WD 2008/ 054213PCT/ NL2007/ 050533 Titl e: Use of testosterone and a
5-HTla agonist in the treatnent of sexual dysfunction. The

i nvention {@ AyHs419 the field of male and/or fenal e sexElya007/050533
dysfunction. The invention specifically relates to the use of
testosterone and a 5-HT1A agonist, optionally in conmbination with a
PDE5 i nhi bitor. 5Mal e Sexual Dysfuncti on (MsD) refers to various
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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

20 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

256  disorders are fully independent of each other. Both case studies and
epidemiological studies demonstrate that these disorders can overlap and may
be interdependent. In some cases, it may be possible to identify the primary

disorder that led to the others, but in many cases, this may be impossible.
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1solated and purified from nature or synthetically produced by any manner.

Besides testosterone also an “analogue of testosterone” can be used. The term
“or analogue thereof” includes any useful metabolite or precursor of
testosterone, for example the metabolite dihydrotestosterone. It is clear to the
20  skilled person that if a metabolite or precursor of testosterone is used, the time
point for administration of for example a 5-HT1a agonist (and optionally also a
PDES5 inhibitor) needs to be reconsidered. If, for example, dihydrotestosterone
is used, the time of administration of a 5-HT1a agonist lies approximately half
an hour earlier (as this is the approximate time it takes for excess testosterone
25  to be converted to dihydrotestosterone).
According to the invention the level of free testosterone should be a
peak plasma level of free testosterone of about at least 0,010 nmol/L, which
will typically occur between 1 and 20 minutes after administration of the

testosterone. About three and a half to five and a half hours after this plasma
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cyclodextrin. A typical exanple of a prepared testosterone sanpl e
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seconds) upon administration, leading to blood peak levels of testosterone
about 1-20 minutes later. In a preferred embodiment, the pharmaceutical is
designed for sublingual administration and even more preferred said

20  composition comprises cyclodextrin such as hydroxypropyl-beta cyclodextrin. A
typical example of a prepared testosterone sample (for 0.5 mg of testosterone)
consists of 0.5 mg testosterone, 5 mg hydroxypropyl-betacyclodextrines
(carrier), 5 mg ethanol, and 5 ml water, but each of the amounts of these
substances might be higher or lower.

25 Testosterone in the circulation is typically bound by SHBG (steroid
hormone binding globulin) and by albumin. It is important that the peak
plasma level of testosterone as defined in the present invention is present and
calculated as free testosterone, so a fraction not bound by albumin and SHBG.
Thus the dose of testosterone given should be high enough to saturate the

30 albumin and SHBG (i.e. the concentration of testosterone must be high enough



30 al bumin and SHBG (i.e. the concentration of testosterone nust be
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Preferably, the used 5-HT1A agonist is selective for the 5-HT1A

15  receptor over other 5-HT receptors and the a-adrenoreceptor and dopamine
receptor. Non-limiting examples of a 5-HT1A agonist are 8-OH-DPAT,
Alnespirone, AP-521, Buspar, Buspirone, Dippropyl-5-CT, DU-125530, E6265,
Ebalzotan, Eptapirone, Flesinoxan, Flibanserin, Gepirone, Ipsapirone,
Lesopitron, LY293284, 1.LY301317, MKC242, R(+)-UH-301, Repinotan,

20 SRB7746A, Sunepitron, SUN-N4057, Tandosporine, U-92016A, Urapidil, VML-
670, Zalospirone or Zaprasidone,

The application of a 5-HT1a agonist is such that, just as the
testosterone, there is a peak present within the blood. In a preferred
embodiment, the used 5-HT1a agonist is applied such that there is a peak

25  within the blood around 4 hours after the (burst release) administration of
testosterone.

The application of testosterone as well as a 5-HT1a agonist is acute,
1.e. on demand, and not chronic. In other words, the administration of

testosterone and/or a 5-HT1a agonist is only done just before sexual activity,
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adm ni stration of testosterone. The application of
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to femal e sexual dysfunction includes Hypoactive Sexual Desire
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provi de ®he dysfurztiongRefapbanatiol raalef exutihéydfnradisreniiclwdesiakitdted sexual
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aut omat ed/ ref | exi ve_respon t hereby al so inhibiting physical
sexual ar ou&gﬁswc B@?@B?%Mrren with FSD, in particular wonmen with
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agoni st . explanation for the treatment of sexual dysfunction by providing a subject in
need thereof with testosterone and a 5-HT1a agonist. Testosterone makes the
brain more receptive for sexual cues and increases subjective sexual arousal.
To prevent humans from acting upon such arousal in situations where this is
15 deemed inappropriate, the prefrontal cortex can inhibit automated/reflexive
responses, thereby also inhibiting physical sexual arousal. We pose that
women with FSD, in particular women with FSAD, suffer from exaggerated
inhibitory action of the prefrontal cortex, which is relieved (inhibition-of-
inhibition) by using a 5-HT1A agonist.
20

The embodiments referring to a 5-HT1A agonist are preferably used
to treat female sexual dysfunction, i.e. to improve subjective and physical
sexual arousal (female sexual arousal disorder) and is especially effective in
women suffering from female sexual arousal disorder, by disinhibiting the

25  brain's inhibition of sexual behaviour.

In a preferred embodiment, the invention provides use of
testosterone and a 5-HT1A agonist in the preparation of a medicament for the
treatment of female sexual dysfunction, wherein said 5-HT1A is essentially
released one hour before and said testosterone 3.5-5.5 hours prior to sexual

30  activity. In yet another preferred embodiment, the invention provides use of



20 The enbodi ments referring to a 5-HT1A agoni st are preferably used
to treat femal e sexual dysfunction, i.e. to inprove subjective and
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especially effective in women suffering fromfenale sexual arousal
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behavi our. In a preferred enbod ment, the invention
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[0, 0 o RS ATyl o oo serual dyetuncton 1o mie
a 5-HTla agoni sl asItws Icleaastltahq:réfeealhd)r tht flpetk) efffetest 0 ST negonist as
coincide ( cor‘gﬂ ast ey epeai:) eflfect o?\é\ées\t/gsterone coincide {(completely). It is however
10  noted that if the peak effect of testosterone and of a 5-HT'1a agonist only partly
overlap this still results in the desired effect. When the testosterone is
provided such that it essentially releases all of the testosterone within one
short burst to a (for example female) subject, a 5-HT1a agonist is preferably
provided such that it results in a peak plasma concentration at least 3 hours
15  after the administration of testosterone. Even more preferred, the 5-HT1a
agonist effect is present 3.5-5.5 hours after the intake of testosterone. It is
clear that the exact time of the 5-HT1a agonist administration is dependent on
the type of formulation used. If the 5-HT1a agonist formulation is released
shortly after administration, it is of no use to provide it at the same time as
20  the testosterone is provided, because there will be hardly any overlap of effect.
If it takes some time before the 5-HT1a agonist is available from the used
formulation, for example 3.5 to 4.5 hours, it can befis administrated at the
same time the testosterone is administered.
Without being bound by theory, the experimental part herein
25  describes the inventor’s current hypothesis in respect of the effect of a 5-HT1a

agonist in the treatment of sexual dysfunction.

