WO 2011/ 161655PCT/ 1B2011/ 052788 1 COWVPCSI TI ON FOR | MPROVI NG SEXUAL WELLNESS
FI ELD OF THE | NVENTI ON The invention relates to inproving sexual fitness or
wel | ness wb 2bottsissexes, the nal e sexual enhancenent, thecttnBztvesitssf

sexual dysfunction and the health of the sexual vascular system of both
sexes with ingredients that include a source of proanthocyanidins, a source
of arginine, rose hip extracts and/or Quercus robur extracts. The source of
proant hocyani dins nay be a botanical extract and the source of arginine may

be from argini male is in
his early tmmgﬁﬁlﬁ@ﬁ%m%ﬁuﬁwﬁﬁmﬁﬁ or granted.
Yet as tine passes, the nmal e body's biological system changes, and he may
notice that his sexual stam na, performance and even pleasure begin to
decrease. Getting "in the noodEHQF EHRINVENGIONMKe a |ittle effort. Many
wonen have problens with sex when they reach nenopause and their ovaries
produce snall er anmounts of sex hornones. Lower |evels of estrogen can nake
t he vagi nBlie ihvasioe reldtys toamgrdvagsseaund fiagenod vedbhssstad bbthssxsethaataldesi re and

arousal . One inportant difference affecti.ng.sexu esire is that men have
evel o of R FRRRETBE BRUFTERE Soor! SurTRHaL e UL HEavait Nen

t est ost erQR&uILRYELS FhatuakdsWvideiakic-aRnRYiIek idclui aRbirct BEY do not experience
a drop-of f as wonen do at nenopause. In nmen and wonen, testosterone and

ot her andPeyeeeyoRifias.tapopies 0 argenighe 505 AID M@t geH oI & CiEebyarERes. f or
women ar j [ "\{\%n& gt g%t%? j : t her
possi bi | ﬁl%e%ogggég cggrrtg&gﬁgfd%na e anan rt%ng%% e %%%ﬁ%:%/%giénﬁ?{ﬁlr@ﬂ?s to
suppl y womenbaMroin abfining agpattytdr oepi andr ost er one per day, which facilitates
t he enhanced production of testosterone, dehydrotestosterone,

andr ost enedi one and androstenedi ol. That inproved femal e androgenic profile
causes intense sexual thoughts WD 2011/161655PCT/1B2011/052788 2 and a
general enhancenent in nmentBdcrbibysiaal INvexueN arousal (Spark, R F.,
2002; Hackbert, L. and Heiman J. R, 2002). To increase blood flowin the
femal e genital tissue is also useful to inprove sexual wellness. The New
York Ti mewneRa WRle is &Phis S8R3wRHES, ﬁ'@%&%y@@ta@e@ﬁok&! KxeNhbitb@thncEffort to Mke
Sex Drug for Wonen Chal | eriges Experts”™. According to the article,

r esear chegrentt Ofed as e pessere thegnale odyr gunlo gimalesysiom changesaail lhy maff ect ed as
men's by sil q | iL.ch is ct.ive ingredi .of |l d under
The. tr adeuick PO A B G ok s P Rn R A Bl el Pl 1

i nhi bi ts 'bh dednddddwagioast toatkeianttleasat.ci rcul ation to genital tissue so

drasticall]y as in n for causjng epgorgenent of erectile . tissue. Studies
suggest tHARY ¥PIngR a%einfolalFIBﬁ&ﬂtha%gWH%} gy o e R AR B ors.

However, mb@Rclakrer RaskhetehdrmossPRbREERIA o tRHhRAREN nRke fRASt one study
showed that 57 percent of 202 postnenopausal wonen involved in a study
report ed Yagprebiste genpndesssadwaen pads todessparuetidasire Andi@opat.cent of a pl acebo

group. F - ef: g i i greater
Tat 1 of acty S TARCL ARk Sl 808 R SRt O

Al t hough thixeard20 foc¥0etimoesswiipe twaeen hhhe Masts tertastipenolevads grodiedly detline st udy
suggests that. sildenafil could help wongn with healthy hornone | eyvels and
"n happy e HEF GHORPPL0 N Briones e UpaiT) taremen 04 € metatRedRaiD Hhat needs
a strict R&AsE idshisteddheSnd ¢thet MRlrsicde woflf ®Gh&GeRE Gediidmer ous. One may surmise
that femal e sexual function is acconplished physiologically in a simlar
manner | i4edipgengst and patcligsfor wamer exoppeing cgpuadaeqd o modeni v ssierlengor genent
of the clji i : i I I . eV] nti oned
article s%g%gitm%' F?Zl%glgrs%?ggl:%fllﬁ% %‘%S%O%E%%%eénﬂﬁ%g dgﬁ ééﬂé:?;g zlil/&fﬂlgf@none

| evel , susko gipplyargmeupih 60rergt dchpdrgerhaidpostarpraoee dsye xdadh fhahttdsdlme i n wonen
to sonme extent. Agotther vtva% &o inﬁregs th% bl oo%fltow into the femal e or
mal e sexudMEEY QRSP0 of TrSRsIEance d¢T, mg‘?s SRR B REtir e i de, which in
turn tri ggefctdhb@Eor Thaasmeroatd CoMie adth@icarrsfile danad inkenadisbxugl tadugdts
substances lead to a sustained increase of blood content of the male or
femal e sexual organs by bl ocking the enzymatic destruction of the

vasodi lating cGW, nitric oxide produces the same increased bl ood vol une by
enhanci ng the production of cGW. As a physiol ogical source for nitric

oxi de production, the am noacid L-arginine is used.



WO 2011/ 161655PCT/ 1B2011/ 052788 3 The enzyne endothelial nitric oxide

synt hase produces nitric oxide fromL-arginine. To provide an enhanced and
sust ai nedwbl2ondicidssw t o t he sexual organs, it is first etraBloinewessary to
suppl ement the organismw th the subserate L-arginine in sufficient
gquantities. However, the presence of high concentrations of L-arginine

al one does not lead to a substantial higher blood flowto the sexual

organs. It is necessary to stinulate additionally the endothelial nitric
oxi de sy Wil [ ' § iy hS catal yzed
T L L R Gt

synt hase Hackhenprioand Hemyandi Bi,3802)ont ai ni ng extract. Proant hocyani di ns
represent a group of plant pol yphenols found in roots, barks and fruits

wi th an astringent taste. Proanthocyanidins include the subgroups of
procyani dimcaast fsaoedwhi ik tinide gdi@bidHOR\ARIUEMBtodmBrdvc @9kl mer s
conposed of flavan subunits. Procyanidins are conposed of catechin and

epi cat echVelngss {Fae Ngwsioerk dimesemYab fer 1003 prblishga At aitigls enilesh iifsido ani di ns
are extraghedsdy rf&@wtom%ﬁt%naigepuxﬁe%vm&bﬁn%!to HRLAOIS rbehiaferso! vent s

li ke water, ethanol” or acetone or fluid carbon dioxide. The extracts are
purified foyndihhireantsoionengane stcrmat a9 wadilydffecwd fas men'aby edaefile whistras ogr aphi ¢
procedures. The.puri.fie xtracts ar Qncen ol.vent evaporation
Preeve i AGNERELNGY 8 FHls 30 gB e FRBSS TR AN ER A DA e SYRE the
bark of FRnep@bim®ointh that formally nhibistblddduleddatn der intlessetciradlatian® PycnogenolO
by Horphag Research, Switzerland. The extract cont 'ns.§$:75@6by wei ght

pr ocyani dfREa RO KERSUFH AR MEN SRYUSRS engOERCHICAL Olepclizf Wi n and

taxi f ol i o GQed@lycBit ARANLNREYRANI e S cd hdt MixGXhilR Glotsd PotnOPoaicngd from grape
seeds, cones from cypress trees, cocoa beans or other plant materials.

Py cnogenotiengikea thgather ewithrsapplemenfaljwemondyoaincasbonstsiudy|saowedthdicthel i al

nitric oxj i i,latj i i .. F., Bing,
S b L D o R S S L SRR
t hat sexumhsatehd, neaparod with X8 pbrcenttofiapdaceiso gotyafoed-oaw perctitrod thay

adm ni strat,ing.,on a daily basis a source of pr.oanthocyani di.ns._and a source
of argini i) 2Fpus sttt RS e At setiagtiop i S&Mﬁaﬂéﬁ&efia‘ﬁthﬁ taken WO
2011/ 1616586 IniR2PAdd822ARB AfthS@handdigledentdseck ithe twbhBogRWEE Of

arginine may be a salt or peptide of L-arginine and aspartic acid such as
ar gi ni ne as¢rak thersaudyshegasisdhat stidmphton] diels woman atth bgplthyrdwonpeg ergls

NO- synt h . i .a] 3 i . the nitric
oxt dot 1 ot Bk lRs DO RIS RaGRERR Ko QnebBLIRRAS: et 12, T Lt
anmount ofpredeeipnon sine tbxsideclifecty @t easeduover tine to enhance sexual well ness
or sexual fitness. In case of low |levels of androgenic hornmones in both
sexes, the conbination nmay contain as a further ingredient a sex hornone or
a sex horopORapsemiNcIRt fethald s&@¥l MAETETANCa&bmPUSRA phPioldgisAl iQrsTRIMG

bi oavai l ability enhancer. WD 2008/ 115583 Al (M ni John) uses the principles
of tradi themar ikhindeyengedydhie GMP diggesdelricatighindipgoreementtaf difal ways to
arrive at ; - ' : - ' in Chinese
R D A N R S S S v
t he user ' sobgignthat Wom eoaerphaye athhdthyi lwohoseldvdl orunbl&tarpsgppleamdnisze a nunber

of adaptogenic herbs, traditional nedicinal herbs, and highly nutritious
food anborEhhde IRGTe AR PRE BEEGh Fb R sy BOts Sed R oS ibis “and
bring t hettoédflaweite tHelfemale R maksdex e otigadistt® ircFead tht hevdacmdi dfingfis or reduce
various the side effects disclosed. WO 01/91589 Al (Sl GVA TAU HEALTHSCI ENCE
SPA) di scPose®hichipgirp Hl&g@@dhﬂreiqaawf SIMB1 Whehses sideprfh avg kdtetant activity,

conpri si ngip@sndel gelaﬁ e AflaficdShdasE OTMBOE D RcRBr Ak ‘f@aﬂ’éﬁbfﬂ fof@fRbhlape and a

8
conbi nati on of yphenol's extracted fromtrees or shrubs. US 2008305096 Al

(UNI CI TY erparsrRATec®Nglthe ey mdiis déstaetsoneofitiet Yrsediteting ealiRdnrige exide r ol | ed

rel ease of hi gl.ogical ly agtiv ubstance W thin a, subject s,di gestive
Gystom ey s SRbE e sl dP e AR MR S CmELr Font 1y “wi ¢ n
one or noAe€a pliysiddbgcdl shetsior nitdnoxdaprodocgethy Aminoadidd -sglnidy ie ufddber s
interact with the biologically active substance within the subject’s

di gestive systemto noderate and control the rel ease of the biologically
active substances in the subject's bloodstream This provides nore constant
bl ood concentrations of the biologically active substances. The anount of
soluble fibers in the oral dosage unit is greater than 40% by wei ght, and
in some cases greater than 50% by wei ght of the oral dosage unit. The oral
dosage unit typically contains fromabout 1 to 159 of soluble fiber, and in
sone cases fromabout 3 to 5g of WD 2011/ 161655PCT/ 1B2011/ 052788 5 sol ubl e
fiber. The biologically active substance may contain phytonutrients that

. " - o o e o e



RU 2388811 C2 (000 TJUMEN) discl oses a conposition of conponents for
production of nedicinal bal sam containing, per 1000 dhal of bal sam water
pepper (rwotoparigss- 5 kg. Liquorice (root) - 5 kg. Hel irarnppai/(520e8) - 0.5
kg. Common origanum- 3 kg. Cloves - 3 kg. G nnanon - 2 kg. John's-wort - 6
kg. Common cherry (kernel powder) - 5 kg. Coriander - 3 kg. Corn snouts -
0.5 kg. Peppermint - 3 kg. Oak sawdust - 2 kg. Plantain - 2 kg. Artem sia
austriaca- 3 kg. Hungarian sainfoin (roots and stems) - 5 kg. Yarrow - 2
kg. Sage esengﬂ'g yfﬂ()@ﬁae&lal a{/\ﬁ%XI({%%gﬁﬁh raddﬁﬁs ni ([eyf Gm$.- Af%nm': < g, d eryngo
(roots an ste ? g ite c rne |an cherry- ﬁ kg.

Rosehi ps progide menwmmﬂlsmnmowyﬂw tonthi wéxoel erg&t&O@ ldd@rst di]ad;lohol i sed

appl e lece - or s dye - 560 kg.
Vant 11 s 10 R BBl N B Pt are e Bl T e amun
required <i@ﬁt1t@es4ﬁa/wwc@qhe piRebns @b Rk BonBiitedtions @ﬁi—@fg@ﬁne dibge dk sam al cohol

proof (vol) is 43% to extract 1s 16.8 g/ 100 cnB, the balsan1has a

speci fi ¢ lg#kioe Suéﬁ%@} hl&h%r bheasiitew terfle é@éﬁﬂﬁg%wﬁ i Recersary 19 Hmylpts

i mpr ovenepitRhali@ic RAIRMR B CoA@ syRIAREES iHeEnifR: cﬁ;ldeﬁ‘ﬁ’fg&hﬁu@ﬂ Pﬂofﬁsﬁ sexual
weakness of nen "and wonen that enhances vigour and vitality.

2011/ 1616585ROTT/i4 8RO1ZAGS 2SS tiGe haryect 4 ropwhbtymdptoc assdpthekd ngrio bkl@lm; .

Sexual dysf&a&;&gn ésﬂmgggﬁfnscmﬁmnl f comon in wonen (43% than in
men (31@@ PR G And"pelcEPtE SR 6t sexual dysfunction are very

di fferent con5|der|ng populatlon type, age, social class, incone, education

and monen s ioritjes. The incidence of S n incre th age and
with the PPadhyangms sHrshpia aipipeiglent pplve! enogﬁ 130 ggots Fedaes ﬁl 1t t h
drugs, SU\Qﬁ'h §r§a§t1h&g%ﬁt t‘d§@q>r5'8fth %ﬁnﬁ&h@m@hﬁa@tm%%%ﬁ%rdﬂp@w@nnﬁs af®y have
negative effects on sexual function and interes inal" dryness is

pr ogr essi medgiphiidess Preeniboryanidink arduopodyitery aghpearcd phflaeniserimitar e nor e
conmon w [ SD, | oss
o 1t er dpe RGN Peudf SRR AR EMETRT, D TROERNEE 00 ot e
W th anxuﬁb%maMdmfear contrlbutlng to a lack of notivation. In diabetic

Wonen, at h neur ppat hy and ed I N _associ n.wth frequent
subcl i m Pa‘gﬂocé’la‘?l 08 41 X ffped ‘f \Pr ané&li‘?élaﬁﬁg‘&’éﬂm%“fﬂe‘}l% ?é?rﬂsmgal tered

I esponsessolRniaxd Hatct! dtHanoBb RBSne anthig CaBbHalokicCTR QR ECY a@ipagkicdr yness,
whi ch may become a key el enment in altering sexual life and may lead to

sexual dy®f a@n@m/mvenr—@mmn uitfﬁefslératmrum@rﬁsnmaml@m@)@@ms The Epigdent | y
heal t hy and possi bl e
solutlongg’ E@%ﬁ t %§§g§&ﬁﬁﬁéﬁﬁgﬁﬁ(ﬁggggféﬂ?E m%% en e%tablished and
utilized in several studles to assess sexual functlon There is still a
need for an effectiv conpositi fqr inprovin ex. fitness or
et 1 neas Sprdipith i el RREROSTRE Birk of Rrendimaine b s SR of sexual
dysf unct i @fdler tﬁyw&m@@y{@eh&ﬂ@mﬁhmmﬂ@&aﬁCSWI%rlaﬂue Thov@Rkt on resides
in a product that, when admnistered, offers both sexes a safe, natural way
to pr eserqp@taawonja%bwnlgélémayan#b@wﬁéﬁhﬁéﬁé&@o setetutssteshiind enj oynent. It
i ncl udes @ egﬁfa A0 tR5HR r@ﬁlbl%}oﬁﬁ hdcD@igdl fot éxtraeérx% ¥e oBaROYEGH Of

pr oant hocyani di nes, a substrate t IS a source of arginine, preferably a
salt or dnm@pmedec@ksﬁwargmnmnEmandmasb@mmDCMhmudmn$umhmhsPa gﬂuﬁ@
aspartate .or %try é q} ornlth 19 gn% Wﬁ % Qlli/. 61Q§ﬁP %3011/052788
7 argi ni nEPpPEEGFEHT 8ReCyIHP YRSt pdatRlH nERE PACE SYIF 879 Guer cus

r obur EthhalﬁdeSJandllatlcﬁﬁ (Fitpgri¢k) €. €QBindMBeRdhdewhiiemd1998).admi ni st ered, the
endot helial NO-synthase is stinulated by the proanthocyanidins. Ntric
oxide is released fromthe substrate in response to the stinulated
endot hel i al NO synt hase enzyne, which acts as a catalyst for synthesis of
the nitriGsonhar6¢ion HhAEUBRY 8 &) JTRE-SAMISEA] weE LN @ Fincs:

proant hocyanidins are in er apeut | al y effective anmounts to cause a

suf fi ci ens calmpoett ovef tink &y piltrigraorg de atdailpbasisel @asedf berhDMnslymt hesi s so
t hat when fresh supplies are taken on,a, da asi s _ov. riod of tine,
Soxual 11 ¥iase it SEBiel e Bofh BEE AP By ER B Ene Gon PrBRb e od of
time. In one aspect of the present invention there is provided a
preparation consisting in the conbination of a source of arginine and a
source of proanthocyanidins as well as Rose hip and/or extracts thereof or
Quercus robur and/or extracts thereof or a m xture of Rose hip and Quercus
robur. In another aspect, the present invention provides for a dietary or
food supplenent, a food preparation, a beverage, a nedi canent and a topi cal
preparation conprising the preparation of the present invention. In a
further aspect, the preparation of the present invention is provided for

