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The total number of dally dose units of the multiphase
combination and of one of the pharmaceutically
acceptable placebo 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 is a very complex event which is
influenced by numerous 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 1level 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 OC-
associated hypoactive sexual desire disorder (HSDD)”.

(Blitzer: Kontrazeption und Sexualitdt, Therapeutische



35 this kind are subsunmed under the term "acquired CC
associ at ed hypoactive sexual desire disorder (HSDD)".
(Blitzer: Kontrazeption and Sexualitat, Therapeutische
WO 2008/ 046559 PCT/ EP2007/008866 2 Unschau, Vol. 51,
1994, edition 2, 110-114) . The cause of this is not

cl ear, various theses are being discussed. It has to
dat #nEOOBEeHSTDSsi bl e to prevent this RBHERREQ7/008866
phenonenon sufficiently. (Sex steroids 5 and |i bido,

The European Journal of Cbntraception and
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I ncreasing femal e
libido. 20 It has been found,. surprisingly, that ora

contpige@pbufd OF WHeS igvaaepbhantly with the

mai nt enance of and/or the increase in female |ibido.
25 Advant ageously, estradiol valerate or estradiol is
18npITdypednivant opibi Imthamednionh thig ackyeromit Hilindingf 8- means
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first phase of 2 daily dose units of 3 ng of estradio

val erate or of an equival ent dose of estradiol (less
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gro%%mﬁ?ﬂ@éié@Sproduct or single-phase combination product
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 estradioi is
employed in combination with 17a-cyanomethyl-17-p-
hydroxyestra—4,9—dien—30ne (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 equivaient dose of estradiol (less than 2 mg)
and 2 mg of dienogest, and the second group comprises

35 17 daily dose wunits 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



35 17 daily dose units of a conbination of 2 ng of .
estradi ol valerate or of an equival ent dose of

estradiol (less than 2 ng) and 3 ng of dienogest, a WO
2008/ 046559 PCT/ EP2007/ 008866 3 third phase of 2
daily dose units wwth 1 ng of estradiol valerate or

an equi val ent dose of estradiol (less than 1 ng) and

a fud kensphasesdf 2 daily dose wunits OFCT/EP2007/008866
pharmaceutically acceptable placebo for 5 producing a
mul ti phase conbi nati on product having a total nunber

of 28, for oral therapy for -maintaining and/or

i ncreasi ng femal e |ibido, where appropriate united
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I e

than 2 ng) - ogest, and the second
gr oup conprlses 20 17 daily dose units of a
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l'i bi da re a ri.ate

contulnécgpf)?oﬁ %ﬂ%ﬁat&é’\%ﬁtﬁage@%s? s’fa}‘dlé)l valerate or

val exfatan opgesvakatitp| dose of estradiol (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 valerate or of an equivalent' dose of
estradiol (less than 2 mg) and 4 mg of dienogest, a
third phase of 2 daily dose wunits with '1 mg of
estradiol 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 increasing female 1libido, where 'appropriate

30 united with oral contraception.

Also, advantageously, estradiol valerate or estradiol
is employed in combination with l7a—cyénomethy1—l7—[3—
hydroxyestra-4,9-dien-3one (dienogest), ' 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 of 2 groups of daily dose



is enployed in conmbination with 17a-cyanonet hyl -17-p-
hydr oxyestra-4, 9-di en- 3one (di enogest), conprising a

35 first phase of 2 daily dose units of 3 ng of
estradiol valerate or of an equival ent dose of
estradiol (less than 3 ng), a second phase of 2

groups of daily dose WO 2008/ 046559 PCT/ EP2007/ 008866

4 U 2908R&FE5T he first group conpri seBCH RRF07/Q88866
units of a conbination of 2 ny-of estradiol valerate

or of an equivalent dose of estradiol (less than 2

mg) and 1 ng of dienogest, ~afkd-t he second group

conprl es 5.17 da Qse _units of a comnbi nati gn, of
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oot AT PP ot TPRERPEETR) CoRBLRE BT pRASETSE Faving 2
groupgaéfruatpy dfse28 unfes, owhér ¢helmepyi for gradopaining

