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COMVBI NATI ONS OF VASOACTI VE AGENTS AND THEI R USE I N THE

TREATMENT OF SEXUAL DYSFUNCTI ONS This invention
woeb@iess o conbi nati ons of vasoactive subst anees/Eriioaior374

are useful in the treatnment of sexual dysfunctions

associ ated wi th poor |ocal blood supply and/or

insufficient lubrication. Loss of erectile capacity in

COMBINA BIORS: O FWIASOAGELYE A GFNTSs AYD FHVEIRAUSE IN
enoti onal and social sphere of the sufferer. When this
THESRREATMENE OFSEXUAL DXSFUNGTIONS pect yet
anot her "failure" whenever they have sexua
i ntercourse, thus generating a particular state of
m nd which is both cause and effect of a problemthat
wasI ts iigvematioy relatss phyomhinatings o€xrsPRreYve substances which
I mportant means of conmuni cati on between a couple,
are el oy tha teatrent ef sexealpdydnagtipea@ssacdatgdpwithapeer local
of enotional tensjon between the two partners and a
bloed sypplyesrd/geingufbeiant JubrigatioRi r rel ati onshi p. Loss
or absence of erectile capacity and |ubrication to
vadiasgolesteetitescanasdtycionsien: it &k cxentey hihsagygpelynffpcts the
wonen, w th adverse consequences on the couple's .
phystqads iespelippal Andasedal PICFB b B SSHkErr e \Wesy thig, sexual
i.nvolved in the tumescence of the nm]e d, fepal e
dysganstion apisgan@eneqng | tenernssd XGA&ﬂQtL?To?PBékHﬁgF‘@GIP%VBY they
t he best.-known parasynpathetic neurpt[ans 'tt%r..ld1 C oy
havg; sgxatal jiptergouiss, foys RERPBWING ashaibicH %%tg}eeo mind which is

triations previously, confracted b radr enal i.ne, and
both s &aR{ SHLGSE Of AdORISTSRRGwaS O BLgik 0BLy DaKFgal
suggests that, the main action of Ach is to c

t %n% ract 1
t hé* S RoBtalDhiS AP JDRATHHAPEFH FeCHETTHPRAQR bgfween a couple,
det AT AoRERIC HReRY AE5ipdpnat PuTiaR, & gndonal tension

rel ease .other neurotransmtters, . . . . . .
between the two partners and a consequent deterioration in their relationship.

Loss or absence of erectile capacity and lubrication to various extents also
constitutes a serious problem in women, with adverse consequences on the
couple’s relationship. A variety of mediators and receptors are involved in the
tumescence of the male and female genital organs. Acetylcholine (Ach), for
example, is the best-known parasympathetic neurotransmitter. In vitro, it
causes relaxation of smooth muscle striations previously contracted by
noradrenaline, and contraction of smooth muscle cell isolates. This suggests
that the main action of Ach is to contract the smooth muscles and determine
the release of a substance which causes cavernous relaxation. In addition to
Ach, the parasympathetic nerves also release other neurotransmitters,

including nitric oxide (NO), VIP and CGRP (calcitonin gene-related peptide).
Nitric oxide (NO) is synthesised from L-Arginine through the action of

the enzyme NOs (nitric oxide synthetase). The two sources of NO in the penis
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including nitric oxide (NO, VIP and CGRP (cal citonin
gene-rel ated peptide). Nitric oxide (NO is

weynisivesissed from L- Argi ni ne through the acti oRCOEPR(0E/007374
enzynme NOs (nitric oxide synthetase). The two sources
of NOin the penisand clitoris @are represented by the
parasynpat hetic nerve endi ngs and the endot hel i um

anﬁ&@}ﬂﬂ@ﬁmﬁgg Ry réieht&d YY 1N £RIMHBEtheBOBefvieen@iids and the

I'S present “in the cytoplasmof the

erRBRRTRT e BB T it O FRARAE s dRfdronal NOs),

trabecul ar tissue, which mainly seens to _bond to the
whiahy isbreseahds  thaumeeplasme of dherRaresy RRp e BaSIes ap8g eNOs
that stinulation of the parasynpathetic nerves |eads
(endothedial eNsdg)e fifunOias the r essddthelifimdi ofethe abloash wassels and
the nerve endings (reaction catalysed by nNGs) and

trabEEUI BC tikak] ORhBSthiinMg §EQR3 TR WIHEGb @he ASéIl membranes.
rel eased by the parasynpathetic nerves, on the

