1 COMBI NATI ON OF PROANTOCYCI DI NS SUCH AS PYCNOGENOL OR GRAPE SEEDS
AND CENTELLA ASI ATI CA FOR THE TREATMENT OF CARDI OVASCULAR DI SORDERS
SUCH AS ATHEROSCLEROCSI S 5FI ELD OF THE | NVENTI ON The invention rel ates
to preparations for nedical purposes and nore specifically to a
preparation consisting of the conbination of proanthocyani dins such

as Pycnogenol or grape seeds and Centella asiatica and! or extracts
thereof, for use in the prevention or tlreat ment of 10at heroscl erosi s.
BACKGROUND OF THE | NVENTI ON Di seases affecting the heart are commonly
classified under the termheart diseases. Mirre 15particularly,

car di avasmATacN diFs eREETOCEIIerNd GuthaesC Paawcaiioh @ar ¢RAPESSEEDeSANIN@ENTELLA
i nvol weistmeraheer (THENMTRERMEENT 0B CARE SGRISSUIIR DESOREEREEICH AN STHEROSELEROSIS
type of cardiovascul ar di seases is atherosclerosis. Atherosclerosis

is a syndronme affecting arterial blood vessels which carry

oxygen-rich blood to the heart and other parts of the body. It
concerns the process in which deposits of fatty substances,

chol est®rol, cellular waste prdd&eR eF TREJNVEXHP®Nd ot her 20subst ances
build up in the imer lining of arteries and form hard substances

called plague. It usually affects |arge and nmedi um si zed arteries.
St udi es shbif ityeationehiss ouensrabignssior @edical pyRpsecBRPHIEKSPaFiEelE & ¢ hat

typically sbghdionbbhskhid SRQSmB0diaf refhaRhaghadns WRRH RRARfoIRECapE

ol der. Overtine, plaques can grow |arge enough to 25significantT
reduce theSeB‘ﬂS@éélcﬁlltFliad\ﬁ}aﬁ??raéégﬁf exiacdy hargof; fonrseip haateze: oapwqamqn%@f of
oxygenig ri gherfkRadist 0 organs. Mst of the damage occurs when pl aques
becone fragile and break (rupture). Plagques that break cause bl ood
clots bl ocking the blood flow or travelling to another part of the
body. When a bl ood vessel that feeds the heart is blocked, it causes

a heart attack. If it bl ocksgpackhengpwessehnidaioN eeds the brain, it
causes a stroke. And if blood supply 30to the arnms or legs is

reduced, it can cause difficulties in noving and eventual | y gangrene.
Diseases affecting the heart are commonly classified under the term heart diseases. More

15 particularly, cardiovascular diseases refer to the class of heart diseases that involve the heart
and the blood vessels (arteries and veins). One type of cardiovascular diseases is
atherosclerosis. Atherosclerosis is a syndrome affecting arterial blood vessels which carry
oxygen-rich blood to the heart and other parts of the body. It concerns the process in which
deposits of fatty substances, cholesterol, cellular waste products, calcium and other

20  substances build up in the inner lining of arteries and form hard substances called plaque. Tt

usually affects large and medium-sized arteries.

Studies show that atherosclerosis is a slow, complex disease that typically starts in childhood
and often progress when people become older. Over time, plaques can grow large enough to
25  significantly reduce the blood’s flow through arteries that produce a diminution of oxygen-
rich blood to organs. Most of the damage occurs when plaques become fragile and break
(rupture). Plaques that break cause blood clots blocking the blood flow or travelling to
another part of the body. When a blood vessel that feeds the heart is blocked, it causes a heart
attack. If it blocks a blood vessel that feeds the brain, it causes a stroke. And if blood supply

30  tothe arms or legs is reduced, it can cause difficulties in moving and eventually gangrene.




2 Certain conditions or habits may increase the events of devel opi ng
at heroscl erosis. These conditions (high blood chol esterol, especially
LDL, snoking and exposure to tobacco snoke, high bl ood pressure,

di abet es, obesity, physical inactivity...) are known as risk factors.
Changes in lifestyle and/or taking nedicines to treat sonme particul ar
risk factors can often 5reduce the gengrlc i nfluences and prevent
from at heroscl erosis. As nentioned above, atherosclerosis is a
syndronme whi ch affects people fromchil dhood and progress with age.
For cent urCetjn mdii:imisrmehetbﬂti; emay tnorefasienhb aXppPs ofpieizealdnmg atlxadsniersis. Those

revent and/ rosclero attenpt s
e been aatiofl GelbRss Ghfsblot She Pt B BRIk Pan R Tor Bl SRS
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preventﬂngmdms&agﬁﬁmemﬂmm&ﬂiﬁﬂm&n@mfﬁhemMﬁﬁﬁhkﬁﬁ.systen1(e g.
hypert ensi on, cardi ovascul ar di sease, 15stroke), and/or treating or
preventi ng NO responsive conditions or diseases. The discl osed
conposi ti Qﬁme&ﬂiﬁnélﬁbUﬁeeﬁih&Ssc&r@ﬁaf MRGetdine @alich a&‘c&t@ﬁﬂdpleﬁmﬁﬂﬂddhood and
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may be adrinficsn@fi@ite i3 rﬁﬁfﬂl'laﬂlaiob@tﬂom Boman@hipealdiskapaidtiic 1oy
benef i dalto heal th agent. 20 Abas K, et aI "Batanicals for
chroni €’ vefBIREs 4TS GPFTRING Hli?ﬁl’“h%ﬁﬁ* ?‘FGVES N@OW/&_ENEI\FI’ARY
THERAPI ES, Vol. 13, N 6, Dec. 2007, pp 304-311; al so discloses

bot ani cal s_th ef ul junctive therapy for the treatnent of
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acul eat us, difvers 8&d wﬂeﬁtdemausgeﬂlsreo@efsﬁ glidethgiasaailaion Ct?e-atlﬂé dripfeviitilf er a
and ollgonerlc pr gant oj%anldlns such as Pycnogenol r). nelet A et

al . " Veno-dtepey 8T Hrqidies ofiha Weeulas SsFanie st EFr R Brridiayasiasd#reas e

AN i Nt &5 NadoREAndee RERINS USprSteRRROL rosfokiv QIIhdiflBIiof Bseah@STHE @losed
prospective views and fTnal resol ution" CLI NI CAL HEMORHEQLOGY AND

M CROCI RCUICRIPPERns vigy be 3epd app pharmggenisala fqef, asfiged affigiveqir a dicees

veno- act i v@paEMEs. ”ﬁlﬁ{@@ll)&ﬁ\éhlﬁﬁ %{)tﬁ&ﬁﬁﬁcmmeﬂeamn@mﬂﬁaém@ PBbcheted
to chronic venous di sease (CVD) especially venous pain. This review

has cl assiPiledithgritousnayRpadnaisterre i epeiinagen mih anotice hpapawc MeRrneficind-
(EBM of ng@mggggnhas been determ ned. Pycnogenol (r) and Centelly
asiatica are been classified under Grade C as showing | ess wel |l
demonstt ated effects on chronic venous di sease.