In yet another embodiment, the invention provides use of
testosterone, a PDES5 inhibitor and a 5-HT1A agonist in the preparation of a

30 medicament for the treatment of sexual dysfunction, wherein said 5-HT1A is



10 noted that if the peak effect of testosterone and of a 5-HTla
agonist only partly overlap this still results in the desired effect.
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of a 5-HTla agonist in the treatment of sexual dysfunction.
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other example is given in tadalafil which 1s chemically designated as
pyrazino[1°,2":1,6]pyrido[3,4-b]indole-1,4-dione, 6-(1,3-benzodioxol-5-y1)-

20 2,3,6,7,12,12a-hexahydro-2-methyl-, (6R,12aR)-. In addition to the active
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.

25 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.



10 pol yethyl ene glycol, titaniumdioxide, yellow ferric oxide, and
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t abl et cént aittentidretofeybtiowtingnli agd édisentad matiogoar. Mel laoBRBESddhibitor the

hydr oxypropyl cel.lu] ose, hypronell ose,.iran .oxigde, e .
Tononyelr at 6 PGSt (i BaRa ingeers it parufy phiecIART e adisapr
lauryl sul f aidg, cHolhgrgib) SRR HitRY ladCon AR fdiR66S bibtedaBiHEBEL: of
of PDE5-inhibitors is still expanding and other non-" |limting

exanpl es ar e 5-HTDQR agoEsB N6 meanstl Maxiwdl hchayiqura dpinmdstion. Thddgoal |
12-210, UK-343,664, UK:-369003, ..LK-357903, .BMS-341400, BMs- 223131,
FR226807, FRAB2GIEAH %11%’?@3‘?13‘%&%%?%%%%19%0485, TA- 1790, DA- 8150,

NCX-91119r KS-505a @k ohifignsPaRSNEs: i S5hRaPeffedl PR N641RBAAD o 50 o
2008/ 054213PCT/ NL2007/ 050533 8 It is clear to the skilled person that

the active iaggristipadiasPRIFS iphditeraliliy dediwpdikat heawakeiffest elisaidch
nat £ e RS SLRER Rkl Bopl VBL o0 M AR ol A BBabibag. i
t est ost er onetilln@spRakn ehd dedirarbafficcti(fe eRAMIPIE trédtele@RDE FSD). There is a
time lag for the effect of a 5-HT'1a agonist of about 1 hour and the effect of & 5-
15 HT1la agonist lasts for several hours (for example, Flesinoxan reaches
maximum plasma concentration after 1-2 hours, and single doses have a half-
life of 5.5 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 ng/l for vardenafil and 40 ngl for tadalafil) after about 1 hour after
20  administration and their effect is then also present. By releasing a 5-HT1a
agonist and a PDES5 inhibitor at approximately the same time, their effects at
least partly coincide. It is clear to the skilled person that a 5-HT1a agonist and
a PDES inhibitor can be formulated such that their release is delayed. For
example, the active ingredients are provided with or surrounded by a coating,
25  which is dissolved after 2 hours. In such a case, the active ingredients must be
taken 1.5-3.5 hours before sexual activity. Other variations are easily
performed by the skilled person and are within the scope of the present
invention.
For the present invention the routes of administration of choice are

30 those which are the least invasive (for example oral, buco-mucosal or



5 attention to erotic stinmuli and in sexual notivation. For a PDE5
i nhi bitor the peak effect is the maximal increase in activity of the

NANC (non @@y ®mngis@é non cholinergic) pathway of the aup@RRIMWH0s0533
nervous systemand in respect of a 5-HT1A agonist this neans a

maxi mal behavi oural disinhibition. This goal can be reached by using
different strategies. 10As outlined above] for an optinmal effect of
testosterone, a 5HTla agonist and a PDE5 inhibitor, it is desired

that th ff Saj. i.nci de. , if th
A L R R B R A
effect (for iaRasntel by ivakieoutds dfdminidiestton.s a tinme lag for the

effect of a 5-HTla agonist of about 1 hour and the effect of a 5- 15
HTl a agoni st lasts for several hours (for exanple, Flesinoxan reaches

maxi mum pl asma conc r.ati : -2 S ve a
half-life of 5.5 hog‘rﬂg)‘.%%S%@f?‘ugﬁnﬁ%dmﬂ?%ﬁlg%Hdi%lt%s?l%@?@gﬂﬁegﬁgﬁﬁg%’ﬁﬁaas'
si | denaf Bl t()pestakteroneanh at HélT1apeainigl fas mee roa eesthodfbiotreftifg ebxual
shoul d be at ast. 35 ng/m for sildenafil, 2 pg/1l for vardenafil and

|
40 pgl for tdé’ag-l%t}oln} “&fter about 1 hour after 20 adninistration and
their effect(ﬁ% festdlEBr eS8 T ES! yi-btifﬁi‘ ahfLAHTG %@i@ﬁ?y@@%hﬁ%ﬁﬁg

a PDE5 inhibitor at approxinmate e sane tine, elr efrects

| east part | foxtieatindesexhal dywfwhaam.t o the skill ed person that a

5- HTl1a agoni st and a PDE5 inhibitor can be fornulated such that their
rel ease is delayed. For exanple, the active ingredients are provided

wi th or jgurrounded yeqnGQatdd @rtiter PHAVERSs Sy 'eﬁﬁgalgdco%ﬁgos?tiﬁpur S.

In such a case, the active ingredients nmust ‘be taken hour s
bef ore sexuabmprising tastoeivee amt 4 atHEh4 s@ovistaghéxeipeaidifoneatldtjon e

skilled perspn. and are within the sco he present, inyention. WO
2008/ 054213 lg%ﬂgﬁﬁgéﬂ ?F%%’G?@jé/ rpihse F&Hgg'iﬁ 1A 0o BoSit Ao sp Sbkgatdione
behavi our shyosibd ReOtrshfidtagalekM gl Activity. uenced by invasive routes of
adm ni stration. The use as described herein may alternatively be

formul ated as: 5 (i Yheeswstef sestosiatone Beriphammgontisal doorpogiteori n a
oL 46 PSP bl 2 g
sexual dysf yagbstefonel MigRet oV Rter Mdsbd!fnalSie Micoyda¢ lePeplinkorceist i cal
composition albumin and SHBG levels and the weight of the subject to be treated.
The suitable amount of 5-HT1a agonist depends on the used 5-HT1a agonist as
well as on for example the weight of the patient. Flexinoxan for example is
20  typically provided in an amount of 1 mg.