NHERSPAE" PRINGI  RaihordeThgEh  ul SRRl of  ehe

by the endot hel i um and the invol ve of partial, .. )
PaRsYBRArebSsIRTaes padsata thaErleatss OhRUN 358 PRIt G jiset action
tension is low, as in conditions of flaccidity, are
byasthecinereel endihgs e@aegetidoNGsatalytsiedi by. nNOs) |apd vadireds action
studi es have confirmed the ability of other

reSHRE AMFEAR  the TRt A Alchl Q6lcasdd Biydthiel paaBgRIpARTtIOherves, on
yet been established, to determ né the rel eaSe of NO

th%?/\é%/s?ﬁgaern&?c{oﬁ%liiwé W—’I;.Ia”? sfﬂrhﬂbﬁ@h tq?'\é&gggof}hélj%ai:s u%%é etx/%(ieence in

par erection o ents 1 nc

observation that intr Vernous injection o .

SURBOTE pzaasr%csrs%@tsawéz@%c 3 Decerddihelivr ard ths, ippolvement of
i npotent men as well as men with normal sexual o

partitad oxy gef peessuke.rlal Bat qerbgds whep pasd ghesay gast tepsion is low, as
fibres bonds to nmuscarinic receptors present on the

incogedifionisadf fletdidipnbranssoonddthizthsedatéd NGs lagtivity. Finally,
various studies have confirmed the ability of other substances, whose
physiological significance has not yet been established, to determine the
release of NO by the endothelium. The clinical evidence that NO plays a part
in the erection of the penis includes the observation that intracavernous
injection of NO-releasing substances can produce an erection in impotent men

as well as men with normal sexual potency.

The Ach released by the parasympathetic fibres bonds to muscarinic
receptors present on the endothelial cell membranes and the smooth muscle
cell membranes. In the endothelium, this bond promotes the activation of
eNOs with subsequent release of NO and inhibition of noradrenaline (NA).
Inhibition of NA release is essential to the physiology of the erection. NA,

released by the sympathetic nerve endings, bonds with ol-adrenergic
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cell nmenbranes. In the endothelium this bond pronotes
the activation of eNOs with subsequent rel ease of NO
wanasiookiobi ti on of noradrenal i ne (NA). [|nhibitPOWEBRONA7374
rel ease is essential to the physiology of the
erection. NA released by the npat heti c nerve
endi ngs, bonds with al -adrenergi cnenbrane receptors
méimbrade repeors i the sauenouy pBsae BPpent eeseptotnonieimber type
type b receptors by a ratio of 10:1), leading to an
B ireceptase byn at batieocd 10t ), ofeaphns pbohn jaseeaSe (L e activity of
whi ch converts phosphatidylinositol (PIP) into
pliasphbliphsd r CpiBERN)at whidiP33omrattsdi ployslphhtidglinbsit&IAGPIP) into
| P3 induces the release of calciumions fromthe
inesitcbpfiipisosphatee(IPS) | and daes] fdGesil (DA G) eEP3 edwoezytie release
protein kinase C (PKC). This enzyne, by opening the
ofL etlgpemcadmsi firone thanslrsopladniit asiticglurhe apdt B¥sGustimulates the
channel s, increases the intracytoplasmc cal cium
enzynueptotati kinase dadPKe )t dhisrehzyote] by afentihg thenbotype calcium
muscl es. The NO rel eased by the parasynpathetic nerve
chemdelsgandrdosing dedpotassivomchanaels] pogpieakés tholivtracdoplasmic
and therefore able to cross the snmooth nuscle cell
cateinir enpcerbeatpirt, deadinggoarantiwaitionl off the(suppotdvanuscles.
seconds), after reaching the cytoplasm of the nuscle
cel IThe NO meleased ibys tﬁecpptaswmpaﬁhetémzywegmdj/mga eand the
cyclase, to convert guanosine triphosphate (GIP) into
ertd)«lvéh@emmnm adipophihie sselegule, andcthesefpraraiderfe cross the smooth
nmonophosphate (cGW). The intracytoplasmc |evels of
myepp cpllemesrirane] ed by the extent of the nitrergic
stinmulus and the catabolismrate of the enzyne
phodpegdiceiss sticas BalN-1{fRPapproN Sesesdndl)l aftedreackivg the cytoplasm
activates the enzyne protein kinase G (PKG, which

