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WD 2008/ 054213 PCT/ NL2007/ 050533 Title: Use of
testosterone and a 5-HTla agonist in the treatnent of
wa@ ecogab4213lysf uncti on. The invention rel ates torP¢haL2007/050533
field of male and/or femal e sexual dysfunction. The
i nvention specifically relates to the use of
testosterone and a 5-HT1A agonist, optionally in
TeQ8bi natisenf ‘ﬁéétbst%r&%gnﬂrg‘ﬂﬂ’rpi ag@nﬁ@hﬁ t9e XAl ment of sexual
Dysfunction (MSD) refers to various disturbances or
i mpai r ndpsfenofional e sexual function, including
i nhi bited sexual desire (1SD), erectile dysfunction
(ED) or inpotence and premature ejacul ation (PE also
Known APEARLELATHLAL] R PALIAOISh AR AP Rl sexual
ej acul ati o praecox anorgasm a is treated
dgsftcesiohullhy insemgoDpecifiohlly Irél@dtss sathe ase dltestosterone and a
sildenafil, vardenafil and tadalafil. Current
5dlidddsaganist, pptiopahy ipsprEnaige wiges BRESsnhdhiter.
creans (like lidocaine, prilocaine and conbi nati ons)
that reduce sensation on the penis and SSRI
ant i §pfesxanl Dyshedctash QARDYebids to vhibaxelithebanées or
sertraline. There is currently no known successf ul
1mpdmrmrnt@mf m@lne de8Dal fisndtama ieclsdingintDhgkdmexiiahdesire (ISD),

ri ous di sturbances
eserth S ian R O HRp iR PR ISERge GEEPLAEOH FPE. also
kRBWHaAs AGTil J;S 1at16ﬁ @z?ﬂl?@ﬁc%ﬂéﬂiéﬁ d10ei8L iRk Raecox) and
mai ntai n sexual excitenment, inability to attain an

aabrgsmiho Hlbw trgasad ém@lessfullgnmmg[PD% elc¥bintors tucly as
esti mat ed t hat 43{?%? of . 20 _wonen suffer from sexual

sHgenafal vpBfenafiliand tasklafil. Gyxenkbsyctessad treatppentdpr PE
u?cﬁ&é{é‘% Sﬂgg%thgﬂg &&5&#3'@9@& %‘d%é‘%m%r gﬁh&%ﬁné gu%( combinations) that

reval ence mon cat egor

r@&meaéelﬁmbmﬁ ﬂﬁﬂpeﬁﬁs WOREBSRTAasklepadR@ats 8SctRhe paroxetine,
conveni ent_ in providing working definitions and an

ﬂa@zsetpne@mdesar@@ﬁlrfeo Thereseaumhntly nkinewarsawetséul medication
fkp@§¥ it may be incorrect to assune that these 25

Ui ders are fully independent of each other. Both

case studies and

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
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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epi dem ol ogi cal studi es denonstrate that these
di sorders can overlap and may be interdependent. In

wGeoos/0sases, it may be possible to identify theCpNLn@rysoss3

di sorder that led to the others, but in many cases,
this may be inpossible. WO 2008/ 054213

PCT/ NL2007/ 050533 2 For the tfeatnent of male and/or
femal e sexual disorder (or dysfunction) a nunber of
di fferen ' I I :

of  suceebd’ RICLTERRne BT eRR G reRlo, BEREAIARH A5 or

axsimplcEion\® OB @I retieteht oA td, Reith $@e®er or lesser degrees
testosterone and a type 5 phosphodi esterase (PDE5) 5

phftdsesphavid been soaperiedegdmpnliase HoslesasademiMhi2n08/107810

t ai d d _ tjnmef [ t of . I
ST A B 20 Bk S e Lo b oo
11858l the wHiRR B miponenfeRfhist Bk RldLEAaTItNE 4 BALIRBESer and
In one of its enbodinents, the invention provides use

tfindfesmesheespect dfGeanal actbritil 1N thgogh shisitmedtreent provides
prepar.ati on of medi canent, for the, treatnent of
gé@é&aﬁmay@wﬁwﬁ%@ 15, e fosaltermatiyeKepemeatent j al | y
rel eased one hour before and said testosterone

3.5-5.5 hours prior to sexual activity. In a

pr ef er r eth enbofitywmbsdhtkitesthesiheeation ifFosidesiuzgudltestosterone
testosterone. Testosterone is al so known under the

gndri ealThAmgonist (g ths myHambiamar o stedicamest frethgHireatment of
tai.ned | i o Lt ) i.sol at ed
SERPIPR B ekt R TR e br BB e Sl o

BEfr8RAASaid tBRS5EeSnE 8F-9H BH ORGSR fkuadRatiopyerh
testosterone” can be used. The term "or anal ogue

phefeaed emmhedimes sng testestdrone i abaoblinguarteprostenoser
of test os,ﬁ,erone, for ef<arsI§pI e the nmetaboJite
di hydr ot est ¥estsARe 19 plspenavaypndgr the chemigalnagee 17-B-

ﬁgéfog%aﬁlla%sti-i-eﬁ-%g?%gﬁt%?%)ep%bgfém&f% Arious ways: it may be

terone Is use

adia ted i dpufedffrdamaxaspl syattetidhlly p@docsd bfamd manner.
optionally also a PDES inhibitor) needs to be
Pegislesitgstiostprong aldooan examlprae oftépidsterens gspeboneed.jBhe term

:‘Icfc’r:%na&ég&% &}il%%{)g{ ]}p%ﬂtgq%gl as’r{yr &géfﬁp n?gtagol?fel_g]_flgre%g?sn oirsc}f
testosterone, for example the metabolite dihydrotestosterone. It is clear to the
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
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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an hour earlier (as this is the approximte tine it
takes for excess testosterone 25 to be converted to

waledvgdsiest ost erone). Accordi ng to the invent PONNLE®7/050533

| evel of free testosterone should be a peak plasnma
| evel of free testosterone of gbout at |east 0,010
nnol /L, which wll typically dbccur between 1 and 20
m nutes after adnm nistration of the testosterone.

