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Title: Pharmaceutical formnulations and uses thereof in
the treatnent of femal e sexual dysfunction The

WO poogfosiseh rel ates to the field of fermal e sexuR€T/NL2006/000542
dysfunction. It specifically relates to the influence
of the conbi nati on of testosterone or an anal ogue
t hereof and tadal afil on sexual health in fenale

HQJ ect %g%ﬁw%cgﬁfggélgﬁ ﬁ%)&g%t!rug%/ E%H RGbL PReked ¥ $A tRS treatment of

enale FSAD or Femal e Sexual
Desi re RaaldesxuafdPBunction further relates to the
i nfl uence of the conbination of testosterone or an
anal ogue t hereof and a corrpound capable of at least in

gigh-p:g glblc:%%%gf}ﬁgo ggagggjﬁg' £l flgﬁf'i% gr?ahh%@xugpﬁysfuncmon It

spBBifRh {1y 814t t@em@nﬁn@rfcetdmne caﬂﬁ)mmwa mtbstretfdn&r or an
di scl oses ot her conbinatorial therapies in

anedegurctherodf Fadiindalgbik ga|sem,t§} herlth én feméifﬁa$‘éb38§fv?d’&lth Female

BT (Tl o ety AEL L SBAPGET 0 o
Trdth81e8Sdxd E&%f@bl%@&él\/ fFSYDDWe pEARHef @éllaﬁésetd the influence of

attain or maintain sexual excitenent, inability to
thbtmmbmatlongﬁwstbetelrom ny asufrfalegenthereofisad 2 gympound

: ecgﬂﬁt fffvs JehAce By RO HE PSATO0 B SEle o Begior [ppsrample a
&g;;ae%e apd: f@a?é't'?xh g@&@ﬂﬁﬁbﬂ; M LPAENBrdrnkd e tone. The

elong to n cat egorres of
1$1©§ﬁabn dysifbien thscﬂﬁsdgfot%/@ﬂétblnbilﬁk&ﬁﬂad: thegpieem thetreatment of
conveni ent in providing working definitions and an
Bemaln dexua P rfHnEEPr esear chers and t her api st s.
However, it may be incorrect to assume that these
di sorders are fully independent of each other. Both

case st ueifg]eaBek eNiDisTuatingh CBEDS tefdire o danpas distebances or
that these disorders can overlap and may be

iinnp i vhepés dbsrx ual fusoien daskeling @ lagk ob énfﬁéé%ﬁ iy sexpgl acthltY,
STl R SR S AR BB By oo
SloddhERNowiNB S ubEEENE AWM al NRkre&altaE LY @stixitftel that 43% of
women suffer from sexual dysfunction in the USA! 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.

In several studies it has been shown that selective type 5
phosphodiesterase (PDE5) inhibitors improve erectile function in men with

erectile dysfunction, on average close to normal function!s. In the penis, nitric
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phosphodi est erase (PDE5) inhibitors inprove erectile
function in nen with erectile dysfunction, on average

W@ k@3m53563 normal function 15 . In the penis, PCT/NL2006/000542

nitricoxide (NO released fromnerves and endot helium
i nduces production of cyclic anosi ne nonophosphat e
(c@GwW). cQGW is a key nechani % in relaxing snooth
%_scl e, Inece_ssary for the induction of an erection.

LS epLi i : : " : i
IS GEG EBREPE s BU RFERMIEMn, inducee production of eyelic
éﬁbﬁ)d“s%@ﬁfoalo?ﬁu%mé(cd}mm eGMP PDEXeyThetkdmise in relaxing
during sexual stinulation the action of NOQ cGVWP on .
aneath nastlenoecessaw for the indnetieraf py epegtion nhiginusleotide is

Brdped Rl eho ot GRS ed oA U RR? a0 o the
&RPstStsveRhosdiCA8E 16 PDEL. STHErFOM deXingbd:alal epbedkition the

the anterior vaginal wall (O connel et a 1998%.
AtidroHNée@MR on eaedile Honearioe wilrbeven hangedthyeP Dadi-ghibitors.

e highly involved in femal e sexual arausal .and .
Ths pondalitiaf ik SFerschie g BB ER DO AR P AL GBiaRepontly it
Rad B)g([i) Fﬂwvﬂ!th% the bRV & S&E YL nREEEQIIBERR ¢dlnplex, which
Sexual” tunctional wonen. Furthernore, it has recen?ly
Havodé chndntdradr sagiabhwalis€' eonrel ak at 1888)akHitoral erection and

engorgenment of the rat clitoris is caused.by the sa
SEE TR TR NG LR L -

erection ' L., 4 . i L b b
T g T R
BhBrdvaY abxasl perfoieagenid edxuat Spnctsealanompar Faséhdarmore, it has
Vagi nal Pul se litude (VPA) cannot be considered to

trsenbly hegoi foandrihap smentls neesdle relasatier aadengasgemspt of the rat

ufficient condition for . an er | [ i . f .
SHoasiund Pshrirmy THEF SEE uR BTl &P BRe R in penile
PERLDN (B85 Ea e £ QL PROG4)( COr pus cavernosa (two) and
cor pus spongi osum (one) containing small irregular
conpaAtihenth ipedbuhen asgavenspn sihdas specialized yraculps
t he, caver nous sSi nusoi %l]z&al wal |f are_nor nal lé{ﬂ toni c ”}Ql 1 Pul
ERBEPITR 446 GHERTed b RO APRRL BIEDRRS STt (RSTEITUR Ragthal Pulse

i { I ' K i
AESRARLAVEA QRhotBE| BESIePEL B bE AHE EANNRISAPO i erection. 4
astasganbat aobbuffivee morumaitioe fidrsametdetion is dilatation of arteries

and resulting increased blood inflow. In the penis there are corpora (corpus
cavernosa (two) and corpus spongiosum (one) containing small irregular
compartments (vascular spaces). The smooth muscles in the cavernous
sinusoidal walls are normally tonically constricted under the control of an
active sympathetic (adrenergic) tone. Relaxation of cavernous smooth muscle
of the corpora results in filling and enlargements of the compartments with
blood, which will be accompanied by an erection. Although the precise
mechanisms are unknown, sympathetic innervations and parasympathetic
driven NANC (non cholinergic non adrenergic) nerve innervations (nitric
oxide) are believed to be both principal mediators in relaxation of the corporeal

smooth muscles. In the penis, sympathetic innervations of the blood vessels
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bl ood, which w Il be acconpani ed by an erection.
Al t hough the precise nechani sns are unknown,

wa@youpasises i c i nnervati ons and parasynpat heti c BCT/NEZD06/000542

NANC (non cholinergic non adrenergic) nerve

i nnervations (nitric oxide) arg bel i eved to be both
principal nediators in relaxation of the corporea
snoot h muscles. In the penis, synpathetic innervations

fe E]?frsg,l Qﬁﬁe‘%ﬁ%st%ﬁ?cgﬁ?lsgﬁbﬁﬁl m%b%%b%lﬁﬁﬁéﬂl@?ﬁﬁ%&l@arted by this

snoot h nuscles are r y i nnervate I S”system
bysteontinashirashethel ldodd vessdd sf tHe pdras peairichdy énnéwwhlked by the
i nnervated by the parasynpathetic system while

PAFRS PR A tORELC Sy StarR, Wﬁalséeu%\fat%&fﬁhﬁﬁ%wglwsmﬁ?@ muscles

spar , r i |
e
pEe R IHEtBEsNETY PUBIsH She Pedip HREIC LGS @%sisHYEnY 8d frocéddies
occurrence of an erection. Initiation of dilatation of

imelyedhin theeqcarrerceaidsenssiigneitiationeefsdilajptipngddhe penile

flow to the.cavernous tissue 4 S.,requl at,ed by the .. .
b il TR SRBF Vabn P TR RS tissue is
LABI18AREDY Bhé BhsaShebATHRER ferd6hs ¥ dt¥nl@RBMMIS09Bf an increase in
signals by the brain). However, w thout relaxation of

this chwboetegimastividy dependswinl dighalsriy Breclhtaion However, without
Reduct.i on t he at hetj.c tone .and consequent )
FARALPR. 66 CB SEIGGA R Ger JpDdione GPRics. Heduction of the

. v, ind PE ‘ .
LB 4 SR A B DL B AU 84680t e
rdapivebeirddependertipateqaidite foy thé ihibmtiacobdn erection. Thus,

par asynpat hetic innervati ons and a decreased activity
BPHQ:? ABRALHEY PREUBA IR FRSRODSE A0 LREregasst aCtimty o ¢hegaeral

PR e R KA empapstic
pafihys. doMBel serds keiyrioBgtRNNG) tdle s s dfrbAONIIVOtterves and
muscl e, necessary for the induction of an erection.

TREohedigme t indiced HTedu @ scoioy CNOZREAsinganpReR hespdate (CGMP).
h
f

decrnease iqn activity of the athetic branch,.

MR SRR R Bl b el adind e OB D R e R o he
Ned @t IOR £n kRSt MR MibdubloR anASHIRANTINO RIANRHL influenced
which is nediated by the same post ganglionic
by repdedreasecimgactgvity nf tirosympethatesl , &t éxzaple through the
?ﬁgsxul'igngdrlea%tqg{l o? hgger}%%[op% inqlmiﬁt%neg% the parasympathetic branch,

which is mediated by the same post ganglionic sympathetic ganglion.