The invention also provides a pharmaceutical composition
comprising testosterone, a PDES inhibitor and a 5-HT1A agonist, wherein said
formulation is designed to essentially release said 5-HT1A one hour, said
PDES inhibitor 1-2 hours and said testosterone 3.5-5.5 hours prior to sexual

25  activity. One suitable amount of a 5-HT1A agonist is approximately 1 mg. An
advantage of using at least three different active ingredients is that the
individual used amounts may be decreased if compared to a treatment based
on two active ingredients.

The active ingredients (for example testosterone, a PDES inhibitor

30 ora 5-HT1A agonist) may be present in any suitable form, such as in the form



conprising testosterone and a 5-HT1A agoni st, wherein said
formulation is designed to essentially rel ease said 5-HT1A one hour
and sai d testmed/msinge 3.5-5.5 hours prior to sexual actpaikizcodsesss
anount of testosterone per pharmaceutical composition 15 conpri sing
testosterone is at least 0.3 ny testosteggne and at nost 2.5 ngy
testosterone. Hi gher or |ower doses may necessary dependi ng on the
al bum n and SHBG | evel s and the weight of the subject to be treated.

The suit abl &r3aBdpd ch)?Lﬁé%ﬁltﬁggfﬂifﬁ}elaf\}gfgﬁg,s%%,tﬁgﬁltfb%%r%hls_g&?sions

agoni st as well as on tor ‘exanpie t pat1ent.
Fl exi noxan faord mearpinpriss dienypacdbl gx@pmnts eddion bandeaeamdforof 1 nyg.

The inventiop .also ovi des har maceuti cal conpositi,Qn copprisjn
testosteron ZIS%t%EEEq% BH‘@’FP%S §neonee: u&&@rﬂ%ﬁ:ﬁswﬂ?‘%? é}f%?fg%ff jﬂm%s of
formul ati on jeRadephetRess th BS 8PhbR! kb8 BARE r&iBh&h o dHlEfePPRAQUr .

said PDE5 inhibitor 1-2 hours and said testosterone 3.5-5"5 hours
prior todsexual 25 activity. One suitable anount of a 5-HT1A agoni st

Rt Y e R R
decreased i fpae@yRanedid %@pféfw BSmPRIEY BThdd® tRE Eﬁo@ltioﬁ%x%@ér%myg 5

The active ingredients (for exanple testosterone, a PDES inhibitor
or a 5- HT1A adgfoproidesriagtrbetipnesetn therndministratian Bhdrefare, thednvestiom

the form 20081054213PCT/ NL20071050533, 10 of tablets apsul es, . .
mil 1 < par t | GURSEEG A BE O} PRI SOBHY IXTHAL et So BERCP Bt LR Cpapositon
conpri se0di leogiptRigd tHsedstenotie RinkiNd tSleASKHRS coMpdeficn eitpMAking a 5-HT1A

di sintegrants and/or |ubricants and/or colouring agents Al so
di fferent kidgeBisbfwheneinsaiddat fwither exmpisesimsiiuetions ire hespscldior et

rel ease or qakxﬁ){%(gra[t?dne@fss%id compositions. In yet another embodiment, the invention
also provides a kit of parts comprising at least one pharmaceutical composition
comprising testosterone, at least one composition comprising a PDES inhibitor
16  and at least one composition comprising a 5-HT1A agonist, wherein said kit
further comprises instructions in respect to the administration of said

compositions.

It should be clear that depending on the formulation of the different

20  active ingredients, different administration regimes can be used.

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,

25  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.



5 Because the effects of the different active ingredients
nmust at | east partly coincide and preferably conpletely coincide, the
i nventi on woefves/abity al so provides instructions as to tF@E/NL2007/050533
adm nistration. Therefore, the invention also provides a kit of parts
conprising at | east one pharmaceuti cal ETpOS' tion 10 conprising
testosterone and at |east one conposition-conprising a 5-HT1A

agoni st, wherein said kit further conprises instructions in respect

to the administrati PheHer i &Es@ﬂﬁ@&%bﬁnbﬁfﬁmnls%f%@ﬁv@ﬂ@r@@irents may further
enbodi nent, the invention also provides a kit of parts conprising a

| east one pﬂwmewanwibscoﬂpnsuitab}w apbiveringieatgeritest ost er one, at

| east one conpositi I’I.SI a PDE5 nhi bi 5 and. at | east one
conposi tion conpri sﬁﬂ ﬂﬂ&lqu?rgyl W&Fﬁ?%@?&r%@%m @pPr a
conpri ses i %h@wsm@a@ng ﬂcoh?%‘l d&éfuhhﬁoﬁ%gﬂpl}bﬁfd'i@é t@éhlefma%'oql female
conposi ti ons. be clear th dependi ng on the

f or nul at Pon veith erenthingaee of t@@Oﬂé@tﬂlﬂ@@nd@ bl bﬁtagonxdst fdret eptionally a

adm ni strati an be used. In order to further
enhance the }g[?]faé'&giél 6tf°rfhe kit of parts of the invention said kit may

further conprise neans for cognitive interventions and stimnulation.
Such information may be present on any data carrier (paper, CD, 25
DVD), passive or interactive, or it may be a link to a website at

| east partially des r th [ sad e .
stimulation. Soneti *Irr‘gg?ﬁq en%mn VrVlei Qéj ’g@% e%l &%%ﬂdn %Srﬁ?@‘?w}@g’ non-
st i mul auOrylinﬁ&ﬁrgfmmesubconSC| ousl y e. g. subl imnally. WO

2008/ 054213PCT/ NL2007/ 050533 11 The herein described
conbi nati ons of active ingredients may further be acconpani ed by
ot her suitable active ingredients. The invention further

provides a nethod for treating a nale or a fenmale suffering from
sexual dysfunction by providing to said male or female 5 with a
conmbi nati on of testosterone and a 5-HT1A agonist (and optionally a
PDES5- i nhi bitor). The invention wll be explained in
nore detail in the followng, non-10 limting exanpl es