(RPL st LB Op Bt Rt s et {86 AMlioads tigedt tiime lag in
tlestifsdtesfaBstoptane ohededitl sdotiSsltisderiiaNg fahta6hal women.

peak, i.e. thereis atinme lag in the effect of . .
t est ost efesfesmonens predlergldygaren m s dawanlatiqrundieremaihere is a

. lest ' f bl ' N . )
P aEPERieRarar i ChapaL et ks DIqER T Bt faggublect to
%oh?%i@%oﬁﬁﬁﬁ@v\ﬁské‘d._tﬂ% blredidh fitbRfrb PRoPldet RCuse, wherein the

subject to 5 omit is admnistered. The invention
tdstosboore @r an iagesogueugeresthis meomidedan thedbost areomeblongual

n anal ogue thereof is provided in the farm of .
mlﬂﬂﬁﬁlﬁﬁl’ sughy aag) sublggu %]satg)nsq%{lpﬁéulﬁ cyc?odextrms as

e Pl PERBDR Ot FUEHPRSTARL BF P SuinRET AR 13 b

hfudobgldy orieiraahkyllyrwhithr@meslab by, partirete Caithatisoudeof a
performed with the use of a 10 cycl odextrin

evipdesdrinoioreyulatipne or psher uawal gxicamests, dgiifusais sndride like. A

eSS ey R A SR it P P TH) BRI G BRexssin
B b dth R§clRAEx @IMeAn SRS 8XEAIR:RNiSntidiRAtS adldhe like
the like are within the skill of the art for

prepatiingha skaoll ofitla avnfor arppavngg forstudstienenmisiag
anal ogue t hereof, which rel eases essentially all
PHREOSBTQNESPTORT @GRS {fwﬂfﬁofg Heht BPIeapRT Gecheily hptihe

3 S . .
Db YRR ta R By O ot OREENY 1l o s
fithe Baeovel Jorupaim pléni ithst 681120nsecbadelimgrd prdfbmddy within 60
peak | evel s of testosterone about 1-20 nminutes later.
perords} upen pdmiaiisatilpeneadingetphlapdweakitlerelp of gestosterone

550 028 o S kISR AURTDL S LAIaRR AN b IR il is
designed for sublingual administration and even more preferred said
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.

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

albumin and SHBG (i.e. the concentration of testosterone must be high enough
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wa2@sepaird testosterone sanple (for 0.5 ng of PCT/NL2007/050533

testosterone) consists of 0.5 ng testosterone, 5 ny
hydr oxypr opyl - bet acycl odextrines (carrier), 5 ny
ethanol, and 5 ml water, but each of the anmounts of
these substances m ght be higher or |ower. 25

o Cone. | 0. : : . | y
EBARLELI DO EhEEHLALE0 S, EYAERL o BOHADlor smocher
alpwfiavoidihgitendifpord Abintihadr $HBPadkst Hel dsidnddwekh as the

of testosterone as defined in the present invention is

preseacompgtitenfaibgt tedtosseronedindntostepnrd[BSo a
fraction.not bound al bum.n, and SHBG hus .t he dose
of test oSt EMYRBSHIVARCEREHTY %Yﬁﬂ?ﬁ%%ﬁ%ﬁ%ﬂwf%s BRs6P3
M Rtehd MBe Qe fhRIM A HRAY dSEBH dd héreih B8m at a temporary
concentration of testosterone nust be hi gh enough &D

DOD8ANSUPRIR RSTINERIGL08053he et dondrjecmdlactmphet methods
bj ndi ng of . testqst.erone, by SHBG or al bumn), or .
a%@ﬁéestwf%ﬁpqa%g CRIPTEP ey taptograne el normal (e,

PHES R8P LA Dl P Sl SPTREALEN i

odshedtesaxiil aphl fdunadh tintta gadmaatisnd aseld peak ob testosterone in
t est osterone, the use (and method) described herein

shablwodgitcahpoempf the pebieasto whonhi i edinpigisiessrb ip ebtdined. The
' theg t ted, ' t. Mosti.oth th ' t

et o RGP T AP RAFHET Pl TR Beplit i that the blood
beNeh tEQoBRTPRE 1ddel€are BANS tObRG-Hab et @\tRid 8oy Beter

in a normal subject). In a preferred enbodi nent,

ndutiostetore is applied such that a short-1asting high

peak of testostergne in he bl ood .ci rcul.ati.on of

the subj BEGCTP Rndhh 1ted & TXhR meepstd sejegtizpiay Hugyd-HT1A
n - H n r t ) 1 1 .

FORpub ey ARGt Bkl Aort BhElRe CatuRRBLhABt 80 Ehamine

t@eptd. Ao -Hadkinkbeasslekiona 3-BVRIA wWebhish aZe BAUHSDPAT,

after admnistration. Preferably, the used 5-HT1A
AQoerpitories AABbBT Buepdg BudpérdneHDippropyl-5-CT, DU-125530, E6265,
Ebalzotan, Eptapirone, Flesinoxan, Flibanserin, Gepirone, Ipsapirone,
Lesopitron, LY293284, LY301317, MKC242, R(+)-UH-301, Repinotan,
SR57746A, 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
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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15 receptor over other 5-HT receptors and the
a- adrenoreceptor and dopam ne receptor. Non-limting

wex@spsess of a 5- HT1A agoni st are 8- OH DPAT, PCT/NL2007/050533

Al nespi rone, AP-521, Buspar, Buspirone,

Di ppropyl -5-CT, DU 125530, E6265, Ebal zot an,

Ept api rone, Fl esi noxan, Flibanserin, Gepirone,

| psapirone, Lesopitron, LY293284, LY301317, MKC242,

GRS R B Al r BB R AP p BT Qe i

Z@ltospirthedewsls Zaphgsioliarieal 1Ehelsappl i cation of a
5- HT1la agoni st is such that, just as the

testosterone there is a peak present within the

bl d. f d

pgontst RefouBhfe BES e STROA dhdhnct & it des sIG Apdrqy fomale
Hfi‘@ful%ﬁgﬁ Réféfeﬁcétdqﬁféﬂé sett Ar dylshEn i ﬁ{clu@éﬁﬁﬁﬁhted sexual
adm ni stration of testosteroné. The application of

desat«aSItSd))o neecztﬂe \t\brtsfurasloat (E]])']T&]ad pgemiastrd gaaclatmn (PE).
t chro I n .ot her

adm ni stﬁsfm TBRCES0. SSTBRbRESCHRABR 1%015132#%@100&%% Sexual

B dbi bRy R RPB o L d s MR B DAL (P X ADH g Female

Odegangid Bgioraés(FOBYi on/ appl i cation that ains at
restoring the | evels to physiol ogical |evels,

Ref er enc Wity heing bourddly vy dramsensersi providiethariellewing

f f R |

A0 BhabRaRt e Prblenlh s B ENS b RV RGN Rbject in
ﬁé@d?thé&oﬂﬁﬂﬂf&tb&@réx@én@%%-Mh%ﬁrﬁsﬁl’l%%@bt&{e makes the
(PE). Reference to femal e sexual dysfunction includes

bygioaobie eecBpxivalfor Begialeuls muddenre(aSSD@)leeléewalsexual arousal.

exual Arousal sorder (FSAD) and Fenmal.e . asm .
@P%P&%tt GT S[Et@nmﬁwp%ﬁt@l %wg& Stttua% where this is

BOMSRE O Sp o‘f)\fiéjcg H‘éﬁgﬂf AW G&ftg%&hQHﬁghPQufc%a%é?ﬁreﬂexwe

treat nent of sexua unction by providing a subject
rasponses, 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.