For the treatment of female sexual disorder a number of different
treatments, with greater or lesser degrees of success have been suggested and
applied. These treatments have either not been completely successful or the
side effects are hardly acceptable. The present invention provides multiple new
combinations of therapeutic substances, preferably given in a particular
convenient dosage scheme, which combination is effective and does not have

serious side effects.
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treatnments, with greater or |esser degrees of success
have been suggested and applied. These treatnents have

we@eaohesssaot been conpl etely successful or the BCTINL2006/000542

effects are hardly acceptable. The present invention
provides nultiple new conbi natjons of therapeutic
subst ances, preferably given in a particular
conveni ent dosage schene, which conbination is

effecti \gﬁ%&@ﬁxéjﬁ%ngg)gl @%W?decselfﬁeot&b% & eoigbiRich dihtéstosterone

the inv Ion provi e use of a conbination of
t1eah ashigrehereciumhtd dadatl, ihahe pirepachticuiof middicament for
t he preparat|on of a nedic nt, for.the tre

Hlaneelisexiil Cayseungibi RReven BT esd beBrighne or an
%@ﬁy? gﬁ%rge%? %n‘iihc%ﬁgP%ﬁl?Ta%g gtﬁ%%whafeﬂt es@éﬁl%lﬂ/ ERS §4mBltime and

e sane erelrn sal

&vﬁ%i"éiﬁts%ﬁ@ Restoste@bn@bAhagimlofes tofrebbispiovidiedsiscthat there is
that there is a peak of testosterope qr an anal ogue
aipenbof testosteaont epancinadoges thpreet in e @983@&0 gion of the

t rdi
FHER fookBof HribagRorrr e hatepiiBpdd bl Bty thy intiion,
Hfﬁ@ﬁgh ity 5t @ekidRed Beus8NHy fHeobEr MOuHetyst e aendsral nervous
the peripheral systemare required, whereby the signa

syzstenean@ the pbriphstalmyisterpraoeirdatiteg, Wé@t’@@t bheowgna} to the

o SoFLogue Ener ol Che o, L Sane KL B GG g
angdha%s tagtlbﬁgb Pg&%ﬂ& g%%pt}fé?ai Syahl plfd’v‘i‘&ad by tadalafil.

estosterone s peak plasma | evel of free
Aesdxdsﬁ@ t@tlge atvdneanst thefleabbof froe 6ddostendnd shawliddte a peak

I [ 1
nbsond Lvehof Bhe Jeoipristos pedeattangborh DL pmel e Hiigh wil
Py i altl oééu\{"eoe%ggﬁﬁ ]{]%1[13 ZB%fﬁut%gta%ertJHIﬁnﬁéﬁﬁ%n of the
é%g erone , er i'sS'a testosterone ef

B&%Kstei?erﬁa Aﬁaﬁ{tﬂshh@e andl iangalf ag five drtea éfaﬂfelmduusfafter this plasma

testosterone on_genital arousal in sexu functlona
veavesterang peak, dbene iga tegtogiegone, éﬁgﬁpqaﬁ%ﬂ e Haegieapia time lag in

PRSP etor e b BB R i RS AR bR women.

U Aa e t19f it ek thdueN ehat ltsidatl&ﬁll oMb lidsisd adednisbated a couple of
testosterone or an anal ogue thereof and tadal afil

may
heurehfias the tistestseond td by at heass pastlyieffectivednthp ﬁgea}tﬁlent of

%%I?Vﬁoweger it is now disclosed that testosterone or an analogue thereof and
tadalafil may be released at essentially the same time (resulting in an overlap
of the effect of tadalafil and the effect of testosterone) and that this results in
the treatment of FSD.

The term “essentially the same time” should be understood to mean
that preferably testosterone or an analogue thereof and tadalafil are released
within the to be treated subject within 30 minutes from each other, preferably
25-30 minutes, more preferably 20-25 minutes, even more preferably 15-20 or
10-15 minutes and most preferably the two compounds are released in the

subject within 5 to 10 minutes from each other.
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of the effect of tadalafil and the effect of
testosterone) and that this results in the treatnent

W@R00F8ER563The term "essentially the sanme tine" BECDNLZDOEE00542

understood to nean that preferably testosterone or an
anal ogue thereof and tadalafil are rel eased within the
to be treated subject within 30 m nutes from each

ot her, preferably 25-30 m nutes, nore preferably 20-25

m nut es, D%p@ﬁdm%@nlﬁ @fcﬁm@ﬂaymh%f%@s&%t&%né%l @rﬁé‘ﬁﬁ%gue thereof

and nost prefera the two conpounds are rel eased
end @p@pdmg o the ﬁomulatm ofi tadabafilf thene eae Hifferent possibilities.

f
" Shamut Sovneiedtne i bane st ghTPathant dryseat Fn both
Wroh@@abatd brévige @e@%@e gk ’Elfxéaﬁ@lﬁ'fe Mﬁﬁbﬁh&' tc%p%f)le 5plrmurs (for

exanpl e testosterone (or an ogue” t her eo
exahalpdd Blhoawe) aivehadonmstattach (. ﬁbmyedeteﬂﬁse?&@ s@¢h a way that

d f h for exanple 2
i &5 taffase ﬁ?%pg?m@y”t%ﬁese?neemﬁﬁéfgéwmeme%@n.a@ minutes

zrg)‘rfrxli‘e chIYV@Vh ftg?f teet)?g%\ﬁp 1%&1% a%g'ﬁ rgl% u?ﬁg %}p%ﬁ)' aldegacc#?laﬁl are

ﬁtﬂmemlatéd i estloatvesgribe (f@fmatatimai 0@e bt hekeoht 1 3-4% hours
dal.afil are fornulated in such a way, the
P Siheatelense timne: (ipshisgeample 4 bewts) ZE’BfF%% wewnsl attirgity. It is clear

ke 2 h bef o
2(2%% @1?1% epeti%&? tfl%lpdéspm den?%g%h?ehaéngﬁﬁ P%Hn%ey%%iﬁtaken for
shaialdepeige ﬁhrﬁlﬁlohh nafHRUAacOimdrh 8Bt Hﬁ&%‘iﬁ%ﬁ%ﬁo‘?{ of the
sexual activity, variations on the exact nonent

frmwpsionads ppssble: Abesovatiaats erseindrposbibihe pmeﬁe invention.

nb i nventi on.

B it 3% 810 TR0 ot Bt SR v (rumh Buglogyndhereod
and tﬁﬂ!al%‘ﬁ@'sﬁ@ﬂ €hhh %eeyoér)e Sdntiafig th lre 4GB U Itiﬂ%!h a{d}ﬁﬁns’crahon
are essentially both'rel eased upon adm ni stration
fuehclaacase, thehformodatibat orss beltakeheappakeimately 3-4% hours

A S it ot
Eaﬁﬂﬁéﬁf ¢dn B@@oﬁﬁufa% ﬁe@?%@h%agé él\lﬂ)ll%bl%lag 101s can be

he fornmul ati ons can e same

’Eakmeaﬂﬂdret damhe oime be sﬁbﬁmpi.eﬁmiﬁr) oanhbeoiyommldatcad Hformulated

d.t sane _fornulation in which case the
@Qﬁ%%gﬁ@ §E§,S§nteaf@§ﬁnggt1pﬁ an which case the compounds are taken at the

same time. It should be clear to the skilled person that a variety of changes
can be made to the formulations which are all within the scope of the present
invention. In a preferred embodiment, testosterone (or an analogue) thereof
and tadalafil are administered or taken at the same time, thereby reducing the
risk of forgetting to take one of the formulations (at all or in time) and thus
increasing the change of an effective treatment. However, it is clear that in
case the to be treated female subject is very accurate in respect of taking
medications, testosterone (or an analogue thereof) and tadalafil may also be
taken separately in time. In the above-described embodiments, care must be
taken that the release of the active ingredients (i.e. tadalafil and testosterone)

are such that they are released at essentially the same time.
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same time. It should be clear to the skilled person
that a variety of changes can be nmade to the

w0 e00msEs3 ons which are all within the scope oOPCT/NE2006/000542

present invention. In a preferred enbodi nent,

testosterone (or an anal ogue) thereof and tadal afil
are adninistered or taken at tthe sane tine, t her eby
reducing the risk of forgetting to take one of the

the eharjen ahaRivekmet thobeis o tat A iR ERRt g 12 - 36
150 6ar itli03hsd go§s§i§l@ th ITﬁ‘sE Pelgﬁsé fe?dﬁlﬁﬁl b aAahRr9bicttdsté®ne.

very’ accurate 1 n respect of taking nmedications,
Pegtadilerestosteronans ankhogd at the taet) Satit hoatabefor¢ the effect of
al so be taken separately in tine. In, th

AR RS d‘f}#éahtl% appreEmAely pftey L2 e 24 doxes.
the rel 83 5ce 1né/§é§ aﬁgﬁﬁe\{ 1‘?1951 nﬂ?e {ﬂve%”ﬂl[(’tﬂalsi@ﬁ‘{és use of a

and t est oSt éron are suc are rel eased at
@18 BiHat R of tebdss@Be o 8 Mo@h@thmﬁ amil taHataftlhim the

effect of tadalafil is present for 12 - ours, I o
preralratiopof i ppdicament fox th%tf@&é@epwﬁﬂ?&l? |Whla e éftl(ie%lafﬂ is
xé\eﬁe%sr{a t(? S% orﬁ%tef%rl Gi‘}cx eﬁgﬁ}bogg(gs e‘%ﬁg} & %e%% %%grdnt% Jreér? Qﬁﬁﬂ)gue

ore’t
E}?éi@b@&ﬁdt wﬁfe@éfrﬁsﬁ&%%té&ﬁn%lr Gl Asaloppe @Méﬁé&f & provided such
after 12 - hours. Hence, in yet another enbodi nent

tleg theveix a @Bakrorﬁ\tesiestemslae of an aywlegwathergobim the bloo
testo ter I th f. d filsl
ST IR o S POl PG AL o
F&‘Qa%é'&“@ 181 Khr3dfoaE g!refe§a151§rl £3589 196 a%@%ﬂét%x%‘f%bﬂﬁ 6-10

a subject prior to testostefone or an anal ogue thereof
hﬁdrs\l\btﬁbﬁtmte&ad)siet(ﬁﬂd astenmatogre thereofaSughent apnresth is very

i's pravided h t hat h k of
bpe i Lo OgLCHHLY SBAbE TOHnG| Bt cLPRIs HRFTD BIe Reired
?E%l)glaﬁm t]ﬁl?t ?&T%lahl issa%ﬂﬁl@k ttg&/%gkeljf Eﬁ‘%ﬁél@glﬁﬁrmulatlon that it is

eased ours, nore preferably 4-12

BsldhSe Rlifoadinipielfiabby witHit 00 exsmple drhdur. Testosterone is
test osterone or an anal ogue thereof. Such an approach

prowideq suelethat Fdp relers aéf@tf 6y 19 oprs-f ke ralpdieng arvepeed such
N
g@ﬁgape{cﬂv@ty el eased upon adm nistration or within for
exanple 1 hour. Testosterone is

Testosterone is preferably given in a formulation wherein there is a
(short-lasting) (high, i.e. 10-100 times increase of normal testosterone serum
levels) peak of testosterone in the blood circulation of the subject to whom it is
administered. The term "short-lasting" means that there is a sharp increase of
the serum testosterone level and approximately 1-20 minutes after
administration a peak serum level of testosterone is obtained. The peak serum
level sharply decreases and after approximately 120 minutes the testosterone
serum level is back to the level before testosterone administration. The
invention therefore provides a use, wherein the testosterone or an analogue

thereof is provided in the form of a sublingual formulation, preferably a
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provi ded such that it is released after 6-10 hours.
The release is arranged such that 3 to 4V_ hours

wo aioensssehe femal e in question awakes and i s pPCTEU2006000542

sexual activity. Testosterone is preferably given in a
formul ation wherein there is a7 (short-lasting) (high,
i.e. 10-100 tines increase of ‘normal testosterone
serum | evel s) peak of testosterone in the blood