WO 20081054213PCT1NL20071050533 12 Experinmental part Case reports on
conbi ned Testosterone and Buspirone nedication for FSD 5 Rationale A
nunber of wanems/eshnzhad partici pated in our FSD nedi catpenniiadsespad
reported strong feelings of inhibition whilst contenplating or having
sexual intercourse. Three of these wonen yere prescribed a single
dose of 10 testosterone (T) conbined wit h%a si ngl e dose of Buspirone
(B), by a qualified phsyician, in a |laboratory setting. T is known to
nmake the brain nore perceptive torsgdidmetthiphirt B Was given for its
5- HT1A receptor agonism to reduce said inhibition. 15 Set-Up All
wonen were given Placebo or T/B nmedication randomly and on separate

d . T (0. i bl.i | i 4 h B
mo tabl ot . OFS SRR Bhmpa RSt don and it oBRnBaRtition 1Br

Physi cal ard@®Bl was neasured using Clitoral Blood Vol une (CBV)
measurenents; subjective 20 sexual arousal was neasured using the
Sexual APousal Response Sel f- Assessnent Questionnaire (SARSAQ . In
addi tion, Vagifighalul se Anplitude (VPA) was neasured as a neasure for
physi cal anticipation of sexual activity. CBV and VPA were mneasured
duri ng neut rAahufrilenof Wosyerawto Sudgeqtieivatet 0t der FEDMkdjpstiokathls had

session of neutral and erqtic filnclips s foll owed by a_ 25 SARSAQ
The erotic RFPPRIERFHEbAArQgs s iRaBivet Yinat SRRBINENES AL PARE sexua
subsequent (hataduE, TioMk)or$8SS! @&ﬁen%ﬂrﬁé%{b%dbﬁ%iﬂ?ﬁéﬂ\ﬁgn scri bed

as the overall relative increase I n physical arousa VPA, in
per cent 1foi estpsterone (T) combined with a single dose of Buspirone (B), by a qualified

phsyician, in a laboratory setting. T is known to make the brain more
perceptive to sexual stimuli, B was given for its 5-HT1A receptor agonism, to

reduce said inhibition.

15 Set-Up
All women were given Placebo or T/B medication randomly and on separate
days. T (0.5 mg, suspension, sublingually) was given 4 hours and B (5 mg,
tablet, orally) was given 1.5 hours prior to measurements. Physical arousal
was measured using Clitoral Blood Volume (CBV) measurements; subjective

20  sexual arousal was measured using the Sexual Arousal Response Self-
Assessment Questionnaire (SARSAQ). In addition, Vaginal Pulse Amplitude
(VPA) was measured as a measure for physical anticipation of sexual activity,
CBV and VPA were measured during neutral filmelips, and subsequent erotic
filmclips. Each session of neutral and erotic filmclips was followed by a

25 SARSAQ. The erotic film clips were progressively more explicit during
subsequent (total of four) sessions. The results below are described as the
overall relative increase in physical arousal (CBV and VPA, in percent points)
and subjective sexual arousal (SARSAQ, in Likert scale points) during the
erotic filmclips under placebo and T/B condition.

30



and subj ective sexual arousal (SARSAQ in Likert scale points) during
the erotic filnclips under placebo and T/B condition. WO

2008/ 05421 8CnhdNis2£187/ 050533 13 Case A This worman was dpegrRosetoswsssh
both Hypo Sexual Desire Disorder (HSDD, DSM 1V TB inclusion criteria)
and Fenmal e Sexual Arousal Disorder (FSAD1 DSM IV TB i ncl usi on
criteria). She feels sexually inhibited, fhich is onl y 5 rel eased
when she's had too nmuch to drink. She interprets conplinents about
her | ooks asggigd@act invitation for sex which imediately results in
feelings of 1nhibition. Average SARSAQ i ncrease was 0.44 points,

peaki ng at (ll9spoimas wisrdiagndaske wibh bdtlsHypo SexnaluDesiré Bisitriler (HSDD,

Gurhg the JSeMEr IE0EE R oGRS it raek Seranetaien 18s st ban
at 12. 6 dur imgMLe TRYNCHs3RS 8 Ria) BRE f1d fdx21a W TRAIBMERL, ¥hih is only

di agnosed with both HSDD and FSAD. She says she's 15 | ost the desire
for sex $he reladed wheawhesmid faoduuch to dripkdbhé interpretecamplimgnsmabag

very easily.di stracte ausi.ng her not t.0. bheco hysi c %I. rouse
Aver age SARgﬁéﬁ?%sraesa%%e%gvﬁaﬁgn g%ﬁ ﬁ?f‘swﬁlﬁgé%%‘ﬁﬁﬁl r i dﬁ@%hngs 0
during the sghib€gosessi on neutral/erotic filmclips. Average increase

in VPA was -0.4 points eaking at -0.0 during the first session.
Aver age i ncrE®3age ﬁAwC&a@rQ@S‘ﬂW@S Redinatsapeski@ediid. $ goiite dimgtthe

session. Casgi§ session neutral/erotic film clips. Average increase in VPA was 1.3 points,
10 peaking at 3.9 during the second session. Average increase in CBV was 10.2

peaking at 12.6 during the third session.

Case B
This woman was also diagnosed with both HSDD and FSAD. She says she's

15  lost the desire for sex she used to have and finds it very difficult to unwind and
is very easily distracted, causing her not to become physically aroused.
Average SARSAQ increase was 2.03 points, peaking at 6.23 points during the
second session neutral/erotic film clips. Average increase in VPA was -0.4
points, peaking at -0.0 during the first session. Average increase in CBV was

20 4.0 peaking at 5.8 during the first session.

Case C
Case C suffers from HSDD but not from FSAD. She puts much effort into
trying to regain desire for sex, but is often put-off by her partner who she

25  claims is overly clingy.
Average SARSAQ increase was -0.44 points, peaking at 0.01 points during the
first session neutral/erotic film clips. She did report to the physician that she
felt more sexually aroused during verum. Average increase in VPA was 0.3
points, peaking at 0.3 during the first session. Average increase in CBV was

30  17.5 peaking at 19.3 during the first session.



