oPCHAERZAPE/0PR86SecoNnd
phase of 2 groups of daily dose units. The first group of this second
phase consists of 5 daily dose units of a 10 conbination of 2 ng of

estradiol valerate and 2 ng of dienogeft -and the second group of 17 daily
dose units of a conbination of 2 ng of estradiol valerate and 3 ng of

di enogest. THaveatidaphens coppri sthe 2 efificamse ofnit $hei t helajpeds

estradi ol Vakﬁfﬁﬁfaeﬂgna further 15 phase consists of 2 daily dose units of
pharmaceutically acceptabl e pl acebo. The total of days of an admi nistration
cycle of the nmultiphase conbination and of the pharnaceutically acceptable

pl acebo correspapdsit @ r381dans: t120ah N oahaRdbmiat s Wordd emfh tRghgLini cal
trial, 800 wonen, aged between 18 and 50 years (400 jn the 18 to 35 years

age group angPBeEEhiPRe 36 (5 HP s VRIS TR SUp Prend A1RBPERS tai veR wri tten
i nformed congehtht 6hehe€h Fs25 phakle Gopaliis®y IdF theldilwl dvweseuhieated With 2

olf ferent, treatgpnis LLESbiEnh (Rhigarresporded fo.dfe samlostion, oo
30 The studygroupsi sefd dapie- tdest mant teyclBhe 7 fireat ngndupcyct eshasd one
after-treatngg&oﬁaclﬁhééglIég%ggg&%ﬁﬁ%%. 5 daily dose units of a
10 combination of 2 mg of estradicl valerate and 2 mg of
dienogest and the second group of 17 daily dose units
of a combination of 2 mg of estradiol valerate and 3 mg
of dienogest. The third phase comprises 2 daily dose
units with 1 mg of estradiol valerate and a further
15 phase consists of 2 daily dose units of
pharmaceutically acceptable placebo. The total of days
of an administration cycle of the multiphase
combination and of the pharmaceutically acceptable
placebo corresponds to 28 days.
20
In a randomized, double-blind clinical trial, 800 women
aged between 18 and 50 years (400 in the 18 to 35 years
age group and 400 in the 36 to 50 years age group) and
having given written informed consent to their
25 participation in the trial were treated with 2
different treatments.
Treatment (A) corresponded to the combination
mentioned. The second treatment (B) corresponded to
Miranova (standard OC).
30 The study comprised a pre-treatment cycle, 7 treatment
cycles and one after-treatment cycle (follow-up phase).



WD 2008/ 046559 PCT/ EP2007/008866 7 Clains 1. Use of estradiol valerate or
17(3-estradiol in conbination with 17a-cyanonet hyl -17-0-hydroxyestra-4,9 5
di en- 3one (di enogest), for producing a nmultiphase conbination product or a
si ngl e- phase conbi nation product for oral therapy for maintaining and/or

i ncreasi ng f é&nl2d A8 M4bB5%here appropriate united WOIHERCA7 /OO8B6&cept i on
10 2. Use of estradiol valerate or estradiol in conbination with

17a- cyanonet hyl -1 7- ( 3- hydr oxyestra-4, 9- di en-3one (dienogest) as clainmed in
claiml1, conprising a first phase of 2 @atly dose units of 3 ng of 15
estradiol valerate or of less than 3 ng of estradiol, a second phase of 2
groups of daily dose units, where th&laimsa group conprises 5 daily dose
units of a conbination of 2 ng of estradiol valerate or less than 2 ng of

estradiol and 2 ng of dienogest 20 and the second group conprises 17 daily
dose units ofl-a d&sdi mdfti gsRrdiaqly oRlesatali oir vdl/dRstmdiadss ithan 2