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
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

activity. In yet another preferred embodiment, the invention provides use of
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need thereof with testosterone and a 5-HTla agoni st.
Testosterone nmakes the brain nore receptive for

w@engaks2eaies and i ncreases subjective sexual arPOUNRR007/050533

To prevent humans from acting upon such arousal in
situations where this is 15 degrred I nappropriate, the
prefrontal cortex can inhibit automated/reflexive
responses, thereby also inhibiting physical sexual

%s%'&%]mr%eh\/\%':ggﬁ% 1&1'%?‘#%0 fr{g % @{aﬂg&g e%%%lst%jﬂl ﬂﬁ%ﬁ%eﬁé%?&on of a

addieiment forehprieédt@ndal offordX seilcdy sfenétedi, evVRerein said 5-
i nhibition-of- inhibition) by using a 5-HT1A agoni st.
Ihes essoptiiahemebeaseflome hﬁgﬂtlzﬁfaressamtvhRDI@ﬁnmln itgr &-2 hours

f d t f | e dysfu

R S pitE e o eoiroe ThE oy e bal ~ Yo rer@hibly said
Pérﬁyl%as!ex(lﬁﬁ H?éf%n%ﬁéﬁqls fShaussdx il %%@@aﬂ)dlmewFSAD)
especially etfective in wonen suffering fromfenmale

sexual ahDMSBdindlh@D mateferrdxy echbsdithebt, tsand) séshen ]2ty sfunction is
g}?gl n's i nOIP SEI tion of sexual behaviour. In a preferred
paPFRM Ay RRCtMrent i on provi des use of

testost eftol@%l d Flgz}ts}egf%b{l'}g mg@%%dlfg fetf Gt 8 8R4, Ubonist as

of a nedi canen reat erra e sexual

hedlf ainiid @eakynbffeed of teaiodtdrond Lhiricadeésenileadlyy It is however
rel eased one hour before and said testosterone 3.5-5.5

n@tﬂdsﬂmtiiéﬁhq @e@,l@ﬁifaqrt @deamswqow.andqofy%ﬁ -Bhdamwgenist only partly

[ , the i.nv i Qn de of V\D
BG5S TR b o e o Ui festoge
pﬂi\h&éa @ﬁcmﬁataltlig@&lﬁgny irsleakds hNQfRhE R tBLIe2BnOtvithin one
medi canent for the treatnent of femal e sexual

dlytsrftlhm“st tma (ﬁdrmmlsafema%) sbjecti 8 &H&dmaaimy is preferably

rel eas e hour ore, sai,d PDE5 inhibitor
RERIde 5 §]&‘i‘tdlttr8§‘t1 §E%WI%P@S§1%C%P§T%H%W %east 3 hours

ggé#‘@he Qﬁhh}ﬂs*t ?tu?ﬂ &f ‘é‘és%@ét)é &R, Fve 5’11&%?% ?%%r Cihe; )5.-HT1a

sfunction 1s female sexua ar ousa
hgoryiet effbctt isgrepsref 25rRd honboditeenhe istilke sfetesadsterone. It is
((:jl%g]ff %}rllgg {}?enezliasct 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
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 be/is administrated at the
same time the testosterone is administered.

Without being bound by theory, the experimental part herein

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 PDES inhibitor and a 5-HT1A agonist in the preparation of a

medicament for the treatment of sexual dysfunction, wherein said 5-HT1A is
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the (peak) effect of a 5-HTla agonist as well as the

w@ pwaki42ef f ect of testosterone coincide (conpl Bt ENLI007/050533

It is however 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. Wen
the testosterone is provided such that it essentially

%§ < glt ?131 ]?el (%&}s%];d (;elixbgh&ﬁg ?ﬁ:‘& 9@?111 J)Ro 10§aﬁg9§#§é& said

8Ge0d 8o 3 B @.B&{(ﬁﬁls)prldift@\ldeﬁadl actﬁ{mty hBt aipirefe@fad ESbodiment
in a peak plasma concentration at |east 3 hours 15
adiddiestaseeraaigilpisgbhiaghnahtestostesinsst er one. Even nore

f d, t eff
B oo 5 nohdfgf BPH AR Rt o FllaE, BRaREMyIe of 2 PDES
ﬁhﬁB{to} Mt ot e 2% 3] Hhieh ff désr@né:‘tem&gé?ﬂy $& piperazine, 1-[[3-

adm nistration is dependent on "the type
{lotmihpdied- ey l-4 6xd- Rerbpyitad agddilst] 1, %Aﬂmrﬁ&\thn{ﬁayDSﬁl

tidong B npreIRadonl e Pk, SHR e N ge: fmaddition t the active
g@baﬁe&%r{m@ﬁ@ 9, 050 (REERUARH ME M AR ose,

overlap o es sone

tihepbvidbha, agdwidsl silisorddaixiad| @agnesiubheteaggtt, hypromellose,
formul ation, for exanple 3.5 to 4.5 hours, it can

pelveshyane glyok diwmiam dissides yeHow fierrie sides sndstedrfgrec oxide.

A AR BRbIET: aeh 18 BRI A BB Rb b gesignated
g4 EFIITSU@ hYBRYHES 1 Smbthy1ERBLEH- Isa[fOpxyh@;fﬁJﬁrﬁ,@&opf 32l pyrimidin-5-

a agonist in the treatnent of sexual
Ml)s4 aﬁwqyoheny}}swlécbn}dhétmethsdpi}m“ammmtnahe ﬂma/(é(htloorto the

TN L DN S
LA G T DR LB R 8 AR

essemtrhellbse doelhems eh geilnousteatetedh Pk yipnd i methylee?llulose
hours and said testosterone 3.5-5.5 hours prior

ez geavidespctasa, tripresioamstl BrfdaiBhan 2 aluminumm lake. An

other example is given in tadalafil which is chemically designated as
pyrazino[1°,2":1,6]pyrido[3,4-b]indole-1,4-dione, 6-(1,3-benzodioxol-5-yl)-
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.