S(]:hi]pgclf 3 Ic?rgxﬁlé t{qrﬁgcsol%? s%%fgectg 10\5{5% [Qtdx% ﬁg%aﬁqg} g&sﬁﬁﬁ?gxample

NLEGRSB Foutd8f §&1&1&&’i’ﬂsh%idi§is%®6&nh@&ﬁlly%ldmm anasally, which
approximately 1-20 mnutes after adm nistration a peak

@er also beveirfarinddewithsther wsecof & cytodextain fOTﬁJéﬂE’EiaR or other usual

S e S R T A E R A L-ALESE ARACEXIREEL ¥ given in
yﬂﬁ ﬁ{ﬁ# E)fe% yélsééﬁ%ﬁ?'b%%tﬁslfrbéua%;rc@dde&mnéffa@d other usual

erefore provides a use, wherein the
éespieatErdinents aad thadilegue witbie the skilpebihiedadt fonprénaring a
formof a sublingual fornul ati onr?d_Prefer

bl
@gmlaﬂ@n SPIRSHSHIE A¢StRCEORDPT SP GGG HRBE PF Adhigh releases
annhen a’?f&’f Hgr te% Bl R Qb ith; xFUhé ahb g Bt &S Ol burst will
%ﬁ{lnls rationis co rrucosa y or i1ntranasally,

wriedllypo watlsia dehpertineintbreat fot brampde Wﬁt}an 60-120 seconds,
cycl odextrin fornul ati on or other_usual exc:| nts
miorepneforabla wibin PReecondsy Hpea adészgﬁ-ﬁtré ion, leading to blood peak

(]
%WEPU@Q?%%R&%B% {r-]lﬁ grb(gx}qlala)é% ‘g‘il)}{l?}e fgefgln gd en|;]bod1ment the
Hﬁéﬂﬁha@éﬁ&h@l@@ﬂ%s nga gensshlaneudlneinhiketratienwiridéevert here

skill of the art r preparlng a formul ation
m'fprnedl sagd tesipositEmorren prisemciched axguia Wﬂ‘é’r%sohydWEhopyl -beta

rel e&ﬁ{g %ient i3 §3ﬁy al I Iaéﬁ%%ﬁtr?@%? E?ﬁeﬁeo&g Eké”ﬁor 0.5 mg

8@&3@% cf'téﬂﬁle') %ﬁél\é?é of(d. Qrm§)6@é’€8§t%r%é b b dx%&ypropyl

econ nofe preferably within 60 seconds upon
bdmcmlsﬁeﬁttrum (chedei)nf e ebhood, pedld néwster,dfut each of the

t est ost erone abqQut 1-20 m,n ater In a f d
aFsvateehth e%@%ﬁﬁ%?%é%&htgﬁeh%g HaL 1wk fg:e e

subl i ngu
conposi t ?%%t%gggﬁgiﬁ? glcge ZB% S{(:}nggx(ﬁlrl%nr‘:ygg{:aqw%&fﬁ bPSEPBOsteroid

Ryeiexy Piedils diebalisyahd dextlbitmin Alttig pingrirtsaxaiipalt éhefpeak
a prepared testosterone sagple. (for 0.5 ngy
plasma level of testosterone as defined in the presentinvention 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
to overcome complete binding of testosterone by SHBG or albumin), or another
way of avoiding binding to albumin or SHBG must be designed, such as the

use of a competitor for the testosterone binding site on SHBG.

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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of testosterone) consists of 0.5 ng testosterone, 5 ng
hydr oxypr opyl bet acycl odextrines (carrier), 5 ny

wetdvansdse3 and 5 nl water, but each of the anmouPCENDE006/000542

t hese substances m ght be higher or | ower.

Testosterone in the circulation is typically bound by

SHBG (st er oi d hornone binding gl obulin) and by

aI bum n. is inmportant that the peak plasna |evel of
fin

pEedR 2‘@8%25 0 o e pp g BLEREAbLA BHERE uBBakiSely

fdfaedcen byohvasivedolyesAdfdththisiiatioBG  Thus t he dose
of testosterone given should be high enough to

saturate the album n and SHBG (i.e the concentration
erone nust. be 0, Over cone

f test !
conpl ot o7 BF RATST T PleBgrButEs ety PAETS GrD o B A ipast one

BhaARQEOS cat@¥nifosRYSH %rﬁgneirtgitéé%gtelﬁiebmlm a@hldpRGhereof
hust be designed, such as the use of a conpetitor for

ahd attded shstrer wivertii oedit ivg somgosxmoSHMpﬁmngtﬂadabaféb@hereln said

nv tlon the .routes of. adm ni str of. choi ce .are
keS8 U oI £05 W DIAGHORS T HUSSR4FE tp 5P ARSHHATE G ! said

Eée’l‘f;lgo%%ﬁé uf}iﬂgf %H%%‘?l! éom}?@l&é%’ f;is:tﬂﬁtfd?fs t%eiﬂ%ﬁimster said

! viour s ot be negative uenced
b(bM@SSNEant&Semﬁa]aﬂ vhé bsineaimeror shié kummnpneels alssouctions to
provides a kit of parts _conprising at |east one

B Wﬁ@@@ﬁﬁ@@ﬁt%@ﬂﬁﬁ%ﬁﬁddﬁ“ﬁdﬁb?ﬁ PTGt oSt er one or
an anal ogye r%?er?gé ef’m)%fiﬂh# sa]Sdg IpBQR{qugo éhgﬁlg

COﬁpOSItIOﬂ conpr|S|ng ern sa

fadtbSRFoROIPdd S5 d AStdlbgdd SN $edtBste@sneetsdmidiieimmediately (for
adm ni stration of said conpositions, preferably the

kxanxpémmlgeﬁq seeonde)t atorhe teageldsitei %Qlérkl§ ﬁrf@lferably contains

osi.tions at essenti al Qr .sai

Rraet redt dhrenecpetr SimiiiRah PRubli i i ghepone and

angh 4, & fleufRal BShPSRILRRIalAf] 8 54 i I8 reFredieRBAL activity.
sai d conposition conprising testosterone is designed

foir deaasetls skilled tpesser th: hedahof abirts dombaidisaaepifective
w t hi.n 60,.sec the tar et si.te

f I
(Qé“?%“l%ixqafrg%fgfaé?’éfﬁl%}g%%‘i e BF per ooy i didSa sublingual
PR ABERH bR RPAMAR i Ma ALITRLE ThBEL I BSOS t£51806r ARbkher

formulation comprising tadalafil. The ainount of testosterone per
pharmaceutical composition comprising testosterone is at least 0.3 mg
testosterone and at most 2.5 mg testosterone. Higher or lower doses may be
necessary depending on the albumin and SHBG levels and the weight of the
subject to be treated. The pharmaceutical composition comprising tadalafil
comprises at least 5 mg tadalafil and at most 20 mg tadalafil. Again this dose
may vary with the weight of the patient. For the reasons already outlined
above, a kit according to the invention may further comprise a compound
capable of competing with testosterone (or an analogue thereof) for SHBG
binding.

Testosterone is also known under the chemical name 17-f-

hydroxyandrost-4-en-3-one which can be obtained in various ways: it may be
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a pharmaceutical conprising tadalafil 3.5-4.5 hours
prior to sexual activity. It is clear to the skilled

weesogosssehat the kit of parts contains an eff eRCT/NE2006/000542

anount of each active ingredient. The kit of parts may
conprise a sublingual fornul atéon of testosterone or
an anal ogue thereof and a tabl®et or another

formul ati on conprising tadalafil. The anount of
L&l ' L ' ; i1 CSiag.
e

Ths tt912rn5'oﬂ%nteﬁ§ddlogm@t}mreof' Hihgheles anyl wsednl ohesaisolitaorpgrecursor
necessar ependi ng on_the al bum n._and SHBG | I '
ol s giamoofon atgpls] e ing @ho0te i Gatestpgerone. 1f a1 Analogue

BB 8 b B PRSP IR € LRGP LR, Bty b uect o
s@dalcBhibe, MORiHs thh Sadiop be mayentamedvby bhé bleillse ghsowivithout

the patient. For the reasons already outlined above, a
kiy vadserdindgnt o the i nvention may further conprise a

conpound,,C l.e of conpeting w.,th test er-ong:.

anal ogu eT?ﬁglI%S%flﬁ 8];1@1%&@&?%‘% g.as'lpeysrt%%}sl}oé? 0% éi,l%ipy%do [3,4-

E]iﬁeofénﬂmikiﬁg,e@-(I,B%e‘iﬁ@ﬂio&@lﬁf}ﬂﬁg,31,@,‘7*,312,12a-hexahydro-2-methyl-,
ydr oxyandr ost - 4- en- 3-one whi ch can be obtained in

(GR,18aB) Wiy sudditiomhy thehstovaingtedivntptadlpfill eachinblet contains

i ffosting iaredionoe ciaeRbr ot R fagges Gollulose,
{{ﬁ{é?&ng%%%, g{o(gp%@%,g@efosefméﬁamla@é,ﬁgsgnééaunpgt@@mm

ot est ost erone. an anal ogue of
tristesyanting telluissd, sotthemieneylnsudfeder idleditanyefr diosile, and

ight b bj ect t h , hi i
?@33@&3@5@?53@yu?héé’@"ﬁbq?‘re? 10 5aBlsts GRR RepkaR s iRer are
urden, Ja i ' j ' d
By PSR o] A 848! phopBie PER-GALAd £ERLARALRT 20,
6- (1, 3- b3 edh ope0turfhet! drhdinde Ghé eI ci2ef thexlabyfl partd-afghe

thyl-, (6R_12aR)-. In addition to the active :
inprdthiresaid kibdeayafurtheeprpbyiae Mmeaansoior §paRitivegnterventions and

O SOPE S e B B2 A e v, €D,
IDAChH P $2sBRR YDAt aRtivERANE ThHTHhe eBARE 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.