Case C suffers from HSDD but not from FSAD. She puts nuch effort into
trying to regain desire for sex, but is often put-off by her partner
who she 25wl migiss213 overly clingy. Average SARSAQ i ncrp@sRLWAS05083344
poi nts, peaking at 0.01 points during the first session
neutrallerotic filmclips. She did reportl o the physician that she
felt nore sexually aroused during verum verage i ncrease in VPA was
0.3 points, peaking at 0.3 during the first session. Average increase
in CBV was 30 17.5 peaking at 19.3 during the first session. WD
2008/ 054213PCT/ NL2007/ 050533 14 Overall concl usi on Conbi ned treat nent
with T/B indﬂeawdicmny:élhsi&m sexual arousal (CBV) over placebo, in all

th I t f t t (VPA
i nreased 1 1CPRBRSOEA o cBeR JLBdSerr BTt mercatinteid suat D ver
indicate a nRh&hol FPERYRARIasks HHPLRIa¢ ahtidRMYRhL @rsek'éal act{vRY (VAR w

increased in both FSAD patients, VPA in oné out of two. Subjecti ve
sexual abousatreasedsutwel obyoldireAGsesafogetbendbesk neasuwenmats diditamese

cases, both conbi.ne nd FSAD atients h t he SARSAQ 10
ccores of  cdSE ORI R iy Sien SFble Ak yselfo BOY R niGedshian Dot
sexual l'y arqt&ceplﬁlﬂfeln&g WA tion¥euespPres. to further inprove these

results by using full as opposed to partial 5-HT1A receptor agonists

(f1 esi noxan Subiecstie mu@h@muﬁ@h@easuyedey )‘BM@SA@ewa@yecr@as@me out of
receptor agq <,§e ca%ggn‘t?&%%? ﬁSB]’?ahdwnt t1W| nle @E%é the SARSAQ

i nhi bitors. per er one an
10  scores of case C did not mcrease, she did report feelmg more sexually aroused

during verum.

We expect to further improve these results by using full as opposed to partial

5-HT1A receptor agonists (flesinoxan instead of buspirone), by varying the

dose of 5-HT1A receptor agonist and by combining T/B treatment with PDE5
15 inhibitors.

Experiment 1 testosterone and flesinoxan in FSD
Efficacy of combined administration of testosterone and a 5-HT1A receptor

20  agonist —flesinoxan- on VPA in response to erotic film excerpts in women with
FSD

In a double-blind, randomly assigned placebo controlled cross-over design, a
group of 16 women with female sexual dysfunction (FSD) will receive
25 1 testosterone (0.5 mg) and flesinoxan (1 mg)
2. testosterone (0.5 mg) alone
3 flesinoxan (1 mg) alone
4. placebo
on 4 separate experimental days.

30



Ef fi cacy of conbined adm nistration of testosterone and a 5-HT1A
receptor 20 agoni st -flesinoxan- on VPA in response to erotic film
excerpts i womnss4mst h FSD I n a doubl e-blind, random y essngnedisesss
pl acebo controlled cross-over design, a group of 16 women with female
sexual dysfunction (FSD) w || recel ve 25:[ testosterone (0.5 ng) and
fl esi noxan (1 ng) . testostefBne (0.5 ng) al one 3.

fl esinoxan (1 ng) al one 4. placebo on 4 separate

exper i ment alTylagsy ex 131@@&%&10@%%%31 d Mp%@giie/ggcgp%%:fe&gs%) d teﬁr F}fe}:r)erlc%i:l

experinmental days wll be separated by (at a three
On al | drug Quimilnirsgresinionsyatoly, subpen Wil re&:eme\omema@su]apsnlsmtmg of

t f t fl d |
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excerpts, directly after adm nistration of liquid forrmulation, and
hours af Ber raspansedo peutus anfl elrot}cl ﬁérnfaxmmtatdm&ttlyﬂfw adrhmldshrqtmnl of

f | at .l be t fo to,t
one hour  pr 5Pie SAnURHRE, Al PR 3K bt Rt st S SRR o R
f1 esi noxan Wids, Gvenyail ﬁﬂl@nﬂé&l&h%ﬂ b@ltélf:&{ﬁﬁ&}{duﬁpkﬁg té Bestinfh, Bhe

hours and 0-1 10 hour, respectively). Experinment 2 testosterone,
fl esi noxan &adswle |o@@r}@)|urf|pr1qaq tpsgepting. The effect of sublingual testosterone and

flesinoxan will overlap due to their different time lag (3.5-4.5 hours and 0-1

10  hour, respectively).

Experiment 2 testosterone, flesinoxan and sildenafil in FSD
Efficacy of combined administration of testosterone, a 5-HT1A receptor agonist
—flesinoxan- and PDES5 inhibitor —sildenafil- on VPA in response to erotic film

15 excerpts in women with FSD

In a double-blind, randomly assigned placebo controlled cross-over design, a
group of 16 women with female sexual dysfunction (FSD) will receive
1. testosterone (0.5 mg), flesinoxan (1 mg) and sildenafil (10 mg)
20 testosterone (0.5 mg) and flesinoxan (1 mg)
flesinoxan (1 mg) and sildenafil (10 mg)

testosterone (0.5 mg) alone

S S X

flesinoxan (1 mg) alone
8. placebo

25 on 6 separate experimental days.

The six experimental days will be separated by (at least) a three-day period.
On all drug administrations, subjects will receive one capsule consisting of
either flesinoxan, and/or sildenafil or a placebo, and one liquid formulation

30  with either testosterone or placebo. The vaginal pulse amplitude will be



Ef fi cacy of conbined adm nistration of testosterone, a 5-HT1A
receptor agonist -flesinoxan- and PDES inhibitor -sildenafil- on VPA
in responswdmuwwﬁmc film 15 excerpts in wonmen w th FS¥RL®B07/050533
doubl e-blind, randomy assigned placebo controlled cross-over design,
a group of 16 wonmen with femal e sexual dysfunction (FSD) will receive
1. testosterone (0.5 ng), flesinoxan (1 ) and sildenafil (10 ny)
202. testosterone (0.5 ng) and flesinoxan (1 ng) 3. flesinoxan (1 ng)

and silde nafrh!%agué-lgg ;ﬁ%%%s‘}szo%lgg ?}5 géﬁﬁ"ﬁpgﬁd 6otk fT) e%é}ng guefch?%g&?)‘ an

(1 ng) al one 6. separat e experi nment e SiXx
experi nment aladgenysstwatidn béliqwﬂiﬂaﬁoﬂhathtbqn (aaﬂ 4 bm)af@rtdﬂIMﬂtwtme bf Biguid

On all drug admnistr cts celv on psul e
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one liquid f N a1 The
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5  testostercne, flesinoxan and sildenafil, will overlap due to their different time

lags (3.5-4.5 hours, 0-1 hour and 0-1 hour, respectively).