Abascal K et al. “Botanicals for chronic venous insufficiency” ALTERNATIVE AND
COMPLEMENTARY THERAPIES, Vol. 13, N°® 6, Dec. 2007, pp 304-311; also discloses
botanicals that are useful as adjunctive therapy for the treatment of chronic venous
insufficiency (CVI). Botanicals used include Ruscus aculeatus, horse chestnut seed, Centella

25  asiatica, Vitis vinifera and oligomeric proanthocyanidins such as Pycnogenol®.

Ramelet A et al. “Veno-active drugs in the management of chronic venous disease. An
international consensus statement: Current medical position, prospective views and final
resolution” CLINICAL HEMORHEOLOGY AND MICROCIRCULATION, Vol. 33, N° 4,
30 2005, pp 309-319; discloses veno-active drugs (VAD) having effects on edema and symptoms
related to chronic venous disease (CVD) especially venous pain. This review has classified
various VAD and the level of Evidence-Based Medicine (EBM) of each drug has been
determined. Pycnogenol® and Centelly asiatica are been classified under Grade C as showing

less well demonstrated effects on chronic venous disease.




3 WD 2007/133981 (RATE Matthias et al.) discloses biochen ca
conpositions effective in the prevention and treatnent resulting from
the inhibition of an atherogenic process, conprising ascorbic acid,

| ysi ne, magnesi um cysteine, pyridoxine HCL, riboflavin, folic acid,
5cyanocobal amn vitam n B12, S-Adcnosyi-L-Mthioninc, cholinc
bitartrafe, copper glycinatc, epigaloc?techin gal | ate, quercetin,
asiatic acid, and Pycnogenola Mire precCisely the discl osed
conpositions act on the growh of snmooth nuscle cell and the invasion
of extracellular matrix by snmooth nuscle cell. The conpositions may

be adm ni s | enous| ent er .10 1er.
document s RO EIBEEE ral S MaAELE EPLdsci R BBl Stndiisatt o ibign e
lists of q&amnmﬂ&d tiegmegtanping fitd tde iDRBIt8 4f /@O rigtnid ﬁecés@ cdnprising
di scl oses a.$h t|on cont.ai ni ng. extr, CtSI%IPHBH%15£ ? .centella
asi ati ca of“t'HE ﬁﬂ 1V CorUnent’ @8&%8 é foliagéitact s
cont ai n&d, cyhﬁkﬁ:bluﬂkemﬁ aﬁﬁhhlh Ba2,- REMASEyS-L-NbthioBinS ichdl @S bitirafe MobpcB glycinate,
vinifera, |it % ensis, . potentilla Errecta ag%)thelr xtures.
Conponent s ﬁ)ﬁﬁe LIRS AP, FI G BYEEEI HTE By 80, The
?( L 8 8?5 ?ts L%sdlcﬁecﬁ@?@ﬁﬁﬁdn?faag}n 1200 2F %@ﬂ?ﬁuﬁb&&ﬂ@ﬂﬁ?ﬁ&hﬂbﬁﬂmf

scl oses food co ns for beautifying. pur oses
especi al | Mfﬂ@i BRY WA Rugmogtt émﬁgeﬁﬁflﬁ CHPMPIEICBU REP I e o
Centel | a agiralch&ly, @dfcgerangeani c deep | ayer water and optlonally
am no sugars, ceram des and 20 pol yphenols. The agents enhance
netabof95n1of the skin to accelerate the synthesis of collagen and

prevent i Ngoihkr dob@mRnekaie kb Hsdifg adsBeit@aPof P18 BRRsSmKREMRs 346 292 Bl
(Intaglio INC, XP002578465  discloses a dliper3|on type non- aqueous

cl eansi ng WAPAYEIS OB STAMPIER h23783¢ EComisHbaig SL-rdisrdoses dugengsqtian

irritati oncoanchily QWhdeSok &fe qﬁmeﬁéﬂi st eRE acﬁs@c011§ahéit gbﬁgﬁ{eﬁﬂ 0N
cont ai nin | east one(g ééa ent al cohol . (40-75 wei g 5chosen
e

from pol ygﬁ’lé‘BﬁHFaCtSﬁB‘I"‘?‘é? eeqgrelivsinenyyy. oiNA sErsis) y&wﬂnﬁ*@# yi&8tin and

butyl ene glhveadis, @&e&ma\éﬁ@@ta alﬂriﬁ’euclhﬁﬁ@ésngoﬁ%&ﬁs 4 gfd@or%l’eﬂﬂﬁ?@na@ﬂ@ﬁ@n
from sodi um COC0y i set hi onate, sodium | aury taurate, sodium

| awyl gl ut atfd @10 Ky dPoldemapeationds ersapylared. hydr ogenat ed j oj oba oi | and

hydr ogenat gthogh b3@oPh| (Fania@ Kd8i REH(DHMA73 UGLLdREs f%@&éoai nBs?m&E lp4obi ng
agent (0,5-15 weight% chosen trom scrub reagent includi ng powdered

j 0j oba waxbeaiying Berpee sepccighale sian dkas are arrderahPive ludikg pollagencinil Fentpiby
porous zeolsitig, alqj/om@éaﬁicrage@gfema{epandﬁ) M&iagpal%nofs‘rgga%e&dlﬁ;@épaﬂa)' oxaner

and hydroxypropyl cel lul ose, and skin initation-reduci ng materi al
( 001- 52%e] Rthtrdgnolsh Saergentp oharcemestababivneiof theskindanedsierate hesathegiapht ene,

| ycopene, mweh%@mtenﬂmi@frgﬁ%ieﬁ&msg tgk%fifem\é&nm d, riboflavin,

vi tam n, retinol ascorbic acid, toco Centella asi ati ca,

bi sabol ol , KBABH# 28 B1Enjesyie M)ZXPQﬁZéV@ﬁéai diogesth dapersion yDE SoT-havone.