To further enhance the effects of the kit of the present invention a
substance may be added to said kit which stimulates the mesolimbic
dopaminergic pathway in the subject. This pathway is concerned with a
relatively different kind of reward system which helps providing an increase in
rewardseeking involved in sexual behaviour. Examples of such compounds are
Apomorphine, a dopamine D2 agonist; Aripiprazole, a partial dopamine D2
agonist; Pergolide, a nonselectieve dopamine (DA) agonist; Pramipexole, a new
dopamine receptor agonist with preference for D3 compared to D2 and D4

receptors; Bromocriptine, a nonselectieve dopamine (DA) agonist; Ropinirole
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m crocrystal line cellul ose, sodiumlauryl sulfate,

talc, titaniumdioxide, and triacetin. As already
wouioziosesed above, the tablets can be taken as SPCTIND2006/000542

are fornmulated in a for exanple sl owrel ease

formulation. In order to furth enhance the effects

of the kit of parts of the i ny ntlon said kit may

further conprise neans for cognitive interventions and

ti Such i nforpmation se e
SRR bR TR R 3E R BT Mgh n i
sgfecif{mﬂﬁdnép fuld 1ﬂ1ﬂrﬂlf51é ﬁcﬁvﬂ? Bsithe tard®Bs dopamine |ré<)ept01

esignéd for the ose of said cognitive

sstbtypdzsaut bmdsswrththlgbsr affinigy po Eméhae do tRe qyrlaseaseptogisbtypes;

K OBR blon @R GG ACRBIO AT TS OPBETE® aedp R’
(?élt)exgoghe,le% Ry Wﬁlﬁﬁﬁhe W&g&h@@ TaseHAst &""ﬁ%ﬁsé‘l@&m@@e asstadine (DA)

h sti'mufates the nesolinbic

AOIAHD, raeuéigﬂm eﬁﬂ:bmmptomnﬂagoawbgs ;6(d)-AJTHG 52 @@tm?l rimg,
concerned with a relatively diff i nd  of rd
@qmrémw@%a%@ﬂ%e%?lbw‘%ﬂ%?&%n(*Sh@g&??e ﬁlmu{anvga
%?p%qﬁ?gﬁ il soséer/rg%mh%ﬁé &efyf@ﬁeébﬂy DL €S
Méé’ép,toﬂ' (bﬂQidifaaxZﬁne&ler&e mafrhirmls dﬁpﬁﬂﬂnﬁ ﬁh@ Ia)gmmllgi blockers;
Per gol i de, a nonsel ecti eve dopam ne A) agon

Brnmiyierote 1nla1bmf@w0ééb%nmeﬁéorraéd§1w1§? 0 @Bﬁ‘?lélflem%f’ﬁ‘e serotonin
f.erence f ma

B g rmte e R ERCe DE A R OB B Eint ke

FbRbE; %BMP@MM%Q@M@ RALRLERl Repopamnitor; and

agonist with a relatively hi gh in vitro specificity

Anthrftabine; raxtNM@A@G&@MOV|8ulya@nlﬁhén@)210ﬁﬁ§119@débﬁﬁkr?emhlbltor

receptor subtypes; it binds with higher affinity to D

than to D 2 01 D4receptor subtypes; Roxindole, a

pot ent ('?H'f@ftﬁ%? BhAhhce ﬁ?é 884ty B thS k‘ijtpcﬁatlﬂeriﬁ“e@mirﬁ/bntlon a

Caber gol 1 ne, dopam ne D2 agoni st; Lisuride,
samsaheeid (@‘pmooiaii&)mdéed @Anﬁclagninmbsﬂs tharmgntited and perlpheral

g u]tﬁﬁg{ﬁ?gg?ptt@%jré\) flg[t &%géﬁ%ﬁdﬁﬁg@é n%‘? r L& %’acellular
ﬁgf%};g %:1{11;18{3 QDAL RE6G A LTBRTH SS41PRa ﬂ‘@ﬂfého‘?@yeptors located

ant agoni ze
in the central nervous system results in inhibition of sympathetic tone.

Examples of such compounds are clonidine, an alpha 2 adrenoreceptor agonist;
imidazoline, a partial alpha 2 adrenoreceptor agonist; and dexmedetomidine,
an alpha 2 adrenoreceptor agonist. Antagonism of alpha 1 adrenergic receptors
in the periphery blocks the effects of the adrenergic tone (norepinephrine).
Examples of such compounds are Prazosin, thymoxamine (moxisylyte), NMI-
870, HMP12 or phentolamine

Low sexual desire, sexual arousal problems and hampered orgasm
are candidates for psychopharmacological treatment. These categories of
sexual broblems are also linked to three (transitional and overlapping) phases
of the human sexual response (sexual desire, sexual arousal and orgasm),

which are regulated by relatively independent neurotransmitter functions.
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aut oreceptors of dopam ne nerve termnals, as well as
t he reupt ake bl ockers; Bupropion, an inhibitor of the

W ewrosab3 upt ake of norepi nephrine, serotoni n BCTNL2006/000542

dopami ne; Am neptine, a (relatively) selective

dopam ne reuptake inhibitor; 12909 (vanoxerine), a
dopam ne reuptake inhibitor; a Amant adi ne; a NVDA
recept or antagoni st and dopam ne reuptake inhibitor.
maﬁﬂﬁérhaq¥¥ {)ﬁ'@&t%dtﬂ% 281duiS iR %H“Hi%i&c—idlaitn)t{) I&gget&tive and
present 1rve stance I's (optionally) adde
\Abh@hnirmitbby tompbaen@ncalitadainesd phebedinady ssveag and

t one .. i.nhibits or danpens central_and perl pher al
éﬁtlﬁ%?@émmeé@n%@ &by ABPRTHiIHe comReBRY- afheohgdamental appetitive
Act ph

érg%t va ner V08%831§S elr%%?iggrl%r%‘fﬁ %L%tﬁ xg %qui sp%ma’fl?f related to

%Mér@@éah@tws VoDl of SR 9 rotvasdCPrdeesFIag Rl nétieationally
cloni dine, an al pha 2 adrenoreceptor agoni st;

irpdegyant bifoemadiopal e stimailppredicting sewpedeguses aganceaase in
etom di ne, .an al pha 2 adre

R S1T CR RGP DR AP L) © b oP4 Reprons of

the vRgkiphesy At Acke atmﬁﬁflﬁﬁﬁf@atﬁ{g Eﬁ@nﬁglreﬁg %rc%ﬁlbens (NAS)),
tone (norepinephrine). anpl es of such conpounds are

Br @nosinenttdfybhe meﬁoﬂlmlbm@opamlym systeNM Th@ ZotiviyeL 2hiprsystem is
T IO T —
Qﬁ%&@? RE @%}E@%@ioﬁg' ?%sgﬁ?faﬁggytlﬁhcﬁﬁge Q8h S8R g&t ways

sexu ens are a 0 three (transi

zfmihoyt@rs |seppahmotivhamas iwpatiienlau mmngmdjoajr séﬁS&ideiﬁvmr?’.
(sexual desire, sexual arousal and or which are
Aegmpaﬁ@de B FWPRE OHATp, ﬁ’ﬁ&éﬁé’dﬂ%ﬁf @gdfhléhslﬁﬂweépes

gﬁﬂ I %911 a%]aelﬂ W ]mv edu?ee({]?ﬁ/ EQUD A e with
g di Vl%1 E? (%/ ve a (?IH

0” appe consunna

Q@mgﬂﬁﬁh§ or /é(ht Avdlbpes tl@éﬂé@ﬂ afll a0PD& Hlirﬂgbftsww dff@étdsexual
satisfaction belong to the appetitive conponent,

fru@fdamm anddisdeviquiy Arimprazal i ﬁ:hlgbr&ff}és@ nastiad agomst of the
R T B bR B T PG b o he
%Tﬂ@tré MeptbP U@lbg)ré%lei‘é Abciibé P IRl ddPhrhinetsysd Ihrgﬂbblhzer which
predicting rewar causes an increase in
is due to its partial agomstlc actions at the D2 receptor, especially the
presynaptic D2 receptors, for which it has higher affinity. Stimulation of
autoreceptors located on dopamine nerve terminals results in an inhibition of
dopamine synthesis and release. Thus, in a low dopaminergic state of the
meso-accumbens DA system, aripiprazol would antagonize presynaptic D2
receptors, freeing the NAS-projecting DA nuclei in the VTA from
autoinhibition. The medial prefrontal cortex (mPFC) mediates behavioural
inhibition. Dopamine in the mPFC plays an important role in behavioural
inhibition. INlustrative of mPFC-DA’s inhibitory role is the inhibition of the
meso-accumbens DA system; high extracellular concentrations of mPFC-DA

inhibit meso-accumbal DA activity, and low extracellular concentrations of

mPFC-DA activate meso-accumbal DA activity through disinhibition. It is
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activity of the neso-accunbens dopam nergi c (DA)
system (i.e. DA neurons of the ventral tegnental area

W@ Xbapsiseher vat i ng the nucl eus accunbens ( NAS)PCT/AL2006/000542

conmponent of the nesolinbic dopam ne system The
activity of this systemis increased during flexible
approach behavi our when anticipating reward related to
copulation 2. Increasing activity in these

ner, f.acili.tat e e
RBR BBl e PG ARy e BT gy R b RReted o
Addy- Mc@zmaq DA, batPa@ndb bR o mPFEIPARYBeR syanftdifls of FSD are
whi ch i nfl uences dopam nergi c pat hways, and whi ch nay

lbahazeeld mntlc bigli acttividy Oﬁmlﬂ?‘@é@fxoaﬁoeﬁom iohilapion of accumbal DA
20O ARt 0 o S Ao o 02161, 3R, oo
Wagﬁaiiﬁébﬁ‘ﬂsﬁﬁ Reioh! cﬁlarﬁﬁﬁf‘éﬁq vl thBR WRRAHE IR effect on

recept of and serotonin HTla receptor, and antagoni st
aflleviedidn ofHTSR (rsgnqnbmato]Agypt}moaghlagomsmsxf pirsschagaicaD 2

dopani ne syst tabiljzer i.ch ue to its partial
Agerntar i the FIgRG, hore %n@@ﬁ@eg.&fire e@sp & ta1s yreppanticipating

%%?ﬁé(ﬁae%éx‘gtxpﬁl F)?(?I e o us%cl 6f {1 e’%&lﬂah%ﬁocat egﬁ%rt least three key

Inity orec ors

depatira@sigttées hed Mvddvel: raeswlélﬁolhfe aorépimiephtinemmaf nitric oxide.
dopam ne synthesis and rel ease. Thus, in a | ow

d’fﬂ%ﬂ\ch@h’g? engnitec @mdeH@thdgf@natc@ @wét@sm wpeBtang lubrication

d

AR dm R po Mo RSB Rl RPARRY Rfechonb TR TR S e
aubgicatibRiahldoRvelTing 1B REn PORES N} ﬁie @&fsh@xmﬁeﬁ@q}hase of
medi at es behavi oural inhibition. Dopam ne in the nPFC

giuayen saxualpespanse isofaeilitatebhndestenaling shirgiltiogadrenergic fibers

) e G OF HES RERt Pt aHe PR S G S ropinal

extodastdiblergoncentrations of nPFC DA inhi bit
nmeso- accunbal DA activity, and | ow extracellul ar
concentrations of nPFC-DA activate neso-accunbal DA

28:1132: f,géﬁﬁg o’ﬁé)? Pgll“tsflolggllrﬁglﬁttél:,fgr @nydplgls\}1a Eiﬁ?f&%e‘fiﬂ%lﬁ‘om any form
BT BEL, o RES D pORITRPAL AP h Ao 1R Fof Gmbinations

&hbt'edft M: iofthoRllsdDasefal frei dubyéds hakig FSonbedavae of Imbbér
DA
medicines and/or drugs- such as SSRI’s -; subjects suffering from

hypogonadism, etcetera.