I mpr ovi ng sexual f|tness or mellness of both sexes, the man sexual
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Fig. 2. Shows a conparative analysis of Kupperman's index total score for
each visit by group. Fig.3. Illustrates a conparative analysis of the
percent rweponswidse Total score between visit 2 and vi siPCT8Bioar/o®agh group.
WO 2011/ 161655PCT/ 1B2011/ 052788 8 Fig4 4. Shows a conparative anal ysis of
the severity of climacteric synptons for each visit, by group. Fig. 5.
Illustrates a conparative analysis of WHQ synptons for each visit by group.
Fig. 6. Shows a conparative analysis of %response to WHQ synptons for
visit 2 I8J Fi - ] : domai n
scores ( ?r%gﬁyd\?gl %%Ig)aq%b?ﬁﬁo%cﬁ O:f%rggrznrlﬁ %Qgﬁ%ag%lfﬁ)@%%{gg% .Qlfglsrﬁlc%:\%sndt he

dynani cs apartibecidsndspengeint espartetat hhenrodntieamaniding sishylaenalecnddtedial or each
visit by e _change _of FSFEl, domain scores. and full .scale scqres in the two
o oups.” PGSR The St $R0% 6o PR PRt pLRE R B REPE By

Bul gar i ansupergion ¢haF8Qhe sdcbAI i) r DRGSR REFINnOm did of VRNt GRidAlid hough

nmet hods and materials simlar or equivalent to those described herein can

be used illeptsd oYpiEDT toeengpncesetyahyyclhress prescepad disiees. ilmcasaof by lexgls ohapl e
met hods - apdrJgREie hbAhShe@ I AR SGEL REI. s tton Mdy BHA £ALLARS ind8diERt
applications, patents, and other references nméntioned herein are

i ncor por atcadotyoncef @ senbamone pieeisorentai sexhgrmonh etipulehi aratscn hermzomgd
applicatiqqimqgﬁﬁy%%>gchFrein are provided solely for their disclosure
prior to PREYIINGEEE" of the present application. Nothing herein is to
be construed as an adm ssion that the present invention is not entitled to
ant edat e wactoogulksgRA1 @At Yoh) fubs@hOprifdipl &y of tRMRIOKAIQThindsB nRdRidcii@n, the
mat eri al s, nethods, and exanples are illustrative only and are not intended

to be | i nivstemgtic pn naneiraditiomalyaysdnprrivert balsnseg fosmutie b grng phoat then,
et udi NG ARIcOdd RTHjndl MeaRRM Blow MIUERS HELLARYiIRY BAMPES Arultohs

] t
techni cal™ an SC|enti?|c terns use erel n have e sane neaning as is
commonl y armgenstheaserlyyprgme fof esdanplé, thedisglosetl dowhilations hidizswbjueder ofat t er

herei n bel ongs. . sed . herein,..the follow.ng definitions are supplied in
or der 1 o YAEPRTTET S RatRAE i Ryt hEMs LR FRISHRE o

2011/ 161 656CTH B2 bbA) b2akSithi RitcTthescts@bstanceoamarbrsg thdns togwiee dlel ¥anised in the
sense of include, that is tg say permtting the presence of one or nore
features B8t Reompoineiies the genditiens qriiequaie varnais the sidet 5TBAtS givglossdai ns, t he

singular form"a", "an" and "the" include plural references unless the

context ohensi iAo ARSVA! PRUMBRLTASCHIREE RIAGIUNANR iRk " Pi ne bark

extract" refers to a maritinme pine xtract is, for
exanpl e, foodidetay aipplenzonawithbhtoxadnPyatvogenolbbisinkies phelgractcitsengt er ns
"PycnogenolQ", "pine bark ext.ract %%gf"Fren h ritjme pine.bark extract"
ar o° 1 e orormeyebi b Bt T lREE 4 b indsoR AL Pel el RS HER e (.
maritime)oer sar®dsunderstood to refer to the sane organi sm commonly call ed
"French Maritinme Pine." Hence, these terns are interchangeabl e.

US 2008305096 A1 (UNICITY INTERNATIONAL INC) discloses a method of
providing controlled release of a biologically active substance within a subject's digestive
system. The biologically active substance is administered concurrently with one or more
soluble fibers in an oral dosage unit. The soluble fibers interact with the biologically
active substance within the subject's digestive system to moderate and control the release
of the biologically active substances in the subject's bloodstream. This provides more
constant blood concentrations of the biologically active substances. The amount of
soluble fibers in the oral dosage unit is greater than 40% by weight, and in some cases
greater than 50% by weight of the oral dosage unit. The oral dosage unit typically

contains from about 1 to 15g of soluble fiber, and in some cases from about 3 to 5g of



The term"extract", as used herein includes any preparation obtained from
plants, fruits, roots or vegetables using an extraction nethod. The term
"food preapenativenssrefers generally to material of eithecTgBani/jozrssani mal
origin, or of synthetic sources, thatScontain essential nutrients such as a
carbohydrate, protein, fat, vitamn, mneral, etc. used in the body of an
organisntto sustain growh, repair, and vital processes and to furnish
energy. A "dietary or food supplenment” refers to a product that contains
subst anceg oot R BBgicM AR SubslA0Tay BAARDAAbSuriBH 3 ABhAR and 1
i ntended to supoienen the Uusual |nta ese substances. etary
supplenenmssdm@n$ouddemubrhbwntabm®n¢%@Eprtoﬁgbomdm%xmmnﬂ|quid f or m and
are nmeant to be taken by nDuth The ternt"nutraceutical refers to any

substance t art of f ood anpd pr. medi cal or health
bonet Lt h ABr kR A REsRl SR on it eaaithait Bt B el Ssuch pr oduct s
may rang%rbﬁrﬂlﬁ@dy&tﬁhiﬁtc@ﬁlb@idioﬁh&mb?aéﬂthﬁfe@lﬁéén§%ﬁh|rﬁéfﬁ&l er@rutiuaﬁ cific diets
to genetlcallg engi neer ed desi gner foods, herbal products, processed
foods suchoahessrEdings chagsiizadh by Bevashagt §rom meaawoedseﬁetrlswb watgrdduct

i sol at ed Whte rg'i’scfb'leeojr 1{19 5‘31{/81? g?a mlm&f?e]ré‘ofl%§%géo]c§&g

E§E§8 10 and
generally so 'n medi ¢l na orns not usual ssoci ate ood and
denonst r atreshth@yhadia ohtapeddiychogietal, themeting spﬁmﬁndmhydeoqhemtcebtl on agai nst

di seases |ike.chronic seases  for e term "heve s a

1 Gur - oFORTTR PG AR R DR b Bt ST ore 560 Pty et o St e e

al cohol i Ca fediBikal doaipobiflofllcofieticir fadUsRiMfsicoRathid frodnthdclenifiaseeheon a diary
product (mlKk) or fruit juice. "Pharnaceutically acceptabl e excipients or
carri er s"cxigl ) PeAPEIEE s that do not interfere with the pharnacol ogi cal
activity of the active ingredient(s) or degrade the body functions of the
subject to which it can be adm nistered but facilitate fabrication of
dosage forns or admnistration of the conposition. Exanpl es of

phar naceuRU@a%&/l 1@ @BVEMEN) didcbrsts 4 cohprdaiobwf camporrots for p"rbrﬂt@don o]

mal t odextr cal |un1phos hat e, silica. Pharnaceutic

et ab & s G ah B3R i 806 el 5F Grn. aernishier HOOUBD o dehai i ves
such as otigesricéi(tRm- mgaﬂréhmcr}er(alog,- 84 kg VMBI Srigadin®Perig. chveeds a,
coatings, isotonic and absorption delaying agents, sweeteners and the like,

non-t oxi ckeaGximameny 2dghiahanet stkh Gosmen ¢hery (bemd arde yd kg agent s, pH
bufferin i 3
sorb|tanq%%%%lgﬁhﬁ@%C%?f?%Pﬁandﬁgﬁ? @§6%g%t§§§W9 $ﬁ§@% ?n 33 P%%fs such as
talc and hhgmemrmmsumaqatekwmgamresasﬁamdwod aad Glepisgns kgIYlarth\e 2

o me i St DRe ThRreanie: 3Pe ines P ety eI hRoreot 3R, ar o used

i nt er changaay)l- ¥ Kaenaiitd cbmeligf @rerrtyozéakgmmml 14 k) RlobkhiiRg 2dag, Atdhoeliseat ,
nouse, nonkey, cow, horse goa pi g, canel, and, nost preferably, a

human. | rehSBPIEN S rﬁQHng @h(%tﬁtf} e jistn lé%r%tsﬂlgrrrfowéfé‘ép T0tkeeat ment
or a subj ﬁrf%%gr&rwe aséb SafiIf - P'k qtcg@tmc YeRecti Hehcpadingent s, the

subj ect camm be a norna ject. The term does’ not eno e a particul ar age
or sex. Témmint gduired tand 4&Mo¢fran§ obfjt@@d svatonh ballvene. Hied lnlsam fledtwml prookir e
i nt ended vered. The Cldve amount n anmount
necessary P% oifptom @q c%?d% ?EQPHB ¥ %tsm$hgsa fgﬁbtgs?ggour]¥gct may be
achi eved diymﬁ.nﬁleéd@ﬁipbﬁabn Qmsmtlﬁrlmbpbvbmbﬁﬁifelﬁb ba‘Y@n medicinal properties
2011/161655PCT/&82011/052788 1 applicatjons. dosage adm ni stered may,
of cour se? AFERGIREIEREIFNYNFRIRH BIRCH a4 Bergen 4Rt HigOPHAl ol ogi cal
charact eryigiity)cs of the particular conposition; the age, health and wei ght
of the subject; the nature and extent of the synptons; the kind of
concurrent treatnent; the frequency of treatnent; and the effect desired
and can be adjusted by a person skilled in the art. "Fitness", whether
"sexual s tness S neasure of efficient
funct oni 9N v puRaiR R e Sl RE Py e L LR ER 2 TR capaci ty to
t hi nk, fegscndnthsbEbauey Ll GRX pattatmgameﬁstwt}b@tm ghdpmiy eodahassment, or
hidden agendas of falsely boosting their ego or self-esteem People who
reach and practice this style of fitness are nore likely to function
efficiently in all aspects of their perceptual world. These fortunate
i ndi vidual s are nore confident, physically ill |ess often, and manage
stressful events nore successfully. Sexual fitness is an achieved state of
being allowi ng people to performbetter in every action they engage in.
Having this capability affords person to feel confident in all situations
whet her a partner is involved or not. "Sexual wellness" of both sexes is
the actlve partrcrpatlon of the |nd|V|duaI in h|s or her I|fe by addressrng

1 a —— o



WO 2011/ 161655PCT/ 1B2011/ 052788 12 "Mal e sexual enhancenent” may be defi ned
as the increase of the hardness of erection; the inprovenent of

sel f - confwdenoigie1dsie i nprovenment of sperm quality, countcanB20mb3278g y
(spont aneous notion) and fertility; the increase of |ibido and sex drive;

t he boosting of the sexual energy level and vitality; the inprovenent of
sexual performance problens i.e. those due to aging as well as the increase
of energy and the greater sexual satisfaction with a partner. Men's sexual
funct 1on ¢.3. §§%¢ﬁgf &i%ﬁ@thgﬁ%rﬁﬁhﬁg lS'emgygf{uﬁttﬁﬁ Ek%%g&?éd ¢h !@g%jr@f Erectile
Function" (Il EF) duestionnaire [Rosen et-al., 199/ see i.e. exanple 4.
http:// w sonseek-wehindsh:) domumens (89X Thaidkideydc aqu pescpticondatxuse . fitra
"Fermal e sex alfgnhgggeqﬁggjths d@jiged sfan%Iqugwtb%Lithapce§ a woman's
sexual i t y? TS HEMUdeS TR part FEtFdPP YR REr&ase of T98i'do " 6r sex dri ve.
Low |i bi deuosticsexd éoimed’siiicwdpen can be caused by a nunber of factors that
vary fromone woman _to another; fatigue, mld depression, and the nultiple
rol es t hathsiBrEmEraAYPiin "@HIcPyr§Pes Fhh eV HsYe RGPEEF ehF1P%Eues, whi ch
can have gf..affeetqign:@,woman’ s sexual appetite. Antidepressants, birth
control, tranquilizers and nood stabilizers also inpact sexual activity and
ot her conditions |ike diabetes, heart disease and a poor diet can al so

reduce a wonan's_ s, drive. Wonan' s, sexuality level may.be.determ ned by
the - Fora bRRRaSr REIRED U Friden RAET VB b S R B S

Quest i onnaigheve( Ak onkibahl Ametidefddiedreant adatiadrleds isprexaphs more” Sexual
dysfunction” or.sexualtnalfgpc%ion in both sexes refers to a difficulty
exper i encEdIUBY i FHAIVE GEER BrecoRGlipl e P MY "SayEs 8¢ A%iBr mal
sexual ackipeit YontdaCtedi PG, desd 018, 1o& FYSRlcsOnOLi SRS Mor PEXHAIIESILE

di sorders or decreased’libido are characterized b{ a lack or absence for
some per i ek wft be pypeciofd settuakictesidriearorontriihiidy tf plack ekpalivagieni vity or of
sexual fantasi. Se arousal  di s g e _previ | ¢

ri g di ¢y s r B PR Al AR By Bl R U B

repl aced abtiimitadsscljnichd indntiahs, cersasaucbim et @mims) dtendwedonown tas:xeslecti | e
dysfunction, and frigidity has been replaced with a nunber of terns

descri bi ny"spEePHi%Ed b‘r"é”é‘l‘%}‘ﬂ’rgéﬁ&/‘ﬁnfch‘f‘ig’fndf&é&%’ﬁp‘f’%‘:h BEX PP P U™ For bot h
nmen and WanBRind RSA 1GOMH ORI LaRxMBALdeskickhensel ves as an aversion to,
and avoi dance of, sexual contact with a partner. In nen, there may be
partial WD 2011/ 161655PCT/ 1B2011/ 052788 13 or conplete failure to attain
or maintagn an. efecti ar.a Sexuak, exe ) nd sure in
sexual act o TEE Bl Ml e Ak A Rl R e unct i on
char act erbh@zedvyattchbeicmabblbiot ynd wsdbieebbponr. ThaFotak Scanl Emecioh drnicaf t he

B R EECRasLs PR G HELHIELI G0 TR 08 RSyelel g8l o physt ol

nor mal sexual excitenent phase. The di sorder can have physical,

psychol ogi cal , or pharmacol ogi cal origins. Sexual pain disorders affect
woren al ¢ bl ggieedioy an pldiccaiv e anhlhcoaaP g ifiop A9 Td T Y BV ditnasheler cour se)
or vagl ”'\%Hﬁx%s{]@ﬂbo'tms\é%slﬂﬂfear@ﬁ R 'ghlﬁafncélﬂé?n,gliéﬁé SeftforslGaVRkR™-ioyel | that
interferes wth intercourse). Proanthocyani di ns desi ghates group of
flavonoi ds that includes the subgroups procyani dins, prodel phinidins and

pr opel ar goni di ns. Proanthoc%gnidins are Qangﬁneous or het erogeneous

pol ymers consi sting of the OMERY SRt TRV or epi cat echin, which are
connected either by 4-8 or 4-6 linkages, to the effect that a great nunber
of isoner proant hqgcyani dins exist. Typically, the proanthgcyani dins

ol i goner sOMaPECH OgﬂléilﬁanHﬂ‘@f%ldS? lnz‘l@?g%ﬂ]&hé‘fheﬁﬁ nRisteed QHCRRMaNI di ns may
be synt hegkz&fQ nsititdl e} Bkt sharhaRthinRE&H k&ponsNRReds dHalilaRge yanpl es of
pl ant material sources of proanthocyani dins iInclude grape seeds, grape
skin, pi neydyardes It grlidge blexlaprenpesion o Ingewlants, baaels, a soareof nd,
raspberries urrants. (black), . peanut. aldond, a e...cranberry,..blueberry,
toa T eavedounfap bRy S BTk BaT s S TR oy ARG R SO ALRE R B “al ani
extract id& [sedgitedhdanmingc acifhisneh Haigingx him@ethte oa cgudpe ¢ eadthaxtorasy or an
extract of apples, peanut skin, wal nuts, ponegranates, raspberries,
currants (bl ack), blueberries, alnonds, tea, hawthorn or cocoa or

conbi nati on thereof. Those plant extracts are also referred as

"proant hocyanidin rich extracts". A well-known product containing

proant hocyani dins, which is available in trade as a preparation of a food
suppl enent under the nane PycnogenolO, is an extract of the WD

2011/ 161655PCT/ 1B2011/ 052788 14 French maritinme pine bark (Pinus pinaster),
see also US patents 3,436,407 ( MASQUELI ER JACQUES); US 5, 720, 956

( ROHDEWALD, PETER) and US 6, 372, 266 ( SUZUKI NOBUTAKA et al. Horphag

~ T Y Y Y. e o



The plant extract can be selected fromthe group consisting of

pr oant hocyani di ns contai ni ng extracts sel ected anong extracts of pine bark,
t he coneswoforypia&asses grape seed, apples, peanut skin, PaaiiB2osP52788

pomegr anat es, tonatoes, al nonds, tea, 7hawthorn, cocoa or conbi nation

t hereof . Proant hocyani dins containing rich extracts are natural and
preferably plant extracts having nore than 50% by wei ght (of dried
extracts) of proanthocyanidins, nore preferably nmore than 70% by wei ght and
even nore, r di,