4 cleansing balm composition for face washing , causes no skin irritation and provides refresh

feeling after use. Said dispersion containing at least one polyvalent alcohol (40-75 weight%)

25  chosen from polyalcohol, polyethylene glycol, propylene glycol, glycerin and butylene glycol
as solvent, and cleaning agent (5-30 weight%) chosen from sodium cocoyl isethionate,
sodium lauryltaurate, sodium laurylglutamate, hydrogenated castor oil, hydrogenated jojoba
oil and hydrogenated olive oil. The dsipersion further contains scrubbing agent (0,5-15
weight%) chosen from scrub reagent including powdered jojoba wax, apricot stone, grape

30 seed and walnut skin, kaolin and porous zeolite, dispersing agent (01-5 weight%) chosen from
poloxamer and hydroxypropyleellulose, and skin irritation-reducing material (001-5 weight%)
chosen from carotenoid, astaxanthin, beta -carotene, lycopene, phylloxanthin,
proanthocyanidin, flavonoid, riboflavin, vitamin, retinol, ascorbic acid, tocopherol, Centella

asiatica, bisabolol, chamomile, Glycyrrhiza uralensisFisch and soy isoflavone.




WO 03/ 080062 (Perrella Segre) discloses conmpounds for use in

scl erot herapy treatnent, venous insufficiency, circulation and

m crocircul ation di sorders consisting of Folic Acid (vitam n B9),
Piridoxine (vitamn B6), Lipoic acid and six different plant

extracts: G nkgo 5Bil oba, Garlic Andrographis, Horse Chestnut,
Centella Asiatica, and G ape seeds. Scherotherapy is a procedure used
to treat bl ood vessels or blood vessel 'malformations (in particul ar
veins) and al so those of the |lynphatic system A nmedicine is injected
into the vessels (i.e. veins), which makes them shrink. In

Sl or osi no CUPHFGR PETR sat BlrtaSpyBy or e BEHBT O Eapehe,

10super f i cieabusi@iuffients, cir@laﬂﬁﬁdncf@icmemiiadlb@ Bisevdéls y@isiggncadi%tusmut h
mal f or mat | dul t sclerotherapy

vascul ar or .|l ynphatic ns. .In

often use "t’f%y%%é’gtl’“\lﬂé?fqn& évgfémwe?ﬁ(i&*aﬁaa%@ﬁv&ﬁ%ffﬂgm PRAbTHEGS: Gmk"o
procedus e, Bildbe, GRIiCAhdr&Gafhll, BErs6 CAR RS, @alal:uar&wra@ laAd G¥Bc sceds.
sclerothera? concerns a reg eneratlve non-obliterative scl erosi ng

sol ution vifiCH l?rgvyugéafopwwc%e%te|tre?f&ﬂ%éwg§a§}s B bleadlvassplanarfogagtions Giy t he

lower | i mySutichial Sei) bt 4 dlmh&;@ GESe ly'iﬁp@atﬁ:%ﬁ%@ﬁ A %Mc&ﬂné RenjeMdi 8 tRet wor K
of 15superficial and perforating veins wever there is still a need

for an ef feeteee é(ﬁas)s‘éilFl%h %@ﬁﬁﬁ?ﬁ"’tsﬁw froronyghEional glrrofBHELYo P hich i an

prevent i onoyBferdl B 500 teh Q3dr&siNdikibn RAGEd Gk absidlhRiRtbRERE C
pl aques, which therefore es eC|aIIy concerns arteries. 20 SUMVARY OF

THE | NVENTReRgiphsteine dihts ssaddoiehudien rrdsiopes Aulowidvasshiar of hawddisbi nat i on

of Pycnogennidmanss. @ﬁsﬁﬁhlsaie@me Ly 18X hde@d rADARoRRehDARHBRbIds.
potential in the treat nent of erosclerosis. This safe 25natural

conbi nat i ofnqtier peeeeduecy fhgse galisd &hﬁcsduﬁgmwﬁaltr%mﬁ pEgeeRIgtheraY CHIcEgAt | on

of at her osgl&EQlilL nil MIMESVESNESHA do¥utioR willch & ds&Bin ﬂ{e%crafb%le@aﬁg%@éaa@it
the present invention there i's provided a preparation consis

t he conbi ngeselrin 8 lqyres dmbn déipaplidenromeping @niap Withdhowyizresialk pf and

CEnteI1§.qgrgh&g@mgggﬁﬁmgﬁvgggxtracts thereof, in a suitable
exci pi ent or use he® prevention or treatnent of at heroscl erosis.

However there is still a need for an effective and safe composition for the treatment or the
prevention of atherosclerosis and in particular atherosclerotic plaques, which therefore
especially concerns arteries.

20

SUMMARY OF THE INVENTION

Applicants have surprisingly found that the combination of Pycnogenol® and Centella
asiatica extract shows an interesting potential in the treatment of atherosclerosis. This safe
25  natural combination is particularly promising in the treatment and prevention of

atherosclerotic plaques especially in arteries.

In one aspect of the present invention there is provided a preparation consisting of the
combination of proanthocyanidins (preferably procyaniding) and Centella asiatica and / or
30  extracts thereof, in a suitable excipient, for use in the prevention or treatment of

atherosclerosis.




5 I n anot her 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. 5In a further aspect, the preparation of the present
invention is provided for the treatnent or thc prevention of

at heroscl erosi s which concerns especially arteries. In a stil
further aspect, the present invention Brovides for a nethod of
treating or preventing atherosclerosis, conprising admnistering to a
subj ect i ninneedertaBRECOE pRBenefivatibh yRvRIBDNE diefaryldhd siftRanakifed or

t he medi canent of the present. invention. TAI LED DESCRI PTI ON OF TdE
| NVENTI ON RFREFEGEH heerhis LR . Ao LprRpaFagion G HIeV A REFRAraign ©

t hose desc&bpﬁﬁmhﬁvﬁﬁmucan be used in 15the practice or testing of

t he present 1 nvention, suitable nethods and materials are descri bed
bel ow. All publications, patent applications, patents, and other

r ef er eng esmNEBHIPRPELNEE RbFhraoR of 6 PICRAF AL@RoRY prRARH BRER thdtnichirfihe
entirety. The 5§bllcat|ons and applications discussed herein are
B

provi ded sHFERyOFeRthereilerod whicheiranyispsielly aterike filing date of the
present application. Nothing herein is to be construed as an

adm ssion that the present invention is not 20entitled to antedate
such publ i Bastid AT apoct: the msgse ipvsptiqnipyides &1 2 neghod gHireatingor rgyenting

mat eri al s, oRBRRASIs, RMYrEXSIIN LS Ao b kSt fdlebVBeOfH oY BRGvALRo AP
intended to be limting. In the case of conflict, the present

speci f 1€ at thearepdrafion gathe gredispnet f thppresapt vengigiht rol . Unl ess def i ned

ot herwi se, all technical and scientific ternms used herein have the
sanme 25 neaning as is commonly understood by one of skill in art to
whi ch the subject matter HEFALEP SCRWHON ORTHE SBENIENei n, t he
followng definitions are supplied in order to facilitate the
under st andi ng of the present invention. The term "conprise” is
gener al | y dklmgsh methpds agémgistials simian aygeuivaléngto these deserbeyd hpremmrgat b¢ wegd ithe
30 presgenc . I :

apect {oat R g O fATaN e pRAGHIESy R FORORGNE et ekl

i ncl ude pl erlet. Adlafubkicatiersspaganf eppbicatioes, peents and gha agfbrgnods wewioas! herein

ot herwi se. are incorporated by reference in their entirety. The publications and applications discussed

herein are provided solely for their disclosure prior to the filing date of the present
application. Nothing herein is to be construed as an admission that the present invention is not
20 entitled to antedate such publication by virtue 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

25  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 term “comprise” is generally used in the sense of include, that is to say permitting the

30  presence of one or more features or components.