Treatments with a dosage of testosterone combined with
tadalafil produce alterations in brain and bodily functions which will make
learning of positive associations between sexual stimuli, genital arousal and
subjective experience possible. Moreover, the treatment of FSD with a
combination of testosterone and tadalafil is preferably augmented by an
“approach induction” treatment. To create a more permanent psychological
change, the central en bodily processes activated by testosterone and tadalafil

under sexually relevant stimulation need to be perceived and need to become
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or via inhibition of other cognitive or enotiona
factors involved in FSAD. The partial agonistic action

wo@Rooansysspr azol will then have a positive effeRCT/ND2006/000542

all eviation of FSD (synptomatol ogy) through agoni sm of
presynaptic D2 receptor in th FC, thereby

inhibiting DA release in this ea. Anticipating

sexual reward wi |l produce arousal of the genitalia,

aQs ét%g vn! e@?&iﬁv? feRotifYioRE lﬂ)&*%mﬁ%ﬁ‘vﬁh h%f%h@ behavioral
I'NVO ace i ne, norepinephrine and nitric

appeeachABRtothe Thkipeecapttbmot badilyordadeiohe thy fpcmmgeattentlon on
erections in men and |ubrication and swelling

geniial arwrsapinepiie nrssiin byiteatogtesens Srherebsmihe ganital arousal
l%?érltﬁ%%tbslttg Yp%gim%lghlmgt 'dgla\&ﬁzgﬂfl AR M, ghgglzed by verbal

uman se respons

faqirhiti e PYsitiesariadhitomRi daahob beadken o0k ariteien she
and innervation of the genitalia, and inhibited by

depubrittimgf EpDreatiensolwaedeyite gohigviesa PPRIELVI| tongs Patients can be

D3P bk tortantie sty R s e AR B iR6 P 9nd b8 bhat is, at
ﬁ’ R Mscﬁ{telci%‘é B(?s%eﬂfnquﬁi’ké)a‘l‘h%@pbﬂﬁ%ﬁf mokivat&d stimuli

us al so useful for subjects haV|ng FSD because of
obhast nﬁmctumsafdmypgrfademgf‘spexsmmo shessRient's sexually preferred

bj. ect d
2oy fhel Q} o AGF Of 885 Bat S n LB a1 htiof e faces are
%) Qeltrﬂraﬂlsu 1% %5 ﬁ{%t 'nloaﬂ? uthﬁ'ﬁ@%\fé #A¢ tRe®eh¥vioral approach
1 ONS earning of positive

%?5@@¢&bmgﬁ§sbemwm@ﬂ sexual stinuli, genital arousa
and subj ective experlence possi bl e., Moreover, the

tr eat Ahwettrentpen of FRDamisiHpAonstSt O cBrating f séiuatiprein which the
R daka o | RoRGE! BLARhY AHATPRA A YAl c AORGAREHe on

Credte nor e per mane

ReYCRBbABIERE b‘éhﬁﬂﬂﬁal aperoaentsiatene, rfl‘b@ohelqmmaﬁ&asamnt of
activated by testosterone and tadal afil under_ sexually

, rgemmrauomalrﬂ;y aekonl stez@uhtaﬁcbtad@éafeb» yeshamnrd pdentipp to sexual

g ]tqlg ﬁ ocologae}n(el V\%'tgﬂg té%s%}@g%_}r te%t sgénlr]eon%p] aWd ah:tlvatlon of
ggl@ HRRbiRRaPhphRMichsysRaR t(b? @ﬁbmhlﬁgppﬁés@ﬁtéﬁé@ Bf plbures of

happy faces).

The invention further provides a method for treating a female
suffering from female sexual dysfunction by providing to said female a

combination of tadalafil and testosterone or an analogue thereof.

Besides the use of testosterone (or an analogue thereof) and a PDE5-
inhibitor in general and tadalafil in specific, combinations of testosterone (or
an analogue thereof) with at least one other compound is also suitable in the
treatment of FSD. One example of a PDE5-inhibitor replacement is a
compound which is at least capable of partly inhibiting smooth muscle

constriction in general and preferably is a compound which is at least capable
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genital arousal is made possible by testosterone
(whereby the genital arousal is synergistically

wenanssd by tadal afil) and can be enphasi zed PyT/Ne2do6h00542

instructions. A positive hedonic tone cannot be taken
for granted in the popul ation ﬁl FSD patients. In
order to achieve a positive to patients can be
exposed to positive stinmuli durlng the effective phase

?g %gﬁ{ i Bih L A d‘:}kdéﬁpeﬁfngl ﬁétadi%eﬁ@éﬁét&}{et ?ﬁhlbltlon or

erone | positivel’y notivated
ghimmpédning ofi she adméneprgm tone $hoi11d1h@ pyacl b essudf ipgi)sodscrease in

of the patl ent's xuaIIy ferred gender, passibly
ﬂ;% raafmlwé of wailable BerepiReRIHRRS aF therh rem%ﬁﬁmtgr%ﬁjmf frample by

uno ? %O%@égﬂ%lﬁ%eb théd;0 %}r e}‘rllsﬁgnttﬁ? ece tor

Ive avi oral approac ten1 nmes

agbnisai)eﬁxd/a’h @il 4 da¢masé 10thESHedt @'rthe(m’m]aﬂe ﬁf)replnephrine at
creating a situation in which the patient |earns to
dbe @@s@veag@maidaenweéa@w (ﬁqrthaaarﬁ@ém W@lwgdmt%vrtmg:

t Ll Thi
AasE e et iRl PP E R AR AR bR Mot
S8 e cantdr bati@haibhl ffor SkehPIA idkéEBF NG owoh stexaidlof
stimuli and to genital arousal (nmade possible by

ms@mephme) é:moreaanotlmmmb@hmem ﬂeﬂwmme@:t@m therefore provides

t b
3RR P oL obrniiptiohatdatoSetane B BRcAAIoREF iheof and o
?2%?0@@1% EFIJ‘ijaﬂ‘ Rbst ﬁ?ﬁ&fﬂ%h@bﬂ‘tﬁf?ﬂ}ﬁa Sufeher dgle Qoﬁé G the

I'e sex dysfunction by providing to said female
prepatitivat oiom nofditadahtfdrl tharﬂﬂedttesdzrﬂsmfeFSBewmeram said

e B et S B bR G S
%Q&o&%@%@%& N 'éhzflggﬁéft &reof \ B arﬁrcﬁgatmn Iof the subject to

testosterone or an ana ogue ereo east

arleoratib ey adeipetan@dl $n aligefaued abi’tﬁ)dMInehh,esahd eatnpenid capable of
of FSD. One exanple of a PDE5-inhibitor replacenent IS
Atdeapdumprinnbivitiagdhe adasrergiptiiceiscm phahalyadrenoceptor

OB PRS- ARRROEL PRI 83 rovenz o
?ﬁﬁrﬂg?ﬂta:ng%bg?ﬁ am;ha( 215 ddaTHIe 6 FeY agbﬁlsaglrsemraw &lohfMABe (an alpha
2 adrenoreceptor agonist), imidazoline (a partial alpha 2 adrenoreceptor
agonist) or dexmedetomidine (an alpha 2 adrenoreceptor agonist). Examples of
compounds capable of at least in part inhibiting smooth muscle constriction
are a Rho kinase antagonist, a Neuropeptide Y antagonist or an Angiotensin II
antagonist.

Suitable concentrations and formulations of testosterone (or an
analogue thereof) are as outlined above. .

It is clear to the skilled person that the above mentioned compounds
(for example the mentioned adrenoceptor antagonists) must be dosed and
released in such a way that their effect at least partly coincide with the effect

of testosterone, i.e. the effect of said compounds must be present 3.5-5.5 hours

after the release of testosterone (or an analogue thereof). The skilled person
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result in: (i) a decrease in the anount of avail able
wmoeroepsisephri ne at the adrenoreceptors (for exedPNe200§/000542

i nhi bi ti ng norepi nephrine synthesis or em ssion

t hrough aut or ecept or agonisn)iﬁnd/or (ii) a decrease

in the effect of the availabl% nor epi nephri ne at the

post synapti c adrenoreceptor (for exanple by bl ocking

oSt synapt i+¢ LG hdd Jeadil

REhEHAT T RERCHRLbEIPERRIRE R o RO kol
JREdrinyialel 08uitA ST fBxaDton by well & & euitndldemrsntetmmfor said

nor epi nephrine). In yet another enbodi nent, the

compennidsn therefore provides the use of a conbination

of testosterone or an anal ogue thereof and a conpound

capable of at least in part inhibiting the adrenergic

tone, imprme iﬁ%&%ﬁhb Qaraby@paediteadkin dmk thepresence of

treatment of D, wherein said testosterone gr an

PDBG agsielts heisibitien pf emodddmsisele tehaxatiope ithug Sb‘@%‘?(quently

of testosterone or an analo dhere Bt d o hibi :
coPPaG AR PBo B TEv S PEeTer D RIPBIAT & § LR Ao RS abitors i