Pr ef er abl fgl h ﬁJ ‘%g%%m@td?%%@g%g%r Weﬁﬁb@ Q{ll\ég; 8%’?161?%&%%% 15%11/ 052788
15 t he prmséant themoérﬁ\/honthe bleodusgadnametctrefdr thmepdicnheliahNR) a/mdlasmuse pr ef erably

oo Ry b R R R it o R R B R int Moct e

pi ne bar kregfyisd® the @mﬂate@bmeﬁal, N@%?hth@s%,enfzﬁﬁe aomcm)ic@, asfarcaniyRyfonogenol10.
In a preferred enbodi nent, conpositigon may contain proant hocyani di ns at
a concentWatheyghobthe 1og P@dqﬁe%%@ substrafp- Thsisghice ofgeingieavdl e, a Pycnogenol0
conposi t .08, Ry RfdHk Eﬂétlﬁ%egipeﬁ%ﬁg REFEAHE ArdoBntS NERLDa d3PRicRQHouRP%  40%
50% 60% 70% yS%; 80% 90% or 95% proant hocyani dins. Concentration may be
per f or medofuikd mgridaradatopetr¢leatsd ﬁgmﬁhasyndmsnamt@hwbniafro@rsamﬁws ore takdni ni ty
chronatogra NPosi tain ichis a
o ol | SO BRI AR oSS TRE Y F MRt gr BRI AR AT GalhRs bRy
triacyl gl sndexfdic eiopodtigs. The rose h|p is preferably obtained fromwld
rose bushes, in particular the rose hip is selected fromthe group

consi sting of Rosa canina ("dog rose hip"), Rosa gallica, Rosa condita,
Rosa r ugogane R4 Eé%ﬂ‘es?ent Resionithdrda, prgiqa@d @ﬁr@ﬁ#hﬁ&ﬁoonﬁ@tﬁ@g inthe
plnplnelllfolla and 0osa sericea. Preferably, e rose hipextract is in
powder ed dosrhinagiad ofayouses pelrdinine 2edia srurgy efpeehnihvcgapdiol wswell astRae

physi ol O%@LM AGGERLARL 2 OPQ& EAEE rdp R asz&fE'i{ré‘été ﬁq@reof&"a rﬂncitﬁre% ?&es Rose
hi p extracts conprise car ot ords, e ero ocotrieno amn C
poIyphendhﬁaa$gmé&%sa$uglycosides of nono- or di- or triacylglycerol. The
term"glycosides of nono- or di- or triacylglycerol" and simlar terns are
intended to nean a class of glycosides of nono- or di- or triacylglycerols
(as wel | Rsnshbedspiot, eFRs@S idvBRASR biiads RY dRAr §0bad Q%Xiernﬁhm Rifgsd s e. g.
as illustrated by the nethods described in WO 2008/0033 Al or

03/ 0436 13praparatipigla PNcEigc af Bedeames peg & tapfcabprepy afpargoawiieing theci d. The

"gl ycosi pent ose, hexose or heptose, in particular
hexoses g% %g%ﬁgﬁéé¥§%gﬁék%n%Pucose e.g. gal actose, but may al so be di-
and ol i gosacchari des containlng two or nore sugar noieties in conbination,

in particul i gl ycosj des alacto 1 des an l ucosi des, e.g

6 0F (1 al R REE S eEL Pt Fo T YR o PAHOLE R os:

pref err edsegad] @@tQd didkEllneSs & -bdth s%xes b@tnadn W12 Odibh d @l aRGRéakiB2 bt/ 052788 16
2- (octadeca- 97, 127, 15Z- tr|enoKIoxy)propanyloctadeca- 9z, 127, 15Z-

tri enoat esSR@EDBYFWICOR aﬂ%&le&e@lﬁwﬁt eorpabasculH sy vin of befhyessi des of nono- or
di- or triacylglycerol product” relates to a product obtained froma pl ant
material conprising a glycoside of nono- or di-or triacylglycerol conpound
al so referred as "Rose hi pBRIXT PAStRIPTIONIOF TgIEyG@SIRIdes of nono- or di- or
triacyl glycerol product may be obtained fromthe plant material by

i sol ati on by means of chromatography, mcrofiltration, filtration,

centri f ugeitiloBhovexd doaglarBive afial Ay o fIQUPPemadn’ OMdENey €t for Gy eosiddes Bf nono-
or di- or triacylglycerol conmpounds, isolated fromplant material such as
rose hip A\rBe rose hip is preferably obtained fromw | d rose bushes, in
particul af tNehHRSE c&h?arht?vesﬁhg&rs%gldlﬁ&%ﬁlbg e URaIGRGE fSit daBI9viRf: bfROS @

cani na ('d%g rose hip Rosa gallica, Rosa condita, Rosa rugosa,” Rosa
hugoni s, $Rog@a nitida, Rosa pendullna Rosa pinpinellifolia, and Rosa
(S:grnlsfgf‘ Ol?_h% ﬁ ra'{te napaéoer{lﬁa"ra‘ath anaﬁ%stlsa ?tl r;clmrtlaercentt (Il?eséc())nssg g)ml"gtfaf)sco% bet\;gleerrp dgt]t .
triacylgLWQEZGﬁd@@mB@uﬁda;g@nﬂ especially galactollplds such as fruit,
veget abl es or cereals, where the fruit, vegetable or cereal is preferably
sel ected fromthe group consisting of olive (e.g. Oea europaea), alfalfa
(e.g. Mediargo sativa L.), soya bean (e.g. dycine nax), potato (e.g.

Sol anum Turerosum L. ), pepper (e.g. CapsicumannuumlL.), oat (e.g. Avena
sativa), wall cress (e.g. Arabidopsis thaliana), Petunia hybrida, |yne
grass (e.g. Elynus arenarius), broom (e.g. Sarothammus scoparius),
coltsfoot (e.g. Tussilago farfara), chenopodi aceae, seakale (e.g. Cranbe
maritima), sloe (e.g. Prunus spinosa), eryngo (e.g, Eryngium, sea purslane
(e.g. Honckenya pepl oi des), blackberry, nDuntaln ash (e 9. Sorbus

. o



"Quercus robur" also know as "oak wood" belongs to the famly of Fagaceae
and the genus Quercus. Quercus robur (sonetines considered Q peduncul ata)
i s commorWwe 2knommesas Peduncul at e oak or English oak. Al foTilRmiivoedss n t his
definition of "oak wood" is the white8oak, Quercus al ba, Quercus brutia
Tenore, Q pedunculiflora, Q haas as well as the Sessile OCak (Q petraea).
In the present invention the term "Quercus robur” will be considered as
equi val ent to oak wood as defined above, they are interchangeabl e.

Gat heri ngg; . f.eldui : { i : i rol, from
Qct ober ?Fc}g}fprsl!hi)&g\/ﬁgélm{jﬁgmtse;agﬁ?’glg gﬁ\/\lnrg.s Ca'il?pglv\gécl)l@@:%‘?{seﬁt% %}éﬁl{o}l%g%ﬁc%gﬁ used to
make wi nevigabyeraipand i s known to give its taste to wine and to contribute

to its ant.ioxidant activity. Fresh. hi ps, us f or Biol andes extract
e pur crdgen RS Flrbblto g HES DR PP SRR R SRRy BRIES £ orm on
trees ri guigodShyws ekeapatkivednalys bf alichdRsPloONEESsyindt&ad for @ditQuUindby wat er
extraction at |low tenperature (50C) and spray drying. No petrochem cal

sol vent i¥sii3BYLr®RK wood extract contains ellagitannins (Roburins A B, C,
D E Ves}qgl 7.@hox§§§fe%1'yh£}nic§/§§fiﬁl%hﬁin &@&ER?‘%@& Vlued@r RBRRRALA &k dS _
(gallic acid, ellagic acid). Vewahu RH. =01- 1Vt s. cal azhct R, =011Ri t huri a
A R5=11.,anRas@Bl CaR3=014, R2=HCab5ta/agits. R1=01-1, R2=11Rahurin Rl =OH,
R2=11 .G 2, 21: 1E akin Ry=11, .Rl=Lyxol eRi eburia Ry=11, R2=L:yxule Robusin E
R1=11, RZpjr=Xghseief rﬂlyﬁatﬁ‘ic&ﬁiaé Y% Bngmé Sr@mMP(mean values), evaluated for

2011/ 16165§PCT[ 1B2011/052788 18 EllaOc Arid Ga,ffic_ The invention

pertai ns qaeh Vi byt dhaagepfFSE] demaintsperagansifull seplestoeastis theqwprgrapps.a
substrate that is a source of arginine, such as argi nine aspartate or
citrul I'i neigos: 10lidRatel kR rfile NVIiBE@ET HBJIRBHRAYY BALS A wolsEd wakoyves,
preferably a salt or dipeptide of L-arfginine and aspartic acid, a source of
pr oant hocyani di nes and Rose hip or extracts thereof or Quercus robur or
extracts thereof or a mxture of Rose hip or extracts thereof and Quercus
robur or extracts thereqfpRuahss@bkibridN6r tRMIGENG oM i Nine is a salt or
pepti de of arginine and aspartic acid, nanely, arginine aspartate.
Preferably, the source of proanthocyanidins is derived from PycnogenolO or
from ot heg pr GRMARAY AR LG G FAILRE! Ros AL ANl AT h§Er at i on of
the blend I'n accordance Wwith an adm nistration regimen over a prol onged
peri od ofustd irethppoxiicas testing af the lpenedtiih wntivhiscimblavakiidés dndlnpiteriplt @c pr ot ect
restore apd su in bl ood vessel health and i nprove blood flow to the
genital & eé%r?beﬁi?ﬁa{?wvaﬁlwghwélﬁe%a@@teﬂ%ﬁp@n@t@eiaipgﬁgwo%ndwébm “Flfféscence,

nat ur al | ym@napehasintaheinBag¥ratd B bRtent EHRRAS EARY. THIBKEABNS iRl heal th of
t he sexual vascular system By orally admnistering the blend of a source
of ar gi niaelicatigas Hsaissadi heran amsprovadadssotehiefos greirghslagurequitos & b filing

pr oant hoc i 4 i - - fii.t e?ﬁ% : s are
realized. yﬁgﬁhgéﬁesé)ﬂ\? gl?ﬁlfé%%l I\It% hhté&%:%?réﬁggttlo\}) 6 cglﬁ e(e:? 550% egsﬁ(}(@%ﬂﬁiaves one
exper i encpragnainkeaitphtiemnednsidse aotdgexuchlpubkdatioh 8y mgtue of prior invention.

In addition, the materials, methods, and examples are illustrative only and are not

intended to be limiting.

In the case of conflict, the present specification, including definitions, will control.
Unless defined otherwise, all technical and scientific terms used herein have the same
meaning as is commonly understood by one of skill in art to which the subject matter
herein belongs. As used herein, the following definitions are supplied in order to facilitate

the understanding of the present invention.



The bl end or preparation of the present invention may be in the formof a
conposition, taken either in tablet formor in liquid form Alternatively,

t he bl endwomyiibei1ésa t he form of the ingredients being i rcyapanav®7ssdi sti nct
tablet or liquid form but packaged together in a kit. In the |atter case,

t he separate ingredients are taken either sinmultaneously, such as by m xing
themtogether if inliquid form or one after another if in tablet form

WO 2011/ 161655PCT/ 1B2011/ 052788 19 In particular the present invention
concerns %&E&P%@ﬁoﬂrgg’ &g&%ﬁ@ 094 e SHRDLPAAEHAR Rt é@toc‘s é}ﬁii&i'n?”
conpri si ng proant hocyani di ns source of arginine and a cohpositron

conpri si nije Reserchiopormna norofecagits @compphateof . Preferably, the preparation
conprises the conbination of a composition consisting of proanthocyani dins
and a conposition consisting of Rose hip and / or extracts thereof, and a
sui t abl e gxgdepiieik spdcificarion bl cleroge IRatlaoforh e, i'myventl e idchde pr epar at i on
further caonprises Quercus robur (oak wood) and / or extracts thereof and a
sui t abl e Rwe] fstapiceyualess thq epniexf elealy diftateh Rlhep¥igphar ati on of the invention
consists in a conbination of: a source of proanthocyanidins, a source of
arginine, Rose hip and / or extracts thereof or Quercus robur and / or
extract s Ahesedbfreor the tamink'pine datketredt refemdo aFeoch mbfibme poichiagknextract

Pr oant hocyani di ps of the invention are ariginated froma. plant extract or
froma syfereEr BLa i Ertob B dalite & brbbgi-gt GRG0 PLRNE] 120 e
fromthe ‘@yongcaams| Ylindighriotxtpict'ant NBeyenmdiitiac pmp baikrdxagetexiter act s sel ect ed
anong extracts of pine bark, grape seed, appl es,. peanut skin, wal nuts,
pomegr analP%c,haP%‘ébge]?lPPSelé‘Paséf‘d??-d%‘?aéte((?)[ﬂné@klﬁs BBy PAEIME). ASnds, tea,

hawt hor n, uIRRRBJP rFQTH HALIE %r%h%ﬁp&&mﬁ@wcﬂreaﬁ@fealéﬂ Viaritifi@ Pcant extract

is originated from pine bark and even nore preferably this plant extract is

ori gi nat elderfcegheschenBraenivterehangdaablee pi ne bark (Pycnogenol 0). According to
the invention Rose hip and / or extracts conprise carotenoids, tocopherols,
tocotrienols, vitamn C, polyphenols and gl ycosi des of nono- or di- or
triacyl gl ieseoh "saopdusdsed hevifih 2@hitled ailyGrERACt ohRBDO1AddFE2T BBnROfrvilsl | e dr ugs
for sexual enhancenent nmay offer. a t orary solution or tenpting "quick
fix," thé?oﬁﬁﬁvggggﬁﬁé?@ﬁaﬁf?%mﬂﬁﬁﬁﬁﬁgﬁ“side effects and can be expensi ve.
The bl end according to the present invention, which is a natural dietary
suppl ement, offers a safe, natural and cost-effective alternative. The

sui t abl e Bxctepi efepd prepigBon okt scoarally tamatgaeladcibirelaak ef gilmpkorgin.carri er

as defi ne(q O?Q%ﬁetic sources, that contain essential nutrients such as a carbohydrate, protein,

fat, vitamin, mineral, etc. used in the body of an organism to sustain growth, repair, and

vital processes and to furnish energy.

A “dietary or food supplement” refers to a product that contains substances like vitamins,
minerals, foods, botanicals, amino acids and is intended to supplement the usual intake of
these substances. Dictary supplements are found in pill, tablet, capsule, powder or liquid

form and are meant to be taken by mouth.

The term “nutraceutical” refers to any substance that is a food or a part of a food and
provides medical or health benefits, including the prevention and treatment of discase.
Such products may range from isolated nutrients, dictary supplements and specific diets
to genetically engineered designer foods, herbal products, and processed foods such as

cereals, soups and beverages. It also refers to a product isolated or purified from foods,



Exanpl es of suitable excipients of this invention include, but are not
limted to, anti-adherents, binders (e.g., macrocrystalline cellul ose, gum
t ragacantwp 20r1/gedsat i n), coatings, disintegrants, fill ePsT/IH201UeIUSS,
softeners, enulsifiers, flavoring agetts, coloring agents, adjuvants,

| ubricants, functional agents (e.g., nutrients), viscosity nodifiers,
bul ki ng agents, glidiants (e.g., colloidal silicon dioxide) surface active
agents, osnotic agents, diluents, or any other non-active ingredient, or
conbi nat i Sgehé‘r g;?&fld m':rﬁédlaﬁﬁr}’&ln% ott D&ia g&g&%@{eh%th%o&% Rnfibitdted NVENti on
may |ncIu e exci pl ent materials selecte rom the group consisting of

cal ci um cahbonapleysicdegdiod begfiageprvside phit¢cine pgaing dssaey/ltd ahesic and f 1 avors,
trlacethh(m(% sgﬂn ptearate, sterotes, natural or artificial flavors,
essenti al “"&i 4P extracts, fruit essences, gelatins, or combinations

t her eof . Cptlonally t he preparation of the present invention may include
other artificial or natural sweeteners, bul k sweeteners, or conbinations

t her eof . Bl RMmavieaeragermeans @ligyi fopdnnking. sich mndbnsHee APerrE€ ¥ éshpounds.
Non-11i m ting exanpl.6s:OfRubl S eel &RenL Saiinch udey BLERLSEon dexty ose,

nal t ose, dextrin, dried invert sugar, fructose, high fructose corn syrup,
Ievulose3ﬁg@k@6ﬁ@§e¥ﬂ®dnnmsyrup solids, tagatose, polyols (e.g., sorbito
mannitol, xylitol, lactitol, erythritoI, and maltitol), hydrogenated st ar ch
hydrol ysates, isomalt, trehal ose, and conbinations thereof. In a preferred
enbodi mentPhafmdch@idaly ecdeptable ckéipicsdiok azbherséXﬁiapyﬁmterla& thatplbaomaceut i cal |y
accept abl e exci pient. WO 2011/ 61655P 1B2011/0 21 The sent
" nvent | orineEETHRKD 1bF shigesclpgra a"c"rlYiB’ g@%ﬁ&f/ae% g shpTeegrage the g

suppl emengynctidnd H?ﬂl@%@&]&dt@@{whlcﬁ iRAM BE a&elnl@ergegﬁtmﬂate faktstadlod 601 cal
preparation conprising the preparation of the present invention.