As used in the specification and claims, the singular form "a", "an” and "the" include plural

references unless the context clearly dictates otherwise.




6 As used herein the term"pine bark extract"” refers to a French
maritime pine bark extract which is, for exanple, comercially
avai |l abl e as PycnogenolO (Horphag). The terns "PycnogenolO", "pine
bark extract" and "French maritinme pine bark extract" are

5i nt erchangeabl e Pi nus pinaster (P. pinaster) and Pinus maiitima (P.
maritime), arc understood to refer to the sanme organi sm commonly
called "French Maritine Pine." Hence, Phese terms are

i nt er changeabl e. The term "extract", as used herein includes any
preparati on obtai ned fronrplants fruits or 10 vegetabl es using an
extraction nethod.. The tennp ' od preparation” refers generaII to
material  ofS EFE AT fiedsim “Binek PR RRFCH rf?fgrs fio 2 BienebrmaipieaLe;bgrk KEsttes

t hat cont ayRcles sreﬂéxlaabre NétifinlefIMI SMEDIAS PRnESN PG HFRALS, THRt&HBI N,
fat, vitamin, mneral, etc. used in the body of an organismto

sustarn gréﬁfﬁng@%a"Wnc%%Hmv?? pady Feraels wadimepipibaloefastnggh energy A

“dietary ohctRfhesiid PlnasFiRstcr nefp%aa? £hdPifs AehiGitna Y MariG LB, &b RSdorstood
subst ances |i ke vrtanlns m neral s oods, botanrcals am no aci ds

and is i nttenefede ths Seei)?rgeﬂférnrm%ﬂwﬂad "repch Risrigme PRes Sleagghdessians
D etary suppl.em@pisa@se found in pill, tablet, capsule, powder or
Irqurd form 20 and are neant to be taken by nDuth The term
"nutraceutical" refers to any substance that is a food or a part of a
food and priviHeexfRe &Qﬂse@{eréﬁ?ﬁl:lh&s Q%nﬁﬁ')atrﬁwn oGRS plhg, ﬁwts or
prevention and treatnent of disease. Such products may range from
i sol at 84 nypeetpdesusing gn etteetongagifidenent s and specific diets to
genetically 25 engineered desi gner foods, herbal products, and
processed foods such as cereals, soups and beverages. It also refers
to a produble %rabifeaddaensratipn] efetseanaraliyrte mestal of pihgr plam 67 gl osigingorj of
medi ci nal S060%, Bked BHAohiinA3AGh Ab AN of LOMbARIAFROS! halethid 0
have a physi ol ogrcaf benefit or provide protection against di $eases
| i ke chr onniaer], sieassedinftiy body ahgy wganBo: [T estaipgrawthpeper, apbvitahpragpssea
Irqurdlgormﬂqéﬂ&h ich may be water, flavored water, soft drinks,
al cohol1 ¢ dri nk, a f drink, or an enriched drink Iike based on a
di ary product (nllk) or fruit juice. "Pharnmaceutical |y acceptable
exci pi ents,a r . W th
t he pharnaco 8%$%EF§Q§W¥%ﬁﬁn@q¥mg%%§@??%%gﬁﬂg$?g§Fg%&”k?hﬁ{Lﬁégﬁade
the body fmm@:talsofwgdsobotmcelssmmpeectldstemdvmm@medtto wiaplehent sl stabe efl but
facilitat & hgs%gxﬂs%ﬁ%és.%et 1y sﬁ?ﬁgge%ts ﬂo h pﬁfj @bf}t 3 {s@l%' %@udr?l ori Erﬁd form
conposi tion anpl es rnaceu ically“acce e excip
5i ncl ude buﬂaaﬂnmmbmt$iﬁmﬁkxhwmmnaltodcxtrrn calcrunrphosphate, and
fuscd silica.

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 disease. Such products
may range from isolated nutrients, dietary supplements and specific diets to genetically

25  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, and generally sold in
medicinal forms not usually associated with foed and demonstrated to have a physiological

benefit or provide protection against diseases like chronic diseases for example.
30 The term “beverage” means a liquid for drinking, which may be water, flavored water, soft

drinks, alcoholic drink, health drink, or 2n enriched drink bie based on a disry product (Gmilk}

or fruit juice.




Phar maceuti cal |y acceptabl e excipients al so include flavorants, as

wel | as various additives such as other vitamns and m nerals, al

sol vents, dispersion nedia, coatings, isotonic and absorption

del ayi ng agents, sweeteners and the |ike, non-toxic auxiliary

subst ances such as wetting or enulsifying agents, pH buffering agents

and the like, such as for exanple, sodium lOacetate, sorbitan

nonol aurate, triethanolam ne ol eate, and inert ingredients such as

tal c and magnesi um stearate which are standard excipients in the

Lran uf act Er*@haﬁmt@lﬁbaelg&ccepams dkofHertdst catiber ad @ﬁ;&@@telﬁﬂitﬂfﬁt dmﬁgt 1ﬂﬁﬂ‘é¥ﬁ
erein the te "subj ect” "patient” a -rec (4 In.the
art, and, “SPRG Btk e R s Perested Sl e TR Of

i ncl udi ng egbjeeath whichlit, calBelEEniniSiORK Bt fadiii¥e fABGESRN oP@RAge foMBOP, Pi g,
canel, and,, nost preferably a human. I n sone enhodi nents, the

subj ect | sAOEURIEIEfiEL et the comwRtitio Expmnlesf phergpeeyticainpioghtally $HPEI sease
or di soy defeluddBieMehot ulﬁatc@mamma&mdIcﬂemﬁaq}hostpnac sHbFRedsican be a

noi mal subj ect. The term does not denote a_ particul ar age or sex.
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concur r ent treatment; the frequency of treatnent; and the f%ect

desired andbwdpsaseions-usted by a person skilled in the art. 30The
term"TECA" refers to total triterpenic fraction of Centella
asiatica. "Atherosclerosis" is a process of progressive thickening
and har denirigpedhereip grofprins Ssubfectvaipatsns| arevelhrrgoguined & the b pnd greasedy
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At her oscl erosi s (a so known as arteriosclerotic vascul ar di sease or
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20 covered.

