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Female Sexual Dysfunction (FSD) refers to various disturbances or
impairments of sexual function, including a lack of interest in sexual activity,
repeated failure to attain or maintain sexual excitement, inability to attain an
orgasm following sufficient arousal. A recent study estimated that 43% of
women suffer from sexual dysfunction in the USA[1]. Low sexual desire (22 %
prevalence) and sexual arousal problems (14% prevalence) belong to the most
common categories of sexual dysfunction of women. These categories are
convenient in providing working definitions and an accepted lexicon for
researchers and therapists. However, it may be incorrect to assume that these
disorders are fully independent of each other. Both case studies and

epidemiological studies demonstrate that these disorders can overlap and may



researchers and therapists. However, it may be
incorrect to assune that these disorders are fully
wo pependent of each other. Both case studi es BETNL2007/050534
epi dem ol ogi cal studi es denonstrate that these
di sorders can overlap and may 2008/ 054214
PCT/ NL2007/ 050534 2 be interdé&pendent. |In sone cases,
it may be possible to identify the primary disorder

e t. S, . .
A e g AN F G LB P Pmars
Bisdfderddtatlad ta$hé16t1aéﬁs,ebﬁam wearyocaaRd! €111 € M4 e Pé ehipdBsible.

therapy and for androgen decrease/ depletion related
probl enms in humans. The described pur pose of this

bstit
subphysi Segineantsalanb o LR FHRATE Ye 242,436 BL as an
diayio} e8! RRURIANG ORI VheapyalRNeranlr oL aed kel depletion

adm ni strati on. he nechani sm of effect of
ﬂ@attﬁhproijemﬂdndgﬂnaded}‘ lead edatgpdepigpose eff dhmscsubstitution lies in

i Usignishpiense! syboh ﬁg@g@'@gewm Pt atosact case
aﬂﬁ}{ﬁ'l)tég%ét}é%ﬂeo H VR 81al gﬂ%%b neﬁﬁff‘é‘ri’llm nistration. Also,

noti vation 1s of ot cau nor ma rogen

tlongrhhAisnO 0 effE@foﬂdBéréafﬁﬁg mﬂ&ogﬁn d@dxeaaérdéplretlon related
femal e sexual disorder a nunber of different

predemsdias, iniherreglendslement of €REY), degrdix o USubéé3¢36 Bl.

b d d, F |
B 45 e S P BBl o L B Mo faenpsed
éééaﬁali}n@t!mm@% 6fbR MRS RaliFLEDY abRBiRial @hdWddshconcentrations.

conmponents nmust be released within a certain order and
timeframe in respect of sexual act|V|ty Although

this treatnent provides.prqm sin Its

et s anBel B R R HE PL RIS ap s iTe ikl Gagtiet s number of
Wittt the t ARk XY ithf | &1 have b
B0 A RO L L o o b

206 /s1eF 8ha apqﬂmdnﬁ‘m akangipl WEnLeos/h6tals desdeipantdiengse of

on the fornulation of the active ingredients, the

tstosteroneyrpdindype hakesnhodigsterased PI Ty da hipiter which

components must be released within a certain order and timeframe in respect
of sexual activity. Although this treatment provides promising results, the
used timeframes are considered to be undesirably long within the context of
anticipation of sexual activity. Moreover, the treatment described in WO
2005/107810 is somewhat complicated because, depending on the formulation
of the active ingredients, the active ingredients have to be administered within
a certain order and/or timeframe. In persons who are not very accurate in
taking the right active ingredients at the right time points, the goal of treating
sexual dysfunction may not or only partially be reached.

The present invention discloses that 3-alpha-androstanediol
administration induces increased sexual motivation and increased attention
for sexual cues in men with MSD and women with FSD. These 3-alpha-

androstanediol administration dependant increases in motivation and
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testosterone 1s not given and can thus not be reduced to estradiol.

In a first embodiment, the invention provides the use of 3-alpha-
androstanediol in the preparation of a medicament for the treatment of sexual
dysfunction. The term sexual dysfunction refers to male and/or female sexual
dysfunction.