my of est radi i3 4 @l H aNegeSianchddbyid PIARG Rl oylaid dose units

with 1 ng_of _estradiol valerate or 'l ess than ny, of estradiol and a 25

further phasdigm-2ong |y (@bSROUAFES: of foFar RIRINGEM | y2 acd®Bftidfas Sl acebo
in a mltiphasgcerdtitgt | oproagect oraving gihglalphagebercofoiztitdain y dose
units for oral therapy_for naintaiﬂing and#g&_increa5|ng.fenale bi do,
where 30 apéﬁ%ﬂ\%ﬁe BAFt et h BREFERBNt fept PFHREIITERE ofPTEYFadi ol
val erate or dsigrgdisting nfemaldi hibi @, Wwhbre appropriate united with
17a- cyanonet h I-I7-gégggdrq$yestra-4,9- di en-3one (dienogest) as clainmed in
claiml1, co ﬁ%ﬁlﬁf 98 %ﬁnphase of 2 daily dose units of 3 ng of

10

2. Use of estradiol wvalerate or estradiol in
combination with l7a-cyanomethyl-17-B-hydroxyestra-4,9-
dien-3one (dienogest) as claimed in claim 1, comprising
a first phase of 2 daily dose units of 3 mg of
15 estradiol valerate or of less than 3 mg of estradiol,
a2 second phase of 2 groups of daily dose units, where
the first group comprises 5 daily dose units of a
combination of 2 mg of estradicl wvalerate or less than
2 mg of estradiol and 2 mg of dienogest
20 and the second group comprises 17 daily dose units of a
combination of 2 mg of estradiol valerate or less than
2 mg of estradiol and 3 mg of dienogest,
a third phase of 2 daily dose units with 1 mg of
estradiol valerate or less than 1 mg of estradiol and a
25 further phase of 2 daily dose units of pharmaceutically
acceptable placebo
in a multiphase combination product having a total
number of 28 daily dose units for oral therapy for
maintaining and/or increasing female 1libido, where

30 appropriate united with oral contraceptiomn.

3. Use of estradiol valerate or estradiol in

combination with l17a-cyanomethyl-17-B-hydroxyestra-4,9-

dien-3one (dienogest) as claimed in claim 1, comprising
35 a first phase of 2 daily dose units of 3 mg of

estradiol valerate or of less than 3 mg of estradiol,

a second phase of 2 groups of daily dose units, where



estradiol valerate or of less than 3 ng of estradiol, a second phase of 2
groups of daily dose units, where WO 2008/ 046559 PCT/ EP2007/ 008866 8 the
first group conprises 5 daily dose units of a conbination of 2 ng of
estradiol valerate or less than 2 ng of estradiol and 3 ng of dienogest and
the second group conprises 17 daily dose units of a 5 conbination of 2 ng
of estradi ol Woak8PBr846F5Pess than 2 ny of estradi BET4EE240Ag08B88€Mkenogest ,
a third phase of 2 daily dose units with 1 ng of estradiol valerate or |ess
than 1 ng of estradiol and a further phase of 2 daily dose units of
pharmaceutically 10 acceptable placebo 8 na nultiphase conbinati on product
having a total nunber of 28 daily dose units for oral therapy for

mai nt ai ni ng ghd/ ofiratr easbowmy feredreiddedi do,dathler e degepr apriitat e afni aed with

oral CO””aC%BﬁLh%ila}t}én o tﬁ@q c%t gghggﬁﬁ"?}%‘%}' e&frfgégothﬁn

conbi nat i on a-cyanome roxXyestra-
(di enogest) asmgl afnedtradépai ang, 3c@§ppisﬁn§n0§esﬁrst phase of 2 daily dose

units of 3 ngnaf +2@ %%%ﬁ@' %Ir %rcﬁrtp%lgreé)fﬂ Q?a?lfﬁa&%§enﬂn9t:se5tfr gdiol, a

second phase of 2 groups of “dai dose units, where first group
conprises 5 Gambynﬁééﬁnuﬁﬁtg(ﬂgePfCGﬁﬁFﬁQFPQnV@ﬂQEQﬁ?cﬂre§?ﬁﬁdﬁbﬁnvalerate

or |ess thanz ﬁgngfogsgghaggqohngnq ngfoﬁl@h@@@ggst 25 and t he second
group conprises ?