The number of PDES5-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, IC485, TA-1790, DA-8159,
NCX-911 or KS-505a or the compounds disclosed in WO 96/26940.
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said testosterone is subli

ngual testosterone. Miltiple
PDE5 i nhibitors are avail able

An exanple of a PDE5 5

wo pdeslos£205 i s vardenafil HCO which i s desi gnat BCI/NL2007/050533

chem cally as piperazine, 1-[[3- (1, 4-dihydro-

5- net hyl - 4- oxo- 7- propyl i m dazo,[5,1- f] [1, 2, 4]

triazin-2-yl)-4- ethoxyphenyl] §u| fonyl]- 4- ethyl-,

nmonohydrochloride. In addition to the active

| ngredi epti, yardgnak Jlﬁlﬁg pe]?s%‘flhthta%%l tac‘fi%tiﬁ%gfesdi n1is are

m crocrystalTine cél'lul'osSe; ~ crospovi done, coFl ol da

BdfefaBily didoindetr a RGN 6H 4@ Sichaghal @helypyaknelfé@s €.e. XBeir

pol yet hyl ene gl ycol, titaniumdioxide, yellowferric

astildidleshat laast phetly ioyepiripdeincide apdheelerpiptenpletely overlap.
iven i jcl encafil cﬂtrate i,ch is %}I;erricall . .

g‘é §?§§W§F 8@ esi%s erone the peak effect means the maximal increase in

%ft%hgmﬁ@cohggb m@@mﬁ a8t extia PR R R Wor | HPYERZRIRbitor the
, 3-d] pyri m di n-5-

peak 4tfetthisxipheayinhslinicoende] indaatati tyy dipihpeNAN G ¢non adrenergic

citrate. In add‘r'%]:ion%éal the active ingredient, .

PR GBABPFYSIE) RFRIEY FHRPEMS AV AYS ERePbRPBWR fgspect of

éﬁbm%egg@m 'thi'é‘rﬁéz%ﬁé %(%Q%i&ﬁél%e%%ﬂv'iﬂ&? %lisiﬁgmﬁ%ﬁ%‘his goal
i basi ¢ cal cium phosphate, croscarnmel | ose sodi um

emgbeseurhal Banaley; diffsatenxytiraogibs.met hyl cel | ul ose,
titanium di oxide, |actose, triacetin, and FD & C Bl ue

#2 al uni dautlred appve, donan opkanpl effecs ofitortasierone, a 5HT1a
dal afil, WBigh: is.chemi.cal Ly .des] d _
BEPESF ot PDEA iy BORT B R0 BT N AR Pikpttes of seid

Borhodn 8 BERE] deX Mlovredr) evedPif the peak effects only ovelrlap partly, this
n

2,3,6,7,12, 12a- hexahydro-2-net hyl -, (6R, 12aR)-. .
siddiresets o thiandesiced effect fgr edimple, treatabeafti of FSRAELAThere is a

t.abl et contai the f W ng i ngr.edients:

tigs g B ho s _e%aﬁe %#hﬁa@&?@wt%gﬁ%oeéﬂﬁaﬂ%@d the effect of a 5-
YPr-OREI i 98 Rustd f&%e@éfﬁehoufsa{%f?}@aﬁ%@Img%iﬁBﬁan reaches
magnesi um stearate, mcrocrystalline céllulose, sodium

hranxi phuns plldah e coheditratioh afiteur-@ loxde andrihgleidaced have a half-
25 The nunber of PDE5-inhibitors is still expanding )
@Y, typically

lfriolod-Aroureh- PDIlR-nhibitexasypihess spedermieo sifd

A A T
ﬁh@e@e?fﬁléblgél foR22880d afiFh @ 48934 foEMRAZAB8, afRG Bl 66hour after

| CA85, TA-1790, DA-8159, NCX-911 or KS-505a or the
sdmpoistoitiati sufldbedt éffectd O8#128BoMresent. 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 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
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

those which are the least invasive (for example oral, buco-mucosal or
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WD 2008/ 054213 PCT/ NL2007/050533 8 It is clear to the
skill ed person that the active ingredients are

w@e@Besad y adm ni strated/ rel eased such that tPel/NLp@aRs50533

effects (i.e. their activities) at |least partly
over | ap/ coi nci de and preferabl ¥ conpl etely overl ap.
In respect of testosterone the“peak effect neans the
maxi mal increase in 5 attention to erotic stimuli and

b R R R e B P
{foerrdd ieingasivenoutehof dd@igistlatioat hway of the

aut ononmous nervous systemand in respect of a 5-HT1A
agoni st this means a maxi mal behavi our al

di si nhi bi,ti on S can be reache SN

G T o onrhe 2B ab 3830 nef8 Ry LIASAGEEY BEfiulated as:

g%Eééfaéte%ﬁ@ghd of 5 PP P85S IRD Eor @sedtTd BnetRGATHS tredflh Tgasexual
5 inhibitor, it is desired that the peak effect o

dwfdmchonpmunds coi nci de. However, even if the peak

Gheststraimeet fanEs fnBibitsrand 8 o HIda AomiSclorfdpyin a method
E—d}%g%ﬂtlﬁ%g %él%éfﬁﬂcﬁ@ﬁ t he effect of a 5-HTla

agoni out our and the effect of a 5 15 HTla
agoni st lasts for several hours (for exanple,

FI esi noxan reaches maxi num pl asma _concentration after
1- 2 hoursh eawersﬁlwgf@th@%égowde%aa)h@dmacemmél ¢fmposgition

%?WHE‘?%}%}% PR 420 R 2ERP A Rey AR in 38 formulation is
s. | gﬁ@& e bbQht{ahy %1e§£@éala PETRLA bﬁé‘%buig %nﬂ@daria téQbsterone

enafil, 2 pg/l for vardenafil and 40 pgl for
Bédél&ehour)s refioreto sexouwad agtiidr after 20 adm ni stration
and t hei ngeffect i s..then al so present. Lea5| n

5 HTla B AU teS Ok OPRHEL R n%?tce Bﬁ? ?8%?%!5139“

f
CABRERTR: e AILER Sty L ATSL0AL Y oot 2.5 me
tedtistar@goMigheand loacPiiesi mhy Metﬁce@@ﬁyhﬁpfendmg ah ete
such that their release is delayed._ For exanB < t he
A

athumin ang S%B@d@gelaraéldp?mxwa@hmftthe GHbiagk BRPBY-
?’h% %ﬁta‘%@e amourr]1t o%lg')t Hﬁ‘l%' f’%)%l etgerﬁ%fntd% thgagﬁ'sresd 5-IH‘T1a agonist as

Ive |
Well as on for example the weight of the patient. Flexinoxan for example is

typically provided in an amount of 1 mg.