oSSR LREcln o Shaa S, AN e S b v
oo BT L EREEHE QPRI RBeSHE BB e, cyerc
guanosine monophosphate (cGMP). The intracytoplasmic levels of ¢cGMP are
controlled by the extent of the nitrergic stimulus and the catabolism rate of the
enzyme phosphodiesterase V (PDE). Once stimulated, cGMP activates the
enzyme protein kinase G (PKG), which closes the L-type calcium channels and
opens the potassium channels. VIP, like the prostanoids (PGE1), mainly acts via
specific receptors on the surface of the smooth muscle cell, stimulating the
enzyme adenylate cyclase (a membrane enzyme). This enzyme converts ATP

into cyclic AMP (cAMP), which in turn causes a reduction in the intracellular

calcium concentration and relaxation of the smooth muscles.
It has now been discovered that by associating esculoside or visnadine,
icarin and derivatives or extracts which contain it, amentoflavone, dimers of

Gingko biloba, forskolin or purified extracts of Coleus forskolii, purified
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enzyme adenyl ate cycl ase (a nenbrane enzyne). This

enzynme converts ATP into cyclic AMP (CAMP), which in
wounes/00#98es a reduction in the intracellul ar eair/EPw/007374

concentration and rel axation of, the snooth nuscles. It

has now been di scovered t hat by4 associ ating escul osi de

or visnadine, icarin and derivatives or extracts which
extiartaol plintsaok tioieavodpordionend esfer ofgkimémymibageid, which

forskolin or purified extracts of Col eus forskolii,
medify f pagsioiogichly oflufibdnbs altettelde pgeamstdrporanel expdoiting the

esters of xinmenynic acid, which nodify physiologically
sydatgdiednteraefidey bdtvpesaited acdye aodsaniymngs,t thegfinetionality of the

synergic interactions between the active constituents,
genliel ougatsi camabé restofed herygeiiedtatelpr gans can be

restored very effectively. This invention relates in

par tThdsl Arventionorblates iinnpantculas otac tdonebimabisnano€svasoactive

useful in the treatnment of sexual dysfunctions
substnceaueefuliin the dmatinentbf sexeal dysfphetions assochated with poor

and femal e sex organs. The topical conpositions
loaalcoddrsypply ththd madnenddemehe séxhorgansscul osi de or

vi snadi ne; - forskolin or extracts containing it, or
al t érhreatopiedlyconppodifies abcqrolphg ko thekiveation ednipirnt s
of the genus | ponea; - esters of xinmenynic acid; -

opt i-onasduloside dredsmadine; conpound sel ected from a
icarin or derivatives or extracts thereof which, .
cont-ai fonskolianent ofiteacshe coatdni@igngito Br | ebgruptiealyc purified
flavones. Visnadine is a counmarin mainly found in the
seeds bpophitic extsaetgef pdapisatthe ggavs iBamery used to
treat anginoid disorders. The conmpound has recently
beerr ugdgrs af kKifeenyHEA®éGuUti cal field as a coronary
dilator. We have

- optionally, at least one compound selected from a icarin or

derivatives or extracts thereof which contain it, amentoflavone, and

Gingko biloba dimeric flavones.

Visnadine is a coumarin mainly found in the seeds of Ammi visnaga, a
plant traditionally used to treat anginoid disorders. The compound has recently
been used in the pharmaceutical field as a coronary dilator. We have
demonstrated on various occasions that this compound, when applied
topically, has a strong vasokinetic action on the precapillary arteries and
arterioles, increasing the blood flow and tissue perfusion (EP 0418806). The
supply of arterial blood to the erectile tissues induces the start of the erection
and maintains it for as long as the compound is present in the tissues.
Visnadine also has an anti-phosphodiesterase activity useful to maintain the
cyclic nucleotides.