3-alpha-androstanediol is also known as 5a-androstane 3o, 17p-diol and
1s one of testosterone's metabolites. Testosterone, can be converted to 50-
dihydrotestosterone (DHT) by 5a-reductases. DHT is then further converted to
3-alpha-androstanediol by 3a-hydroxysteroid dehydrogenase (also known as 3-
oxidoreductase and 3o-hydroxysteroid-oxidoreductase, 3a-HSD reductase

hereafter). The conversion from testosterone to DHT is unidirectional; the
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circulation of the subject to whom it is administered. The invention therefore

provides a use, wherein the 3-alpha-androstanediol is provided in the form of a
sublingual formulation, such as a sublingual formulation comprising
cyclodextrins as carrier. Another example of a suitable route of administration
1s buco-mucosally or intranasally, which can also be performed with the use of
a cyclodextrin formulation or other usual excipients, diluents and the like. A
typical example of a formulation is given in hydroxypropyl-beta cyclodextrin,
but other beta cyclodextrins and other usual excipients, diluents and the like
are within the skill of the art for preparing a formulation comprising 3-alpha-
androstanediol, which releases essentially all of the 3-alpha-androstanediol
within one short burst. Said burst will typically be within a short time interval
(for example within 60-120 seconds, more preferably within 60 seconds) upon
administration, leading to blood peak levels of 3-alpha-androstanediol about 1-

60 minutes later, lasting for at least 180 minutes from time of application.
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the subject to whom it is administered, is obtained. Thereafter, the level

returns to baseline (i.e. the level before administration).

In a second embodiment, the invention provides the use of 3-alpha-
androstanediol and a type 5 phosphodiesterase (PDE5) inhibitor in the
preparation of a medicament for the treatment of sexual dysfunction. The term
sexual dysfunction refers to male and/or female sexual dysfunction.

As described above one of the problems associated with current
treatment is the large time delay between the intake of active ingredients and
sexual activity. With the 3-alpha-androstanediol embodiments of the present
invention the time delay is shortened from approximately 4 hours to

approximately 1 hour. This results in a decrease of approximately 3 hours.
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ingredient, tadalafil, each tablet contains the following ingredients:
croscarmellose sodium, hydroxypropyl cellulose, hypromellose, iron oxide,
lactose monohydrate, magnesium stearate, microcrystalline cellulose, sodium
lauryl sulfate, talc, titanium dioxide, and triacetin.

The number of PDE5-inhibitors is still expanding and other non-limiting
examples are: E-4021, E-8010, E-4010, AWD-12-217 (zaprinast), AWD 12-210,
UK-343,664, UK-369003, UK-357903, BMS-341400, BMS-223131, FR226807,
FR-229934, EMR-6203, Sch-51866, 1C485, TA-1790, DA-8159, NCX-911 or KS-
505a or the compounds disclosed in WO 96/26940.

It is clear to the skilled person that the active ingredients are preferably
administrated/released such that their peak effects (i.e. their activities) at
least partly overlap/coincide and preferably completely overlap. In respect of

testosterone and 3-alpha-androstanediol the peak effect means the maximal



et hoxyphenyl ] sul fonyl]- 4- ethyl-, nonohydrochl ori de.

In addition to the active ingredient, vardenafil HC
we@2mR/05ad et contains mcrocrystalline cell ul OBET/NL2007/050534

crospovi done, colloidal silicon dioxide, magnesium

stearate, hypronellose, polyethylene glycol, titanium

di oxi de, yellow ferric oxide, and red ferric oxide.