The invention also provides a pharmaceutical composition
comprising testosterone, a PDES5 inhibitor and a 5-HT1A agonist, wherein said
formulation is designed to essentially release said 5-HT1A one hour, said
PDES5 inhibitor 1-2 hours and said testosterone 3.5-5.5 hours prior to sexual
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 PDES5 inhibitor

or a 5-HT1A agonist) may be present in any suitable form, such as in the form
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taken 1.5-3.5 hours before sexual activity. O her
variations are easily perforned by the skilled person

waeasase1v t hin t he scope of the present i nveptT/8D2007/050533

For the present invention the routes of adm nistration
of choice are 30 those which e the | east invasive
(for exanple oral, buco-mnucos or WD 2008/ 054213

PCT/ NL2007/ 050533 9 intranasal). Motivation for

b ' l.d.. [.vel i nfl .
L T s RS

gag ahapesmperseidiludiis ahtdesmadcipiehys Hedbebid@iethds: S
é%% testosterone and a 5-HTl a agonist for use in a .
hegranrs andar lwyicukaand/ eyeflowongegenss. Alsp gifferent kinds of

f est ost DE5- i.nhi bi t d - HTI i st
HSPAGERETRNE ol FRTOHBT Dhatts A Eat T AERSb bence
10 The invention further provides a pharnmaceutica

conposition conprising testosterone and a 5-HT1A
agoni st , Batmrwei thesaffettd of the diffeventi sctivesigredinte must at least

essentially rel eas id 5-HT1A one hour_ and said
peETHEpirHlheAn PB@fg!f%DalecF@PgﬂB\?‘?lBFokr%?lfiee%b_ﬁlm‘é%‘%“il  pyeferably
A48 TP iﬁ%@h‘é&%ﬁé%@ 07 REMiIRAGL ARG E UThERfore, the invention
conposition conprising testosterone 1s at Peast® oy
aBot@Esiikiser bitef padtatomMpaking &t st bes phatemesetical composition

H gher or | ower doses may be necessary dependi ng on
eHBPTIGHH shoHALPISHBEGL péled st oagdonosKHaey Bempristng a 5-HT1A

subj.ect to be treated. .The suitabl.e amount of 5-HT
SR E sl st ER MR s e R R BIR T Co Jo 25l dg e

Q8 Alst XA bLsdiloWRl B0, ThRRt Rk BAE e mbbaXh&9% @Re invention
for exanple is 20 typically provided in an anount of 1 -
atpo Progides\eekitiof paatsoppovimest Raghanepbeumiacalitical composition
O g et O O Boriing Y PO K bibicor
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

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,
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.
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formulation is designed to essentially release said
5-HT1A one hour, said PDE5 inhibitor 1-2 hours and

W@ 200d/0542%3 ost erone 3.5-5.5 hours prior to sexuetT/RbE2007/050533

activity. One suitable anmount of a 5-HT1A agonist is
approximately 1 ng. An advantage of using at | east
three different active ingredients is that the

i ndi vi dual used anmpunts nay be decreased if conpared

to atr evfﬂlgﬂf,% el atfees? ibgd c%ﬁ?mﬁ&h%)}{? of a 19(95 ﬁ%&e%%%ay further

active ingredi for exa estostéeron
balc&irhpiniedhyostirr Fulithble agné sigred@ihtbe present in

any suitable form such as in the form WO 2008/ 054213

PCT/ NL20Blz¢ d808830n fiortber papiides o reedod fog treating a male or a

B B S 95 SRR i ot o emat

QX 9'08fhtb§n§trigﬁ of t@tﬂ&%&&l@ﬁﬂé%% P BA Ris8AANMhAd ?g{oﬁﬁlly a
| ubricants and/or colouring agents. Al so differen

RDIfsidiibitoe).ease patterns can be applied, such as
direct rel ease or del ayed rel ease. 5 Because the
effects of the different active ingredients nust at

| east partly coincide and preferably conpletely

coi ncide, the invention preferably also provides

I nstructThasnasntien WHE badmiphhisieddhi aore déeilikefotle; folloding, non-
invention also provides a kit of parts conprising at
Hedsngomanpplasmaceut i cal conposition 10 conpri sing
testosterone and at | east one conposition conprising a
5-HT1A agonist, wherein said kit further conprises
instructions in respect to the admnistration of said
conpositions. In yet another enbodi nent, the invention
al so provides a kit of parts conprising at | east one
phar maceuti cal conposition conprising testosterone,

at | east one conposition conprising a PDE5 inhibitor
15 and at | east one conposition conprising a 5-HT1A
agoni st, wherein said kit further conprises
instructions in respect to the admnistration of said
composi tions.
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It should be clear that depending on the fornulation
of the different 20 active ingredients, different

Ww@usnsety ati on regi nes can be used. I n order POI/NL2007/050533

further enhance the effects of the kit of parts of the
invention said kit may further,  conprise neans for
cognitive interventions and S]I%Crml ation. Such
informati on may be present on any data carrier (paper,

CD, 25 DVD), passive Orgy EPﬁﬁShi::%]legan it my be a

link to a website at |east partia desi gned for the

pur pose of said cognitive stinulation. Sonetinmes it is

referred to present sajid cognitive stinulatory L.
SrRRQI3A aysepHaines fegtestgrong and Byspirpriepmedication for
/054213 PCT/ NL2007/ 050533 11 The herein descri bed

conbi nations of active ingredients may further be

acconpani ed by other suitable active ingredients. The

i nvention further provides a nethod for treating a

Ratiopples femal e suffering from sexual dysfunction by

roviding.to said le;or femal e . 5 w canbi hati o
By mbebdt Bshd Sh B AP S BN G 55ils had
PRt BirbhE F6dlingd6r inRYISIBionGRh bt tortenfiRtiakRethdving sexual
more detail in the follow ng, non- 10 limting
axanpiuese. Tiore20d8hese ¥psnRCTek: 20O 1Bd588ingle dose of

eri ment par.t. se report n c i ned -
et BRPiBaE 3 FbACIHER TR G gonedBsby a qualified
gﬁ%ﬁg r%% | ggtklf%’c%{r¥ r@%%t?i@és ! EJh?a'%fV‘IQRoxk?ﬁ% RRakd chPBEAE hbre
perceptive to sexual stimuli, B was given for its 5-HT1A receptor agonism, to

reduce said inhibition.