IR BaP i WaiLE %‘5‘??}’8%3 ibIBRE a tedal it aRMRAA Al srpedlisleat fatilitate a
&<t i part inhibiting the adrenergic tone is an
Alrabahpatienedspliremneapnse <t.e faulitataen of speeihmuscle

t hynoxam_ne (nnxisylytg), -870, HWRP12. or r example

e bstRbEIm Ayresing comPeHR S S3g éﬁd?b%%%?%?ngﬁ%ﬁ%g?s, wopls

as choni dine. | icBhhnel opener (for
Y E%%FP%E%T%9%H?F?§§Y§?gggggggﬁﬁgﬁéggégg?gr agqnigi) (
Slansisis ENSL 273 TRAMY, 4 GBI phanidt &idr exangde piprostadil or

agoni st). Exanpl es of conmpounds. capabl t least. in
mastacynhinor angasnastive Int@%}r@lcl’dﬁ&ﬁerntéﬁfq &&Psrﬁegoé‘l or example
Ki.nase. ant,agoni st. . a.Neut.opept.i h la &l L-
AHBFSHE  REaNeigany SLIRERHETol 2hAAE S by Bin) or

{5 AL ensatl (11886t @EOME).(or an anal ogue ther eof )

are as outlined above. It is clear to the skilled

person that the above nentioned conmpounds (for exanple
;23 rIFll:x]et) 51?\96%(113106}1(1%31’1: grelg)lgo(\)frid&;nltlgeggﬂeg{osé)cemg(OP gndaﬁﬁeﬁggue
thereof) in combination with any of the above-mentioned compounds (for

example a compound capable of at least in part inhibiting or dampening the
adrenergic tone) in combination with a PDE5-inhibitor, such as vardenafil,
sildenafil or tadalafil or any of the other known PDE5-inhibitors. The amount
of PDE5-inhibitors is still expanding and non-limiting examples are the
following: 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. Other examples can be found in WO 96/26940.

As already described tadalafil may be administered in such a way
that it is released at the same time as testosterone. It may however also be

provided as described below for vardenafil or sildenafil.
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rel eased in such a way that their effect at | east
partly coincide with the effect of testosterone, i.e.

wo b@7es¥sext of sai d conpounds nust be present BCBNB26/000542
hours after the rel ease of testosterone (or an

anal ogue thereof). The skillei per soncan, based on the
phar macol ogi cal kinetics of s ﬁd conpounds, easily
deternmine a suitable formulation as well as a suitable

concent at ion _f.or saj | ' :
oo R by S EAPRTer BEFR b aRRL o0l oy chat
Heid po bbb G aileaSTPREty Fusthss wilhantat éffevtaf dedtbsizrone. To

subsequent|y contraction of smooth nuscle tissue.
dhthibEuchoan oivePPES tastestPDEE: isrtopidest Brotdpeafaraply asp

i.ch F . i . i .
DR SRS G0 e Be PR AP 03RA i

%ﬁpx%xirﬁﬁjcéllytl% Lons eous SRk tht sahfnifhatied b the tystosterone,
sl ng compounds such as an organic nitrate (for

evanpioee préfevablycawchribabiCohx psisas ghawiyByp 4dyairggdter the plasma

tinmulant), a K+ channel. opene f or. I .
BT eotebinS parbaisAgan Sempls BN A priateadsiease

[ . 0 ' il . i
BBt SRUEATIDy VAo BE hMALITA R relctisp Pormulation
'byhaldm _nAStyﬁfciah gxainpid oraeatedffioistetanpbévaidanafil is given in
i nhal ati on)_ or Largi nine gl utamat recursor of
et i Lo R abemea o e BB BEE, Kb
a ue, thereaf) | i i i 09 _AYE.

AT R Pt e St Rl S oA e
6aRARhB AT Sl1f:8A5U-dthyPantoriohhtbddhleg der Indadieivinng the active
the adrenergic tone) in conbination with a i
pESdienti patdemals b6l gecl dnbleh spniaing migeqeay stallipe cellulose,

t adal af, | f...th th k . - i bi
icPandane: SHTRESPRII GRS HEBURRRN Rty yPlicmellose,
E_ngfgli%ﬂ'ega %%yc%’f,aﬁpirﬁﬁnﬁﬂﬁxﬁ@ yleObwoféh g 'oxitted @A, red ferric oxide.

10, AWD- 12- 217 (zapri na;%,' AW 12-210, .
W6 01348 eG6mpleis 382003, sildenasi} oUBatepnBiIdyBAhemically designated

o R o P B e
SN2RLES YRR B LAURA] I4MmWEh PP 84 fhe citrate. In addition to the
active ingredient, sildenafil citrate, each tablet contains the following
ingredients: microcrystalline cellulose, anhydrous dibasic calcium phosphate,
croscarmellose sodium, magnesium stearate, hydroxypropyl methylcellulose,
titanium dioxide, lactose, triacetin, and FD & C Blue #2 aluminum lake.

The amount of testosterone per pharmaceutical composition
comprising testosterone is at least 0.3 mg testosterone and at most 2.5 mg
testosterone. Higher or lower doses may be necessary depending on the
albumin and SHBG levels and the weight of the subject to be treated. The
pharmaceutical composition comprising a PDE5-inhibitor comprises at least 25
mg sildenafil (or 5 mg vardenafil, or 5 mg tadalafil) and at most 100 mg
sildenafil (or 20 mg vardenafil, or 20 mg tadalafil), or comparable dosages of

other PDE5-inhibitors. Again these doses may vary with the weight of the
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As al ready described tadal afil may be adm nistered in
such a way that it is released at the sane tine as

w0 e®rostses one. |t may however al so be provi dedP@ENL2006/000542

descri bed bel ow for vardenafil or

sildenafil.Vardenafil or sildgrafil are preferably
provided in such a way that their peak effect at | east
partly overlaps with the effect of testosterone. To
PR FoH Ghe 3824 d18Padyt SilRRALAREG, hkibhordat fo et
(preferably as a sublingual fornulation) and . )
invedéioafmby furtdier demarise cacanpoeid capilemfcompeding with

imately 1.5 -2.5.h h dm ni strati
GREeeratectoth BhgletedverPirasHS SRR s ch ¢ hat
Crax ar ipgs ;oA e3, %ﬁeﬂ_c’&ﬁ%ﬂiﬁaﬁgﬁ%‘f chfh%oﬁlh% @%r%&;ﬁ?ple

t
t est ost erone pea{zl. This is or exanple reall ze .
sissdabned (oebeastalvgus tlereof) sid aeoapiolndrecapabbieofxtt least in

or through a_del ayed rel ease fornul ati on yRpi.cal
pripheb: @g_t@@aadal"seﬁxwmedﬁpéﬁpypna &RQ_@#—Y&B@PO&&Y
Iﬁ(}{hﬁféﬁ%@ﬁ?@ﬁb tp_alc}_%q \f\f?ée}gef s 985k g?ﬁ&ﬁg, ﬁ%@h&ﬂ&la}éc&ﬁpanied with
HHmebtons- Rt And-whex 6o Adpriapttateithazepardte/ (bf boRbijdd)
I azi n-2-yl)-4- ethoxyphenyl]sul fonyl]-4-ethyl -,
enpdyadsochl oride. In addition to the active
i ngredi eqt ., var.denafil . HJ | et [ . .
macr ocr yg‘tl%h F‘ﬁﬂg il #uﬁF%%re?O@%g%%@e% %nfg? %é‘%ﬁtgzi%& pferventions
8hjebtciﬁg afieRtidHeio FAHASdreukal aFiak uppRyPriatetditions for
pol yet hyl ene glycol, titanium dioxide, yellow ferric )
ewifbéentamectunk dtifmrlation oxireansfor sopnitieeaipreentiong pdycing
in.sildengfil. citrate which i,s chem call esignate
AGHVR 0L therbGRRYAREEN TREPRJR SYRLGRbORE BPBIC HodUiic tone by

[ pdsfifd {1 f f f the patient’s
5%?%%&%@6heny f)sul fc?nyl ]a-pf-yrrgtcﬁsy?p?%rgpgiione .p )
sétudlyeprdferraddieniden. ©o atltié ofiphitsenapduetdiee somprise an agonist of
sildenafil citrate, each tablet contains the follow ng
tagy flepremePath®f%crystal | i ne cel | ul ose, anhydrous
di basi ¢ cal ci um phosphate, croscarnell ose sodi um
magnesi um st earat e, hydroxypropyl nmethyl cell ul ose,
titani unigilex bdeendeastRBES-ihhikicat, PDEabindtoc @V ard inhibits
#2 al um num | ake. The anpunt of .t estosterone, per

phe closteef edeiven phasnels Gndcenfing ioh ghe astassiwpahanngls (e
?rtlhilb%tassﬁyp%rgolggizta%lsotnoc?itt%reoé?&oo%ﬂqnagclgf $hdtitis ™ inhibits smooth

muscle relaxation. The interaction between PDE5 and ¢cGMP is accomplished
by the interaction of the PDE5 s GAF-A N-terminal domain which are a
potential target for drug development. In yet another embodiment, the
invention provides use of a combination of testosterone or an analogue thereof
and a compound capable of at least in part inhibiting the interaction between a
GAF-A domain and cGMP (for example a GAF-A blocker) in the preparation of
a medicament for the treatment of female sexual dysfunction, wherein said
testosterone or an analogue thereof is provided such that there is a peak of
testosterone or an analogue thereof in the blood circulation of the subject to

whom it is administered. The presence of for example a GAF-A blocker would
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15

testosterone. Hi gher or |ower doses may be necessary
dependi ng on the al bum n and SHBG | evel s and the

wowrioghsssed the subject t o be treated. The PCT/NL2006/000542

phar maceuti cal conposition conprising a PDE5-inhibitor
conprises at |east 25 ng sildenafil (or 5 ng
vardenafil, or 5 ng tadal afil )1%nd at nost 100 ngy
sildenafil (or 20 ng vardenafil, or 20 ny tadal afil),

or .conpar abl e dosages, .of..ot h -iQhibitors. Again
ohASET 58 ey SR LM hidiSe AEPRIFS R P eRlfing i thooth
Botsdd g1t @a%ggﬁoﬁ! ready outlined above, a kit

according to the 1 nvention nay further conprise a
conmpoundSoiphbd forafulatiope fongesvestbrdresoo shermalegoe thereof) are

analjﬁgge thereof for SHBG bi nding). The above
BEAY @RO¥Srbi nati on of conpounds (for exanple

testoste . f

capabl ¢ o g ALRberaled A QPHER theABihyui IR of ot loast
toparaiithibitin®tled intepadidibbetwidn 4 GAF-agomaiy ande@NMP (for

be packed together as a kit of parts, preferabl

seampan @aFui thoglest myet ibsrtosad wnanplogred 1P§UC¥1 a way that it’s
% gﬁ{] gtc' %a?% ﬁ,g%/tqf 8?&%%%‘&}1( e gf?&@%'oﬁ’ %(g%togt%%)l%l qdes the effect of

_ _ 1 er’ conprise neans Tor cogrhitive

ISRt BEMBPELRMS nflist @etireded 8 §05.5AHb U aﬁ@i}!thaﬁnéﬁ@é&?lasma peak
during appropriate conditions for sufficient sexua
dnitestioatarone oor apaanralogre thepeodi Fheiskilded personrpan, based on the

SR i RheBi & iR SoBfoants Ehdn AR RS AR T
RbrhHl PYs 5 3GRSLY cRenORgid fdrhiPadhpbhngs.

forPh
sexualeﬁy pr% erred gender. O a kit of parts may
further conprise an agoni st of the dopam ne-pat hway.