COMHayes 4ifdarlysdpse ratanks 0fbaas Omyjmatd orapgfrogrargte
f estraglol valerate or 25 of an eqU|vaIent dose

last MIGit6F YHER L ﬁoftﬁﬁfep%&ﬁpi my of di enogest, and

t he second group conprises 16 daily dose unlts of a

Cont&d@%htggeéﬁsz'”gaPéo, estradialy V@éf%fgé% oBr g?adibl

equi val ent._dose of estradiol (less-than ngy
ng df (ﬁ”@ﬂ@@’@& iny combination with 17a- cyanomethyl 17-B-

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
estradiol valerate 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 valerate 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 totél number of 28, for oral therapy for maintaining
and/or increasing female 1libido, where appropriate

united with oral contraception.



30 third phase of 2 daily dose units with 1 ng of
estradi ol valerate or an equival ent dose of estradio
(less than 1 ng) and a further phase of 3 daily dose
units of pharmaceutically acceptable placebo for
produci ng a nul ti phase conbi nati on product having a 35
total nunber of 28, for oral therapy for maintaining
and/var 2ioneyeasssy fenmal e |ibido, where appr/®piocaréo0s8ses
united with oral contraception. WO 2008/ 046559

PCT/ EP2007/ 008866 5 Al so, advantageously, |less than

or equal to 3 ng of estradi-ob valerate or estradio

are enployed in conbination with | ess than or equa

to Alse. ntp@yanp?geously, less than or equal to mg of
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and mn n anpunt of di enogest and estradiol -
a sé%gh %ggéé C1g% ngn=2tob5of 7 pill-free

1@aily dose units. 25
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 dienogest 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.



It proves particularly advantageous to use the single-
phase product with 21-27 daily dose units of
di enogest, estradiol valerate or estradiol and 1 to 7
pl acebo- or hornone-free or consists of 1 to 7
pl acebo-contai ning 30 daily dose units, so as to give
a total nunber of daily dose units correspondlng to
28, Wh@OPREP2EFI%r in the above ext ende’FTARFRO07Y\Y8866
2008/ 046559 PCT/ EP2007/ 008866 - 6 [Investigations of
the efficacy of the clained formulation Cinica
trials with an orally adm nirsfered nulti phase 5
nation of estradi ol valer e and di nog st
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of fbnmgletlestradlol val erate, the second phase of 2
groups of daily dose units. The first group of this
second phase consists of 5 daily dose units of a_ 10
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art%ﬁagatlonlnt
19i f POPSRt t FRRFLEME s. % eat frent SRA}Y corfeSpondeits  ©f
t he ptembapat i orally 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).



menti oned. The second treatnent (B) corresponded to

M ranova (standard OC). 30 The study conprised a
pre-treatnent cycle, 7 treatment cycles and one
after-treatnment cycle (foll owup phase). WO

2008/ 046559 PCT/ EP2007/008866 7 Cainms 1. Use of
estradiol valerate or 17%-estradiol in combination

Wi t hwal 2aoeyamesss hyl - 17- 0- hydr oxyest r a- 2@ /fErdioen/ Go8igs6
(di enogest), for producing a nultiphase conbination
product or a single-phase conbination product for

oral therapy for maintaining @nd/or increasing female
|'i bi do, where appropriate united with oral
contraception. 10 2. Use of C¥&¥M8adi ol val erate or
estradiol in conbination with

17a-cyanqnet h 3-.hydrox stra49 .
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grou conprises 17 daily dose units of
contitRat F@H b#CePHPTof estradiol valerate or |ess than
12 ng of estradl ol and 3 ng of dienogest, a thi rd phase

of 2 dai un With 1 est radi jate;
or IesstJ %% é% tlrgdl o@&f&te Cgtaf u(?% er p ase
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a second phase of 2 groups of daily dose units, where
the first group compfisee 5 daily dose units of a
combination of 2 mg of estradiol valerate 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 wunits 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 contraception.