Esculoside, a coumarin glucoside present in many plants, such as

Aesculus hippocastanum, Fraxinus communis, etc., possesses a vasokinetic
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denonstrated on vari ous occasions that this conpound,
when applied topically, has a strong vasokinetic
waaebismn4on t he precapillary arteries and arter POTER2004/007374
i ncreasing the blood fl ow and tjéssue per fusion (EP
0418806). The supply of arterial blood to the erectile
ti ssues induces the start of the erection and
acteomamd nenotropinr acivitypagbeath véreouscambarterinblgyietsent in
the tissues. Visnadine also has an
ant i kcphias phddite sd enieastévec taict i dry afsleffulphtosphadiestirasd é. High
cyclic nucl eotides. Escul oside, a counarin glucoside
lepebsefht GMP rreyreguinetisto muaditaas thescedtion in the male and female
hi ppocast anum Fraxi nus conmuni s,, etc., possesses a
gerdtallorgens end ttherefaredtheepertfonpanceanecessany fir sedulal intercourse.
venous and arterial levels. Icarin and its derivatives
Icacin deriv@iPep hinspivediZehy drayethyl-idagin loevétasnimoettGNHcarin, 7-
are required to maintain the erection in the nmal e and
hy dnealyethydrd-Oeafanmagyhscanin, t her #faminoetizylprdesghmoe?-ramnosyl-
. necessary for sexual intercourse. lcarin derivatives
icaripl $ddilydngdeaviy ety itsiglucosides ir-7apnddstdnd Tropdioxyethyl-7-
7- hydroxyet hyl - 3-0-ramosyl -i carin,
desgdwgarieariyl - 7- desgl uco- 3-rammosyl i cari n,
8-di hydro-icarin and its glucosides in 7 and 3, and
7- hyrwajetlpyoney is debiglayonei prgsent. inamadest laavaiigs iy rumerous
bi fl avone present in nodest anmounts in nunmerous
Plenssatsyichsasc fringhacbilgbe, Brabpringer aeeguaberica and Taxus sp. The
zanguebarica and Taxus sp, The addition of ] ]
adHERn oA ameRtotlay qngr isi putieularly, sselil innsemaeformulations, and is
formul ati og,s, and, i.s one of, the subjects of this
one\nthe fublsstn plethis Mveatign, Degapse gbvasts s a very powerful
. Lnhi bitaor of phaosphodi esterase and on the rel ease of_, .
1 nk}l@%rci ,PWﬁPE'Wdil%Stﬁral@ﬁoWF{ htelireease af |oxNteRigegvhich is a
For skolin, and the extracts which contain it, is a

ko m§1a§taé low doses.

Forskolin, and the extracts which contain it, is a known adenylate
cyclase agonist. A purified extract of Coleus forskolii is particularly preferred.

Extracts of plants of the genus Jpomea also possess a significant activity
on adenylate cyclase; the standardised lipophilic extracts of Ipomea
hederacea, Ipomea parassitica and Ipomea batatas are particularly preferred.

The formulations according to the invention improve sexual
performance, especially in women. For example, a combination in gel form
containing 1% esculoside, 0.2% forskolin and 1% ethyl ximenynate was
administered to a group of 10 female volunteers of child-bearing age. The
efficacy test, in which the blood flow parameters in the external genital organs
were instrumentally measured by a non-invasive method (Laser Doppler and
optical probe videocapillaroscopy), demonstrated that the blood flow
increased by up to 200% of the basal value; as regards subjective sensations,