During the experimental sessions of experiments I-2, the subject must insert a
tampon-shaped vaginal probe (a photoplethysmograph) in order to measure

10  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 another set of neutral (56 minutes) and erotic (5 minutes) film
fragments is shown. The vaginal probe will then be removed. After 4 hours

15  another VPA measurement will be made in response to neutral (5 minutes)
and erotic (b minutes) film fragments. Blood pressure (supine and standing),
heart rate, respiration rate, and body temperature will be monitored
throughout on the experimental days.

The experimental session will be preceded by a screening visit. In this

20  screening visit subjects are interviewed and examined by a resident of the
department of gynaecology of Flevo Hospital, Almere to diagnose for FSD and
to determine eligibility for study participation. Subjects will be asked to fill out
a questionnaire; the Female Sexual Function Index (FSFI). Subjects will be
screened to exclude pregnancy or breast feeding, vaginal infections, major

25  operations to the vagina and/or vulva, undetected major gynaecological
illnesses or unexplained gynaecological complaints. Weight, height, blood
pressure (supine and standing) will be measured. Cardiovascular condition
will be tested and ECG checked for significant abnormalities.
Subjects with a history of endocrinological, neurological or psychiatric illness

30 and/or treatment. Standard blood chemistry and hematology tests will be



measured in response to neutral and erotic filmexcerpts, directly
after admnistration of liquid fornulation, and 4 hours after
adm ni st r aioonesads4disqui d formul ati on. Thus, the liquid If(gmmoai;(ism;

will be taken four hours prior to testing, the capsule one hour prior
to testing. The effect of sublingual 5 tE?tosterone, fl esi noxan and
sildenafil, will overlap due to their different tine lags (3.5-4.5

hours, O0-1 hour and 0-1 hour, respectively). During the experinental

sessi ons of ' - 1= t ' i

vagi nal prods LansRePariaphnis 8 2Rk nofhohet AEGRY & HATRANERI RS
Then subj ectthewivbhing lefiore di thendgyeofrmpbriaerftnigneDtiyingglelrmded by a 5
m nute erotic filmf.ragS nt . Afier hese basel i ne neasurenents, the
subj ects redBPRETWHEOLFUPKRStS Bt 0 Eef¢Sn conbi nati ons as descri bed
above. Follow ng nedication another set of neutral (5 mnutes) and
erotic (5 mnutes) filmfragnents is showmn. The vagi nal probe w |

then be senMuygferibididy 3 feftOdidrol FNANEINYRANBASIYIEMENt Wi | | be

made in response to neutral (5 mnutes) and erotic (5 mnutes) film

fragments. BffedyRfessbitd sdpimnsranon ot esgbdieonengrl 4 5ITEA receptor
respiration rate, and body tenperature will be nonitored throughout

on t he experigaBist aflegimpsanTha realgsernefuactigndsiresponise ko preotisrdieded

by a screeni .Sl i 0 screening visit subjects are
i ntervi ened eg%edf\ﬁggﬁmmﬁg&’v%g 1\gs’];é'esi dent of the departnent of

gynaecol ogy of Flevo Hospital, Alnere to diagnose for FSD and to
determne eligibility for study participation. Subjects wll be asked

to fill _ut _a estionnaire;. the Femal exyal Fungtion | ndex_(FESFI).
Subj ect %Swi P agio‘ﬂﬁ?-gﬁﬁgdrw%@z|a&al_§n5§é>§¥§ﬁe90%?0_@?%5@88%%?1%@@, 2
vagi nal i nf ¢k 08s16 H?én%itﬁ?n&]@%{eﬁﬁépﬁ‘yssfﬁﬂcﬁélﬁ(MggP Q»?illfi-géje/i% vul va,

undet ect ed maj or gynaecol ogi cal illnesses or unexplal ne
gynaecol ogi cal conpl ai nts. Wi ght, height, blood pressure (supine and

standing) will be asured. Cardi.ovascul ar .conditjon.will be tested
and ECG checked fo 'seﬁjf:ﬂsg‘?ré’ﬁﬁt(&gﬁﬂ %‘#ﬁf’?%‘g?‘ana MY bj ects with a
hi story of endocri Bol RaidstdronBet!bGheosleat or psychiatric illness 30
and/or treatnent. Standard bl ood chem stry and henmat ol ogy tests w ||

be WO 20608/ 05421 3BCTinesy (1508383lone
4, placebo

on 4 separate experimental days.

The penile tumescence and rigidity will be measured in response to neutral

20  and erotic film audiovisual stimulation (VSTR), directly after drug
administration, and 1 hour after drug administration, directly followed by
measurement of vibrotactile stimulation ejaculatory latency time (VTS-ELT)
and postejaculatory erectile refractory time. The four experimental days will
be separated by (at least) a three-day period. On all drug administrations,

25  subjects will recelve one capsule consisting of either flesinoxan, or a placebo,
and one liquid formulation with either testosterone or placebo. The VSTR will
be measured in response to neutral and erotic film excerpts, directly after
administration of liquid formulation, and 4 hours after administration of liquid

formulation, when also the VI'S-ELT is measured. Thus, the liquid



17 performed. Participants are required not to use al cohol or
psychoactive drugs the evening before and the day of experinentation.
Duri ng per maxkoodosamnst ruati on, subjects will not be tespedNLBO7/050533
Experinment 3 testosterone and fiesinoxan in MSD efficacy of conbined
adm ni stration of testosterone and a 5- H;{éA recept or agoni st

-fl esi noxan- on mal e sexual function in sponse to erotic film
excerpts in nen wwth MSD 10 In a double-blind, randomy assi gned

pl acebo cont ; i : i

Cexual dyst onty o ] R8s b e Mo u AP AP el
fl esi noxan (driemfp t2stingsTls effeas o sqblingur])testosteeodd Snd fleemiorax avill( 1

ng) al one 4. placebo on.,4.s rat e. experi t days. enile

t umescence a(fY%ﬂ?’ip u(ﬁttc&h\?}rl ‘flﬁ%l‘ée %ﬁﬁ%tﬁ%igﬁﬁg@q gq ral 20
and erotic fdbpaaudigvi sual stinulation (VSTR), directly after drug
adm ni stration, and hour after drug adm nistration, directly

fol | onedsby neasurenment of vibrotactile stinulation ejaculatory

| atency time (VTS-ELT) and postejacul atory erectile refractory tine.