An ot her exanple is given in sildenafil citrate which

/ cally. .desi
L L POy nmddm sosvaleivagippader P DE2
thh3bttbpyhé pedk Rffect is the max1ma1 increase in activity of the NANC (non

yl ) - 4- et hoxyphenyl ] sul f onyl ] - 4- met hyl pi per azi ne
ailrenergic non eledingrgre) mathivey ddéhe veltpmemeds agryous system. This

B G e pe s b Gus Rl o e Bt B D P Gt Shmple i

giRagig. cal ci um phosphate, croscarnellose sodlum
magnesi um st earate, hydroxypropyl methylcellul ose,
titani ubagreftered antbodenent,isacd Bi alpharchdEDstGnEdBilend said

PRUE it hmen craontidhi Bar g Hest raaieg thge. The term “as
gysze%%%n@g%lfb%r%% (1::) %gyﬁﬁéﬁh e drBgR\E o Inda i RRE preferably 3-

AphLardddodtdzedibexad wdPDES-imdibiydr redcbRhideak sérum levels
addition to the active in %redlent tadal afil, each

wadliatthe dathgi theatades aeqtowithin PA gn@mtéﬁf@m each other, preferably

carnmel | ose sodi cel | ul ose
B R Rl SR RS Th S0P AR IR L, S Mo B Breferably 15-20 or
MBATeSH eS8 Aot pRafer sk Xhbakio dden @il dY H%erel SREHURN the
| auryl sulfate, talc, titaniumdioxide, and triacetin.

mﬂmeﬁMWmﬁnnéXKPBEﬁnnnh&bﬁDnreadsoﬁkwlI expandlng and

EE Zgaono&ﬁg}l é@Tgb? 3'”?' Y l\,éfq_cg%%iﬁoaﬁp%a androstanediol

AR 5005 ﬂ@@%@%ﬁ%‘“’“#@%ﬁ%ﬁi@ R 56l P horh sqagunds

h(@ﬂl&ﬂe Hawicf 20, evodr BThE peblifitls onlykierbibpaity,tthes still results
npounds dlsclosed in WD 96/26940. It is clear to. the
§kﬂll€r é@rslb%i ginctt (hert e%%plére@r%me@@row%?& d'hereis a time lag for

E}[ ﬁ e fe a&)?\rg Qn& chs%neq{lo o%‘% SB’S glll?ft‘(t—zsf ed Blﬁly

pea elr acC I es eas par
Q&ﬁﬁhﬁ{@fﬁ?&rﬂ 6f Q%lﬁlm@laaﬂ%ﬁbﬁbﬂﬁbl conmpl 1@hgt1yerpwﬁglea@n fufther) and
respect o

the effect of 3-alpha-androstanediol lasts for approximately 3 hours. PDE5-
inhibitors such as vardenafil and sildenafil typically reach their peak plasma
concentration (which should be at least 35 ng/ml for sildenafil, 2 pg/l for
vardenafil and 40 pgl for tadalafil) after about 1 hour after administration and
their effect is then also present. By releasing 3-alpha-androstanediol and a
PDES inhibitor at essentially the same time, their effects at least partly
coincide. It is clear to the skilled person that 3-alpha-androstanediol and a
PDES5 inhibitor can be formulated such that their release is delayed. For
example, the active ingredients are provided with or surrounded by a coating,

which is dissolved after 2 hours. In such a case, the active ingredients must be
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tadal afil) after about 1 hour after adm nistration and
sexual dysfunction.

In a preferred embodiment, the invention provides use of 3-alpha-
androstanediol and a type 5 phosphodiesterase (PDE5) inhibitor in the
preparation of a medicament for the treatment of female sexual dysfunction. In
yet another preferred embodiment, said female sexual dysfunction is female
sexual arousal disorder (FSAD) and/or hypoactive sexual desire disorder
(HSDD) and/or female orgasmic disorder (FOD).

In yet another preferred embodiment, said sexual dysfunction is

male sexual dysfunction.

The invention also provides a pharmaceutical composition

comprising 3-alpha-androstanediol.