Pr ef er abl dosageHfernad etagdmynistgiion efrghetcomphsitiony thxameles pEpharwpceutieallyedi cament  of

th d
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Al so encnggﬁggqnpﬁn&h@dRﬂ&gehgﬁﬂnvent|on is a nmethod of inproving sexual
fitness or wellness of both sexes conprising administering to a subject in
need thereof an effectlve anount of the preparation or the medi canent of
the | nven’h‘l Otre]rm n effent{\%na'{rh(())u@lt are?e?s {())racr)lvalrr%%ﬁt fe%essg‘ ogltaln a h 51r’rpr ?c\a/tl ng nan
and femal € seéxual enhancenent conprising adm ni’s erln t0"gS ject in need
t her eof adffeef. fTeebhy/seolegmaJ Rtfc@fmdyte aphlepeart@t orerpplicatibe ddSHedJIr (bﬁlfr@j&hted)f t he
invention. The invention also concerns a nethod of treating or preventing
sexual dysfunction in both sexes conprising admnistering to a subject in
need thereof an effective amount of the preparation or the nedi canent
according to the invention. The nethods according to the invention enhance
a level of sexual wellness for both sexes, conprising ingredients that
include: a substrate as a source of arginine and, subsequently, for nitric
oxi de; and a stinulator that includes proanthocyanldlns in an anount to
stinmul ate an endot helial NO synthase enzyne, which serves as a catal yst for
synthe5|s of the n|tr|c OX|de Rose h|p or extract thereof and/or Quer cus

o " o, " Y -



The nethods of the invention also help in attaining enhanced sexual
wel | ness by stinulating nitric oxide synthase enzyne and releasing nitric
oxi de, cowmprsimwgsssadm nistering the preparation daily ecenBzipesgsd of
time. The admi nistering includes inititally adm nistering an el evated dosage
of the preparation to attain the enhanced | evel of sexual wellness by the
end of the period of tine and thereafter adm nistering a dosage of the
conposition daily that contains |ess of the conposition than the el evated
dosage a | i : : WO
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i nvent i orAdiustaddy aneasopiskillad dpthedrtf or use in i nproving sexual fitness or
wel I ness of both sexes, for use in inproving man sexual enhancenent such as
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sexual dysfunction I n both sexes. ot her object of the present Invention
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kit conprising the preparation of the invention or the conposition of the

i nvent i on.Sexygbvwednass etesls sy Bioactivosztigpatren dfitbsiadykdual wdis of hehe art
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equi val ENEYicfihg ahé]ﬁl%pgn%gméeo lr)s(z")neﬁrgrca(‘)(r:n(?r(lju tich 1rr(i"i ARl 1\</aer | ous references are
cited throughoat I's specﬂFlcafl o each o A ch'i s i ncor porated herein
by ref er emg@ainénthltts tientdrceptiare thh eighon egaianthfctamaon pid e righd tb phasurere ful |y
understood with reference to t fall ow ng npl es.. Such Exanpl es, are,
however, (@gptpmplWhio h%m-o%féugﬁleﬂrhalé T E@%@uﬁf f@s@ﬁi Phvsgkton and are
not intendedatiRalhmt the scope of the invention. EXAMPLES Examle 1:
Statistical Prom Aim a Single- Center, Random zed, Pl acebo- Controlled
Study of Prelox Lady, Effects on Enotional, Physical Health and Sexual
function in Pre-nmenopausal Wnen Aged 40 to 50 years.



Study population A total of 80 wonen aged 40 to 50 years were enrolled in
the present study. A random nunber generator was used to random ze the
partici pano0imeies® equal groups, each WO 2011/ 161655PETIABRA1/432082788 25
conprised of 40 fenmales. Patients in®&rmA were treated with Prel oxci ady,
while those in armB received placebo. Methods Al statistical tests were
performed by SPSS 17.0.1. conputer software. A probability of 0,05 rejected
the null hypothesis and was consi dered significant. The foll ow ng

statistic '

anal ysi s yalﬁéﬁgﬁgﬁe%gﬁq% % daeﬁlﬁi&g%s i 1%%21%[51(?4%%1?&%%8% o) &Ell stribution
5. St udentht snprov@sdnt posclf mﬁdm;iBﬂdepmV@aﬂpbé@eﬁn qbldnpmoan'&tnldl ¢ Mann-

Whi t ney test r two i ndepe es. 7. Repeate res.. ANOVAs 8.
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dependent sanpl es Results The nean agle of all parti C|£ants was 45,412, 37

years (raigelempigghoseaye froaging Barel] 3 thalprwase ofﬁa@% ard the ggeatsysagiat r eat ment
and cont r Qligsc NGt Pap e 1dPs @ﬁaﬁfﬂ&u‘aﬁ iSdcgRifuksmamte dibfigl-ance was

present accorrdi n? to height and weight. It is notable that conpared to arm
B, wonen ‘ilnteeafipny ﬁBﬂdXQfgmcflle§amctl(yl”l(ﬂﬁﬁ}qlBMIOIEl@m Boseme dhi §M7drseval ues of
sistolic .and di Eq ¢ bl QQQ,pra(ﬁsﬁs,ur_e (SBP DBPQ Nevert ! hel ess,
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consi deri nge)f%méj e between the

two groups was not so evident.

“Female sexual enhancement” is defined as anything that enhances a woman's sexuality;
this includes in particular the increase of libido or sex drive. Low libido or sex drive in
women can be caused by a number of factors that vary from one woman to another;
fatigue, mild depression, and the multiple roles that women play in daily life can cause
psychological issues, which can have an affect on a woman’s sexual appetite.
Antidepressants, birth control, tranquilizers and mood stabilizers also impact sexual
activity and other conditions like diabetes, heart disease and a poor diet can also reduce a
woman’s sex drive. Woman’s sexuality level may be determined by the Female Sexual
Function Index (FSFI) and the Women's Health Questionnaire (WHQ) which are defined

and detailed in example 2.

“Sexual dysfunction” or sexual malfunction in both sexes refers to a difficulty
experienced by an individual or a couple during any stage of a normal sexual activity,
including desire, arousal or orgasm. Sexual desire disorders or decreased libido are
characterized by a lack or absence for some period of time of sexual desire or libido for
sexual activity or of sexual fantasies. Sexual arousal disorders were previously known as
frigidity in women and impotence in men, though these have now been replaced with less
judgmental terms. Impotence is now known as erectile dysfunction, and frigidity has been
replaced with a number of terms describing specific problems with, for example, desire
or arousal. For both men and women, these conditions can manifest themselves as an

aversion to, and avoidance of, sexual contact with a partner. In men, there may be partial
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or complete failure to attain or maintain an erection, or a lack of sexual excitement and

pleasure in sexual activity.

Erectile dysfunction or impotence is a sexual dysfunction characterized by the inability to
develop or maintain an erection of the penis. The causes of erectile dysfunction may be

psychological or physical.

Orgasm disorders are persistent delays or absence of orgasm following a normal sexual
excitement phase. The disorder can have physical, psychological, or pharmacological

origins.

Sexual pain disorders affect women almost exclusively and are known as dyspareunia
(painful intercourse) or vaginismus (an involuntary spasm of the muscles of the vaginal

wall that interferes with intercourse).

Proanthocyanidins designates a group of flavonoids that includes the subgroups
procyanidins, prodelphinidins and propelargonidins. Proanthocyanidins are homogeneous
or heterogeneous polymers consisting of the monomer units catechin or epicatechin,
which are connected either by 4-8 or 4-6 linkages, to the effect that a great number of
isomer proanthocyanidins exist. Typically, the proanthocyanidins oligomers have a chain
length of 2-12 monomer units. Proanthocyanidins may be synthesized or extracted from a
plant material. Non-limiting examples of plant material sources of proanthocyanidins
include grape seeds, grape skin, pine barks, ginkgo leaves, peanuts, cocoa beans,
tamarind, raspberries, currants (black), peanut, almond, apple, cranberry, blueberry, tea
leaves. Preferably the source of proanthocyanidin consisting of a plant extract is selected
among a pine bark extract, a grape seed extract or an extract of apples, peanut skin,
walnuts, pomegranates, raspberries, currants (black), blueberries, almonds, tea, hawthorn
or cocoa or combination thereof. Those plant extracts are also referred as

“proanthocyanidin rich extracts”.

A well-known product containing proanthocyanidins, which is available in trade as a

preparation of a food supplement under the name Pycnogenol®, is an extract of the
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further supported by Fig. 3. Table 4. A conparative analysis of the percent
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containing extracts selected among extracts of pine bark, the cones of cypresses grape

seed, apples, peanut skin, walnuts, pomegranates, tomatoes, almonds, tea, hawthorn,

cocoa or combination thereof. Proanthocyanidins containing rich extracts are natural and

preferably plant extracts having more than 50% by weight (of dried extracts) of

proanthocyanidins, more preferably more than 70% by weight and even more preferably

more than 75% by weight of proanthocyanidins. Preferably the plant extract according to



Visit 2 AMAAIrmB SDSD Visit 3 AmAArmB kSD k SD Percent response
of Total score Table 5. A conparative analysis of the percent response to
t reat mentweconwdiesg to total score between visit 2 and wc3iB2031/6%r78each
group Arm AArm B Paraneter Visit 2 IB Visit 3

the present invention is originated from pine bark and more preferably the plant extract is

Pycnogenol ®.

In a preferred embodiment, the composition comprising proanthocyanidins may be a pine
bark extract. The pine bark may be from P. pinaster, such as, for example, from
Pycnogenol®. In a preferred embodiment, the composition may contain
proanthocyanidins at a concentration of 10% to 100% of total weight. For example, a
Pycnogenol® composition may be diluted or concentrated to contain 10%, 20%, 30%,
40%, 50%, 60%, 70%, 75%, 80%, 90% or 95% proanthocyanidins. Concentration may be
performed using known methods such as column chromatography or affinity

chromatography.

The composition also contains rose hip extract, which is a naturally occurring source for
the glycoside of mono- or di- or triacylglycerol compounds. The rose hip is preferably
obtained from wild rose bushes, in particular the rose hip is selected from the group
consisting of Rosa canina ("dog rose hip"), Rosa gallica, Rosa condita, Rosa rugosa, Rosa
hugonis, Rosa nitida, Rosa pendulina, Rosa pimpinellifolia, and Rosa sericea.

Preferably, the rose hip extract is in powdered form and may be pelletized or placed in
capsules with a physiologically acceptable carrier for formulation into unit dosages. Rose
hip extracts comprise carotenoids, tocopherols, tocotrienols, vitamin C, polyphenols as

well as glycosides of mono- or di- or triacylglycerol.

The term "glycosides of mono- or di- or triacylglycerol" and similar terms are intended to
mean a class of glycosides of mono- or di- or triacylglycerols (as well as cthers), such as
those which may be isolated from plants e.g. as illustrated by the methods described in
WO 2008/003314 Al or WO 03/043613 A1, and which are not esters of eicosapentacnoic
acid. The "glycoside" part is typically a pentose, hexose or heptose, in particular hexoses
such as galactose and glucose, e.g. galactose, but may also be di- and oligosaccharides
containing two or more sugar moieties in combination, in particular diglycosides such as
digalactosides and diglucosides, ¢.g. 6-O-([alpha]-D-galactopyranosyl)-[alpha]-D-
galactopyranose. The most preferred galactolipid is e.g. 3-[beta]-D-galactopyranosyloxy-



SD Visit 2 k SD Visit 3 k SD P P Percent response of 46, 64
7,59 Total score The degree of severity of clinacteric synptons reported
in the twognougpesesdas anal ysed for each visit independerCirgB20As042ad e 6
denonstrates, during the first visit ®oth wonen in arm A and arm B graded
the severity of their conplaints as noderate (range 20-34). At the tinme of
the second and the third visit, significant variations in the degree of
severity of climacteric synptons occured (between the two groups).

2- (octadeca- 9Z, 127, 15Z-trienoyloxy)propanyloctadeca- 97, 12Z, 15Z- trienoate
(GOPO).

In the present context, the term "glycosides of mono- or di- or triacylglycerol product”
relates to a product obtained from a plant material comprising a glycoside of mono- or di-
or triacylglycerol compound also referred as “Rose hip extracts”. The glycosides of
mono- or di- or triacylglycerol product may be obtained from the plant material by
isolation by means of chromatography, microfiltration, filtration, centrifugation,
extraction or any combination thereof.

Glycosides of mono- or di- or triacylglycerol compounds, isolated from plant material
such as rose hips. The rose hip is preferably obtained from wild rose bushes, in particular
the rose hip is selected from the group consisting of Rosa canina ("dog rose hip"), Rosa
gallica, Rosa condita, Rosa rugosa, Rosa hugonis, Rosa nitida, Rosa pendulina, Rosa

pimpinellifolia, and Rosa sericea.

The plant material is not limited to rose hip only. It might consist of any plant material
containing a glycoside of mono- or di- or triacylglycerol compounds, and especially
galactolipids, such as fruit, vegetables or cereals, where the fruit, vegetable or cereal is
preferably selected from the group consisting of olive (e.g. Olea europaca), alfalfa (c.g.
Mediargo sativa L.), soya bean (¢.g. Glycine max), potato (e.g. Solanum Turerosum L.),
pepper (e.g. Capsicum annuum L.), oat (¢.g. Avena sativa), wall cress (e.g. Arabidopsis
thaliana), Petunia hybrida, lyme grass (e.g. Elymus arenarius), broom (e.g. Sarothamnus
scoparius), coltsfoot (¢.g. Tussilago farfara), chenopodiaceae, scakale (e.g. Crambe
maritima), sloe (e.g. Prunus spinosa), eryngo (e.g, Eryngium), sea purslane (c.g.
Honckenya peploides), blackberry, mountain ash (e.g. Sorbus aucuparia), service tree
(c.g. Sorbus domestica), sea buckthorn (e.g. Hippophae rhamnoides), hemp agrimony
(c.g. Eupatorium cannabinum), cucumber (¢.g. M. charantia or M. rustrata), Catharanthus
roseus, yew (¢.g. Taxus baccata), mistletoe (¢.g. Viscum album), horsetails (c.g.
Equisetum arvense), meadowsweet (c.g. Filipendula ulmaria), dropwort (c.g. F.
hexapetala), Ephidera (e.g. E. sp.), reed (e.g. Phragmites communis), ground ivy (e.g.
Glechoma hederacea), male fern (e.g. Lastrea filix mas), shield fern (e.g. Dryopteris) and

lady's mantle (e.g. Alchemilla vulgaris); seaweed, preferably, the seaweed is selected
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from the group consisting of Anfeltia tobuchiensis (Rhodophyta), Laminaria japonica,
Sargassum pallidum (Phacophyta), Ulva fenestrate (Chlorophyta), Zostera marina
(Embriophyta), sea wrack (Fucus vesiculosus), green alga (Chlorella vulgaris),
Cyanobacteria (¢.g. Phormidium tenue) and Okinawan Marine Sponge (Phyllospongia

Foliascens).

“Quercus robur” also know as “oak wood” belongs to the family of Fagaceae and the
genus Quercus. Quercus robur (sometimes considered Q. pedunculata) is commonly
known as Pedunculate oak or English oak. Also included in this definition of “oak wood”
is the white oak, Quercus alba, Quercus brutia Tenore, Q. pedunculiflora, Q. haas as
well as the Sessile Oak (Q. petraea). In the present invention the term “Quercus robur”
will be considered as equivalent to oak wood as defined above, they are interchangeable.

Gathering: felling of the trees under National Forest Office control, from October to April
when the sap is down. Oak wood is traditionally used to make wine barrels and is known
to give its taste to wine and to contribute to its antioxidant activity. Fresh wood chips

used for Biolandes extract are purchased from a famous wine barrel maker

(bt A www. dargand-iacsle.cony) and obtained from Oak trees rigorously selected.

The extraction process is carried out by water extraction at low temperature (50°C) and
spray drying. No petrochemical solvent is used.
Oak wood extract contains ellagitannins (Roburins A, B, C, D, E, Vescalin, Castalin,

Vescalagin, Castalagin) and phenolic acids (gallic acid, ellagic acid).

Vescaln By=H, R;=0H Yesealagin B=H, R=0H Roburiy A B=H, R=08

Castalin R =0H, R,=H Casiategin Ry=0H, Ry=H Robsrie U Ry=0H, R,=H
Grandinie By=H, B;=Lyxose Foburix E B=H, KE;=Lvisse

Roburin E K=H, Ry=Xvlose Feburi U By=H, R 1=.‘ﬂf}'§(&:§ 2
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Eilagic Acid Gallie Acid

The invention pertains to the prolonged use of a blend of ingredients, namely, a substrate
that is a source of arginine, such as arginine aspartate or citrulline or ornithine or any
arginine precursors or derivatives, preferably a salt or dipeptide of L-arginine and
aspartic acid, a source of proanthocyanidines and Rose hip or extracts thercof or Quercus
robur or extracts thercof or a mixture of Rose hip or extracts therecof and Quercus robur
or extracts thereof. Preferably, the source of arginine is a salt or peptide of arginine and
aspartic acid, namely, arginine aspartate. Preferably, the source of proanthocyanidins is

derived from Pycnogenol® or from other proanthocyanidin-containing extracts.

An oral administration of the blend in accordance with an administration regimen over a
prolonged period of time provides certain benefits, which include helping to protect,
restore and sustain blood vessel health and improve blood flow to the genital area,
naturally enhancing male erections or female tumescence, naturally enhancing the body's

sexual response and improving the health of the sexual vascular system.

By orally administering the blend of a source of arginine, the Rose hip or extracts thereof
and a source of proanthocyanidins, the benefits to sexual fitness or sexual wellness are
realized. That is, over time, the cumulative effect of the blend leaves one experiencing a
heightened sense of sexual well-being.

The blend or preparation of the present invention may be in the form of a composition,
taken either in tablet form or in liquid form. Alternatively, the blend may be in the form
of the ingredients being in separate, distinct tablet or liquid form but packaged together in
a kit. In the latter case, the separate ingredients are taken either simultancously, such as

by mixing them together if in liquid form, or one after another if in tablet form.
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a suitable excipient.

In another embodiment of the invention, the preparation further comprises Quercus robur

(oak wood) and / or extracts thereof and a suitable excipient q.s.p.

In particular, the preparation of the invention consists in a combination of:

- a source of proanthocyanidins,

- a source of arginine,

- Rose hip and / or extracts thereof or Quercus robur and / or extracts thercof or a

mixture thereof, and a suitable excipient.

Proanthocyanidins of the invention are originated from a plant extract or from a

synthesized material.

Preferably, the plant extracts is selected from the group consisting of proanthocyanidins
containing extracts selected among extracts of pine bark, grape seed, apples, peanut skin,
walnuts, pomegranates, raspberries, currants (black), blueberries, almonds, tea, hawthorn,

cocoa or combination thereof,

More preferably, the plant extract is originated from pine bark and even more preferably

this plant extract is originated from the French maritime pine bark (Pycnogenol ®).

According to the invention Rose hip and / or extracts comprise carotenoids, tocopherols,
tocotrienols, vitamin C, polyphenols and glycosides of mono- or di- or triacylglycerol

compounds.