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
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 filmclips, and subsequent erotic
filmclips. Each session of neutral and erotic filmclips was followed by a
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.
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reported strong feelings of inhibition whilst
contenpl ati ng or having sexual intercourse. Three of

wo bms®s4aoren were prescribed a single dose of ROI/NL2007/050533

testosterone (T) conbined with a single dose of
Buspirone (B), by a qualified thsyician, in a
| aboratory setting. T is knowﬁ' o nmake the brain nore
perceptive to sexual stimuli, B was given for its
?—@g%e receptor agonism to reduce said inhibition.
et-Up All wonen were given Placebo or T/B
T wationwhsrdeghosedndithrbosk iay gl SexaalyBesite msd}d@g (HSDD,

suspensi on, sublingually) was given 4 hours and B
Ry M- IVa”BBemch@m W}erm)sargql Vemale Sexpal érgwaernsgr er (FSAD,

BRAT S eI B L R if o Rshe TRl R B lTR ARG ) SHAE ds oty

2&&@@%&@%@%&1@&@& ARABUOET-iMIE] Sige Mt%rﬁ@eyabmphmems about
Arousal Response Sel f- Assessnment Questionnaire

heaRBAQ)as dinedddiithoon foagenathith imeeddptdly udsultg WPMelings of
Z\“‘%}% measured as a neasure for physical anticipation of
BHOyct i vi ty. CBV and VPA were neasured during

Eagta{gf’é SAR'S‘)SF%PH&»eaQé‘ %a%%?%@%r Al Cﬁ??ﬂﬁiﬁn% e}t‘;(ﬂs.b\'l%iﬁt%sduring the

Sessi on neutr al
tlolrd cesdohyneat2l/cSARSAMN dihss. érvetrage fndronsd irp¥Plewas 1.3 points,
pr ogr essively nore explicit during subsequent, (total
peakingrat %8§§arm&t herpeeondsigspionp Avelpgs Bicieaser npel Vayas 10.2

the ver ela i-nGgr i n physical arousal
%n% @Plidrurm erec%}}ﬁf Eg?% and subj ective

sexual arousal (SARSAQ in Li kert scal e points) during
the erotic filntlips under placebo and T/B condition.
Gase@ 2008/ 054213 PCT/ NL2007/ 050533 13 Case A This

ERES QT HeBBI0 BagPPy RIBrHE ST AR Eap- She savs she's
fRERLE st @by 50450 dA BORIRE ahBFARs it very difficult to unwind and
1s 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

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
claims 1s 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

17.5 peaking at 19.3 during the first session.
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DSM IV TR inclusion criteria). She feels sexually
inhibited, which is only 5 rel eased when she's had too

wor@B/05421xr i nk. She interprets conplinments abopdtT/NhBEN07/050533

| ooks as direct invitation for sex which inmedi ately
results in feelings of inhibitjon. Average SARSAQ

i ncrease was 0. 44 points, peaﬂi g at 0.9 points during
the third session neutral/erotic filmclips. Average
increase in VPA was 1.3 points, 10 peaking at 3.9
during the second session. Average increase in CBV was

0.6z apeaéhothsibnl2. 6 during the third session. Case B
This woman was al so di agnosed wi th both HSDD and FSAD.
Shahingd tegpdmentgvith St/ Briperepser mhysial sexugharoysal(¢BV) over

have, and f.inds it very, di.fficult t nw nd and,. I
B a0, 41l Mies sty byl RaPoR 8 SPReBaissivy (VPA) was
Ayeh &Rl Inytvdd 846 8BshreB\aEAY T opHERAQLh S BR8SuMARettsURdicate a
poi nts, peaking at 6.23 points during the second

segei onprisenalt/ isriysicdlisernual apsisahveBigeas nureassl imboth

ﬁg@as -0,4 i.nts, peaking at -0.0 during the first
Bﬁ_?leﬁ%ya}g‘g_“ﬂﬁ&eé%@é’_ itWOCBV was 20 4.0 peaking at

BB AP SRl AR Ry SRS AL LI o out of

thndengséq boehabmbdesd HSDDrase¥SApatiened. tAdohputh oid SARSAQ
by her partner who she 25 clains is overly clingy

pnapa g CaRAS A ingt irarsasewshe. didaeppr feeinggaary saxugdly aroused

QUQ%_p%rﬂh§ during the first session neutral/erotic
' ec i'psS.” She did report to the physician that she

el xRt €0 sexchal hmpebeusieckediesiiig byaidiiy faN &lsafHosed to partial
increase in VPA was 0.3 points, peaking at 0.3 during

béT1 Arsreptos sigonistaidesigexamerssagé of hugBivome)s b3oraryirg the
DR 081 e b8 ol B et with PDES

inhibitors.

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

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.
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Overal |l concl usion Conbined treatment with T/B
i ncreased physi cal sexual arousal (CBV) over placebo,

wo eoalob42thr ee cases. Physical anticipation of BerRNRR007/050533

activity (VPA) was 5 increased in tw out of three
cases. Together, these rreasureﬂ:)ents i ndi cate a maj or
i nprovenent in phyS| cal sexual "arousal. CBV was

increased in both FSAD patients, VPA in one out of

RSB R D68 B oy o
Oendll dedg HAROnada fISAE) bl é@BkEll rakéiRewale dapeuRARDARting of