In the ahsence of PDE5-j nhihitor,. PDES bhinds.to c .

and i nhi @‘ﬁxesmffﬁetlew@?%‘@e B¥P iR AREL ity P Pllowing, non-
qggﬁgﬁl%iagm%{bes pot assi um channels (i.e inhibits

hy ]

perpolarization of the snmooth nuscle), and thus it
i nhibits snooth nuscl e rel axation. The interaction
bet ween PDE5 and cGW is acconplished by the
interaction of the PDES' s GAF-A N-term nal donmain
which are a
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potential target for drug devel opnent. In yet another
enbodi nent, the invention provides use of a

W@ e0obiossass on of testosterone or an anal ogue t hRCENL20@6/000542

a conpound capable of at least in part inhibiting the
i nteraction between a GAF- A dojmin and cGW (for
exanpl e a GAF-A bl ocker) int preparation of a
medi canment for the treatnment of fermal e sexua
sfunction, wherein said testosterone or an anal ogue
%ee%f“‘?’%t%%%ﬁded such that there is a peak of )
testosterone or an anal ogue thereof in the bl ood
circulation of the subject to whomit is adm nistered.

Fwpgrivvenict: oficher ofewaindlestrinehpund fpgerieronfoydaarisiration in

I t tly. St bi. ndi f PDES t : g
raETi g i ERGER hadi HEE o B R Rt g erotic i
bosmpl At @B ehabithesgpst erone (or an anal ogue thereof)

are provided above. It is clear to the skilled person
that the conpound capable of at least in part

e v
gt S%%ﬂoﬁgi%gqi@ \_ﬁoxl‘fj’@%’x hvgﬁﬁtfefnta'l@ & Ay sBlindt@ASIFSD) will receive

part1y coin e Wt effect of testosterone, i.e.
théalefil €00 nof) sdene subhipguat syctudextbm-poesd hestdst®rens (0.5 mg)
hours after the induced. plas peak in.testosterone ..
bl g 308 ISR B SRRCSRT PeBnpeFLREEGR combined

d r l.qqj :net4 o
Rt 0 TR O APLAR KR R e pmental devs The
waklnApdss shiphude coilidanineatiuesd frorespande tonpotmdsand erotic
The invention will be explained in nore etﬁi | in

0

. th
fidm exvenpts, divectlyi aftergliaieagniystabion; aadrhhops after drug

eriment. 1.efficacy of HNEs
SRS L bt A SIS DM b o teas
a8y b OnSil Ari®AdeIniR aliond, eaBfISE Will receive one capsule
filmexcerpts in women with FSD I n a double-blind,
censisting d=sihgndddpladione plaseholansiore bayibewpodextrine
g;gé%&(i?g &%E]? légﬁ?lftw}tfq yegg%g?gé}efkwfh%% lisfe tass%éfégg). Both will be taken

at the same time. The time lag in effect of sublingual cyclodextrin-bound

testosterone (approximately 4 hours) will overlap with high (approx > 95% of
tadalafil Cmax) tadalafil serum concentrations (Tmax of tadalafil 2 hours; Tie =

17.5 hours).

During the experimental session, the subject must insert the tampon-
shaped vaginal probe (a photoplethysmograph) in order to measure the VPA.
Then subjects will view a 10 minute neutral fragment, followed by a 5 minute
erotic film fragment. After these baseline measurements, the subjects receive
one of the four medication combinations as described above. Following
medication another set of neutral (5 minutes) and erotic (5 minutes) film
fragments is shown. The vaginal probe will then be removed. After 4 hours

another VPA measurement will be made in response to neutral (5 minutes)
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tadal afil (10 ng) al one, sublingual cycl odextrin-bound
testosterone (0.5 ny) alone, tadalafil and sublingua

W@ y®oss83 ri n- bound t est ost erone conbi ned (r espCT/N02006/000542

& 0.5 ng) or a placebo during 4 separate experinenta
days. The vagi nal pulse anplitude will be measured in
response to neutral and eroti il mexcerpts, directly
after drug adm nistration, and 4 hours after drug

SH0 L 83 e ] BB LR i sanai,

@h@ugt 8] MsplifaidiORge, 8HDHOAY SeitipblatieearVEh® A nitored

capsul e conS|st|ng of either tadalafil or a placebo,
ahrpugheutitheiegpeyisrasdakayhe suspension with or

Wi t hout testosterone (which is tasteless). Both wll

be taken at the sane tine. The tinme lag in effect of
subl i ngual cycl odextrin-bound testosterone

(approximately 4 hours) will overlap with high (approx

> 95%ldie expealraénial @mibde predaded by awaming visit In this screening

con entrations, (Tmacof .t adal af i hours;
§)1 JeBkf %‘ng“&ﬁlé“%‘%ﬁ% @Pﬁﬁf@aﬁlmgésbén %h951f1ﬁ% gﬁfﬁ}e %ﬁtpartment of
ﬁ%cdl BP Fid® 118 ge Y@Qid@os@ EAPRSDRand to dﬁterll'mme

ot op hysanrap |n or er to sure the VPA
slilgjlatitys fou dthdquutmp]a(hcm Suulbgaedhemlrléje dslkagnerfill out a

SlBiEtBY, B RS Sl o ) I A4 e
R T e

lﬁip@icdt@(ﬁis 'mdaeemgma alfl/6d U8 Shindlétebtdd BGHRNEEndcBlogical
shown. The vagi nal probe will then be renoved. After 4

hﬁne@ea@@w@ﬂplﬁmemgae@mal catnplagatsrdfeighh, heighbrideod

t _o neutral nut nd. otic

PreiR e il MBI RS b Gekie T (i hagc i gnatition
KallSe feR501 ﬁﬁH'EXDGréHéSke@ﬂﬂ' éigﬁ*ﬂﬁ&ﬁﬂﬁ%h@li BB | be
noni t ored throughout the experinental days. The

exper Swbpechs with b hlletO{lW of euédcrblyolags:al etmum@gm@qr pslyphiatric

R
%@ @) ehdO IRk Riparfis 'ﬁri‘*é fed Qirdi 30005 sh %'Icolfrgpof“ Adydiactive

det'erm ne
drugs the evening before and the day of experimentation. During period of

menstruation, subjects will not be tested.
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eligibility for study participation. Subjects will be
asked to fill out a questionnaire; the Femal e Sexual

wo-0eH5Bm | ndex (FSFI). Subjects will be screeP@dNLZN06/000542

excl ude pregnancy or breast feeding, vagina
infections, major operations tg the vagina and/or
vul va, undetected maj or gyneco?bglcal i1l nesses or
unexpl ai ned gynecologlcal conpl ai nts. Wi ght, height,

QB BRERE L Pricaol Pro Pt M2, ot SuCRatinistration in
Dardindibe rwﬁh gﬂrbfzd)é%ﬁf&‘dn@z%%aﬁbh toheVPA%b,ie@ﬁ&@se%téaoﬁc film
hi story of endocrinol ogi cal, neurol ogical

peyaRiaiy womdn wedsFaRd/ or treat ment. Standard bl ood
chenmi stry and hematol ogy tests will be perforned.

Parti |pants ar guired not to use alcohol or
poych Jacr foablartiind. dredaminpss Bed slecebconteolipd crgps-over

SHRSELIERLR Y QS EABLEIR LM (o) il s

q;telz@siﬁmrd me) hdding shBIihgﬁale@QEtﬁie&ﬂfmnb(ﬁlﬂchtds@@stefbne (0.5 mg)
conbi nation W th prazosin admnistration on VPA in

radepp fadalodil gt $‘€b1img1%ﬂ1@X@]@d%@?lmﬁomdﬁéﬁSWS‘@QTOFISIOIDrbmed

O b P B T3 RS0 A R RE R SRR PGS aave. The
sxiad] $H15é uneslide( e méatsut&;ﬁi Y& IhaE 96 mButihl 2nd erotic

ng) al one, sublingual cycl odextrin-bound testosterone
nselq@})fp’m olaesctlyaafa¢raditug adm bsightativguaind 4 hours after drug

in d testosterpne conbi res
G 8iistian. AR5 e P STmEAG A S SpRLbe SHBERe A Dirdal Teast) a
Qﬁi‘@e daPPe¥RAl 03] a8 aﬁﬁﬁln'létygﬁoﬂ‘é Idy @ctg%ﬁqre‘égwb Bne capsule
response t o neutral and erotic fil m excer pt s,
dbonesting qffeuﬁrerdmagoadmrm placabo,amd anel liduld uyciodlé)tteme

drug adm nisiratio The four ex imental days wil
SYSBEREPARGAL Y T4 Otfe%tqst%rqnﬁr@guelays elsal): alhesime lag in

Yrags BEEIILS Jaﬂt ﬂ)‘%l X Jb%ﬁhﬁ t%dostel%ﬁ%'é{ﬁ%?dgcgg)ggely 4 hours)

capsul e cons Stl el t her prazosin or

andstoserlspwiith higtﬂ @@)@XM BrE5% W pensisHn O/Ma!;)fpx@trzosin serum
wi t hout testostergne (which is tasteless). The tine
IcagceHrafpee { o @mamﬁgty Ar2 bpurs diwet 2n-bbewes). Therefore,

tp%ﬁ&@sﬁﬁ%n&@tebé aﬁﬁ{lﬁi(s'tgla ysu%hhé) Wra§7), that prazosin Cmax arises about

3 to 4 hours after the plasma free testosterone peak. Therefore, prazosin must
be administered approximately 2.5 hours after sublingual testosterone
administration, or prazosin must be modified so that it is released at
approximately 2.5 hours following administration, or so that Cnax arises about
3 to 4 hours after the plasma free testosterone peak.