7, , 06,32 675 h40a00a0Ca0 1 50100 0' b3, 450b0a0100a0100a0 C ear (noderate)
di sconfort (20-34) *Unchanged | etter stands for statistical

i nsigni fiwanea/feassa) **A different letter nmeans presencecofiBxuabi2sss cal |y
significant difference (p< 0,05) (a-bk0 b-c) dinacteric synptons were
additionally evaluated by the Wnen's Health Questionnaire (VWHQ . It
conprises 36 synptons and signs, rated on a 4-point scale, including:
somati ¢ synptons, depressed nood, cognitive difficulties, anxiety and fear,
sexual functioning, vasonotor synptons, sleep problens, nenstrual problens,
and sel f-perceived attraction. It provides individual dinensions and
over al | sWaorledrugT e stgherhatdvancnt mrye pffetrretempprrpsobwtone édntting "qutk er i ng and

dysfunctign, ,A conparative. anal ysis.of +th resence of .cli teric

syt ons, s dRY ERTRB A BB ot R B BRI P Gl BEL Gome

i ndependeftbinzas (Ra2EO iavntioN, Whish fs a(fadRhlelidiry shbslément] dteerd & §4¢, Vi sit
wonen in armA presented with significantly higher scores of all VWHQ

synpt oms, 3@ A €astrebleqibipetieidtiss- m B. Only one conpl ai nt was more preval ent
anong patients in the placebo group and that were the signs of somatic
synptons. During the observation period (visit 2 and 3) absolutely all VWHQ
synpt ons Teerswiteldomxpigidetch§ theriavanoipmisl ap aceepéabiln excmnpar exdrieras detmed, A
conparati%% 9nalysis of WHQ synptons by visit is shown in table 9. Al WHQ
synpt ons N ni shed during the observation period in both groups but that

t endency Masnpless spitabitodxaipashtd of this ivBntidreiatlutls bahawnot limitalbeandi-and 9 are

graphically illustrated in fig. 5. It denonstrates that the npbst. conmon
conpl ai ntad?flsrﬁaﬁs{@adeafe;fa’rwce?%ésﬁ%lknﬁr? BOIEHTGF A INAS ST HE) pio8ERsce of

vasonot or gi§yieplaRRBAllAL, | dilEhe so SHERL @rﬁﬁlsm%i‘rseﬂﬁ@érﬁ% Cagaﬂs I%l%%iﬁgta d,n a

simlar vay 11 1 he two groups. WO 2011/ 161655PCT/ 1B2011/ 052788
adjuvants, lubricants, functional agents (e.g., nutrients), viscosity modifiers, bulking
agents, glidiants (e.g., colloidal silicon dioxide) surface active agents, osmotic agents,

diluents, or any other non-active ingredient, or combinations thereof.

For example, the preparation of the present invention may include excipient materials
selected from the group consisting of calcium carbonate, coloring agents, whiteners,
preservatives, and flavors, triacetin, magnesium stearate, sterotes, natural or artificial

flavors, essential oils, plant extracts, fruit essences, gelatins, or combinations thereof.

Optionally the preparation of the present invention may include other artificial or natural
sweeteners, bulk sweeteners, or combinations thereof. Bulk sweeteners include both
caloric and non-caloric compounds. Non-limiting examples of bulk sweeteners include
sucrose, dextrose, maltose, dextrin, dried invert sugar, fructose, high fructose corn syrup,
levulose, galactose, corn syrup solids, tagatose, polyols (e.g., sorbitol, mannitol, xylitol,
lactitol, erythritol, and maltitol), hydrogenated starch hydrolysates, isomalt, trehalose,

and combinations thereof.

In a preferred embodiment of the invention, the suitable excipient is a pharmaceutically

acceptable excipient.
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the response to treatnent in armA was superior (table 1 1 ). Table 10. A
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arm B by NMe&rably.{heqigtarysugplgmeyt. e aptracsyiical pr the predicamentroktha DAaeH BAr m AAr m
B P invétePRiXad®thistered at a dosage of between 5 mg per day to 2°000 mg per day.

Preferably between 50 mg to 1’000 mg per day and even more preferably between 100
mg to 400 mg per day.

The preparation, the dietary supplement, the nutraceutical or the medicament of the
present invention can be administered orally, parenterally or topically at a dosage of
between 5 mg per day to 2°000 mg per day. Preferably between 50 mg to 1’000 mg per
day and more preferably between 100 mg to 400 mg per day.

If intended for oral administration, the medicament of the present invention can be in the
form, for example, of a tablet, a caplet, a pill, a hard or soft capsule, a lozenge, a cachet, a
dispensable powder, granules, a suspension, an clixir, a dispersion, a liquid, or any other
form reasonably adapted for such administration. If intended for parenteral
administration, it can be in the form, for example, of a solution for intravenous,

intramuscular or subcutaneous injection.

The topical preparations according to the present invention can be, but not limited to, a
cream, a patch, a gel, an ointment, a lotion, a tincture, a spray, a mousse, a cleansing
composition or a foam. The topical preparations of the present invention can be also in
the form of a suspension or dispersion in solvents or fatty substances, or alternatively in
the form of an emulsion or micro emulsion, PET-emulsions, multiple emulsions,
bickering emulsions, hydrogels, alcoholic gels, lipogels, one or multiphase solutions or a
vesicular dispersion and other usual compositions, which can also be applied by pens, as
masks or as sprays. The emulsions can also contain anionic, nonionic, cationic or

amphoteric surfactant(s).
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wellness of both sexes comprising administering to a subject in need thereof an effective

amount of the preparation or the medicament of the invention.

The invention also provides for a method of improving man and female sexual
enhancement comprising administering to a subject in need thereof an effective amount

of the preparation or the medicament of the invention.

The invention also concerns a method of treating or preventing sexual dysfunction in
both sexes comprising administering to a subject in need thereof an effective amount of

the preparation or the medicament according to the invention.

The methods according to the invention enhance a level of sexual wellness for both
sexes, comprising ingredients that include:

a substrate as a source of arginine and, subsequently, for nitric oxide; and

a stimulator that includes proanthocyanidins in an amount to stimulate an endothelial
NO-synthase enzyme, which serves as a catalyst for synthesis of the nitric oxide; Rose
hip or extract thercof and/or Quercus robur (oak wood) or extracts thercof.

The ingredients being in therapeutically effective amounts so that, when the ingredients
arc administered at least daily over a period of time, a sufficient amount of the nitric
oxide releases from the synthesis to enhance a level of sexual wellness by an end of the

period of time.

The methods of the invention also help in attaining enhanced sexual wellness by
stimulating nitric oxide synthase enzyme and releasing nitric oxide, comprising:
administering the preparation daily over a period of time. The administering includes
initially administering an elevated dosage of the preparation to attain the enhanced level
of sexual wellness by the end of the period of time and thereafter administering a dosage
of the composition daily that contains less of the composition than the elevated dosage

and still provide the enhanced level of sexual wellness.
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Preferably, the preparation or the medicament is administered orally, parenterally or

topically as defined above.

In one embodiment of the invention, the preparation or the medicament of the invention
is administered at a dosage of between 5 mg per day to 2°000 mg per day. The subject in

need thereof is a mammal, preferably a human.

The medicament or the dictary supplement of the invention is for example adapted for
use in improving sexual fitness or wellness of both sexes, for use in improving man
sexual enhancement such as sperm production or fertility and/or for use in treating or

preventing sexual dysfunction in both sexes.

Another object of the present invention is a composition consisting in the combination of
a source of proanthocyanidins, a source of arginine and Quercus robur (oak wood) and /
or extracts thercof. Preferably the composition may further comprise Rose hip and / or

extracts thereof and a suitable excipient q.s.p.

The latter composition is for example adapted for use in improving sexual fitness or
wellness of both sexes, for use in improving man and female sexual enhancement and/or

for use in treating or preventing sexual dysfunction in both sexes.

A unit dosage comprises a therapeutically effective daily amount of the preparation (a
source of proanthocyanidins, a source of arginine and a composition comprising Rose hip
and / or extracts thereof consisting of glycosides of mono- or diacylglycerol compounds,
and/or Quercus robur) which may be taken as a single daily administration or by multiple

small doses taken over the course of a day.

Also encompassed is a kit comprising the preparation of the invention or the composition

of the invention.
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Those skilled in the art will appreciate that the invention described herein is susceptible
to variations and modifications other than those specifically described. It is to be
understood that the invention includes all such variations and modifications without
departing from the spirit or essential characteristics thercof. The invention also includes
all of the steps, features, compositions and compounds referred to or indicated in this
specification, individually or collectively, and any and all combinations or any two or
more of said steps or features. The present disclosure is therefore to be considered as in
all aspects illustrated and not restrictive, the scope of the invention being indicated by the
appended Claims, and all changes which come within the meaning and range of

equivalency are intended to be embraced therein.

Various references are cited throughout this specification, each of which is incorporated

herein by reference in its entirety.
The foregoing description will be more fully understood with reference to the following

Examples. Such Examples, are, however, exemplary of methods of practising the present

invention and are not intended to limit the scope of the invention.

EXAMPLES

Example 1: Statistical Processing:
Aim: a Single- Center, Randomized, Placebo- Controlled Study of Prelox®Lady,

Effects on Emotional, Physical Health and Sexual function in Pre-menopausal

Women Aged 40 to S0 years.

Study population

A total of 80 women aged 40 to 50 years were enrolled in the present study. A random

number generator was used to randomize the participants in two equal groups, each
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pnal yai gl ¢ A PLESP AR A by REE BRI bl 80 20 "t hat o reli abl &
increase in the %response (evaluating FSFI domain scores and full scale
scores) Z.ﬁi shed bet ween the second and the third visit in both groups.

Al so, the“tWMinmics of this evolution does not appear to differ
statistically between the two groups. Nevertheless, translating the results

as absolute values we would say that the response to treatnent in arm A was
superi or 'fltedma@ agg))_f all participants Wwas 45,4142,37 years (range 40-50). As described in

Table 1, patients receiving treatment and controles were adjusted to age and no
significant differance was present accorrding to height and weight. It is notable that
compared to arm B, women in arm A had significantly lower BMI scores and highter
values of sistolic and diastolic blood pressure (SBP and DBP). Nevertheless, considering
these measures as absolute values, the differance between the two groups was not so

evident.

Table. 1 Comparative analysis of patients’ baseline characteristics



Tabl e 14. A conparative analysis of the %response to treatnent, eval uated
by the change of FSFI domain scores and full scale scores in the two groups
by visit wont/@Wssit 3 Paraneter Arm AArm BArm AArm B PCTRB2011/052788
kSDXSDkSDXSD 39 Tabl e 15. A conparatiaeve anal ysis of the % response to
treatnment, evaluated for each visit by the change of FSFI domai n scores and
full scale scores in the two groups Arm AArm B ParaneterVisit 2Visit 3Visit
2Visit 3

(Prgf)";‘@pl_‘;‘ dy) Group B_(placebo)

Parameter (n=40) (n=40) p

X SD X SD
Age (years) 45,58 2,24 45,25 2,51 0,543
Height (cm) 168,75 4,62 167,58 3,61 0,209
Weight (kg) 71,13 4,26 71,90 4,07 0,319

0,59 0,61

3,87 124,00 3.95

3,28 80,25 1,10

All 80 participants (100%) included in the study were employed non-smokers.

Symptoms assessed were major menopausal symptoms such as: Depressive moods,
Feclings of vertigo, Headache, Heart palpitation, Hot flashes, Joint pain, Loss of
concentration, Nervousness/irritability, Profuse perspiration (Night sweats), Sleep

disturbances.

The two groups were stratified according to the number of the visit and Kupperman’s
index was used to compare the results (table 2). Vertigo, Headache, Joint pain,
Palpitation and Total score were significantly higher in arm A when assessed for the first
time. The other parameters did not differ statistically between the two groups. During
second assessment (visit 2) all parameters (exept for Vertigo and Palpitation) were
significantly higher in arm B. In the end of the study (visit 3) only the parameter
Palpitation was still more common among arm A participants. Vertigo was equally

scored. The rest parameters were significantly higher in arm B.



Desire

Pk SDx SD k SD x SD

PCT/IB2011/052788

WO 2011/161655

27

86°1 $60 e 6’1 0191 66'T SE€6T 9S°C 91008 [810 T,
9’0  0¢'0 80 IS0 €L°0 T0  8L0 €S0 SI'T €50 uonendied

14 14 4 [ [ 14 [ 14 gﬁﬁg Qaﬁl—
950 r4al) 0S°0 910 860 050 SS'T 8€0 P ——
€50 LT0 S50 91°0 860 0’0 09T €€£0 dyoepedy

[ [ [ 14 [ [ [ 14 [ 14 14 (3 AwwogﬁNNﬁﬂvv
L0 €S0 SKO  8T0 8980 €L0 890 €S0 $90 960 0T°T 09°0 05

[ 14 [ [ 14 [ [ 14 [ 4 [ AQOﬂﬁﬁbgoogoov
090 0 S60 S0 9¢°0 860  €€5°0 €€0 88T 0S0 €81 I

[ [ [ 14 14 [ [ [ [ 14 [ ﬂvooa
LY0 000 00°1 8€°0 00  OI'T  €6€0 910 86T SE€0 €61 possaxdogy
000 000 00T €0 €0 S0'T  LICO 00°0  00r TEO  S6'C Apqiqey

[ [ [ (4 14 [ [ [ [ 14 [ WEOA—QOHQ
000 000 00T 000 ¢§’0 SI'T  LIE0 000 00F TE0  S6'E doors
000 000 00T 000 €S0 SI'T  LIE0 000 00t TEO  S6'C  S1eamsIyIIN
000 000 00 - 00°0 LO'T  0€v  LISO 000 008 €90  06°L sayseyj 104
as X as X d as X as X d as X as X

quay Vv Wy quay Vv uy quay Vv wary PueIed

€ MSIA TVSIA T 3ISIA

(dnoi3 yoea 10j) 3s1a Aq xopur s, uewdddny Jo sisAjeue aaneIddwod v "7 Jqe



58,25 9,03 Arousal 62,00 8,83 Lubrication 62,00 8,83 Orgasm 61,50 9, 49
Satisfaction 60,50 10,61 Pain 56,50 8,93 Full Scal e
WO 2011/161655 PCT/IB2011/052788
28

Comperative analysis of Kupperman’s index for each visit by group.

As described in table 3, arm A patients had already shown a significant improvement of
all parameters (exept for Night sweats, Sleep problems and Irritability) by the time of the
second visit. This tendency was present until the end of the study for the parameters
Depressed mood, Vertigo and Total Score. Control group patient variables Hot flashes,
Night sweats, Sleep problems and Irritability remained unchanged for the whole period of
observation. Despite the administration of placebo, in the interval between visit 2 and
visit 3, women in arm B demonstated a decrease in all parameters remaining (only
Vertigo score was the same). This is well demonstrated in fig. 1, where three groups of
complaints could be delineated. Women in both groups most frequent complaints were
Hot flashes, Night sweats, Sleep problems and Irritability. These are also the symptoms,
which improved only in arm A. Second most reported events were Depressed mood, Loss
of concentration, Headache and Backache/limb pain, which were possitively influenced
in both groups, but that was more notable in arm A. The less prevalent parameters
reported were Vertigo, which decreased its score in both groups and Palpitation, which

actually improved more distinctly in the placebo group.
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Table 6. A comparative analysis of the severity of climacteric symptoms in
arm A and arm B by visit.

Visit 1 Visit 2 Visit 3
Parameter Arm A Arm B Arm A Arm B Arm A Arm B
p p

% Sp % Sp % Sp % Sp Sp
Minor
discomfort 0 0 0 0 5,65 0 0 0 <0,05
(1-14)
Little
discomfort 0 0 0 0 6,32 0 0 0 <0,05
(15-19)
Clear
(moderate) o0 0 100 0 ns 500 3.45 0 0 <0,05
discomfort
(20-34)

A comparative analysis of the severity of climacteric symptoms by visit is shown in table
7. It demonstrates how severity of symptoms reported in arm B kept a permanent level
during the whole period of examination, while participants in the treatment arm
experienced a pronounced improvement of their symptoms. That is well illustrated in fig.
4 where the following most important issues are implaied- when the observation began
(visitl) 100% of the women in the treatment arm defined their symptoms as moderate,
then, on the second assessment, this category was nearly fully replaced by the lower
category- little (mild) discomfort (score 15-19) and even the lowest category- minor
discomfort (1-14) was present. By the time of the last visit, no participant had moderate
discomfort, little (mild) discomfort remained the most prevalent one and a significant

increase in minor discomfort was noted.

Table 7. A comparative analysis of the severity of climacteric symptoms for
each visit, by group
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All WHQ symptoms diminished during the observation period in both groups but that

tendency was less pronounced in arm B.

Results shown in table 8 and 9 are graphically illustrated in fig. 5. It demonstrates that the
most common complaint reported by participants from both groups was the presence of
vasomotor symptoms. All other symptoms were rated and presented in a similar way in

the two groups.
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Data in table 8 and table 9 correlates with the percent response to treatment of the

examined population.

Response to treatment evaluated as patients experiencing relief in their symptoms (%),
was compared visit by visit for each group in table 10. Compared to arm B, a
significantly higher percent of women in arm A responded to the treatment by the time of

the second and the third assessment.

Table 11 demonstrates the dynamical increase in women, responding to the treatment
(%), evaluated for each visit in both groups. Analyzing the results as relative numbers we
could reveal a reliable increase of the % response to WHQ symptoms between the second
and the third visit for both groups. Also, the dynamics of this evolution does not appear to
differ statistically between the two groups. Nevertheless, translating the results as
absolute values we would say that the response to treatment in arm A was superior (table

11).