their effect is then also present. By rel easing

3-al pha-androstanedi ol and a PDE5 inhibitor at
wesmenss2ad |y the sanme tinme, their effects at |BEBNL2007/050534

partly coincide. It is clear to the skilled person

t hat 3-al pha- andr ost anedi ol ang a PDE5 inhibitor can

be formul ated such that their Felease is del ayed. For

exanpl e, the active ingredients are provided with or

surrounde: %lﬁlX% %n‘d?(%taﬂg %?&ehf’rfl Taog d‘éﬁqnacfhteq? 1% of a

hours. In's a case, red ents nus

Y6 ZOOSA 100 A lda t6HT/ ka%QQIZﬁCQ@ @53 linG ulad Keritn whadidhOddSprising
bef ore sexual activity. Oher variations are easi

petlodeieias dpycarhiersRnptier graveple alrioswitablgirontmof ahéministration

e of th resent i nventi,on Ref.er nce ere
SRR Db o B e rt oo b soRre P Fertbr byl the use of
Qié%ieiae&iﬁ)@ fm%@ue&ﬁﬁlc@f 6t(P1eWiis%a§ 6%&?ie1ﬁ¥5dﬂhﬁ‘@ﬂﬁso<{hd the like. In a
i ncl udes inhibited sexual desire erectil
dy@éwedtemho@ﬁn)ntanlde phermﬁueletmzdj 1adleisgtniedrfo( PEplingual
ference.to fenal e sexual undiion i ncJ udes .
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gﬁ@ e

sor etff“ % %g&’f ré‘ﬁeﬁ@rﬂa gl\?g Etgﬁg}rli é%ﬁﬁ%g‘tn‘énjhmmng
otaagha of @pr@ﬂsax@ﬂ Dhlpihohaérosdaeedibbsemphd (br arie0 b g of 3-

| east invasive_ (for exanple oral, buco-mnmucosal or

ainhﬂaﬁaémsyanwhpi)\r:arlsws plof- 1s@Rung %@Wr@mr%mﬂﬂddd 5 mg

of. he ne nf.l uen ed vasi ye ute
Bt o PR Bl o AR Gl LR R g T 5 Fl water, but
ahdiesngid ¥RbMnbeof @adlsabsthiRes might be hlgher or lower
3- al pha- andr ost anedi ol and a PDE5-1 nhi bitor for use in

a met hod fbr yetr actihey ensexmlentiygfeimoention ynovales a
eferred enmbodi nent, the inven ovj des u e of
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or the treatnent e sexual tion.
preferably comprises at least 25 mg sildenafil (or 5 mg Vardenafﬂ, or 5 mg

tadalafil) and at most 100 mg sildenafil (or 20 mg vardenafil, or 20 mg
tadalafil), or comparable dosages of other PDE5-inhibitors. These doses may
vary with the weight of the patient and are preferably determined by a
physician.

In a preferred embodiment, the invention provides a pharmaceutical
composition comprising 3-alpha-androstanediol and a PDE5 inhibitor, wherein
said composition is designed to release said 3-alpha-androstanediol and said
PDES5 inhibitor at essentially the same time. The pharmaceutical composition
can be designed such that 3-alpha-androstanediol and a PDES5 inhibitor are
released (directly) upon administration or such that 3-alpha-androstanediol
and a PDE5 inhibitor are released after a certain amount of time has passed
(for example 2 hours). This depends on the used formulation of the two

ingredients.



yet another preferred enbodi nent, said femal e sexua

dysfunction is female sexual arousal disorder (FSAD)
w@oasosa2i/poact i ve sexual desire disorder ( HISED)/NL2007/050534

and/ or femal e orgasm c disorder (FOD). In yet another

preferred enbodi nent, said se | dysfunction is nmale

sexual dysfunction. The invention al so provides a

phar maceuti cal composition conprising

pcTl ML 2007) Beobaa. 8 AL lpha-padrostanediol and

PPEIET altipiteroviagesk }bl@séﬁﬁlﬂ @ﬁ%ﬂsﬂftaﬁle ﬁﬂrhi,ismlghais in the form of
formul ati on, for exanple a sublingual formulation
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or other usual excipients, iluents and the like. In a

paﬁﬁemseﬂanWm®MEdnmmﬂthedpmatmdeeuiondékneddekmgaed
for sublingual admnistration and even nore preferred
sai d conposition conprises cycl odextrin such as