The four expet)omMdht @?xad&ééoxbé REARLIAAGRY Sgate L#AShIMS

three-day period. On all drug admnistrations, subjects w ||

recei ve one Efgipsdy 6f @oilihsd bAthiRfstRitidnedt tbtesicporad 5- TR PAREENQgonist
and one liquid fornulation with either testosterone or placebo. The
VSTR wi | | —flesinoxan- and PDES5 inhibitor —sildenafil- on male sexual function in

response to erotic film excerpts in men with MSD

10
In a double-blind, randomly assigned placebo controlled cross-over design, a
group of 16 men with male sexual dysfunction (MSD) will receive
testosterone (0.5 mg), flesinoxan (1 mg) and sildenafil (10 mg)
15 testosterone (0.5 mg) and flesinoxan (1 mg)

flesinoxan (1 mg) and sildenafil (10 mg)

testosterone (0.5 mg) alone

gro W

flesinoxan (1 mg) alone
6. placebo

20 on 6 separate experimental days.

The penile tumescence and rigidity will be measured in response to neutral
and erotic film audiovisual stimulation (VSTR), directly after drug
administration, and 1 hour after drug administration, directly followed by

25 measurement of vibrotactile stimulation ejaculatory latency time (VT'S-ELT)
and postejaculatory erectile refractory time. The six experimental days will be
separated by (at least) a three-day period. On all drug administrations,
subjects will receive one capsule consisting of either flesinoxan, or a placebo,

and one liquid formulation with either testosterone or placebo. The VSTR will



be measured in response to neutral and erotic filmexcerpts, directly
after admnistration of liquid fornulation, and 4 hours after

adm ni st r awoomwogbss2isqui d formul ati on, when al so the YTSp&tmML1087/050533
measured. Thus, the liquid WD 2008/ 054213PCT/ NL2007/ 050533 18
formulation will be taken four hours pri?é to testing, the capsule
one hour prior to testing. The effect of “Sublingual testosterone and
flesinoxan will overlap due to their different tinme lag (3.5-4.5

hours and 0-ye Hl%Héuleﬁﬁﬁ%%dﬁé@tﬁ)mu@&@%hﬂr@?&c ﬁl&ee%fcg&%? rdiﬂ?c’tltyrafter

fl esinoxan and sildenafil Tn MSD Efficacy of conbi ne dm ni ati1on
of testost eraheinistratibil tAlinerkforoulzgoniostl 4 hoess afterearim aristr RDES of liquid

inhibitor -s Ide I on le s unction i esponse to erotic
fil mexcer pt ?B?Fé% iR ?:%D%h‘? M%@BF 'é“%sflﬁ%‘? ﬁ}&’ﬁ g‘i‘ﬁﬁ i gned
pl acebo co ntfﬁﬂlnlu%hcﬁf ®8$ bé"t‘.@]ﬁetﬂ%‘l‘ HdurSpHbP H:pté%izmngt}H@a&ﬁ@lﬂ@oﬁ@h&r
sexual dysf unction (MsSD) will receive . testosterone

(0.5 ng) 5 fimsemioxdesting. Hey effend of stiblem@fdlitegtootemppe, IEBmou:astamit sldenefil,
0.5 f ild f
B e e R TR

pl acebo 20 gme, ﬁ@@@é@@@fxperl mental days. The penile tunmescence and
rigidity will be neasured in response to neutral and erotic film
-audi ovi sual stimulation (VSTR), directly after drug

Experiments 3-4 will be preceded by a screening visit. In this screening visit

10  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.

15 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.



adm ni stration, and 1 hour after drug adm nistration, directly

foll owed by 25 neasurenent of vibrotactile stinmulation ejaculatory

| at ency tiwe 088fiB+HRT) and postejacul atory erectil e refreoionydsiize.
The six experinmental days will be separated by (at |east) a three-day
period. On all drug adm ni strations, sub&@cts will receive one
capsul e consisting of either fiesinoxan, “or a placebo, and one liquid
formulation with either testosterone or placebo. The VSTR wll WD
2008/ 054213PCT/ NLRRRA/RRR233 19 be neasured in response to neutral
and erotic filmexcerpts, directly after adm nistration of liquid
formul ation, and 4 hours after admnistration of liquid fornulation,
when also the VIS-ELT is asured, Th the liquid roul gtion will
e taken four hodPamin Dy Adliingrd e Bsse-bretivtn e e ¢ o
testing. The effqgijif SEUB: pRENAbNRRIDSAAN, JBhﬁ?'lQ%.aﬂ’Blgﬁﬁip. 537-44,
sildenafil, wll overlap due to their different tinme lags (3.5-4.5
hours, 051 Kour aWddp-S.Ahetinl., Aedpesari m@plismessm%yzontiwgas be
preceded by a scregeni Vi Sit this screeni visit 10 subj.ect

e htervy eved ST Ramsl oy d R oBEl T3P lblosti RS Par 1
gynaecol ogy of Fliguenfspéd deroiflk."Biegoitls, THORYBOEH: pB1MD and to
determne eligibility for study participation. Subjects will be asked
to,fill out a questionnaire; the international index of erectile
function questionnaire (I1EF). Weight, height, blood pressure (supine
and standing) will be measured. 15 Cardi ovascul ar condition wll be
tested and ECG checked for significant abnornmalities. Participants
are required not to use al cohol or psychoactive drugs the evening
before and the day of experinentation. WO

2008/ 054213PCT/ NL2007/ 050533 20
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57(7): p. 319-24. 21 Cains 1. Use of testosterone and a 5-HT1A
agoni st in the preparation of a nedicanent for the treatnent of
sexual dysfunction, wherein said nmedicanment is adm nistered acutely
bef ore sexual activity, wherein sai dClaimst osterone is applied such
that there is a short lasting peak of testosterone in the blood
circulation of a subject to whomit is adm nistered, and wherein said
5- HT1A agbni stUdescftedtedasede ané a 3T 1 heparie ianbe ssperdtest ol atre¢dicenent
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testosterone 3.5-5.5 hours prior to sexual activity so that the peak
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sexual dysfunction is female sexual dysfunction. . A pharnmaceuti cal
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sexual activity so that tHe peak effects of the agoni st and

t est ost eragnrisprelepseshare ppr before, Ao radihitordh2 bowpesil tsiidn
conpri si tef i.ahi.bi : - ' i
ahorel n SorthRBRRSA 28 Toufh fTkrto sBHl- Pl AR trebel (AR Pl 5
t est ost erlTABA agontistethsl RIBE5 oililsitdratmiddnstosterone wbjtéctverpwhom it is
adm ni stered, and 22

3. Use according to claim 1 or 2, wherein said sexual dysfunction is female

sexual dysfunction.