The term “an effective amount” refers to an amount necessary to obtain a physiological effect.
The physiological effect may be achieved by one application dose or by repeated applications.
The dosage administered may, of course, vary depending upon known factors, such as the

25  physiological characteristics of the particular composition; the age, health and weight of the
subject; the nature and extent of the symptoms; the kind of concurrent treatment; the
frequency of treatment; and the effect desired and can be adjusted by a person skilled in the

art.
30 The term “TECA” refers to total triterpenic fraction of Centella asiatica.

“Atherosclerosis” is a process of progressive thickening and hardening of the walls of

medium-sized and large arteries as a result of fat deposits on their inner lining.
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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.

25  Typically, the proanthocyanidins oligomers have a chain length of 2-12 monomer vnits.
Proanthocyanidins may be synthesized or extracied 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, tomato, peanut, almond, apple,
cranberry, blueberry, tea leaves.

30
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 French

maritime pine bark (Pinus pinaster), sec also US patents 3,436,407 (MASQUELIER
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Centella asiatica extract consists of the leaves and roots of the hydrocotyle centella asiatica.
The main active ingredients contained in centella asiatica are triterpenoids asiatic scid,
madecassic acid, asiatcoside {triterpenoid ester glycosides), madecayseside, and

brahminoside. A volatile oil comprising p-cymol, b-caryophyllene and farnesene is also found




15 proant hocyani dins (preferably procyani dins) and respectively 40%
to 60% w w of Centella asiatica and even nore preferably about 50%
w w of proant hocyani dins (preferably procyanidins) and respectively
50% w w of Centella asiatica and a suitable excipient q.s.p.
According to the exanple, the preparation of the invention conprises
t he conbi nati on of Pycnogenol0 and TECA (with or w thout Aspirin)
(tablets, 100 ng for each conponent). Pycnogenol (r) extract is
standardi zed to contain between 65% and 75% of proant hocyani di ns,
pref er abl yinpho@pari@knsoi(klilia s pi0 e yardatibasi}iiy Matsbid ARbedis c!J'S ed in
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25  The preparation of the invention comprises proanthocyanidins preferably consisting of
procyanidins originated from a plant extract or from a synthesized material (i.e., synthetic

proanthocyanidins),

The plant extract can be selected from the group consisting of proanthocyanidins containing
30 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




ot her non-active ingredient, or conbinations thereof. For exanple,
the preparation of the present invention may include excipient
materials selected fromthe group consisting of calcium carbonate,
coloring agents, whiteners, preservatives, and 25flavors, triacetin,
magnesi um stearate, sterotes, natural or artificial flavors,
essential oils, plant extracts, fruit essences, gelatins, or

conbi nati ons thereof. Cptlonally t he p}%paratlon of the present
invention may include other artificial or natural sweeteners, bulk

sweet ener SprofihoePiiiindapie by 6@ Tins) Bitcker i@t BRA eSirdd ﬁdcblﬂﬁwb@the
caloric 30 and non-cal oric compounds. Non-limting exanpl es of bul k

sweet ener sPTPYTBY ipEtQ g prgiBated s pige E"“k Al Tioys grefearbly the Hlantcﬁ‘ff% i nvert
sugar, fr Q8&noll gh fructose corn syrup, |evul ose, galactose, corn
syrup solids, tagatose, polyols (e.g., sorbitol, mannitol, xylitol

| actitol, erythritol, and maltitol), hydrogenated starch

hydrol ys at B préf@r%&:llﬁbodlﬁkl%hﬁb AR BaratfRo PN RbdnRISy hidgls g be a pitc PG

sui tabl e excipient can be al so a pharmaceutical |y accept abl
exci pi ent . extract. Thsiningbark pasthediony B piagten 1k 8% fargeanpie §f@WtPYF1FR%eWt1®dﬂ a
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acetylsallc lic acid (aspirin resenF i nvention further

provi des fHFe® Iﬁaéwfmf%wrgat Ferrpxalaplm atyapagep®coBposiiop plag fe Autedpr
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COITpI’I Si ng t prepar ation of pl’ esent i nvention. describ
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conprise agghylsSady a§¥$lh1ﬁn?ﬁr piog 2 y[]dég%ﬁ ﬂfcl%lnéltog} 3. pharmaceutical ly

accept abl e exci pi ent ary suppl enent, the
nutraceutlcal or the nmedi canent of the present invention is

admi ni ster f’?{) @ed%%@%ﬁle% C{Hﬁélﬁéﬁ%@hc@ eggacg reVin Ttl% p?el\?glg{?om tIRET day.

15 Prefera et ween per ay and even nore

pr ef er abl ymb@ttlmerﬁ tho@ahtyitarpenirOfaction tpfé?ﬁl@&ﬁ,fasﬂﬁh%(T&iCéﬂ-ar y suppl enment,
the nuifaceutical or the nedicanent of the present invention contains
from20 %to 80 % w w of proanthocyanidins (preferably procyani dins)
and from 2Bxakpics o8Gitblaewimaspd ditis mednyioninci@dn bel drandsmged oaantind / or

t ts t ] . hat
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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
25 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
30 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 (¢.g., sorbitol, mannitol, xylitol, lactitol,
erythritol, and maltitol), hydrogenated starch hydrolysates, isomalt, trehalose, and

combinations thereof.




25The present invention further provides the preparation of the
invention for use in the treatnent or the prevention of

at heroscl erosis which concerns especially arteries. Preferably said

treatment or prevention concerns atherosclerotic plaques. The present
invention also provides for a nethod of treating or preventing

at heroscl erosis 30 di sorders conprising!adninistering to a subject in
need thereof an effective anbunt of th¥& preparation or of the

medi canment of the present invention. Said atherosclerosis disorders

are preferably at heroscl erotic plaques and said subject is a mammal,
referably_a 13 Th ration, the dietary supplenent, the
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adm ni stered orally, parenterally or topically at a dosage of between
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cachet, a dlspensab e powder, granules, a suspension, an elixir, a

di sper si onurgCqufighhiapeveste cahPedeamsnt g @ PG B EREHIAB LY RIS e TersTatisnc h

adm ni str a{ﬁf'tﬁeﬂbresleﬁt ihh&Rdad adefibel @5@»‘3'[ 1hé ﬁ’alediégl@npdlﬁtﬂgeat%l% D prepdrati@ndye
inthe form for exanple, of a solution for intravenous,