hydr oxy pBQMsebtﬁflteaefféé ?fjgig 511ffére€t Eyﬂ&ﬁ{gredlents must at least

non/limting exanple repar

paadly bainaidy osd @ﬁﬁdr@bly&@mﬂeuﬂif @bnﬁlde @hb inGerdtiorBpreferably
al pha- andr ost anedi ol ) consi sts of 0.1-0.5 ngy ) )
glsgngﬁgld@qdn@@pgﬁ@gs 8B toghegdministration. Therefore, the invention

drox bet ac clodextrlnes carrie 5 . s
AR R AR PP EEehSBPRG Rl Rcsgycomposition
&J}ﬁﬁﬁsﬁ@gtaaﬁﬁg%n@rgmanealdﬁ agldest 1Rhst OMEEombBsi¥Rh comprising a
anot her enbodi ment, the invention provides a
Bﬁﬁiﬁmdabttpc,awhemrp@gld kurfugthgardognipigses instructions in respect to

a a androsta edi.ol and.a PDE5 inhibitor. The
éﬂ% Bt ot LOPI eI br i si ng a PDES- i nhi bi t or

preferably conprises at |east 25 ng sildenafil (or 5
ng vardenafil, or 5 ng tadalafil) and at nost 100 ny
si | denaf The (averforrglsogsrdeivhisi d kitalf p2@tgpmprising a

pharmaceutical composition as herein described, i.e. a pharmaceutical

composition comprising 3-alpha-androstanediol and a PDE5 inhibitor.

In order to further enhance the effects of the kit of parts of the
invention said kit may further comprise means for cognitive interventions and
stimulation. Such information may be present on any data carrier (paper, CD,
DVD), passive or interactive, or it may be a link to a website at least partially
designed for the purpose of said cognitive stimulation. Sometimes it is
preferred to present said cognitive stimulatory information subconsciously e.g.

subliminally.

The herein described combinations of active ingredients may further

be accompanied by other suitable active ingredients.



tadal afil), or conparabl e dosages of other

PDES5- i nhi bitors. These doses nmay vary with the wei ght
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physician. In a preferred enbodi nent, the invention

provi des a pharmaceutical conposition conprising

3- al pha-androstanedi ol and a 5 inhibitor, wherein

said conposition is designed to rel ease said
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Yler a certain amount of time has passed
(for exanple 2 hours). This depends on the used
formul ation of the two ingredients. WO 2008/ 054214
PCT/ NL2007/ 050534 10 The active ingredients (for
exanpl e 3-al pha-andr ost anedi ol and aPDE5 i nhi bitor)
may be present in any suitable form such as in the
form of T%l@k?ﬁ\%étioﬂ; MR YPeSSepl Al ihs(ﬂf)fé Gi3t ﬁf‘thegﬁ)lll%wing, non-
films, solutions or suspensions an may conprise
Hihlitientscaamelesr exci pi ents and/ or bi nders and/ or
di sintegrants and/or |ubricants and/or col ouring
agents. Also different kinds of release patterns can
be applied, such as direct rel ease or del ayed rel ease.
Because the effects of the different active
ingredients nust at |east partly coincide and
preferably conpletely coincide, the invention
preferably also provides instructions as to the
adm ni stration. Therefore, the invention also
provides a kit of parts conprising at |east one
phar maceuti cal conposition conprising
3- al pha- andr ost anedi ol and at | east one conposition
conprising a PDE5 inhibitor, wherein said kit further
conprises instructions in respect to



the adm nistration of said conpositions. The invention
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phar maceuti cal conposition conprising
3- al pha-androstanedi ol and a PRES5 inhibitor. In order
to further enhance the effects'of the kit of parts of
the invention said kit rray further corrprl se neans for
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é}edi ents. WD 2008/ 054214 PCT/ NL2007/ 050534 11 The
i nvention further provides a nethod for treating a
male or a fenmale suffering fromsexual dysfunction by
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Exper i t al sildenafil in
FSb Ef ??'Sa%ialf* AT RO SRR REE Ot

3- al pha-angraesbanedi ol and a PDE5

on 3 separate experimental days.