the patients reported general well-being, and sexual excitement within half an



cycl ase agonist. A purified extract of Col eusforskolii
is particularly preferred. Extracts of plants of the
wagemsdodgeonea al so possess a significant acti vPCYEBZ004/007374
adenyl ate cycl ase; the standardjsed |ipophilic
extracts of |ponmea hederacea, |'ponea parassHi ea and
| ponea batatas are particularly preferred. The
hduer hhedil, appliraciondifget fortrudatioveatéardingrpo chve iseontain leads
performance, especially in wonmen. For exanple, a
tocordpidairectiion wigeh ib grolamedafori asgloh® esmquisiddtn complste the
forskolin and 1% et hyl xinmenynate was adm ni stered to
acd ofsexpaldhitekOofiesenl e vol unteers of chil d-bearing age.
The efficacy test, in which the blood flow paraneters
i n tTiee folteawing expanpleslillosgatesthadngenten.r unent al |y
nmeasured by a non-invasive nethod (Laser Doppler and
EXANPRIEE brobe vi deocapi | | aroscopy), denonstrated that
the bl ood flow increased by up to 200% of the basal
val ue; as regards subjective sensations, the patients
Esaposiled general wel | -bei ng, and sexual exci st
wi thin half anhour. In nmen, application of the
Ethgl ithahimins according to the invention | ead8.0lbga
rapid erection which is prolonged for as |ong as

c%ﬁgg%u?ﬁ]é@egﬁgQﬂgg% he act of sexual inter@%ge.

ow ng exanples illustrate the invention.
E 1 cul oside 1.00 g Ethyl xinmeninat g
PEELY e‘b%f‘&‘?i ed extract > 80% 0.2Qy Pol yet h |0§916;g400
10. Ooga Et hoxydi gl ycol (Transcutol - Gattefaosse) 10.00
y

Ethosygigiyrel Gaignpeviobc Gatkgipssd)i des 10.00 g 10.00g
Caprylic/Capric PEG-6 glycerides 10.00 g
(Softigen 767 - Huls)

Sorbitol 10.00 g
Polysorbate 20 8.00g
Carbomer (Ultrez 10 - BF Goodrich) 1.00 g
Imidazolidinyl urea 030¢g
Xanthane gum (Keltrol TF - Kelco) 030g
Methyl paraben 020 g
Disodium EDTA 0.10g
Hydroxytoluene butoxide 005¢g
10% sol. sodium hydroxide 2.00g
Perfume (Jenny - Dragoco) 00lg

Water q.s.t0 100 g



(Softigen 767 - Huls) Sorbitol 10.00 g Pol ysorbate 20
8.00 g Carbonmer (Utrez 10 - BF Goodrich) 1.00 g
womadapeion di nyl urea 0.30 g Xant hane gum ( Kel t POI/EPE004/007374

Kel co) 0.30 g Methyl paraben O. Di sodi um EDTA 0. 10

g Hydroxyt ol uene butoxide 0.05 ¢ 10% sol . sodi um

hydr oxi de 2. 00g Perfune (Jenny - Dragoco) 0.01 g Water

; 190 gEXAMPLE 2 Vi snadine 1.00 g Ethyl
EKAM?EEQ 2.00 g Coleus purified extract > 80%0.20 g
pol yet hyl ene 400 10.00 g Et hoxydi gl ycol (Transcutol -

@hh@hesse) 10.00 g Caprylic/ Capric PEG 6 gl ygey ges
10.00 g (Softigen 767 - Huls) Sorbitol 10.00 g

Eﬁﬁgﬁ%gﬁﬁﬁt 0 8.00g Carbomer (Utrez 10 - BFZ.OOg

drice 0 g Imdazolidinyl urea 0.30¢

Coleus purified extract > 80% 020 ¢g
polyethylene 400 10.00 g
Ethoxydiglycol (Transcutol - Gattefossé) 10.00 g
Caprylic/Capric PEG-6 glycerides 10.00 g
(Softigen 767 - Huls)

Sorbitol 10.00 g
Polysorbate 20 8.00g
Carbomer (Ultrez 10 - BF Goodrich) 1.00 g
Imidazolidinyl urea 030¢g
Xanthane gum (Keltrol TF - Kelco) 030¢g
Methyl paraben 020 g
Disodium EDTA 0.10g
Hydroxytoluene butoxide 0.05¢g
10% sol. sodium hydroxide 200¢g
Perfume (Jenny - Dragoco) 00lg

Water g.s.10 100 g



Xant hane gum (Keltrol TF - Kelco) 0.30 g Met hyl

paraben 0.20 g D sodi um EDTA o.io0g Hydroxytol uene
woro@xoe0 0. 05 g 10% sol . sodi um hydr oxi de 2. 0BCT/EP2004/007374