ail dose ni.ts .o onbi natjon o of estradlol
val erate or Pes"shjt%‘g fuegtrgﬂﬂﬂf Ae MPuts dl“&ébggt ng Ofird
phase of 2 daigtyadose uaIIESaWet Brl Iy softhaastlr asy ob £ vas erafeodr ahésa than 1

Ty of oSty adER ADY 8pa30 Tarthel ANASE A Zaflal s IgREMIEER Shat1y

acceptable placebo
in a multiphase combination product having a total
number of 28 daily dose units for oral therapy for
maintaining and/or increasing female libido, where
appropriate united with oral contraception.

15
4. Use of  estradiol <valerate or estradiol in
combination with 17a-cyanomethyl-17-B-hydroxyestra-4,9-
dien-3one (dienogest) as c¢laimed in claim 1, comprising
a first phase of 2 daily dose units of 3 mg of

20 estradiol wvalerate or of less than 3 mg of estradiol,
a second phase of 2 groups of daily dose units, where
the first groupr comprises 5 daily dose units of a
combination of 2 mg of estradiol valerate or less than
2 mg of estradicl and 1 mg of dienocgest

25 and the second group comprises 17 daily dose units of a
combination of 2 mg of estradiol valerate or less than
2 mg of estradiol and 2 mg of dienogest,
a third phase of 2 daily dose units with 1 mg of
estradiol valerate or less than 1 mg of estradiol and a

30 further phase of 2 daily dose units of pharmaceutically
acceptable placebo
in a multiphase combination product having a total
number of 28 daily dose units for oral therapy for
maintaining and/or increasing female 1libido, where

35 appropriate united with oral contraception.

5. Use of estradiol valerate or estradiol in



in a nultiphase conbination product having a total nunber of 28 daily dose
units for oral therapy for maintaining and/or increasing female |ibido,
where 35 appropriate united with oral contraception. 5. Use of estradiol
val erate or estradiol in W 2008/ 046559 PCT/ EP2007/008866 9 conbi nation
wi th 17a- cyaWon@Ompl/04p559- hydr oxyest ra- 4, 9- di en- 38AE/EBREAGGEIEP6aS
claimed in claiml, conprising a first phase of 3 daily dose units of 3 ng
of estradiol valerate or of less than 3 ng of estradiol, 5 a second phase
of 2 groups of daily dose units, where- 3he first group conprises 4 daily
dose units of a conbination of 2 ng of estradiol valerate or less than 2
nmy of estradicombanatiomy withli édageyanandthiyé -38cfntiyvdrowmyesaompridsés 16

dai ly dose uRit.s _ jnation gf, - .Qf t:r adi ol r or |ess
than 2 ny o?lltgzlt'?fgéll%ol(Egr?gl%ggr?g%ofa%dicgﬁ&élee[s&ty,l%a Cﬁﬁﬁ?’rnquhacso\e{%oxﬁ%tx%ai |y dose
units with l1angféerstesphagieol ofal ér ateldy | €oset hanitsngodf &smgadiedl and a

further phases@iadidal hi1dAse bt $10f RhRARTRGLY! intpldy esh-AEcaPt abl e

pl acebo in a multiphase conbi nation product having a total  nunmber of 28
dai |y dose ufi t5eG@K opBgsenefapy ForursaPht Sedilag 40RF oRi hEr e WEFKE femal e