i nt r amf c uivEher spmptiss acatdirdienlis apidj(aseirinbas, wetlte o phpymeesutionils pesepiellons
accordi ng &,@itdie present invention can be, but not linmted to, a
cream 15a patch a gel, an ointnent, a lotion, a tincture, a spray,
a nousse, a cleansing conposition or a foam The t opi cal preparations

of the pr eﬁ@f&ab!;ﬂ%ﬁ@ er%a%ﬂsuﬁf{&n&ﬁ 1A Rfrabdbiilal 6 tiaQﬁ‘ig?hQJmcﬂt éf‘{ﬁegﬁ&%ﬁton or

dlsperS|on 1IN SO vents ‘or atty substances ternativ y I'n t he
form of animentipmisedmiistandat o desags efibowecPERE @a1das itwH§00 g beriday.e

emul si pas, Pr@fe&%&ﬂe&%el‘?ﬁ‘é‘ﬁﬂ&ﬂ%@o Y gér‘?ﬂ;‘?%lﬁrev | 500 léfé} @Ffaegwezeé 18@9@#&

one oOr nult|pha sol uti ofis or SI CU IS e S|on an
usual conpH¥ing renday. fhé GhtananpEdot, e napgrlentad] cbthoeﬁ‘scamast oftishesar as

Sprays. Thlﬂvg ll SR @E@JA%& 8(9‘%%/@" o? pl%QﬁtR&'yEnlleQﬂBR?Qébe 1)1’8(%13 11991'3)(: or

anphoteri c sur acta
and from 20 % to 80 % w/w respectively of Centella asiatica and / or extracts thereof and a

suitable excipient q.s.pp. It is known that Pycnogenol® extract is standardized to contain

20 between 65% and 75% of proanthocyanidins, preferably procyanidins. Therefore, tablets used
in the example do contain 100 mg of TECA and between 65 mg and 75mg of
proanthocyanidins, preferably 65 mg and 75mg of procyaniding, more preferably 70 mg of

proanthocyanidins or procyanidins,

25  The present invention further provides the preparation of the invention for use in the
treatment or the prevention of atherosclerosis which concerns especially arteries. Preferably

said treatment or prevention concerns atherosclerotic plaques.

The present invention also provides for a method of treating or preventing atherosclerosis
30  disorders comprising administering to a subject in need thereof an effective amount of the
preparation or of the medicament of the present invention. Said atherosclerosis disorders are

preferably atherosclerotic plaques and said subject is a mammal, preferably a human.




In a preferred enbodi ment, the preparation according to the invention
conpri ses proanthocyani dins (preferably procyanidins) and Ceilidh
asiatica and / or extracts thereof as 25the sole active ingredients
adm nistered to a subject. Those skilled in the art will appreciate
that the invention described herein is susceptible to variations and
nodi fications other than those specifically described. It is to be
under st ood that the invention includesall such variations and

nodi fications without departing fromthe spirit 30or essenti al
characteri 'Bﬁellﬁ@aﬁah@f aefdictie sipprasit] @8 n@tasauticl oF thel @ didhrhen0bf thd@e®heps,

f eat ures, ositions and conpounds r ferred i ndi ted in this
speci f i  at FEROT igfibgF Blaﬁeffd@?ﬂ gorr ey er gﬂncalﬁvoataﬁwamf fyeen 5 mg

combi nat i ORs dGito ATV0 idPeOday MPfcBordbly Sctbébn Sh ﬁ%&o 0106 AR BF andlhifre
present disclosure is therefore to be considered as in all aspects

i 11 ust r at eCERBY REtverel0meioA0@me peday nkhe sppssriTapng i dhe; aﬁ@‘é’*ﬁ'{‘gfﬁﬁﬁe“l?ﬁépng

i ndi catged Y plehiRatRRRRNEQHLE] Ab®, and all changes which conme within
t he neani ng and range of equival ency are intended to be enbraced

t herein. Various references are cited throughout this

speci fi catnfmaand&%ho@fadmhﬁﬂnbﬁ teNRQRAER LEMe @arneinoe;mn ea%fb%ruenee in
its entirety. The fore 0|ngmnescr| ption w || nore fully understood
with ref erf@fpdoresample of afablsiiarapexapih dhgrd %@eﬁcwﬁmlé@n cap gachet, a

hovever, exgRRhLSE ox@cﬁer,@&ﬂ}%@'% sQipei?éi@ﬁCEd SixR% &1£]ﬁrsﬂﬁle§ﬁc§£d 'of‘g\)ﬂ(ai%ﬁﬂepﬁuﬁ”d
are not intended l'i'm he scope of the invention.

Vari at Ibn IPWO@@W@@W%M vmbﬁd@eﬁm@@éﬁtm@é%ﬁor @Prmalfaémrsaﬁtwn it can

at her oscl eJ.qf kg faha% @Mﬁzé br £Q A &4 nh{aeaw@ ﬂ&raﬁlﬁ’aeﬁfapa%ﬁmma;&% mg +
TECA 100 mg, with or without Aspirin 100 my). A prospective, pilot

6- nont h tﬂﬂﬁﬁwﬂ(TECA = total triterpenic fractlon of Centella
asiatica) This study has eval uated whet her a conbi nation of
PycnogenoLfr) and TECA, with or without Aspirin, was effective in
reduci ng plhaduscapprsepreinss waording te e dicesphisrettign cani bskbu hotdinstad &, pyream,

20decr gasi nNgdl ALLl 8, AGGHE 898k I ngmg agpli%%faqﬁau@ée 1 8kdnd tﬁﬁgﬁn@m’r

t he intima-nedia” scarring process _ |'anunat i on at eve
of caroti c? fapm Fhenenicsl plalpatr@onse@f thy ifregentanyenien 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
20 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).

In a preferred embodiment, the preparation according to the invention comprises
proanthocyanidins (preferably procyanidins) and Centella asiatica and / or extracts thercof as

25  the sole active ingredients administered to a subject.