Table 10. A comparative analysis of the percent response to WHQ
symptoms in arm A and arm B by visit (visits 2 and 3)

Visit 2 Visit 3
Parameter Arm A Arm B Arm A Arm B
X SD X SD P X SD X SD P
Depressed mood 8,00 13,34 0,64
Somatic symptoms 3,92 14,39 1,02
Memory/concentration 12,19 47,93 4,59
Vasomotor symptoms 10,02 41,46 14,99
Anxiety/fears 7,20 34,60 3,13
Sexual behaviour 6,01 40,88 5,89
Sleep problems 6,31 41,03 5,80
Menstrual symptoms 13,01 28,04 3,86
Attractiveness 15,60 64,17 8,05

Table 11. A comparative analysis of the percent response to WHQ
symptoms for visit 2 and visit 3 by group

Parameter Arm A Arm B
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Visit 2 Visit 3 Visit 2 Visit 3
X SD P X SD SD P

Depressed mood 33,14 8,00 6,67 0,42 0,64

Somatic symptoms 46,74 392 7,00 1,35 1,02

Memory/concentration 43,78 12,19 23,71 2,16 459

Vasomotor symptoms 3821 10,02 2234 4,53 14,99

Anxiety/fears 4783 7,20 17,30 1,56 3,13

Sexual behaviour 3705 6,01 20,69 3,10 5,89

Sleep problems 3747 6,31 20,69 3,10 5,80

Menstrual symptoms 28,72 13,01 14,02 1,93 3,86

Attractiveness 39,13 15,60 3292 184 8,05

*Unchanged letter stands for statistical insignificance (a-a)
**A different letter means presence of statistically significant difference (p<

0,05) (a-b, b-c)

In fig. 6 some basic issues could be further outlined. Women in the placebo arm had

lower percent of response to therapy, compared to women in the treatment arm.

Interestingly, the symptom most influenced by the administration of placebo, was the

self-perceived attraction. Also in arm B, the symptoms less reduced by the end of the

study, were depressed mood and somatic symptoms. What makes an impression is that,

together with menstrual problems, feeling of depression was similarly stable in arm A.

Women in arm A had the highest percent of response to the symptoms loss of

concentration, anxiety/ fears and somatic symptoms.

The Female Sexual Function Index (FSFI) was used to assess sexual function in women.

The FSFI is a brief, 19-item sclf-report measure of female sexual function that provides

scores on six domains of sexual function as well as a total score. Researchers have

confirmed the following domains: desire (2 items), arousal (4items), lubrication (4 items),

orgasm (3 items), satisfaction (3 items), and pain (3 items).

A comparative analysis of FSFI domain scores and full scale scores for arm A and arm B

is presented in table 12. All FSFI domain scores and full scale scores were significantly



3.02;1.1 7. HOW OFTEN BECOVE LUBRI CATED DURI NG S. ACTIVITY T3.1;1.3 3.7,
1.2 4.2;1.4 C3;1.1 3.1;11 2.9;1.1 8. HONDI FFI CULT TO BE LUBRI CATED DURI NG
S. ACTI VIW® 201i369658. 1 3.9;1.3 4.1;1.2 C3.7; 3.5;1.1 3. 2ptTABH{1/034R% OFTEN
MAI NTAI N LUBRI CATI ON UNTIL END OF S. 3&CTIVITY ACTIVITY WO

2011/ 161655PCT/ 1B2011/ 052788

higher in the treatment arm compared to the placebo arm and that was well demonstrated

for each visit.

A comparative analysis of FSFI domain scores and full scale scores visit by visit for arm
A and arm B is shown in table 13. The dynamics of FSFI domain scores and full scale
scores in the two groups is approximately the same- all values significantly increased
during the whole study period. Only one domain — desire - did not change in arm B

between the first and the second visit (table 13).
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In the control group the total FSTI score was 44.1 at inclusion (no
significant difference to the treatnent group), which marginally increased
to 45, 0 avoenifwewssweeks and 47.4 after eight weeks. Thecthargessxes e
statistically insignificant. The total FSH score increase in the treatnent
group was_si n|f|can l'y _hi r after conpletion of {he ei ht week

observat i Bﬁ%ﬁf eé#éagrﬁgﬁg‘owaorﬁwyc@ﬁ@%rar@fﬂbﬁ%7(#11 20b9%¢ No side
effects 0[ntér9§t91' e R BRI YR &is %ﬁ@[s%ﬁﬂdorgﬁmgs%%e% tRpkhmel - as
97% of the act|§ supp?enents and 97.3% of the non-active tablets were
corr ect | ymgdedtior{Pscos®Lady) Bhe nfeSFinflgaest ibytimaidnentsastitreefplaebel oped as a
mul tidi mensi onal self-report instrunment for assessing the key dinmensions of
sexual function in wonmen. The questionnaire is considered psychonetrically
correct Athnsoasatlrvplaealms Qﬁfrlﬁpl%ztfép@ﬁﬁd thrsatmg, 2oaludtdd b EBROTMARH011/ 052788
46 shovvn g cgornaln core andJull §ed1d L&al AL nooncr I nslbCa 1P?[le{ qh ons with SD.
The questi e Rad % g‘ gf GEVK ﬁ;Por ?%358@% Fshie f 'afri al e sexua
function and quality of life in several clinical trials or epldeniological
studi es. I n post-nmenopausal wonen, alterations in vaginal perfusion and in
the pr oduétnalaﬁls showed hatthp parﬁant\ramon%ﬁ torfigeBRant Mgy Sigai aﬁnﬁl herdAt factor in
sexual dysEiRCLfared 1 fnl 8 aMPUfer £4L PR laliflh 3REhA Gnd HIFN VRGN Gt €N
conpl ai n of vagin dryness rea group o his's y mucosa
dryness i (qisio¥and 3possi bl y Ieadlng to a facilitation of natura

i ntercourse. Micous glycol -proteins (nucins) from human cervi u vagi na
mucus i nclude several macronolecules (i.e., serine, threonine, proline,
sugars suah.asaMiRe %Mgg% UP@RaltApondhanel aatantasa g agh BeRse,
sialic acid and fructo hi's conposition nay be severe?y altered in
post nenopehmgt oARSFpdomdic s|¢oawd andi fnll deaadstores imoinetwo grhepsr(@pohse t o
stinulation with nucous production may be altered or delayed, which could
result in a dryer inucosal surface. This may cause nore difficulty during
i Nt er cour 3@aRnigdhSRsEKRBTEEH VOB OWS UBEIIsHY Gt a kdaBlRtih@BSse in the
Mcntircul ation alterations in diabetic wonen have been described and
quant i f i et repRnse (qyekigiing ESKhdamain senscy mcfntlémle sdores) gxisgAdetwasaithedi ng an
alteration in,va res a . strong, asso i.ati.,on wWith
Sexuai dy S ORLPRERTHR RS BhmbHE o R A BT AR D BT the

conbi ned gbfmppts t@ﬁiﬁaﬂ@@aahcaagrbegveaﬂdlerta@tgw@bshplemlesb er@blatin@ihepr oduce
conparabl e | ower | evel signs and synptons. Sexual dysfunction is a comon
pr obl em f Bsuliotrerhsolite; alycs wearidseihat the EesapRpedp FeyBSBHIN agu\/b Wap

physi ol og : nsy are involved, and there are very inportant
psycholog?%QFOPgﬁggng%ts Pharnaceutical treatnments for female SD are not
avail able at the nonent. An attenpt to treat SD with sildenafil in

post rrenop sal men was not effe Al so, hornonal treatnment may cause
i npor t ant Te é%fcemraﬂﬁw@lgsewﬁh? r{ﬂlieé%&nég’matr%%ﬂaﬁmf Pl WpSvenent in
dryness, whd eBPﬁS‘FltddﬁQan%&fré‘saa%% fufl s@'dlé%‘i‘és%tthe?t% BB 15AAsiPe obtai ned
with PrelLox Cady(r). This in turn may relate to an increase in frequency of
intercourse and a more sat i svigct ory rel ationship. Theeisitobservations are

i kel y to 1p anegelr grmA | gA[mE Armg E}mﬁj ly in

progr ess wi'l pays al wonen
2011/ 161655PCT/ 182021/ 05788 A7 ASDorrparl sonx of (SDr StXde WDt h tﬁe studi es

per f or med_by E our, St up.
This may Qés“ﬁue t gﬁ?er d%)fl ng SIQSt h4é%§t ngél4y6 - t al.
i ncl uded weywen at §.8hgi HPOf rea tI90 77,50 e 4. nor e,
Ito recrujted wo gl ffefoens o al Jpackgpnowngs t udy
of fers anLWHFgW@s erspectlve | xual fgﬁctlon nent
that cal | &rdaen fu o9 ni Well0 i B 'I‘IIQeé3F§I5 O Pt

]gRolsen S EEMRL& n] Jct 4(g ] esine 481501 nigar

eeling that 1nc in 0 e

receptivePtip a p V\ggiex%a%o |E£A?€I ﬁéﬁﬁ Iéq;bé ollO Og ng
about havFupSeex. How often did § xual desire or t?

Al nost al says or , “i a2 t e, 171 reefpd

(about haRéngeche t




Afewtines (less than half the tine) A nost never or never 2. How would
you rate your |evel (degree) of sexual desire or interest? Very high H gh
Moder at e wowoMetrsysssow or none at all Sexual arousal i nclpataB2phy=irgsal and
mental aspects of sexual excitenent. 3% may include feelings of warnth or
tingling in the genitals, lubrication (wetness), or nuscle contractions.

3. How often did you feel sexually aroused ("turned on") during sexual
activity or intercourse? No sexual activity Al nost always or always Most
times (nore than half the tine) Sonmetinmes (about half the tinme) A few tines

| th It the ti Al st | 4 | d t
evel of aiaB&aﬁ5aéﬁwég?%&qv&”ﬁ%axﬁ‘”@m%?g”r%éﬁélase (B0 or 1 nter cour Se?

WO 2011/ 1evassrdrfasashlysBinstheghaugsek i&F] dlomaiintseores and full
scale scores in the two groups
Arm A ArmB
Parameter Visit 2 Visit 3 Visit 2 Visit 3
. s x s " 1 s» x sp '
Desire 58,25 9,03 11,08 35,50 8,46 8,46
Arousal 62,00 8,83 10,30 40,00 0,00 8,46
Lubrication 62,00 8,83 10,37 40,00 0,00 9,28
Orgasm 61,50 9,49 10,63 40,00 0,00 9,04
Satisfaction 00,50 10,61 10,11 40,00 0,00 9,04
Pain 56,50 8,93 10,91 44,50 8,46 10,08
Full Scale
Score 60,13 7,76 9,12 40,00 2,26 6,39
Range

*Unchanged letter stands for statistical insignificance (a-a)
**A different letter means presence of statistically significant difference (p< 0,05) (a-

b, b-c)

Some key findings are implied in fig.8:

Women in the placebo arm had lower percent of response to therapy, compared to
women in the treatment arm. Interestingly, the symptom most influenced by the
administration of placebo, was pain. The domains arousal and desire were improved
the least in arm B. Treatment in arm A had the most possitive impact on the

parameters orgasm and satisfaction, whereas desire and pain were influenced the least.

Conclusions

Our findings showed that women in both groups’ most frequent complaints were Hot
flashes, Night sweats, Sleep problems and Irritability. These are also the symptoms,
which improved only in the treatment arm. According to total score alleviation of
climacteric symptoms was more pronaunced in arm A. Severity of symptoms reported
in arm B kept a permanent level during the whole period of examination, while

participants in the treatment arm experienced a pronounced improvement of their



Very high H gh Mbderate Low Very |low or none at all 5. How confident were
you about becom ng sexually aroused during sexual activity or intercourse?
No sexualweaabiwisigssVery hi gh confidence Hi gh confi dencepildBroat/es2enfi dence
Low confidence Very |low or no confidettce 6. How often have you been
satisfied with your arousal, (excitenent) during sexual activity or

i nt er cour SEBPIRESSRG Huf War PYigrntyvoll bebae thy gy ﬂégﬁ' stadpddjeoduesstsuts 4l (nor e
hai 1 the L1 oy AR P B E A0t ih bR R AR, =% 10
| ubri cat eHre@CW‘\’Véiady a dignifrrgntsiexngade indtmoglohincontentwtionergtbdcytes, Het,

thrombocytes, prolactine, estradiol and testosterone and a decrease in leucocytes,

fasting glucose and FSH were observed. Only LH and progesterone levels remained

unchanged. Climacteric symptoms were additionally evaluated by the Women's

Health Questionnaire (WHQ). During the observation period (visit 2 and 3) absolutely

all WHQ symptoms were downgraded more notably in arm A compared to arm B.

Prelox®Lady had a significant effect on improving concentration, anxiety/ fears and

somatic symptoms but failed to prevent depression. One of the symptoms less reduced

in the placebo group was also the depressed mood. Interestingly, the symptom most

influenced by the administration of placebo, was the self-perceived attraction. The

Female Sexual Function Index (FSFI) was used to assess sexual function in women.

One interesting phenomenon came into focus- pain was the domain less relieved by

the real medication and most influenced by the administration of placebo. Treatment

in arm A had the most possitive impact on the parameters orgasm and satisfaction,

whereas desire and pain were influenced the least.

Example 2: Improvement of sexual function in post-menopausal women:

The aim of this stady was to evaluate the efficacy of Prelox Lady® for
irnproving/controiling sexual dysfunction (S} in post-menopausal women with a
healthy circulation.

Methods: The Prelox Lady® and control groups were comparable at inclusion with
regard to the Fernale Sexual Function Index (FSFI) score with 36 wornen (50.1£3.1

years) and 39 wormnen {51.242.3 years), respectively.

Resulis: After four weeks treatment there was a significant (P<(.05) improvement in
the treatracnt group, which sustained until completion of the eight-weck trial period.
Minor, no significant changes were observed in controls. The median FSFI score at
mclusion was 44.6 and significantly imcreased to 70.9 after four wecks and remained
at this level after eight weeks (71.7; P<0.05 versus baseling). In the control group the

total FSFI was 44.1 at inclusion, and reached 45.0 after four weeks and 47 4 afier



No sexual activity Al nost always or always Most tinmes (nore than half the
tinme) Sonetinmes (about half the tinme) Afewtines (less than half the tinme)
Al nost newenoowieneser 8. How difficult was it to beconmecirubzaicedegs ("wet ")
during sexual activity or intercourse@ No sexual activity Extremely
difficult or inpossible Ver,_?( difficult Difficult Slightly difficult Not
di f i cul t “1888 Wk iSPReSHY v df Bratr e ed it g e L adyBry SRorgi Vet A¥Es " ) unt i |
conpl et ogfﬁ,rogm@m% 1264 (Mig ypgr intercourse? No sexual activity Al npst
al ways or al ways st tinmes (nore than half the tinme) Sonetinmes (about half
t he ti me) CénflevietiTesstidesmnt hamttabing frespectme) foV\@omen suffering from
2011/ 161655PC§T 1B2011/ 052788 L , :

sexual function probloms and suggests a pronusing new treatraent option. Larger

studies are required which should also investigate premenopausal and perimenopausal

Wwomen.

Prelox Lady®, a registered trademark of Horphag Research, has been developed to
improve women’s quality of life and sexual function. This proprietary formulation
consists of Pycnogenol, L-arginine, L-citrulline, and rose hip extract. Preliminary
reports of exploratory investigations studies on L-arginine indicate a specific activity
of Prelox Lady® in improving sensory effects in normal and diabetic subjects both by
mmproving microangiopathy and neuropathy and by an important action of peripheral
edema. L-arginine, as a precursor of nitric oxide (NG, has been used alone and in
combination with several cormpounds to improve sexual function.

NGO is the key mwediator for the up-regulation of cyclic guanosine rmonophosphate
{cGMP) that mediates circulation related to sexual function. The conversion of L-
arginine to NO s mediated by NOsynthase (NOS). Tncreasing local L-arginine levels
increases NO and Cgmp. L-arginine restores endothelial-derived NO production in
conditions associated with reduced NO production, i.e., in aging woracn, diabetes,
hypercholesterolemia, and hypertension. Circulatory health improvement with
Pycnogenol 1s understood to be associated with improved endothelial function and
enhanced NG synthesis in diverse pathologies.

The first phase of sexual response in females is neurotransmitter-mediated, vascular
smooth muscle relaxation, resulting 1o vaginal increase in flow, activation of mucosal
glands, vaginal wall engorgement, vaginal lurainal diameter expansion and increased
clitoral perfusion.

Different types of microangiopathy, atherosclerosis, smoking, diabetes, and other
cardiovascular diseases and drug treatroents all interfore with these functions,
reducing vaginal engorgement and mucosal activation and causing a reduction in
clitoral perfusional and erectile alterations. NO 1s involved 1 ali these responses.
Alse, in many post-menopausal women, vaginal atrophy, a decrease in sexual inferest
and function, may be NO-dependent. Estrogen level reduction or withdrawal may also

play an important role in the regulation of vaginal NO functions {in nerves, smooth



49 Al nost never or never 10. How difficult was it to maintain your

| ubrication ("wetness") until conpletion of sexual activity or intercourse?
No sexualweacabiwvicigssExtremely difficult or inpossible VergrdBioii/oizgs
Difficult Slightly difficult Not diff42cult 11. When you had sexual

stimulation or intercoyrse, how often did you reach orgasm (climax)? No
sexual act*‘i“\?‘?if-‘»y"aﬁ&‘ﬁ% 2 13%@%% aggd Vaa;iwgyguq%@t Thg ﬁlﬁgﬂf(tﬁw@d@’w fal f t he

time) Sonmef RS ﬁ&%@@&g@y Q@Haﬁ;\h}%&*&ﬂ%ﬁnﬁh@&% Folr T8 ,ro(vkrﬁﬁc%_nhgﬁﬁﬁkﬁi fn the tine)
Al nost never or never ~12. en you had sexual stinulation or intercourse,
how di f f i bedithywastmichofpamsalyountrowrteacmacgagang¢e! i max) ? No sexual activity
Extrenely difficult or inpossible Very difficult Difficult Slightly
difficult Materials and methods

The study mncluded healthy, post-menopausal women in the age range of 45 to 55

years. In accordance with a receunt protocol, the evaluation method used was the FSFI,

a validated questionnaire {Table 16} with multidimensional scales for assessment of

female sexual function. Norral women with SD were assessed with a defined

screening program for healthy women previously screened for cardigvascular

problems.