3. Use of estradiol valerate or estradiol in

combination with 17a-cyanomethyl-17-fB-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



3. Use of estradiol valerate or estradiol in

conbi nation with

17a-cyanonet hyl -1 7- p- hydr oxyestra-4, 9- di en-3one

(di enogest) as clainmed in claim11, conprising 35 a

first phase of 2 daily dose units of 3 ng of

estradi ol valerate or of less than 3 ng of estradiol,

a sakbrRd08rNasese? 2 groups of daily dosePEPMBRROO{EPEBEE
WD 2008/ 046559 PCT/ EP2007/ 008866 - 8 the first group
conprises 5 daily dose units of a conbination of 2 ng
of estradiol valerate or less8han 2 ng of estradiol
and ng .of di enogest and the secqnd, gro conpr. ses
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est A dheafgcand f IFUR CPHRILEHF 12 @%}}w'QﬂﬁﬁaqﬁﬁiFSOf a
of plabimeetdncakl § mdOocAcesptadic pleeefatel praless than
mul t ' [ product - havi total nunber

of Z5MLrE, SAEELIE BRI ORY Ny R 0

mai rﬁalthiﬁé &dser Pherreadthlyy f vgee RRHidoVitherlemg of
aPpréy&rxiag_tialluagjl;@ﬁbw tdr aledls egah{apﬁ@tépr&s_tlx%d{ioluaﬁd a’
of estradiol,val erat r..estradiol .in onbi nation.
R BrdRe r) £ R AR et of PR ARy gaa 1y
10di eavsgeseplaspkdacdbeed in claim 1, conprising a first
phasig, of Zméiadiiphades ecetihirfatQon3 PBodic20nesiagdidl total

val erate _or of |ess .than,3 ng of estradiol, a_second
phag}sp"%ﬁerz ?ﬁ?oaés %fltléfai?(ﬁfedogﬁlﬁ%i £8T \fitdte CPfRepPY for
firgmaigtedpinanpendier 5 idgirepsdoge f@malke ofliido, where

CoMypalhbeRapd nfBkPlitht b3 OtoHLIReAr | €SS than
2 ng of estradiol and 1 ng of dienogest 25 and the
19econd group conprises 17 daily dose units of a

conldi.nat Usea ofof2 ngstofaddstlr advadlensdleer atie oestesdidlhanin

2 rﬁ%dﬂbiﬁﬁ&ﬁégithﬁng7a—@paﬁgmé¥H§QQ39§BLhydroxyestra—4,9—

dien-3one (dienogest) as claimed in claim 1, comprising

a first phase of 2 daily dose units of 3 mg of
20 estradiol valerate or of less than 3 mg of estradiol,
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 less than
2 mg of estradiol and 1 mg of dienogest '
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



a third phase of 2 daily dose units with 1 ng of
estradi ol valerate or less than 1 ng of estradiol and
a 30 further phase of 2 daily dose units of -
pharmaceutically acceptable placebo in a nultiphase
conbi nati on product having a total nunber of 28 daily
dose units for oral therapy for nmaintaining and/or
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maintaining and/or increasing female 1libido, where
appropriate united with oral contraception.
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6. Use of estradiol wvalerate or estradiol in
combination with 17a-cyanomethyl-17-B-hydroxyestra-4,9-
dien-3one (dienogest), comprising less than or equal to
30 pg of estradiol valerate or estradiol in combination

25 with less than or equal to 2.00 mg of 1l7a-cyanomethyl-
17-B-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 wunits and 5
pharmaceutically acceptable placebo-containing or

placeon and hormone-free daily dose units,
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for oral therapy for maintaining and/or increasing
female 1libido, where appropriate united with oral

15 contraception.