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 undersiood that
the invention includes all such variations and modifications without departing from the spirit
30  oressential characteristics thereof. 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 reduction in risk of cardiovascul ar events shoul d have been
obtained - by the study hypothesis - by nodul ati ng col | agen
production in plaques mainly by producing a visible 25i ncrease
(ultrasound) in echogenicity in echolucent (soft, black on

ul trasound, prone to enbolisation and thronbosis causing events)
femoral and carotid plaques. This prosgectlve pl acebo-control | ed
trial had the purpose of evaluating the effects of Pycnogenol C)
and TECA, with or without Aspirin, selectivity on

hypoechoi chestopd srarsiinvah@p Migeid Sd1catekﬁay@9¢ﬁppéﬂdﬂ@€ﬁi1@s§]hlﬁl§alli cﬁﬁ@@ﬁwhic}h
digital im ILOCessi and no ation were stan [ .. The

i ntg er obser‘i§’g1f""Pl hyjy f%?&%‘%}%é‘ﬂl drapes ?1{[?1%‘\‘/ Fll"éiérrellﬂfﬁ”i‘qe el {a b ga é"“’%‘@‘a‘m

st andardi zed using as reference bl ood (black) for the nobst echol ucent
parts of the plaque and the adventitia (white) as the nost echogenic
part. The Y%@Hﬁf%ﬁ@cmc wegé{w P R8T ‘?&P?’ Aehh Y hisBA le@rwa@gm e 5
N@dian)snﬂﬁﬁﬁﬁgﬁﬁﬂiﬁm@ﬂﬂmbﬂﬂa?preVIOUS|y described in details.

previ ous studies, after the ultrasonic plaque area had been obtalned,
normal i zati on of echo texture had been obtai ned and pl aque

char act er i zRthREiRAeksRRHABn WEESE th@de Bl udRAdIIRtiM reeRAce 16 ¥ SR W g
pl ague associ ated wi th cardiovascul af events and those that did not

cause 10enBBMPEatSUEhEXM SR dpYevep exaaryy slmebeds of Pastising heresgnt

TI As, st r ok@stioaHIQkd SRt Red th MEAROR b of temiefiish. St udy, after
|dent|L¥|ng pl agues at hi gher risk (black, "soft", echol ucent

pl aguesy, patients were treated with the conblnatlon Pycnogenol0 and
TECA (with or without Aspirin) 15(taRh@bSs 100 ng for each conponent)
once daily for 6 nonths to eval uate whether this aggregate conpound,

by its antiplatelet action, anti-inflamuatory effects and by

modul at i ngv,9Gah if QJHothﬁd}w%\f BLHORR et ca il o a1 B PR Re b iGer SROPHGRS GichY

and therefore the sta echol ucent plaques. No ot her treatnent

was used d%mwdttﬁ@tlae%mcnsgmel lﬂé\mmTE@Mm vHber witheatiAspirin 1040t h
carotlggf %Qkégﬁgggh&g%mFﬁgqgggar echol ucent pl aques (GSM<18)
nosi s u

causi ng >6 0 St were treated with PycnogenolO and
TECA (wit r(T@Cw\rtqi@Mrltmnwcrfrw)nomof ertellcwintigilabl e pl acebo after
i nfornmed consent. All patients (including controls) were treated with

antiplatelet agents (in the group of interest
This study has evaluated whether a combination of Pycnogenol® and TECA, with or without

Aspirin, was effective in reducing plaque progression and cardiovascular risk of events by
20  decreasing platelet aggregation, local arterial inflammation and the intima-media scarring

process due to inflammation at the level of carotid and femoral arteries bifurcations.

The reduction in risk of cardiovascular events should have been obtained — by the study
hypothesis - by modulating collagen production in plaques mainly by producing a visible
25  increase (ultrasound) in echogenicity in echolucent (soft, black on ultrasound, prone to

embolisation and thrombosis causing events) femoral and carotid plaques.
This prospective placebo-controlled trial had the purpose of evaluating the effects of
Pycnogenol® and TECA, with or without Aspirin, selectivity on hypoechoic-echolucent

30  plaques.

The sonographic examination of carotid plaques was made with high-resolution ultrasound.




25t he antiplatel et action was obtained by the conbined activity of
Aspirin and PycnogenolO). This association may have a conbi ned
anti-aggregating effect possibly conparable to 400 ng of Aspirin
(which could be not tolerated in nost patients). The details of
groups are shown in Table 1 and Table 2. 30 RESULTS: At inclusion the
GSM i n the hypoechoi c pl aques treatnenf{_group was 15.1 (range,
11-17.4); at 6 nonths GSM was i ncreased (the increase was significant
as GSMraised to 19.5;SD 1.1; P<0.05). There was no change in GSMin

t he conpar @é}inﬁ*n@@[&]ﬁ@hﬁaces MpiteNinR@Neibersdiay) st @ relIEeionetrd @sidhlised.
suggest an ant positive actjion of the conpination of

Pycnogenol F‘fe) w%éﬁr AMES AR A DT A BRI Wi glprndaylized yebegses 1

Aspirin (ARRlenedblbiEbELRTH rh@zﬂbslteého%mﬂﬁme&h@waqué AeleAIStivia (o )
carotid and fenoral plaques which are t

e npst dangerous %ggfs of
pl aques, a&dbore éﬁwg%n%&rtdﬂw%ew%ﬁm RY@lsclaragigizpi i GS MG evorealst
St hr onbosi grcdidt)endRiBRRNAH Beclhrd/ REsIPUOSHRH 1h AgRL I on - of conpletely
natural origin - stops the progression of atherosclerosis from

subclinical to clinical stages in several patients. The synergy

action of RYRAAEEHAIES, hir@ME ulEEhid Whilk R h‘é\’ﬂ b 'dEtafP@(p hérﬁlﬁ)zza%@@%cﬁ@
be separate by any ot her 10phar maco ogi cal action .e. chol esterol

| ower i ng, SHETC-IRY pesnebiBpdad phsps Pigcirieatiey hadibegp pe to dlffermﬂawélso AGE

texture of plaque associated with cardiovascular events and those that did not cause
10 embolization, thrombosis, or cardiovascular events (i.e. TIAs, strokes, embolisation,

thrombosis).

In this study, after identifying plaques at higher risk (black, “soft”, echolucent plaques),
patients were treated with the combination Pycnogenol® and TECA (with or without Aspirin)

15 (tablets, 100 mg for each component) once daily for 6 months to evaluate whether this
aggregate compound, by its antiplatelet action, anti-inflammatory effects and by modulating
local collagen synthesis, could increase the echogenicity and therefore the stability of

echolucent plaques. No other treatment was used during the 6 months follow-up.

20 Asymptomatic patients with carotid/femoral bifurcation, irregular, echolucent plaques
(GSM<18) causing >65% stenosis {on duplex) were treated with Pycnogenol® and TECA

(with or without Aspirin) or with comparable placebo after informed consent.

All patients (including controls) were treated with antiplatelet agents (in the group of interest

25  the antiplatelet action was obtained by the combined activity of Aspirin and Pycnogenol®).
This association may have a combined anti-aggregating effect possibly comparable to 400 mg
of Aspirin (which could be not tolerated in most patients). The details of groups are shown in
Table 1 and Table 2.

30 RESULTS: At inclusion the GSM in the hypoechoic plaques treatment group was 15.1
(range, 11-17.4); at 6 months GSM was increased (the increase was significant as GSM raised

to 19.5;5D 1.1; P<0.05). There was no change in GSM in the comparable controls.