The vaginal pulse amplitude will be measured in response to neutral and
erotic film excerpts, directly after drug administration, and 1 hour after drug
administration. The three experimental days will be separated by (at least) a
three-day period. On all drug administrations, subjects will receive one capsule
consisting of either sildenafil, or a placebo, and one liquid formulation with
either 3-alpha-androstanediol or placebo. Both capsule and liquid formulation
will be taken at the same time, one hour prior to testing. The effect of
sublingual 3-alpha-androstanediol and will overlap with high sildenafil serum
concentrations (T'max of sildenafil 30-120 min; T1/2 = 3.5 hours).due to their

similar time lag (0-1 hour).

During the experimental session, the subject must insert a tampon-shaped
vaginal probe (a photoplethysmograph) in order to measure the VPA. Then
subjects will view a 10 minute neutral fragment, followed by a 5 minute erotic
film fragment. After these baseline measurements, the subjects receive one of

the four medication combinations as described above. Following medication



inhibitor -sildenafil- on VPA in response to erotic
filmexcerpts in wonen with FSD In a doubl e-blind,

wo 200dos2y4 assi gned pl acebo control |l ed cross- ovBECT/NL2007/050534
design, a group of 16 wonen with fenal e sexua
dysfunction (FSD) will receiv 31
3-al pha-androstanediol (0.1 n§5 and sildenafil (10 ng)
2. 3-al pha-androstanediol (0.1 ng) alone 3. placebo on
dn SRR AL B PR T BB i IRBCRIOReRLRRE fragmgnes s
ek &k h CThe vaphxderBbe witli theatdeyrexhwd. Nftkd 4 hours another VPA
adm ni stration, and 1 hour after drug _ adm nistration.
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will be tested and ECG checked for significant abnormalities.

Subjects with a history of endocrinological, neurological or psychiatric illness
and/or treatment. Standard blood chemistry and hematology tests will be
performed. Participants are required not to use alcohol or psychoactive drugs
the evening before and the day of experimentation. During period of

menstruation, subjects will not be tested.

Experiment 2 3-alpha-androstanediol and sildenafil in MSD

efficacy of combined administration of 3-alpha-androstanediol and a PDE5
inhibitor —sildenafil- on male sexual function in response to erotic film

excerpts in men with MSD

In a double-blind, randomly assigned placebo controlled cross-over design, a

group of 16 men with male sexual dysfunction (MSD) will receive



shown. The vagi nal probe will then be renoved. After 4
hours anot her VPA neasurenent will be made in

wo empomeet t o neutral (5 mnutes) and erotic (5PCT/NL2007/050534
m nutes) filmfragnments. Blood pressure (supine and
standi ng), heart rate, respipﬁﬁion rate, and body
tenperature will be nonitored roughout on the
experinmental days. The experinment will be preceded by
a screening visit. In this screening visit subjects
are interviewed and exam ned by a resident of the
depar t mant 3eflph gyndessaagiiod (0.5l mypahlspideahfil A0RIgS
to diagnose for FSD and to determne eligibility for
study pért $cilpatiaodrogabpdml 0@ mE) plongsked to fill
out a uestionnaire; the Femal e Sexual Function |ndex
(FSFI). 'UBF@S L will be screened to exclude
Bh QUMK tPEx R asht{I@RAisng. vagi nal infections, major
operations to the vagina and/ or vul va, undetected
maj or gynaecol ogical illnesses or unexpl ai ned
gynaecol ogi cal conpl aints. Wight, height, blood

Thessuile tHisticoecandd stdatiyngll b hledbars®as uégdnse to neutral
Cardi ovascul ar condition w Il be tested and ECG
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overlap with high sildenafil serum concentrations (Tmax of sildenafil 30-120

min; T1/2 = 3.5 hours).due to their similar time lag (0-1 hour).

The experiment will be preceded by a screening visit. In this screening visit
subjects are interviewed and examined by a resident of the department of
gynaecology of Flevo Hospital, Almere to diagnose for MSD and to determine
eligibility for study participation. Subjects will be asked to fill out a
questionnaire; the international index of erectile function questionnaire (IIEF).
Weight, height, blood pressure (supine and standing) will be measured.
Cardiovascular condition will be tested and ECG checked for significant
abnormalities. Participants are required not to use alcohol or psychoactive

drugs the evening before and the day of experimentation.
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3-al pha-androstanediol (0.5 ng) and sildenafil (10 np)
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8&%%5‘18%8& b¥Sed on literature. Individual rats shall be subjected to no more

than two treatments, separated by one week.