10 scores of case C did not increase, she did report
eishet Agsimoxansetaalasebar ond @ajte lgnrddgrmetatimn wethesisher

furth h b [ fql :
Ibedetpison iRl TS FiaR fulth GhrlEiAY oell e BRasured in
o8008 AR AT LRAC:RLicHUBPLEAABLs, deotBT Mhildadfienistration of

dose of 5-HT1A receptor agonist and by conbining T
tigeat frentulatibh, PDEZ hdb si aﬂ:mbatdm[mst@w(DfriBIuld]formulatmn

sto terone nd fl esino | Ef fi cacy. of
1Ghe: ﬁrgml%ﬁlpw @Qieas BF d10aTa Rdlo t8-tRRtIAg, the
lézf;gst‘%ﬁ% 8¥1|e l%%ug%c gu@rrst:ostelyﬁﬁgp'@ﬁé %\%’ecﬁgf %@@14%}151%&%@1?&058 and
flosibogakh |W1m1vaelTBﬁﬂ@|[ié yo dsaii ghifferapltatabdag enbrablethrs and 0-1
cross-over design, a group of 16 wonmen with female
Bewwglespgaivedek i on (FSD) will receive 25 1.
testosterone (0.5 ng) and flesinoxan (1 ng) 2.
testosterone (0.5 ng) alone 3. flesinoxan (1 ny) al one

Expdrda it Dhedtostordnt sflesnsta®aial sddenafild WD
2008/ 054213 PCT/ NL2007/ 050533

Efficacy of combined administration of testosterone, a 5-HT1A receptor agonist

—flesinoxan- and PDES5 inhibitor —sildenafil- 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
1. testosterone (0.5 mg), flesinoxan (1 mg) and sildenafil (10 mg)
2. testosterone (0.5 mg) and flesinoxan (1 mg)
3. flesinoxan (1 mg) and sildenafil (10 mg)
4. testosterone (0.5 mg) alone
5. flesinoxan (1 mg) alone

6. placebo

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

with either testosterone or placebo. The vaginal pulse amplitude will be
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15 The four experinental days will be separated by (at
| east) a three-day period. On all drug

w@eoiusnsets at i ons, subjects will receive one capsSTINE2007/050533

consi sting of either flesinoxan, or a placebo, and
one liquid formulation with either testosterone or

pl acebo. The vagi nal pul se anﬁl tude wll be neasured
in 5 response to neutral and erotic film excerpts,

A e T

h@mits@td tish of Ul foi-hrilhtiah] shd arkvilratifest adrhinib@ation of liquid
taken four hours prior to testing, the capsule one
froorulptionr Thost 8xt hagid fpreudaties Wi bestilamigyahours prior to

estostgrone and_flesinoxan wll oyerl ue to.their
s e CoPieions nonsPRoeh Brbw e feg et fh oy ipetat
FRIRREFIE IfNekin ARSI ITBM e Ra i1 SHASFRLRPEIud t SBHAPYFerent time
and sildenafil in FSD Efficacy of conbined
becsi (Bi st roahowrs, 6F1 hest estd):-bheurardspefitivelyecept or
agoni st -fl esinoxan- and PDE5 inhibitor -sildenafil-
on VPA in response to erotic film 15 excerpts in _

he exyesDnpntal s¢ssions oberperimeatrdbd yhassbigaemust insert a

RuRERmrraRor cnarBloBehana aySamEaheadapl i Prés tbimeasure
FIRCTIPYE Therl §3j888NietOa 3 0Minutel ﬁ&itpmﬂa%ﬁ%n%fgouowed by a

and sildenafil (10 ng) 20 2. testosterone (
amdirfute siroox dhm( fragyens. Aftee shesedaaselihermpasindments, the subjects

sildenafil (10 4. testosterone (0. 5. .
FEEYnan éhf ﬁ?&?)ra?%lﬁ@tl%.wﬁbae%enées g‘ﬁg%)l%%kg?g% Following
SHRSC TR R TR T (PHREUA R RSy B fe

fingonadpinsbéwat Thpsagiudlj obs willl thehdserargowite After 4 hours
capsul e_consisting of either flesinoxan, and/or

anpideraf PA raeasrsmead vl beyenasleein yegapase bt RenEal ghminutes)

and erotic (5 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
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
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

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



10

15

20

25

30 wth either testosterone or placebo. The vagi nal
pul se anplitude will be WO 2008/ 054213
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and erotic filmexcerpts, directly after

adm ni stration of liquid forn‘néll,ption, and 4 hours
after adm nistration of |iqui formul ati on. Thus, the
liquid forrmulation will be taken four hours prior to

. 0 t
LEpLER%, PABAANSHL S NGB LOlod PGy Tffrive drugs
shd dendhilbefovel dnd)t/I@é’ tayp o @gpé@mteheatﬁoﬂl bhehenteriodef
lags (3.5-4.5 hours, 0-1 hour and 0-1 hour,
menseaatioal, wibjeous Wil ok dedeptedi nent al  sessi ons of
experinments 1-2, the subject nust insert a
t anpon- shaped vaginal probe (a phot opl et hysnograph) in

rdertorre ure 10 the en su will view
<RE ARG %wa?r??s@%ﬁﬁe%?mé# 1@@‘3 5 mi nut 6

otic fil fra After thes aselin
FlitanF ohbsPbin GPETSinisbiatn dERRAEATRS 0 ¢ feFyg) receptor
ABShiGAL F1OGineRARI NAL ANS st AT aLIHE th 3BDFrse Bl ilim
nmedi cation another set of neutral (5 minutes) and
exarpts (tbmennwiths)ISD | m fragnents is shown. The
vagi nal probe will then be renoved. After 4 hours 15
anot her VPA neasurenment will be nmade in response to
neutral (5 mnutes) and erotic (5 mnutes) film

Eﬁ AHBA - bhﬁ'do%mﬁ’&rﬁﬁ%ﬂéﬁ éd‘ Blaﬂ%b@@gnﬁroﬁ@g'c?&gsmver design, a
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days. The experinental session will be preceded by a
screening visit. In this 20 screening visit subjects
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depart ment "0 gynaec evo Alnere to

di agnose, fﬂj‘st&@&(ﬁﬂ:ﬂ(o 5@193;1@3@ ne eligibility for
study participation. Subjects will be asked to fill

out a duellesionnain(emg)wdorenal e Sexual Function Index
(FSFI1). Subj ecés will be screened to exclude
pregnanéy BCBPRast feeding, vaginal infections, major