l'i bi do, wher gheapphi@BEi ageolpi t €6mpti8e8r ad §ANTIY ackPdd OMnidd 6.0fUsg of
estradi ol valerate or. estradiol in_ conbination th
17a- cyanonet 1?‘%%(9€x%/e‘§$r8-f4?@-tr&ldéﬁ-li?)d’r?\éﬂeﬁﬂté%o%‘ésil)??scé'ﬁﬁfli si ng
| ess than or 2egydabft @st3IC i lofarestlr adj @f \EleetRiersor estradiol in
conbi nati on 25 mh:h Ie%§1%£an or equal to Z.Pg_ .ff %Ya-cxan netEyI-_ _
17- (3- hydr ox {85t F%1 581 -%ﬁﬁﬁ?(éh%ﬁﬁiﬁﬁﬁ), |§gh Ys ﬂﬁ?e-BHEEeO oftbi nati on
product havi egmdbinatdlonnunbe? f 28 daithypddode walidrate or less than
2 mg of estradiol and 2 mg of dienogest,
a third phase of 2 daily dose units with 1 mg of
estradiol valerate or less than 1 mg of estradiol and a
further phase of 3 daily dose units of pharmaceutically
15 acceptable placebo
in a multiphase combination product having a total
number of 28 daily dose units for oral therapy for
maintaining and/or increasing female 1libido, where
appropriate united with oral contraception.
20
6. Use of  estradiol wvalerate or estradiol in
combination with 17a-cyanomethyl-17-B-hydroxyestra-4,9-
dien-3one (dienogest), comprising less than or egqual to
30 pg of estradiol valerate or estradiol in combination
25 with less than or equal to 2.00 mg of l7a-cyanomethyl-
17-R-hydroxyestra-4,9-dien-3one {dienogest), in a
single-phase combination product
having a total number of 28 daily dose units
or a total number of 21 daily dose wunits and 7
30 pharmaceutically acceptable placebo-containing or
placebo- and hormone-free daily dose units,
or a total number of 22 daily dose units and 6
pharmaceutically acceptable placebo-containing or
placebo- and hormone-free daily dose units,
35 or a total number of 23 daily dose units and 5
pharmaceutically acceptable placebo-containing or
placebo- and hormone-free daily dose units,



or a total nunber of 21 daily dose units and 7 30 pharnaceutlca||y
accept abl e pl acebo-contai ning or placebo- and hornone-free daily dose
units, or a total nunber of 22 daily dose units and 6 pharmaceutically
accept abl e pl acebo-containing or placebo- and hornone-free daily dose
units, 35 or a total nunber of 23 daily dose units and 5 pharmaceutically
accept abl e pfacaisEEENi ng or pl acebo- and hor mrTe-EHrXD 0098 6HSse
units, WD 2008/ 046559 PCT/ EP2007/008866 - 10 or a total nunber of 24 daily
dose units and 4 pharmaceutically acceptabl e pl acebo-containing or

pl acebo- and hornone-free daily dose wunigs, or a total nunmber of 25 daily
dose units and 3 5 pharmaceutically acceptabl e placebo-containing or

gl acebo- and)ﬂ;orzanorte;ﬁarlee Iﬂm’ﬂefrl FQﬁ_e 0,07} t&jﬁlqry a d@i@l minher pid264daily
ose units a r tica accept abl e ebo nt.ai.ni ng or

pl acebo- and qﬁﬁ?ﬁﬁ%ﬁl ?é; Qi ly3 ﬂ%ggtﬁﬂg 8F§Ilﬁﬁﬁﬁbr oftF 27 daily
dose units qﬂchcbbqahamrhdemaM@rea&:aHﬁhbl@o@mb@scont ai ni ng or

pl acebo- an or_none-free i dao t rn er.apy, for ai ni ng

and/ or incr 6£I ng oegr?all e qlg’]g%%"o, S e;JjeE aﬁipa&oﬁpl gioeé‘?um‘frg%tg tH oran$ 15

contracept i gharmaceutically acceptable placebo-containing or

placebo- and hormone-free daily dose units,
or a total number of 26 daily dose units and 2
pharmaceutically acceptable placebo-containing or
placebo- and hormone-free daily dose units,

10 or a total number of 27 daily dose units and 1
pharmaceutically acceptable placebo-containing or
placebo- and hormone-free daily dose unit
for oral therapy for maintaining and/or increasing
female 1libido, where appropriate united with oral

15 contraception.