In this experimental example, a prazosin delayed release (2.5 hours)

formulation is used.

During the experimental session, the subject must insert the tampon-
shaped vaginal probe (a photoplethysmograph) in order to measure the VPA.

Then subjects will view a 10 minute neutral fragment, followed by a 5 minute
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nmust overlap with high (approx > 95% of prazosin Crac)
prazosin serumconcentrations (Trmax of prazosin 1-2

wWhowr®sssdi/ 2 = 2 - 3 hours). Therefore, prazosPCI/NLZI06/000542

be admi nistered in such a way, that prazosin Crax
arises about 3 to 4 hours after the plasm free

t estosterone peak. Therefore, %2azosin must be

admi ni stered approximately 2.5 hours after sublingual

BAPEE BRERERT At Baedin AR RFOnPHRL aPS sabipots receive

hater & theltbemh@liadBishbadtRihs £ d&RridiatafevBX Fallbw A
about 3t o 4 hours after the plasma free testosterone

peadicatinntamothexpefrafmentted] (Sxanpites) angeaatos (hndehtsedilm

éel Saen (251?1 nou xf/e?gagléi g{éh%g‘gi useg? ﬁgxg{oifvgghéﬁer 4 hours
o@gﬂgﬁ@ﬁmﬁxeﬁéﬁi%}ﬁbnpgﬂ%%(rﬁa&@lﬁ}% mX%p%h@&h)<5'I%mtes>

r to neasure hen s VI eW a
rla'nd,lele)tiﬂ:e(lﬁtmhhuifeshﬁhﬂrfraglﬁehtw]ﬁﬁd)dt}yreasﬁlm(slm@t@@Etﬁtllstanding),
filmfragnent,., After these baseline neasurenents, the
s}t?@]réé@t; F%%F%%O%ﬁ%t%ﬁn@ﬁé’dﬁ’&@mwam%’t wihbe monitored

El’% dtoc'i’l% e a@?gygbove Fol | owi ng nmedi cati on
ano neu ra

set n nutes) and erotic (5
m nut es) fil mfragmsnts is shown. The vagi nal probe
wi |l then be renoved. After 4 hours another VPA ‘ _
neas ur’E?ﬁempammlenb@ vmibbe Precedsp busesersening visit. @5 this screening

r{l’rlglg u?;l\ec?n%ﬁeﬁae egwa g{i fﬁ&u %}gaf’ i f Iéllalgf g&g?g%% of the 8epartment of
résiRich Rk M@&&Ho@{)’h@apgﬂmé@%%ﬁ R Mk tﬁisﬁ)snd to determine
noni t ored throughout the experinental days. The

eligbiliip rf®1a$tudyl patbipateoe dbibjests avidch @ eskethtofillicut a n

AERIRBBSEY: 1 Leiln DeshT Findatntpeh L SF Dopabissrogyl be

%fcrgér%\ﬂoto'@éﬁh&@bre@aﬁ%ff%rter%étang@ﬁ)% 59 1fa§%?é&glo§19 major

determne eligib for stuypart|C|pt|on

Siplejretidss va the begnmkaad:l/bnvﬁ]vla] umietea:tqb estjoogpacdaogical
tge Femal e Sele Function | ndex SFl). _Subjects w]|
BengEtesetetnaxp laner ryaeselogt esgfma al@ﬁ%a‘éfﬁlgléebp@t blood

\ﬁﬁ@is&ﬁle (isﬂ{)ﬁfét éﬁ’(ﬁ‘%taﬂ@hgj’ 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 performed. Participants are required not to use alcohol or psychoactive
drugs the evening before and the day of experimentation. During period of

menstruation, subjects will not be tested.
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operations to the vagi na and/ or vul va, undetected
maj or gynecol ogi cal illnesses or unexpl ai ned

w@yneosisexyi cal conpl ai nts. Wi ght, hei ght, bl oPCI/NL2006/000542

pressure (supine and standing) wll be neasured.

Car di ovascul ar condition will be tested and ECG
checked for significant abnor ities. Subjects with a
hi story of endocri nol ogi cal, neurol ogical or
psychi,at.ric illness and/or treatnent. Standard bl ood
chen1§¥¥?r%ﬂﬂe%enatology tests will be perforned.
Partici pants are required not to use al cohol or
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Bonnet S, Harony A, Archer SL. The neurovascul ar
mechani smof clitoral erection: nitric oxide and

W@ alPosISharul at ed acti vati on of BKCa channel s. FESEBJ006/000542

2004 Sep; 18(12):1382-91.C ainms 1. Use of a conbination
of testosterone or an anal ogue_thereof and tadal afil,
in the preparation of a nedicaffent for the treatnent
of fenmal e sexual dysfunction, wherein said
testosterone or an anal ogue thereof and tadalafil are
rel eased at essentially the sane tinme and wherein said
t®at@st erone or an anal ogue thereof is provided such
that there is a peak of testosterone or an anal ogue
thereof in the blood circulation of the subject to

o ol dine toel aim L
horei n UretA rBtEabnt e Rt GRER i A phloguf ot and
ttaaaiaaﬂl in ﬁfeeplre%laeéﬁsﬁ ofatAbficathdhit T €Se Blea@eRt of female
ot her . parts conprising at | east one

;slaauahdsea;funciadm,cwhgmntsaoht@zbaqiermmgr te sinestgreoierecf and

0 her and at ast one, phar ut i,cal
Kl 5 etereles Aot Pgﬁﬁ@el’t tidb B f%mﬁﬁeﬁsl%@gﬁa@wm
fHEGRRE R OBPR h%%lgg?%fﬂ&%b?ﬁf&i&&f@& tﬁ&tﬁl{%‘?e is a peak of

admnistration conpositions, prefera

itastiosterbhens ahcaedogiue sha@birs thabhodpasiulaiats ofithe subject to
essentially the sanme tine. 4. Use of a conbination of
teRemmdt & sweIistagdanal ogue t hereof and a conmpound

czapabl € seaicclne(ﬁﬁ tb '?:158?4 § {V@lt&&lntéaqg tE&%?fﬁe?ﬁngﬁ ghcanalogue

tone int prepar camnent

tthesdofRmid tsaﬁiaﬁﬁn ax\e«h@l@ls@dwtﬂlﬁ 3@ nOisheEO0Leh Gther.
anal ogue thereof is provided such that there is a peak

&‘- t est ogt kitoi@agts @mnaﬁamgg@teletahte@é@phuannnaﬁ@uibcwmposmcn
i rcul ati

R a gtftoe%ubec £ \A@?e% a%g i st ered.

§ IRISIAR EBTIPIREOTR CE AL ai g‘d\% ERt g8 g %%%o‘iﬂ?d

ARaRl Retficat cdrﬁﬁéshtlbﬁ cBﬁfﬂrlélﬁE'thiéldTﬂ {vheradrLNe kel further
tone is a postsynaptic adrenocéepto

comprises instructions in respect to the admmlstramon of said compositions,
preferably instructions to administrate said compositions at essentially the
same time.

4. Use of a combination of testosterone or an analogue thereof and a
compound capable of at least in part inhibiting the adrenergic tone in the
preparation of a medicament for the treatment of FSD, wherein said
testosterone or an analogue thereof is provided such that there is a peak of
testosterone or an analogue thereof in the blood circulation of the subject to

whom it is administered.

B Use according to claim 4, wherein said compound capable of at least

in part inhibiting the adrenergic tone is a postsynaptic adrenoceptor
antagonist.
6. Use according to claim 4 or 5, wherein said compound capable of at

least in part inhibiting the adrenergic tone is an alpha 1 adrenoreceptor
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antagonist. 6. Use according to claim4 or 5, wherein
sai d conmpound capable of at least in part inhibiting

w0 b@7asisenergi c tone is an alpha 1 PCT/NL2006/000542

adr enor ecept or ant agoni st, for exanpl e Prazosin,
t hynoxami ne (noxisylyte), NM 5870, HWP12 or
phentol am ne. 7. Use according to claim4, wherein
sai d conmpound capable of at least in part inhibiting
410 2BAlE R ka8 Prh o, AdhBRLNHIe BHILERKEH), QIMI-870,
agoni st. 8. Use according to claim4 or 7, wherein
HAMR1Z orpbentblawpadl e of at |east in part inhibiting

he adrenergic tone i§ an al pha 2 adrenorecept or
bgon: st UHoRcOrSig © e e S Rauu L ARablyof at loast
S8R in il ORDIRRII BB ATeid EHORIAI AFo R R ABARBUSY agonist.
1t er eé? hbqngﬁg cgrrpourrl]‘g[fgéapabl e of at Iégst In pa?)t agoms
8.nhi bi t ilige Adverdmgetoadsime et weherean GakdAcdinpeuni capable of at

BTl AT Bt ARl Lo
24 i id testost
4L fﬁ%%ggﬁamq§é BPacklChEldnffthd L estost erone

an’ana ereof I's provi such that there is

@ peak diisd efSi esindittobf taxtestat@guer dhanatdguentiebeof and a
bl ood circulation of the subject to whomit i

compaiingt eanaple phat lenast dp peatikibiing she int@ﬁaclét?fm beireeen a GAF-

r.eof . and, t adal af i | ~4 he _prepar.ati f N
A B SRR pabh b SRR e B8 Tlpdken) in the
Shephyebh 00 a MBEIcE RS FbAthafldhahieht bs fiehRaadaP By Sfunction,
to said testosterone or an anal ogue t hereof and

wherensashicstosstost er anenadogue Hrabojseronisiedofuchsthat there is
uch that there,is a,,peak..of tel?to tero%.or fth
ea 0O P éOIlO e

rovj d
Bk oF besdestEnanchr i ety BB PeRbeT o5k
ﬁﬂﬁbﬁ% WRoMeR hlindifisthgqni stered. 11. Use according
to'claim 10, wherein said tadalafil is released 2-14
Turs prilse of destabtbroes bosnermalegoe thercafiahdgadalafil, in the
t her eof.. )
preparation of a medicament for the treatment of female sexual dysfunction,
wherein said tadalafil is released prior to said testosterone or an analogue
thereof and wherein said testosterone or an analogue thereof is provided such
that there is a peak of testosterone or an analogue thereof in the blood
circulation of the subject to whom it is administered.
11. Use according to claim 10, wherein said tadalafil is released 2-14

hours prior to said testosterone or an analogue thereof.