Table 16. Scoring for the FSFI

Mimimum  Maximum

Domain Ttem Number Score Range Score Score

Desire 1.2 i-5 2 10
Arousal 3.4,5,.6 -5 0 20
Lubrication 7, 8, 9, 10 -5 O 20
Orgasm 11,12, 13 -5 Q 15
Satistaction 14, 15, 16 O (or 5% 2 13
Pain 17, 18,19 0-3 it 15

*Range for tem 14 = 0-5; range for items 15 and 16 =1-3

Table 16

Their main endocrinological functions (including thyroid functional values and other
metabolic parameters) were within normal values. These women had not been
incladed in previous studies. No clinically significant cardiovascular discase was
present at the moment of inclusion. Their inclusion body-mass index (BMI) was <24,
A satisfactory cducational and cultural-social status was considered important for
inchasion and for a full understanding and adherence to the study protocol. Sexual
dysfunction and defined previous menopause, and full consent {after careful
mformation about the study) were important inclusion criteria. The meluded worsen
had no surgery or hormonal treatment within the past twelve months before inclusion
or during the evaluation period. Prelox Lady® tablets contain a proprictary
combination of 20 mg Pycnogenol®, 200 mg L-arginine, 200 mg L-citrulline and 50

mg rose hip extract. In this study the daily dosage was four tablets {(two tablets/twice



Not difficult 13. How satisfied were you with your ability to reach orgasm
(climax) during sexual activity or intercourse? No sexual activity Very

sati sfi edwvbbder@mieby satisfied About equally satisfied aou/rB2Eyet27ss | ed
Moderately dissatisfied Very dissatisfsied 14. How satisfied have you been

with the t nal cl oseness during sexual, act'vi y between you
and your 3%%5%@@@@2”5@% bvediet TRA ¥ epsy "s?étlﬁs%ﬁf ﬁﬂéﬁtliva@é aEBIcyo%ek i sfied
About equald 1k §ﬁﬁh§$f geoaRd bt i gsald &Hh@%o%ﬁs%&@ét%wfww S8k, w&du ver y

di ssati sfi ed ” How 'satisfled have you been with your sexual relationship
Wit h yourxx}aamecred@i Mémycig;atmgifaf@dfmkﬂ@@@@lﬁ@@dk@@ﬁ?WQOlll 052788 50

A comparable group of women served as the control group and took similar tablets
that did not include active substances in the same manucer as the freatment group in
single-blinded fashion. No medications or other supplements were used during the

trial period, while daily vitamins and minerals were permitted.

Statistical analysis

The atm of the registry was to analyze data from a group of R0 women, half of whom
used active Prelox Lady® for at least eight weeks. The results were evaluated using
analysis of variance (ANOVA with the Bonferront correction) and the non-paramctric

Mann-Whitney U test.

It was concluded that at least 20 subjects completing the study/observation period 1o
cach group were necessary to obtain statistically meaningful information. This
predefined number was chosen to overcome spontancous or intra-individual variations
and to gvercome inter-individual variability in the FSFI score. As non-clinical
condition SD in wornen may have peaking periods of mmportant signs and symptoms
followed by other periods of a lower level of signs and symptoms. Vartations may be
due to several unpredictable factors that include individual situations (i.e., stress
fevels), environmental and social factors, as well as habitual and occupational

changes.

The F5FT questionnaire: factor analysis and scoring

in the original evaluation of the FSFI score system, a main component analysis (using
varimax rotation) was performed to investigate the factor structure of the
questionnaire, FSFT items had been selected on the basis of statistical critena for tem
inclusion, among those high/moderate Ioading on one factor, low crossfactor loading,
high/moderate test-retest reliability, and good discrimination between the FSAD and
the control sample. In Rosen’s original report, which was the basis of the present
study, tterns were gencrally clustered in the predicted fashion and had relatively high

factor loadings, supporting the global factoral validity of the final questionnaire. The



Moderately satisfied About equally satisfied and dissatisfied Mdderately
di ssatisfied Very dissatisfied 16. How satisfied have you been with your
overal | swwuali/ieidse? Very satisfied Moderately sati sfi es#ciiBriii/espasd |y
satisfied and di ssatisfied Mderatel y4di ssatisfied Very dissatisfied 17.
How often did you, experience disconforf or pain during vaginal penetration?
Did not att@npi haﬁﬁl@?@%@ﬁ%% 1%3&&%@ BRCIH SRENES. MERTCVEY: ﬁ%@ﬂr(%ﬁor e than
hal f the tlLing) I00BLITRE HLARONEN RRlts jtnﬁ'@\i{ﬁ AB): £ Jn‘fv%dﬁdtzﬁ@csvﬁihﬁss than hal f
the tine) Al nbst never orD ever 18. How often did you experience

di sconfort or pain foll ow ng vagi nal penetration? Did not attenpt

i ntercourse Al nost always or always Most tines (nore than half the tine)
Sonet | masﬁfgﬂ%t half the tine) Afewtinmes (less than half the tine)

Table 17: results of the FSFI questionnaire.

1.SEXUAL DESIRE OR INTEREST

INCLUSION 4 WEEKS 8 WEEKS

TREATMENT 2.33;1.2 3.6;1.1 3.78:1.4

CONTROLS 2.3;1.1 2.2;1 2.8;1.1
2. LEVEL (DEGREE) OF SEXUAL DESIRE OR INTEREST

T 2.8:1.1 3:1.1 3.2:1

C 2.9;1.3 2.8;1.4 2.9:1
3. SEXUAL AROUSAL (HOW OFTEN)

T 2.21 2.9:1 3.32

C 2.3;1.2 2.2;1.1 3.1;1.2
4. LEVEL OF SEXUAL AROUSAL

T 2.1;1.1 3.8;1.2 4.1;1.3

C 2.2;1.2 2.2;1 2.3;1.2
5. CONFIDENCE (ABOUT AROUSAL)

T 2.23;1.2 3.9;1.1 3.8:1

C 2.1;1.2 2.2;1.4 2.9:1.2
6. HOW OFTEN SATISFIED WITH AROUSAL

T 2.71;1.2 3.4;1.2 3.3;1.3

C 2.6;1.3 2.7:1 3.02;1.1
7. HOW OFTEN BECOME LUBRICATED DURING S. ACTIVITY

T 3.1;1.3 3.7;1.2 4.2:1.4

C 311 3.1;11 2.9:1.1
8. HOW DIFFICULT TO BE LUBRICATED DURING S. ACTIVITY

T 3.9;2.1 3.9:1.3 4.1:1.2

C 3.7; 3.5:1.1 3.2;1.2
9. HOW OFTEN MAINTAIN LUBRICATION UNTIL END OF S. ACTIVITY

T 2.3;1.3 4.4,0.7 4.1;1.3

C 2.1;1.1 2.2;1.1 2.3:1
10. HOW DIFFICULT TO MAINTAIN LUBRICATION UNTIL END OF S. ACTIVITY

T 2.1;1.1 4;1.1 4.2:1.1

C 2.1;1 2.41.2 2.3;1.2
11. HOW OFTEN REACH ORGASM

T 2.1;1 3.5;1.1 3.413

C 2.2;1.2 2.3;1.5 2.3;1.2
12. HOW DIFFICULT REACH ORGASM

T 2.7:1.2 4.3;,0.4 4.5:1

C 2.51.2 2.7:1.5 2.7:1.3
13. ABILITY TO REACH ORGASM

T 1.7;1.9 3.5:14 3.2;1.2

C 1.65;1.2 1.7:1 1.6;1.1
14. EMOTIONAL CLOSENESS

T 2.1;1.6 4.2:0.7 4.2:1.1

C 2.1;1.1 2.2;1.1 2.2;1.3
15. SATISFACTION ABOUT SEXUAL RELATIONSHIP

T 1.9;1.1 3.8;1.1 3.7:1.3

C 1.7;1.2 1.6;1.2 1.4;1.2
16. SATISFACTION WITH OVERALL SEXUAL LIFE

T 2.1;1.2 3.3;1.1 3.2;1.1

C 2.2;1.1 2.2;1.4 2.4;1.1
17. HOW OFTEN DISCOMFORT OR PAIN (AT PENETRATION]

T 2.1;1.2 4.2:0.4 4.1:1.2

C 2.2:1.1 2.3:1.1 2.5;1.1



Al nost never or never 19. How would you rate your |evel (degree) of

di sconfort or pain during or follow ng vagi nal penetration? Did not attenpt
i nt er courwe Wawr1dssgh H gh Moderate Low Very | ow or nonecatBalil/ofrgspl e 3
Synergistic activities of Pr oant hocyatsi din extract -L-arginine /

Lcitrulline n a n|n etract f or female sexual
function V%H’@Wné) @\E@%ﬁa MF Péﬂd(@ugg@%ep ﬂﬁ he established "Fennl e
Sexual Functi og | ndex" uesztj opnaire 2[5510,sen et al., 2000]. The

quest i onngj, [&/ea|DEONE) @pm@@@mmmﬁ\wmmﬁ sineTRambRat egori es (domai ns)
related to femal e sexual2.f;unction,430.4 h m ni4mm and nmaxi num scores gi ven:

WO 2011/ 161655C PCT/ 1B20212 052788 %321 Desire 2112 6 Arousal O-

44 .64 70.9* 71.71%
44.15 45.0 ns 47 .4

Thirty-six out of 40 women i the Prelox Lady® group (aged 5814 3.1 years; range
45-55 years) completed the study period of cight wecks. There were 39 comparable
controls {aged 51.242.3 years; range 46-35 years) who completed the cight-week
follow-up out of an initial 43 women. These dropo-uts resuited from non-medical
reasons, due to failure to attend the check-ups or irregularitics in completing the FSFI
forms.

Results of the analysis of the 19-iter questionnaire are shown in Table 17, The scores
for the single items and standard deviations values are indicated: after four weeks
there was a significant (P<0.05) improvement in the treatment group. The significant
merease was sustaived until the end of the eight-week observational period. Minor,
insignificant changes were observed in the control group. The total median FSFI score
w1 the Prelox Lady® treated group at inclusion was 44.6, which increased to 70.9
{(P<0.05) after four weeks and remained at a comparable value after eight weeks (71.7;
P<0.05 in comparison with the mitial valuc).

In the control group the total FSFI score was 44.1 at inclusion (no si gniﬁcant

weeks and 47 4 after eight weeks. The changeﬁ were statistically insignificant. The
total FSF1 score increase in the treatment group was significantly higher after
completion of the eight week observational pertod as compared to the countrol group
(P=0.022). No side cftects or intolerance problems were observed. Compliance was
optimal as 87% of the active supplements and 97.3% of the non-active tablets were

correctly used.

Discussion
The FSFI questionnaire has been developed as a wultidivoensional self-report
instrument for assessing the key dimensions of sexual function in women. The

guestionnaire is considered psychometrically correct; it 18 sitaple to complete and has



6 Lubrication 0- 6 Satisfaction 0.8- 6 Pain 0- 6 Adult wonen of all ages
were investigated who presented with a score | ower than four points out of
maxi mum swe 2poirsiassf or all five donmai ns. The investi gat iPom/IBEEp1/03238% he
nunber of responders to the intervent46on as detailed in the tables after
four weeks treatne core equ?ﬁlcto or  hi gher t han. four points for

h
all five ofswdRdeo ﬁj\é‘mhtf?lefgﬁg%‘ HyrRctRCHpnslrE RNy tAsUe X 5F ai ned above to

t aki ng thguabg{n‘\f%‘{\wﬁs BURRLY; agkal oy t@@aé@%ﬁﬁéﬁﬁ&%&%ﬂm <0 %ok n@d 9i Ni ne +
200 nmg citrulline Rosa canina 50 ng Responders 1

quality of life in several clinical trials or epidemiological .xtudms. In post-menopausal
women, alterations i vaginal perfusion and in the production of cervical and vaginal
mucous may be an important factor in sexual dysfunction. This is more evident in
diabetic women who often complain of vagimal dryness. In the treatraent group of this
study mucosal dryness improved, possibly leading to a facilitation of natural
imtercourse.

Mucous glycol-proteins (mucins) from human cervical/ vaginal roucus inchude several
macromelecules {i.e., sering, threonine, proline, sugars such as N-acetylghucosamine,
N-acetyigalactosamine, galactose, sialic acid and fructose). This composition may be
severely altered in postruenopausal and particularly in diabetic women. The response
to stimmulation with mucous production may be altered or delayed, which could result
in a dryer mucosal surface. This may cause more difficulty during intercourse and
also cxposes woraen to subelinical infections. Microcirculation alterations in diabetic
wornen have been described and guantified. 1t 1s possible that these important
alterations, inchuding an alteration in vasomotor responses, may have a strong
association with sexual dysfunction in women. However, even in non-diabetic women
the combined effects of mucosal aging and reduced hormonal levels may produce
comparablc lower level signs and symptoms.

Sexual dysfunction is a common problem for women, but it is seldom reported and
discussed. Several physiological actions are inveolved, and there are very important
psychological components.

Pharmaceutical treatments for fomale SD are not available at the moment. An attempt
to treat S with sildenafil in postroconopausal women was not effective. Also,
hormonal treatment may cause important side effects. This study indicates a
significant improvement in dryness, with resulting decrease in discomfort and pain
can be obtained with Prelox Lady®. This in turn may relate to an increase in
frequency of infercourse and a more satisfactory relationship. These observations are
likely to be confirmed in larger studies with Prelox Lady® currently in progress with

premenopausal and menopausal women.



|4/ 27 24/ 26 20 ng Cocoa extract + 200 ng L-arginine + 200 ng citrulline
Rosa canina 50 ng Responders 9/22 15/23 19/23 20 ng G- een tea extract +
200 ng L-wenrgimicness+ 200 ng citrulline Rosa cani na 50 npcRaspanoerss 11/ 24
| 4/ 24 47

A comparison of our study with the studies performed by Ito and co-workers shows
better results in our study group. This may be due to a tighter defined age range, as the

study of Ito ez ¢f. included women at ages ranging from 20 to more than 77 years.

Furthermore, Ito recruited women with different socio-cultural backgrounds. This
study offers an interesting perspective in wornen’s sexual function enhancerent that

calls for further clinical investigation.

The FSFI questionnaire (Rosen’s Female Sexual Function Index)

Sexual desire or interest is a feeling that includes wanting to have a sexual
experience, feeling receptive to a partner's sexual initiation, and thinking or

fantasizing about having sex.

1. How often did you feel sexual desire or interest?
Almost always or always

Most times (more than half the time)

Sometimes (about half the time)

A few times (less than half the time)

Almost never or never

2. How would you rate your level (degree) of sexual desire or interest?
Very high

High

Moderate

Low

Very low or none at all

Sexual arousal includes physical and mental aspects of sexual excitement. It may
include feelings of warmth or tingling in the genitals, lubrication (wetness), or

muscle contractions.

3. How often did you feel sexually aroused (''turned on') during sexual activity
or intercourse?

No sexual activity

Almost always or always

Most times (more than half the time)

Sometimes (about half the time)

A few times (less than half the time)

Almost never or never

4. How would you rate your level of sexual arousal ('"'turn on") during sexual
activity or intercourse?



20/ 23 20 ng G ape seeds extract + 200 ng L- arginine + 200 ng citrulline
Rosa cani na 50 ng Responders 13/26 16/28 23/27 52 20 ng cranberry extract
+ 200 ng We 2arigiemisse + 200 ng citrul line Rosa cani na 50 pow/Bed posdes s/ n
13/ 26 48

No sexual activity
Very high

High

Moderate

Low

Very low or none at all

5. How confident were you about becoming sexually aroused during sexual
activity or intercourse?

No sexual activity

Very high confidence

High confidence

Moderate confidence

Low confidence

Very low or no confidence

6. How often have you been satisfied with your arousal (excitement) during
sexual activity or intercourse?

No sexual activity

Almost always or always

Most times (more than half the time)

Sometimes (about half the time)

A few times (less than half the time)

Almost never or never

7. How often did you become lubricated (""wet'') during sexual activity or
intercourse?

No sexual activity

Almost always or always

Most times (more than half the time)

Sometimes (about half the time)

A few times (less than half the time)

Almost never or never

8. How difficult was it to become lubricated (''wet") during sexual activity or
intercourse?

No sexual activity

Extremely difficult or impossible

Very difficult

Difficult

Slightly difficult

Not difficult

9. How often did you maintain your lubrication ('""wetness'') until completion of
sexual activity or intercourse?

No sexual activity

Almost always or always

Most times (more than half the time)

Sometimes (about half the time)

A few times (less than half the time)



14/ 25 21/25 80 ng G ape seeds extract + 200 ng L- arginine + 200 ny
citrulline Rosa canina 50 ng Responders 11/25 15/26 20/24 The results show
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a proant hocyanidin rich extract (Pycn®genolO, Cocoa, green tea, G ape seed,
cranberry) plays a synergistic effect as neasured by the nunber of wonen
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obtained results on the FSFI evidence that the addition of Rosa canina or
extracts 1hdlewidifficuld wast tormaindaiviyour huprifatiandSwetresy) vatigi ni ne and a
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Almost always or always

Most times (more than half the time)
Sometimes (about half the time)

A few times (less than half the time)
Almost never or never

12. When you had sexual stimulation or intercourse, how difficult was it for you
to reach orgasm (climax)?

No sexual activity

Extremely difficult or impossible

Very difficult

Difficult

Slightly difficult

Not difficult

13. How satisfied were you with your ability to reach orgasm (climax) during
sexual activity or intercourse?

No sexual activity

Very satisfied

Moderately satisfied

About equally satisfied and dissatisfied

Moderately dissatisfied

Very dissatisfied

14. How satisfied have you been with the amount of emotional closeness during
sexual activity between you and your partner?