Experiment 4 Animal model MSD
Efficacy of combined administration of 3-alpha-androstanediol and a PDE5

inhibitor on male sexual function

The effect of administration of 3-alpha-androstanediol and sildenafil on male
sexual behaviour in rats, will be investigated. Specifically, mount latency,
mount frequency, intromission latency, intomission frequency, ejaculation
latency and post-ejaculatory interval of male rats shall be scored for a period of
three hours after injection and placement with a single sexually active female
rat.

The experiment shall be conducted in a blind, randomly assigned placebo

controlled cross-over design, on a group of 32 healthy, sexually active adult



drugs the evening before and the day of

experi nentation. WO 2008/ 054214 PCT/ NL2007/ 050534 15
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adm ni stration of 3-al pha-androstanedi ol, and a PDE5

i nhi bitor on femal e sexual fu ion. The effect of
adm ni stration of 3-al pha-androstanedi ol and
sildenafil, on fenmnle sexual behaviour in rats, wll
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18 dains 1. Use of 3-al pha-androstanediol in the
preparation of a nedicanent for the treatnent of

wa@ ecosab42dy sf unction. 2. Use of 3-al pha-andr ost peredL@i07/050534
and a type 5 phosphodi esterase (PDE5) inhibitor in
the preparation of a nedicaneg%%for the treatnment of
sexual dysfunction. 3. Use ac ding to claim 2,
wherei n sai d 3-al pha-androstanedi ol and said PDE5
inhibitor are rel eased at essentially the sanme tine.
4. Use according to any one of clains 1 to 3, wherein
sai d sexual dysfunction is @ali;wssexual dysfunction.
5. Use according to any one of clains 1 to 3, wherein
sai d sexual dysfunction is femal e sexual dysfunction.

5. al pha- UraP0er e O oo TR pEagion of a medicament

ﬁﬁ%%%ééﬁﬂe&@éﬂéx%‘ama $falcpida; androst anedi ol and a
PDE5 i nhi bi tor Karnaceutlcal conposition

dccor di nfstof ﬁFfﬂpﬁahndmbeiraeieldi(ﬂ&irtd actppe 53]'hdsphod'msterase
Lane 0 rel ease sai d 3-al pha-apdrostanedi ol and
@E%%%@ﬁmﬁ% R0 5P G CBRTASLPH 4 H9JCAIRENG Hireb b trgatigent of
§é¢d§1d§%ﬁﬁﬁ&kﬁlconpr|5|ng at | east one pharnmaceuti cal
conmposition conprising 3-al pha-androstanedi ol and at

Beast on¥seeupasiing ofckemP?,i whagia sakDERlphhididrestanediol and
wherein said kit further conprises instructions in

s@ﬁd%@ﬂ&mhlblﬁ@f apmralpatadaat wemlaélautbe@@m@mq ons.

0. A k|t of S ,GOMRr sin arnac
onposi ti Use % él&g 1y O gﬁ"ﬂw gms 1to erem said sexual

dysfunction is male sexual dysfunctlon.

5. Use according to any one of claims 1 to 3, wherein said sexual
dysfunction is female sexual dysfunction.

6. A pharmaceutical composition comprising 3-alpha-androstanediol.
7. A pharmaceutical composition comprising 3-alpha-androstanediol
and a PDES5 inhibitor.

8. A pharmaceutical composition according to claim 7, wherein said
composition is designed to release said 3-alpha-androstanediol and said PDE5
inhibitor at essentially the same time.

9. A kit of parts comprising at least one pharmaceutical composition
comprising 3-alpha-androstanediol and at least one composition comprising a
PDES5 inhibitor, wherein said kit further comprises instructions in respect to
the administration of said compositions.

10. A kit of parts comprising a pharmaceutical composition according to

claim 7.