A 40§Qg%ra§5t@é5§pérgngﬁ§alv(p(g,lsna and/ or vul va, undetected

maj or gynaecol ogi cal

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
measurement of vibrotactile stimulation ejaculatory latency time (VT'S-ELT)
and postejaculatory erectile refractory time. The four 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 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
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il nesses or unexpl ai ned gynaecol ogi cal conpl ai nts.
Wei ght, height, blood pressure (supine and standing)

wonrdog/obe1areasur ed. Cardi ovascul ar conditi on wWdT/NDb2007/050533

tested and ECG checked for significant abnormalities.
Subjects with a history of enQﬁirinological,

neur ol ogi cal or psychiatric ilthess 30 and/or
treatment. Standard bl ood chem stry and hemat ol ogy
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Clpants are
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t he day of experinentation. During period of
merdep dueitorhes bfiecars e lagdp. ba. X eetiscnds0- 1 hour,
Q g 3 testosterone and fl esinoxan in MSD

ggl T conbi ned adm ni strati on of testosterone
and a 5-HT1A receptor agonist -flesinoxan- on nale
sexual function in response to erotic film excerpts
in men with MSD 10 In a double-blind, randonly

Exqieriaeny) 4 testosterene; flegingwan angbpil é@@aaéﬂ ingMSD
oup of 16 nen w th mal e sexyal dysfunction
%ﬂfﬁwa%q,féaovénmed PdspEItEN BoR 0? bestostgyoRfa itk ﬂgwa@mor agonist
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eSI noxan

ﬁé@)@hb%@bﬁdtuﬂﬂyﬁi_exEB@t@Qﬂlrh@l e sLspce and r igidity
will be neasured in response to neutral 20 and erotic

filn1audiovisual stimulation (VSTR), directly after

t d 1 ft d :
it i B LB g - SRl f5rerd BlisePbyShirelet cenmsravagidesien. a
%f&%%fa% b RidHRHa3 5OR: Al (E)%Rhﬁétﬁfry(MStﬁ REN ddcBRre
VIS-ELT) and postejaculatory erectile refractory
time. The four experinental days wll be separat ed by

;SL] !’”egltsli ;‘Eqasg%fg(refo%ed&)y 5 ?negr)l %ldesuglxa%l 21 mg) and sildenafil (10 mg)
2. testosterone (0.5 mg) and flesinoxan (1 mg)
3. flesinoxan (1 mg) and sildenafil (10 mg)
4. testosterone (0.5 mg) alone
5. flesinoxan (1 mg) alone

6. placebo

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
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
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VSTR wi I | be measured in response to neutral and
erotic filmexcerpts, directly after admnistration
of liquid fornulation, and 4 rs after

adm nistration of liquid formnulation, when also the

- LS . t W3 0
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hawisiserd tidn bOligeRl forghulhtien CaRs ul iRt Hdmpiik@ation of liquid
testing. The effect of subli ngual t est ost erone and
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estosterone, a HT1A receptor agonist -flesinoxan-

wnb oPEHﬁpldlra toi ﬁ}mnr ddfdrdanh&ifmé lagsn3male sexusal-1 hour and 0-1
{Rﬁnctl on in response to erotic filmexcerpts in men

Wh 08Pt el a doubl e- bl i nd, randoniy assi gned
pl acebo controll ed cross-over design, a group of 16
men with mal e sexual dysfunction (MSD) will receive 1.
Eeptnmiarteries @ﬂllﬂommeceﬂécébjy reoscaperfthgmngpitahdthis screening visit

o it et b e o bt o
%5}9 éE)%ioaqy of Fl%gb %cf zﬁt%geAgﬁePe a;gal h8£‘<§¥ 3 MSTEShAS %l%icermine

para e experi nment

dayipilitiherpendy pattisipacieonc Subjtd:ti W@ll Mietaskedlth flleout a
measured in response to neutral
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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measur enent of vibrotactile stinulation ejacul atory

| atency time (VTS-ELT) and p ej acul atory erectile

refractory tine. The six experinental days will be

separated by (at |least) a three-day period. On al

drug geffddeside@t ions, subjects will receive one

capsul e consisti ng of ei ther flesinoxan, or a placebo,

and one liquid fornmulation with either testosterone or

Elacebo. The VSTR wi || WD 2008/ 054213 o
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due to their different tine lags (3.5-4.5 hours, 0-1
hour and 0-1 hour, respectively). Experinents 3-4
W Il be preceded by a screening visit. In this
screening visit 10 subjects are interviewed and

exam ned by a resident of the departnent of
gynaecol ogy of Flevo Hospital, Alnere to diagnose for
MSD and to determne eligibility for study

partici pation. Subjects will be asked to fill out a
gquestionnaire; the international index of erectile
function questionnaire (I1EF). Wight, height, blood
pressure (supine and standing) will be neasured. 15
Car di ovascul ar condition will be tested and ECG
checked for significant abnormalities. Participants
are required not to use al cohol or psychoactive drugs
the evening before and the day of experinentation. WO
2008/ 054213 PCT/ NL2007/ 050533 20
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befeatellyslendeDER 6 Idhibbefore And sahbterssostrtbrsad @-5.5 hours prior
testosterone 3.5-5.5 hours prior to sexual activity.
®s 88F3|ng toclaiml1l or 2, wherein said sexua
dysfunctian ?est&@ceﬁf&f?l LPORI BIni g% Hﬂatdt A1t &1181: in the
phar maceut| cal conposition conprising te ost er one and.
pré&partfibA dgomiedicanérer fer mhe arahthnmndfakkoal dyesfunction, wherein

de5|§ned to essenti al I% rel ease said 5-HT1A one hour
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activi.t.
donpri si *ﬁg}’%ml‘**é%%élflcah@%ﬁ%%%&é@ﬂ%ﬁ%&ﬁﬁ%ﬁ”%ﬁ and a 5-

HT1A agonist, wherein said formulation is designed to essentially release said

5-HT1A one hour and said testosterone 3.5-5.5 hours prior to sexual activity.
5. A pharmaceutical composition comprising testosterone, a PDE5
inhibitor and a 5-HT1A agonist, wherein said formulation is designed to
essentially release said 5-HT1A one hour, said PDES5 inhibitor 1-2 hours and
said testosterone 3.5-5.5 hours prior to sexual activity.

6. A kit of parts comprising at least one pharmaceutical composition
comprising testosterone and at least one composition comprising a 5-HT1A
agonist, wherein said kit further comprises instructions in respect to the
administration of said compositions.

7. A kit of parts comprising at least one pharmaceutical composition
comprising testosterone, at least one composition comprising a PDES5 inhibitor
and at least one composition comprising a 5-HT1A agonist, wherein said kit
further comprises instructions in respect to the administration of said

compositions.
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