No sexual activity

Very satisfied

Moderately satisfied

About equally satisfied and dissatisfied

Moderately dissatisfied

Very dissatisfied

15. How satisfied have you been with your sexual relationship with your
partner?
Very satisfied



Men's sexual function is scored using the established "International |ndex
of Erectile Function" (Il1EF) questionnaire [Rosen et al., 1997]. A subset

of only 6wquesticosss (#1- 5 plus 15) of the total 30 quegCiraBmii/sswed ated to
erectile function with val ues rangi ngof rom m ni nrum zero to 30. To avoid
communi cation of exact |l1EF scores [0-30], nen are judged as having
moder at e ModerafqlesHsEEf ers at basel ine with val ues 13-18 and after

t r eat ment AReW; cayplihgsadigfied idedipsabisficsk il e abilities (values of 19 and above).
Tr eat ment Mbdertdlpdispaisfiehosen as 2 weeks because after 4 weeks with Prel ox0
(US 2004/ Y808 dsptisfil | | EF was previously published to reach 28/ 30. That
does not | eave roomfor further synergistic activities. Erectile function

total sconesHewRatididdta®eRoatbeen dsthiyoluk @werallSeis lifet er pretati on 0-6Severe
dysfuncti @@ar/sadidriddder at e dysfunction 13-18 M| d to noderate dysfunction
19-24 M| Q/Ioa;él%ft Glils@Bq 25- 30 No dysfunction Men responding with | nprovenent

as expl ai R%gutae%‘ﬁ ﬂzy 80 H0 Dveqogenely + 2.8 g L-arginine Quercus robur 100 ny
Responder ﬁ/loderately dissatisfied
Very dissatisfied

17. How often did you experience discomfort or pain during vaginal penetration?
Did not attempt intercourse

Almost always or always

Most times (more than half the time)

Sometimes (about half the time)

A few times (less than half the time)

Almost never or never

18. How often did you experience discomfort or pain following vaginal
penetration?

Did not attempt intercourse

Almost always or always

Most times (more than half the time)

Sometimes (about half the time)

A few times (less than half the time)

Almost never or never

19. How would you rate your level (degree) of discomfort or pain during or
following vaginal penetration?

Did not attempt intercourse

Very high

High

Moderate

Low

Very low or none at all

Example 3: Synergistic activities of Proanthocyanidin extract -L-arginine / L-
citrulline combinations with added Rosa canina extract for female sexual

function

Women'’s sexual function is scored using the established “Female Sexual Function
Index” (FSFI) questionnaire [Rosen et al., 2000]. The questionnaire allows to score
prevalence of six subcategories (domains) related to female sexual function, with

minimum and maximum scores given:



12/25 16/25 22/24 80 ng Cocoa extract + 2.8 g L-arginine Quercus robur
100 ngy Responders 10/23 14/20 17/21 80 ng Geen tea extract + 2.8 ¢
L-arg Quewousiwiwldiss 100 ng PCT/IB2011/052788

51
Desire 1.2 -
Arousal 0 -
Lubrication 0 -
Satisfaction 0.8 -
Pain 0 -

AN N N N D

Adult women of all ages were investigated who presented with a score lower than

four points out of maximum six points for all five domains.

The investigation depicts the number of responders to the intervention as detailed in

the tables after four weeks treatment with a score equal to or higher than four points

for all five domains.

Women responding with improvement as explained above to taking the following

supply daily

20 mg Pycnogenol + 200 mg L-arginine
+ 200 mg citrulline

Rosa canina
50 mg

Responders

16/26 |

4/27

24/26

20 mg Cocoa extract + 200 mg L-arginine
+ 200 mg citrulline

Rosa canina
50 mg

Responders

9/22 |

5/23

19/23

20 mg Green tea extract + 200 mg L-
arginine
+ 200 mg citrulline

Rosa canina
50 mg

Responders

11/24 [

4724

20/23

20 mg Grape seeds extract + 200 mg L-
arginine
+ 200 mg citrulline

Rosa canina
50 mg

Responders

13/26 |

6/28

23/27




Responders 10/25 15/23 19/23 54 80 ng G ape seeds extract + arg Quercus
robur 100 ng Responders 8/ 19 14/20 15/20
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20 mg cranberry extract + 200 mg L-
arginine
+ 200 mg citrulline

Rosa canina
50 mg

Responders/n
13/26 | 4/25
21/25

80 mg Grape seeds extract + 200 mg L-
arginine
+ 200 mg citrulline

Rosa canina
50 mg

Responders
11/25 | 5/26
20/24

The results show Rosa canina extract added to a mixture of 200 mg L-arginine +
citrulline + a proanthocyanidin rich extract (Pycnogenol®, Cocoa, green tea, Grape
seed, cranberry) plays a synergistic effect as measured by the number of women
responding to the treatment by improvement of their sexual function . The obtained
results on the FSFI evidence that the addition of Rosa canina or extracts thereof to a
mixture consisting of a source of arginine and a source of proanthocyanidin are much
better than the simple addition of the results obtained for Rosa canina alone on one
hand and the results obtained for a mixture consisting of a source of arginine and a
source of proanthocyanidin on the other hand (comparison with US 2004/137081
Rohdewald). This is the proof of an unexpected and surprising synergistic effect on

female patients.

References
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D'Agostino R Jr. The Female Sexual Function Index (FSFI): a multidimensional self-
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191-208, 2000.

Example 4: Synergistic activities of Proanthocyanidin extract -L-arginine

combinations with added Quercus robur extract for male sexual function



The results show that Quercus robur extract added to a m xture of 2.8 g
L-arginine + a proanthocyanidin rich extract (Pycnogenol, Cocoa, green tea,
G ape seewp 20riamwoessry) plays a synergistic effect as neasunBzhibys2tgse nunber
of men responding to the treatnent bys3i nprovenent of their sexual function
. The obtained results on the |IEF evidence that the addition of Quercus
robur (oaMRcowKuy UI%-,%PP&HC@T@H@F%S@ g2 1Sﬁ?‘§<t]GFeénaé’8H§'I§Ei‘?Xn BectilSsour ce of

arginine g tﬁnsggﬁs@ﬁtfseéﬁ ng_ﬁ@gg&f%mmqilomrgﬁugé@obﬁg}{gsrqo&emswﬁ simpl e

addition of the obtain or Quercus robur a n one hand and

t he resul f plwbttabhthd tétak 3(aquestensrie radanad iosdrecige Gfncaos vuthoelues rawggigni ne and a
source of .proanthocyani dip on the other hand (conparison with US
2004/1370§§mﬁBHW@%@V@¥”DT 's is the proof of an unexpected and surprising

syner gi st T a@6iiemnAMidiBbE oPtdcENES scdEA[UB @, £ 'en%e"gﬁa%édsatsnﬁvﬁgti vities of
Proant hocyani di n extract -L-arginine conbinations W th added conbi nation of
Quer cus r ploderatparecide prohltnRod hasshing wathertucad3-18@nd pitetreatideitenal e sexual

funct i on N5 RARMEG AL IRLARTENL: R AL oL S ARV S B0

g arginine us r obur 0sa cani na 50 ny

Responder /ad 3fod6n ad 7 k26ks t234@R aftdarRckLs10 REIGER WS ROO4PI O8e NERt as
expl ai ned above 80 ng Pycnogenol + 2.8 g L-arginine Quercus robur 100 ng
and Rosa HERiwas IEQI”W@SIY pqégﬁg%@rrgach 28/30. That does not leave room for further

synergistic activities.

Erectile function total scores can be interpreted as follows:
Score Interpretation

0-6  Severe dysfunction

7-12 Moderate dysfunction

13-18 Mild to moderate dysfunction

19-24 Mild dysfunction

25-30 No dysfunction

Men responding with Improvement as explained above

80 mg Pycnogenol + 2.8 g L-arginine Quelrg (1)1 i;;bur
Responders
12/25 | 6/25
22/24

80 mg Cocoa extract + 2.8 g L-arginine | Quercus robur

100 mg

Responders

10/23 | 4/20

17/21
80 mg Green tea extract + 2.8 g L-arg Quercus robur
) 100 mg

Responders

10/25 | 5/23

19/23




11/24 14/21 18/21 WD 2011/161655PCT/ 1B2011/052788 55 The results show
that the conbi nati on of Quercus robur extract and Rosa cani na extract added
to a m xtwoeonf1626s8 g L-argi nine + a proant hocyani di n ripchiBtii/ex2tss
(Pycnogenol) play a synergistic effec4 as neasured by the nunber of nmen and
wonen responding to the treatment by fnprovenent of their sexual function.
The obt a| nedgp galiblape S¥ddeRea& g the addition Preguniobliir e of Querfus
robur (oak wood)” or extracts thereof and Rosa cani 480812 extracts thefeof to
a conpos|tion consisting of a conbResgondarsof a source of arginine and a
source of proanthocyars/ti n are nuch better than the4&ompl e addition pf the
results pbtained for Quercus robur angpiosa cani na on one hand and the
resul ts obtained for the conmposition consisting of a conbi nation of _a
source of arginine and a source of proanthocyanidin on the other hand

(conparis versus respegtively US 2004/ zg 1 and RU 8811)... This is the
oot ot - Se Rk e ERRCae R e REEGRERERe PR bR o g 1 onal e
pati ents. +ExaegHtieoc§aniBinfradt &uaét (RyafogtndN€oaddedeil RagGeahidtiat i on of

Proant hocyanidin rich extract and Rosa canina extract for fermal e sexual

functi on VWRBHTYRYSASYRILie BifeGhes Bvertsed buthcawpibsr pleen snendee oy

PyCnogenol i §9 AP BRcifind: &xdallui@h" TS oBRSRANEGHS on WY 271 5/ 26

IIEF evidence that the addition of Quercus robur (oak wood) or extracts thereof to a
mixture consisting of a source of arginine and a source of proanthocyanidin are much
better than the simple addition of the results obtained for Quercus robur alone on one
hand and the results obtained for a mixture consisting of a source of arginine and a
source of proanthocyanidin on the other hand (comparison with US 2004/137081
Rohdewald). This is the proof of an unexpected and surprising synergistic effect on

male patients.
Example S: Synergistic activities of Proanthocyanidin extract -L-arginine
combinations with added combination of Quercus robur extract and Rosa canina

extract for male and female sexual function

Men responding with Improvement as explained above

Quercus robur 100 mg and

80 mg Pycnogenol + 2.8 g L-arginine Rosa canina 50 mg

Responders
13/26 | 7/26
23/25

Women responding with Improvement as explained above

Quercus robur 100 mg and

80 mg Pycnogenol + 2.8 g L-arginine Rosa canina 50 mg

Responders
11/24 | 4/21
18/21




The results show that 2.8 g L-arginine added to a m xture of a

proant hocyanidin rich extract (Pycnogenol) and Rosa cani na extract plays a
syner gi stwo 2efiiwecéssas neasured by the nunber of wonen r espaBziings2res t he
treatment by inprovement of their sexdal function. The obtained results

evi dence tBat the addition of a mxtfure of Rosa cani na or extracts thereof
and a souf BersH tﬁfrh@mlh ¢ SHnbmAtigo fuG GrtRobYE extrastANdRASICARTh bet t er

than the §J;t?Pét%dé&{jﬂota!rﬁ&t&E o?ﬁ% d E3) 1£§1eqbat1§}‘o91‘ﬁﬁoéﬂhldﬂ{Hé}{‘&ﬂ&%’an' din and
Rosa cani na on one hand and the Tesults obtained for a source of arginine
al one on (henogdnel) ﬁh@mjsy(nergmarelf%otmswasunsd%@t}?@manbﬂBﬁwnmmhmmaﬂl\l) Thi s

is the proof of. an unexpect d and sur ct on nmal e and
femal e pat® Rofcing t 6% ﬁ% g %§§’¥J§gﬁg’ga ,CAF ?me&

prepar at i RRuEPASHSGE Rht tH2 a@dﬁféﬁ%‘f B@ﬁlkﬁ!ﬁ’e &f QuerduSRBEE BRfwdddgant hocyani di ns,

a source of arginine, Rose hip and / or extracts thereof or Quercus robur

and / or ex@tacéedh@reoﬁ%ﬂdbfsa@ﬂmaamec@ thﬁf@p%f@fa coamysitios gpraying adrci pi ent .

2. The prg l’Ial'{) attlloo ¥ faacscoolrrc%lor%%r tlo glar% ource o] roathScalagl Toate on cﬁfb &ertgl nine is
argini ne or et T Ul Vih@Yor O TRT e oF any al?gl nrhe’ |decu SO14 °8¢

derivati veantiediggfe adddion UTehdrcoparodtdifd fof E@u&rﬁobltr@ﬁd Rosa\bgiimi éh sai d
source of arginine is a salt or dipeptide of L-arginine and aspartic acid.
4. The prepliadiagd thy resylsobgained fgr 816 CREPPEITIAN sQfisiPliag @f 8 éompination of a

pr oant hoc i r nt hesi zed
mat eri al .X&@&d%glhrﬁlg%%?gts?%ggf L@?ﬁh?hc)%%%(gﬁﬁenﬁgﬁ h%?gnt ext ?%ct IS

sel ected wmurser&cgvﬂwUScmwﬂé%ﬂo&gamRUera&SHQc}]lafmsdhaprooﬁnfm ni ng extracts
sel ect ed anong extr cts of pine bag‘g fgrape segg alppl es, peanut skin,

wal nut s, B%f‘ﬁ‘@@?t% Ry IF%%W@PF%}SUC fep ot Walepmn ??aelBP‘iﬁ%%rry, al monds,

tea, hawt horn, cocoa or conbination thereof. 6. The preparation of claim
5, wherein the pl ant extract is originated from pine bark, preferably the
French maritine pine bark. 7. The preparation of any of clainms 1 to 6,
wher ei n REsemipls:dffects of L-axginhnt £ldell 6 acbmbingridisef Ranathocpaidin

tocopher ols, tocotrienols, vitamn ? lgola}l/ﬁhhenol s and gl ycosi des of nono-
or - or “ﬂ‘leé??f:‘g?%@ Qﬂca&“ﬂff’pﬁﬂ% or igmat¢3exyaiYREUOR on” of any of clainms 1
to 7 wherein the suitable excipient is a pharmaceutically acceptable

exci pi ent. WD 2011/ 161655PCT/ 1B2011/ 052788 57 9. The preparation

accor di ngWanenygsmhdoigayitts InlproverBentfapexplsieed abavef ood preparation, a dietary
suppl enent, a nutraceutical, or a beverage.

80 mg Pycnogenol + Rosa canina 50 mg | 2.8 g L-arginine
Responders
13/27 | 5/26
24/26

The results show that 2.8 g L-arginine added to a mixture of a proanthocyanidin rich
extract (Pycnogenol) and Rosa canina extract plays a synergistic effect as measured
by the number of women responding to the treatment by improvement of their sexual
function. The obtained results evidence that the addition of a mixture of Rosa canina
or extracts thereof and a source of proanthocyanidin to a source of arginine are much
better than the simple addition of the results obtained for proanthocyanidin and Rosa
canina on one hand and the results obtained for a source of arginine alone on the other
hand (comparison versus WO 2008/115583 MINI JOHN). This is the proof of an

unexpected and surprising synergistic effect on male and female patients.



10. A medi canent conprising the preparation according to any of clains 1 to
8. 11. The nedicanent of claim 10 or the dietary supplenent of claim9,
char act erwpedivwidsiat sai d nedi canent or dietary suppl ememtiB2E1/esrssni st er ed
at a dosage of between 5 ng per day t® 2' 000 ng per day. 12. The

medi cament of claim 10 or the dietary supplenent of claim9, for use in

i nprovi ng sexual fitness or wellness of both sexes. 13. The nedi canent of
claim 10 or the dietary suppl ement @EAEMS m 9, for use in inproving man and
femal e sexual enhancenent. 14. The medi canent of claim 10 or the dietary
suppl enent of claim9, for use in treating or preventing sexual dysfunction
in both sexeSpmpmﬁﬁoﬂwmﬁﬁMngihomnbﬁmﬁémbfng in the conbination of a source
of proanthocyanl urce of arginine and Quercus robur and / or
extracts tﬁ@ﬂgﬁ?o1¥8““$N€m@8ﬁ605|t|0n according to claim15, further
conpr|5|nga§9§gagf Ang / or extracts thereof and a suitable excipient
q.s.p. 17. The con%05|t|on according to any of clainms 15-16, for use in

i nprovi ng- §éxabh)mwﬂmessUmﬁsmekmﬁesgu@tubmbhrsmkbswmﬂi@sﬂﬁhwfoowposition
according to of . cl r use in inproving man and fenal e
sexual enﬂ%?&%ﬁ%ﬂFOfaﬁ a“*ﬁé? %ﬁg5g}tion according to any of clains 15-16,
for use in treating or preventing sexual dysfunction in both sexes.

2. The preparation according to claim 1, wherein said source of arginine is arginine

or citrulline or ornithine or any arginine precursors or derivatives thereof.

3. The preparation of claims 1 or 2, wherein said source of arginine is a salt or

dipeptide of L-arginine and aspartic acid.

4. The preparation of claims 1 to 3, wherein said source of proanthocyanidins is

originated from a plant extract or from a synthesized material.

5. The preparation of claim 4, wherein the plant extract is selected from the group
consisting of proanthocyanidins containing extracts selected among extracts of pine
bark, grape seed, apples, peanut skin, walnuts, pomegranates, raspberry, currants

(black), blueberry, almonds, tea, hawthorn, cocoa or combination thereof.

6. The preparation of claim 5, wherein the plant extract is originated from pine bark,

preferably the French maritime pine bark.

7. The preparation of any of claims 1 to 6, wherein Rose hip and / or extracts thercof
comprise carotenoids, tocopherols, tocotrienols, vitamin C, polyphenols and

glycosides of mono- or di- or triacylglycerol compounds.

8. The preparation of any of claims 1 to 7, wherein the suitable excipient is a

pharmaceutically acceptable excipient.



WO 2011/161655 PCT/IB2011/052788
57

9. The preparation according to any of claims 1 to 8, for use in a food preparation, a

dietary supplement, a nutraceutical, or a beverage.

10. A medicament comprising the preparation according to any of claims 1 to 8.

11. The medicament of claim 10 or the dietary supplement of claim 9, characterized
in that said medicament or dictary supplement is administered at a dosage of between

5 mg per day to 2’000 mg per day.

12. The medicament of claim 10 or the dietary supplement of claim 9, for use in

improving sexual fitness or wellness of both sexes.

13. The medicament of claim 10 or the dietary supplement of claim 9, for use in

improving man and female sexual enhancement.

14. The medicament of claim 10 or the dietary supplement of claim 9, for use in

treating or preventing sexual dysfunction in both sexes.

15. A composition consisting in the combination of a source of proanthocyanidins, a

source of arginine and Quercus robur and / or extracts thereof.

16. The composition according to claim 15, further comprising Rose hip and / or

extracts thereof and a suitable excipient q.s.p.

17. The composition according to any of claims 15-16, for use in improving sexual

fitness or wellness of both sexes.

18. The composition according to any of claims 15-16, for use in improving man and

female sexual enhancement.

19. The composition according to any of claims 15-16, for use in treating or

preventing sexual dysfunction in both sexes.