Perfunme (Jenny - Dragoco) 0.01 g Water g.s. to 100

gEXAMPLE 3 Vi snadne 1.00 g

7- hydr oxyet hyl - 7-desgl uco-icarin 1.00 g Forskolin 0.20
EXAvightioB1 avone 0.20 g Ethyl xinmeninate 2. 0Qy

Pol yet hyl ene 400 10.00 g Ethoxydi gl ycol (Transcutol -

Gattefosse) 10.00 g Caprylic/Capric PEG 6 glycerides
Vismadinegy (Softigen 767 - Huls) Sorbitol 10.001¢0 g

Pol ysorbate 20 8.00g Carboner (Utrez 10 - BF

7-@9@%;?%1)1}/1170@@@11&56_%91 i dinyl urea 0.30 g Xaqj bane
e

gum (Keltrol TF - Kelco) 0.30 g Methyl paraben 0720 g
r&isk8fLum EDTA 0.10 g 0.20 g
Amentoflavone 020¢g
Ethyl ximeninate 2.00g
Polyethylene 400 10.00 g
Ethoxydiglycol (Transcutol - Gattefossé) 10.00 g
Caprylic/Capric PEG-6 glycerides 10.00 g
(Softigen 767 - Huls)

Sorbitol 10.00 g
Polysorbate 20 3.00¢g
Carbomer (Ultrez 10 - BF Goodrich) 1.00 g
Imidazolidinyl urea 030g
Xanthane gum (Keltrol TF - Kelco) 030g
Methyl paraben 020¢g
Disodium EDTA 010 g
Hydroxytoluene butoxide 0.05g
10% sol. sodium hydroxide 2.00¢g
Perfume (Jenny - Dragoco) 001g

Water g.s.t0100 g



Hydr oxyt ol uene but oxide 0.05 g 10% sol . sodium

hydr oxi de 2. 00 g Perfune (Jenny - Dragoco) 0.01 g
woaowsrooros. to 100 geEXAMPLE 4 Escul oside 1. 00 gCT/EP2004/007374

7- Hydr oxyet hyl - 7desgl uco-icarin,1. 00 g | ponea

heder acea | yophilic standardi zeg extract 0.20 g G ngko

bil oba dineric flavones 0.20 g Ethyl xineninate 1.00 g
ERANV®IIYhene 400 10. 00 g Et hoxydi gl ycol (Transcutol -

Gattefosse) 10.00 g Caprylic/Capric PEG 6 glycerides

10.00 g (Softigen 767 - Huls) Sorbitol 10.00 g
Efallgsidebat e 20 8.00 g Carboner (U trez 10 - BR)O

Goodrich) 1.00 g Imdazolidinyl urea 0.30 g Xant ﬁane

7%{5&%@%2%%%%]&%5%‘66%1% 0.30 g Met hyl par abqno(ggzo g

roxyt ol uene but oxi de 0. g

Ipé?%%ﬁ%%ﬁ"e%%g% lignogﬁﬂlrcos?s[iaggar%izoe% gxt?e?crtf ume (J erb% g
Gingko biloba dimeric flavones 020¢g
Ethyl ximeninate 1.00 g
Polyethylene 400 10.00 g
Ethoxydiglycol (Transcutol - Gattefossé) 10.00 g
Caprylic/Capric PEG-6 glycerides 10.00 g
(Softigen 767 - Huls)

Sorbitol 10.00 g
Polysorbate 20 8.00¢g
Carbomer (Ultrez 10 - BF Goodrich) 1.00 g
Imidazolidinyl urea 030g
Xanthane gum (Keltrol TF - Kelco) 030¢g
Methyl paraben 020¢g
Disodium EDTA 0.10 g
Hydroxytoluene butoxide 0.05¢g
10% Sol. sodium hydroxide 200¢g
Perfume (Jenny - Dragoco) 001lg