4. A pharmaceutical composition comprising testosterone and a 5-HT1A
agonist, wherein said testosterone provides a short lasting peak of testosterone in
the blood circulation of a subject to whom it 1s administered, and wherein said
formulation is designed to essentially release said 5-HT1A agonist one hour and said
testosterone 3.5-5.5 hours prior to sexual activity so that the peak effects of the 5-

HT1A agonist and testosterone partly overlap.

5. A pharmaceutical composition comprising testosterone, a PDES5 inhibitor and
a 5-HT1A agonist, wherein said testosterone provides a short lasting peak of

testosterone in the blood circulation of a subject to whom it is administered, and



wherein said fornmulation is designed to rel ease said 5-HT1A agoni st
one hour, said PDE5 inhibitor 1-2 hours and said testosterone 3.5-5.5
hours prior to sexual activity so that the peak effects of the 5-HT1A
agoni st, the PDE5 inhibitor and testosterone partly overlap. 6. A
kit of parts conprising at |east one 3ﬂar maceuti cal conposition
conprising testosterone and at |east one conposition conprising a
5-HT1A a I Q |t| n.co 9, 188k 9t grane
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5- HT1A agmtt].stovamb.testosterone partly overlap. 7. A kit of parts
conprising at | east one pharmaceutical conposition conprising
testosterone, at |east one conposition conprising a PDE5 inhibitor

and at |emst oneitediRas bdmmlﬁg)apreasuda@p&aﬁnk&ﬁﬁc@lg:@ﬁmstlnom/e@ﬁpmang
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in respect to the acute adm nistration_of said conpositions so that
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t est ost ergRGeRAdald ¥it QY @hé2Rmpres HEBuBGHR idirBGetitothabitd Or 2,
wherein said sexual dysfunction is nale sexual dysfunction.
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si | denaf idng teatostePdfeidar@pevdeB@al afil.  10. Use according to claim1,
2, 3, 8 or 9, wherein said 5- 1A agonist is selected fromthe group

consi sting of 8-0H DPAT, Al nespirone, AP-521, Buspar, Buspirone,
Di ppropyly. 5- Cla s ﬂrgéég’cgmpl%qgégt legg%n%%thﬁfhlacgghéﬁ'cf)ﬂggsmlgﬁl: 7§ﬁé n,

Fl esi noxan, Cepirone, |psapirone, Lesopitron LY301
MKC242, Ftestpstewz@ aHeag pne pmwommRDEgun@bttm@mﬂ atSeREtee57,
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sai d 5- peak effects of the 5-HT1A agonist, the PDES5 inhibitor and testosterone partly

overlap,

8. Use according to claim 1 or 2, wherein said sexual dysfunction is male sexual

dysfunction.

9. Use according to claim 2, wherein said PDES5 inhibitor is selected from

sildenafil, vardenafil and tadalafil.

10. Use according to claim 1, 2, 3, 8 or 9, wherein said 5-HT1A agonist is selected
from the group consisting of 8-OH-DPAT, Alnespirone, AP-521, Buspar, Buspirone,
Dippropyi-5-CT, DU-125530, E6265, Ebalzotan, Eptapirone, Flibanserin,
Flesinoxan, Gepirone, Ipsapirone, Lesopitron, LY293284, LY301317, MKC242, R(+)-



HT1A agonist is selected fromthe group consisting of 8-0H DPAT,

Al nespi rone, AP-521, Buspar, Buspirone, D ppropyl-5-CT, DU 125530,
E6265, Ebal zotan, Eptapirone, Flibanserin, Flesinoxan, CGepirone,

| psapi rone, Lesopitron, LY293284, LY301317, MKC242, R(+)-UH 301,
Repi not an, SR57746A, Sunepitron, SUN-KA057, Tandosporine, U 92016A,
Urapidil, VM-670, Zal ospirone or Zaprasidone. 14. A pharnaceutical

conposi ti cgrding t i 5% 12 rei n sal di5; A
cgoni st 1 SeREeReERB%g: SpF LA SunchingE SNl ELR IR yRdleAT,
claim 7, WUrepidii, VIdhi6d0oPHSspimhe bt Earrasidosel ect ed from sil denafi |,
vardenafil and tadalafil. 16. A kit of parts according to claim®6, 7
or 15, wherein said 5-HT1A agonist is selected fromthe group

consi sti npl.of BseliktoridBRfxTto cAiIMES B 3,370 or AP-oRreinBlasd B T 1BUSint b e,

Di ppropyl-5-CT, DU- 125530, E6265, Ebal zotan, Eptapirone, Flibanserin,
Fl esi noxanusPEIRE PHRESIORLpi r one, Lesopitron, LY293284, LY301317,
MKC242, UH 301, Repinotan, SR57746A, Sunepitron, SUN N4057,
Tandosporjne, U 92016A, Urapidil, VM.-670, Zal ospirone or,

Zapr asi doffe. A phaumacpytiepd compqsitionaacgprgingtorcipipy i hesein paidfiPR; 16,
wher ei n sighfbifar HlsbiscBa0mbs kildsnaBYSALdRRE] and tadalafil.

13. A pharmaceutical composition according to claim 4, 5 or 12, wherein said 5-
HT1A agonist is selected from the group consisting of 8-O0H-DPAT, Alnespirone, AP-
521, Buspar, Buspirone, Dippropyl-5-CT, DU-125530, E6265, Ebalzotan, Eptapirone,
Flibanserin, Flesinoxan, Gepirone, Ipsapirone, Lesopitron, LY293284, LY301317,
MKC242, R(+)-UH-301, Repinotan, SR57746A, Sunepitron, SUN-N4057,
Tandosporine, U-920164, Urapidil, VML.-670, Zalospirone or Zaprasidone.

14. A pharmaceutical composition according to claim 4, 5,, 12 or 13, wherein said

5-HT 1A agonist is Buspirone or Flesinoxan.

15. A kit of parts according to claim 7, wherein said PDES inhibitor is selected

from sildenafil, vardenafil and tadalafil.

16. A Kkit of parts according to claim 6, 7 or 15, wherein said 5-HT1A agonist is
selected from the group consisting of 8-OH-DPAT, Alnespirone, AP-521, Buspar,
Buspirone, Dippropyl-5-CT, DU-125530, E6265, Ebalzotan, Eptapirone, Flibanserin,
Flesinoxan, Gepirone, Ipsapirone, Lesopitron, L.Y293284, L'Y301317, MKC242, R(+)-
UH-301, Repinotan, SR57746A, Sunepitron, SUN-N4057, Tandosporine, U-92016A4,
Urapidil, VML-670, Zalospirone or Zaprasidone,

17. A kit of parts according to claim 6, 7, 15 or 16, wherein said 5-HT 1A agonist

1s Buspirone.