Water

g.s.t0 100 g
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Water g.s. to 100 gCLAIMS 1. Topi cal conpositions
containing: - esculoside or visnadine; - forskolin or

wexbesaossocontaining it, or alternatively, purPECTE®2004/007374
| i pophilic extracts of plants f t he genus | ponea; -

esters of xi menynic acid; - opti onaIIy, at | east one
rgpound selected fromicarin or derivatives or
f_‘éﬁjﬁ&s t hereof which contain it, anmentoflavone, and

G ngko biloba dineric flavones. 2. Conpositions as
claimed in claim1l1, wherein icarin derivatives
conprise 7- hydroxyethyl 7-desgl uco-icarin,
1.7- hybiepiepb camipoisgeatisriontaingig noet hyl - i carin,
7- hydr oxyet hyl - 3-0-rhammosyl -i carin, 7-am noethyl -3-
r harmo$yfuloside or, vignadimper o-i carin or its glycosides
in 7 and 3. 3. Conpositions as clainmed in claiml1,
wherei dorskedivo @n‘ | @éiaa@s neongaining oifes ocora;btqrs@twely, purified
ament of | avone. npositions as clainmed in claiml,
wher ei ARopRiNg ﬁﬁﬁyﬁﬁswfablaatsezﬁf@ue ganushipostdey| ester.
5. Conpositigns as clained in claim1 containing
Vi srmadicaters obxémenyicsacddi i purified extract,
xi menyni ¢, acid ethyl ester, lubrjcants and . L
anti= .yrotpi ltOéiIﬁUYeﬁEleﬁisbﬁB% compogéwlpwéwﬁedrfgomslc@nai rederivatives
in claim1l contai n| ng. escul osi de, Col eus forskolii
purifi O exiragls: thege N‘S}HP %ltélfétlhyﬁn’@@f%ﬂa"oﬂe and Gingko
Conposi t zg%ns as cl ﬁl med in claim21 containing
Vi snadith Avenes.

2. Compositions as claimed in claim 1, wherein icarin derivatives
comprise  7-hydroxyethyl-7-desgluco-icarin,  7-hydroxyethyl-icarin, 7-
aminoethyl-icarin, 7-hydroxyethyl-3-0-rhamnosyl-icarin, 7-aminoethyl-3-
rhamnosyl-icarin, 8-dihydro-icarin or its glycosides in 7 and 3.

3. Compositions as claimed in claim 1, wherein Gingko biloba dimeric
flavones comprise amentoflavone.

4, Compositions as claimed in claim 1, wherein the ximenynic acid ester is
the ethyl ester.

5. Compositions as claimed in claim 1 containing Visnadine, Coleus
Jorskolii purified extract, ximenynic acid ethyl ester, lubricants and
anti-irritant excipients.

6. Compositions as claimed in claim 1 containing esculoside, Coleus
forskolii purified extract, ximenynic acid ethyl ester.

7. Compositions as claimed in claim 1 containing Visnadine, Forskolin e
ethyl ximenynate.

8. Compositions as claimed in claim 1 wherein the purified extracts of
Ipomea plants are selected from Ipomea hederacea, Ipomea parassitica,

Ipomea batatas.



et hyl xinmenynate. 8. Conpositions as clained in claim
1 wherein the purified extracts of |ponea plants are
weoeebsmnedof rom | ponrea hederacea, | ponea par assPCTER2004/007374
| porea batatas. 9. The use of a,gonbination of: -
escul osi de or visnadi ne; - fors1 olin or extracts
containing it, or alternatively, purified Iipophilic
9.ext rHiot ssebf plcomtisinafionlod: genus | ponea; - esters of
Xi menyni ¢ acid; - optionally, at |east one conpound
sel ect edciilosidesor vianadiner deri vati ves or extracts
thereof which contain it, anentofl avone, and G ngko
bi | oba faisketinc ¢1 aextnasts feontaihingr épaoat iaberodtively, purified
conpositions for the topical treatnent of sexual
dysf undipophslic extracts of plants of the genus Ipomea;

5 - esters of ximenynic acid,;
- optionally, at least one compound selected from a icarin or
derivatives or extracts thereof which contain it, amentoflavone, and
Gingko biloba dimeric flavones;
for the preparation of compositions for the topical treatment of sexual

10  dysfunctions.