Nunber of patients Mal es Fenoral

Carotid APT PATIENTS 63.3;7 57 38 66

69 CONTRCLS 62.4;5.1 58 34 57 66 TABLE 2:

10

i5

16

In conclusion the observed results suggest an important positive action of the combination of

Pycnogenol® + TECA and the combination Pycnogenol® + TECA + Aspirin (APT) on the

stabilization of hypoechoic, low-density (soft) carotid and femoral plaques which are the most

dangerous types of plaques, associated to cardiovascular events due to embolisation of

thrombosis.

The preparation of the present invention - of completely natural origin - stops the progression

of atherosclerosis from subclinical to clinical stages in several patients. The synergy action of

Pycnogenol® and TECA (with or without Aspirin} seems to be separated by any other

pharmacological action (i.e. cholesterol lowering, anti-hypertensive, antiplatelets).

TABLE 1
Plaques
AGE Number of patients Males Femoral | Carotid
APT PATIENTS 63.3;7 57 38 66 69
CONTROLS 62.4;5.1 58 34 57 66
TABLE 2:
GSM Measurement
Treatment GSM at baseline At 6 months®
Pycnogenol 100 mg/day 152;SD 2.3 17/20%%
+ Centella 100mg/day
Pycnogenol 100 mg/day 15.1;SD 2.1 16/20**
+ Centella 100 mg/day +
Aspirin 100 mg/day
Pycnogenol® Group 15.0; SD 2.9 3/18%%
100 mg/day
Centella Group 14.9; SD 3.0 &/18%*
100 mg/day
Aspirin Group 15.3;SD 3.1 2/18




15 GSM Measurenent Treatnment GSM at baseline At 6 nont hs* Pycnogenol
100 ng/day + Centella 100ng/day 15.2; SD 2.3 17/20** Pycnogenol 100
ng/ day + Centella 100 ng/day + Aspirin 100 ng/day 15.1; SD 2.1
19/ 20** Pycnogenol (r) G oup 100 ng/day 15.0; SD 2.9 3/18** Centella
G oup 100 ng/day 14.9; SD 3.0 8/18** Aspirin Goup 15.3; SD 3.1

17

Unireated Group 15.2;SD 2.8 0/18
(Control)

*¥% Indicates significant change both from initial value and in comparison with control

*  Number of patients with an increase of plaques Grey Scale Median of at least 5 points.




2/18 17 Untreated G ouplb.2; SD 2.80/18 (Control) ** Indicates
significant change both frominitial value and in conparison wth
control * Nunber of patients with an iwggrease of plaques Gey Scal e
Medi an of at least 5 points. 18 CLAI 1. A preparation consisting
of the conbi nation of proanthocyanidins containing rich extracts 5and
Centella asiatica and / or extracts ¢hgmasf, in a suitable excipient,
wherein said preparation contains from30 %to 70 % w w of

proant hocyani dins containing rich extracts and from30 %to 70 A ww
respectively of ntella. amﬁilca and. /&Er extracts..thereof, fo

in the prev@RtAABIIOBFORYEREREMC CrRAion ol rerborianfinyepadaipie ric extfacts
ertesies. Aol ASARERAI b oRigdi heABE.Ah 4IsH IO ChALT MhethhR N

sai d preparation contains 50 % w w of proanthocyani di ns’ cont ai ni ng
ri ch extr goeparaimh domtamﬁ@oiﬁ’&ﬁ//%vtcr e pewtw U‘élblgoamtho@anmmslcan’amim ricaexdradts

I or extracts thereof 3. Th Lon use ordin n

of clains @%%019%0\/@&@%‘&% @%ﬂ rne 1&5%%@&#&?%6&?@3% thereot) for

ext ract s AR lﬁ{&y@%ﬁb%r ﬁédn%ﬁt%}f%ﬁm%se@ 1120 Hes BX&daet. or froma

synt hesi zed mate e preparation use according to claim

3, wherein the plant extract is selected from t he group consisting of

pr oant hocyanl di ns, cont ai ni ng_extracts_ sel ected anong extracts of pine

10 A preparation for use according to claim 1, wherein said preparation contains 50 % w/w of

proanthocyanidins containing rich extracts and from 50 % w/w respectively of Centella

asiatica and / or extracts thereof,

3. The preparation for use according to any of claims 1 to 2, wherein proanthocyamdins
15 containing rich extracts are procyanidins originated from a plant extract or from a

synthesized material.

4. The preparation for use according to claim 3, wherein the plant extract is selected from the
group consisting of proanthocyanidins containing extracts selected among extracts of pine
20 bark, grape seed, apples, peanut skin, walnuts, pomegranates, tomatoes, almonds, tea,

hawthom, cocoa or combination thereof.

5. The preparation for use according to any of claims 3 to 4, wherein the plant extract 1s

originated from French maritime pine bark (Pinus pinaster).

25
6. The preparation for use according to any of claims 1 to 5, wherein Centella asiatica
extracts are the total triterpenic fraction of Centella asiatica (TECA).
7. The preparation for use according to any of claims 1 to 6, wherein said preparation further
30 comprises acetylsalicylic acid.

8. The preparation for use according to any of claims 1 to 7, wherein the suitable excipient 1s

a pharmaceutically acceptable excipient.




20bar k, grape seed, apples, peanut skin, walnuts, ponegranates,

t omat oes, al nonds, tea, hawthorn, cocoa or conbination thereof 5. The
preparation for use according to any OL clains 3 to 4, wherein the

pl ant extract is originated fromFrench maritinme pine bark (Pinus
pinaster). 25 6. The preparation for use according to any of clains |
to 5, whergih, f,ﬁ«hﬂi&h &iﬁlﬁ{ss@h@ge?mﬁgn areist Mot d@hglo dnfyidreaRai ¢ 8.
fraction of Centella asiatica (TE . 7. The preparation for use
according to any of clains 1 to 6, wherein said preparation further

30conpri . se cetylsajicylic acid.. 19 9,. A.food preparation .
conpr 1 sil o FE S SRRl b e BFaRHPA DTS A ORE B SRS clits |
10. A diet@ry supplement conprising the preparation for use according

to any of clainms 1 to 58. 11. A nutraceutical conprising the
preparation for use according to any of clains 1 to 8. 12. A

beverage_copprisin he pr.eparation for use according to - of

ol ai m 11t o utracgsteah cepabiiz &ﬁmpr%ﬁ%wmsfpwetaﬁ%ors%ﬁ%m oldims tade

according to any of clainms 1 to 8. 14. A topical preparation

conprising the preparation for use according to any of clainms 1 to 8.
12. A beverage comprising the preparation for use according to any of claims 1 to 8.

10

13. A medicament comprising the preparation for use according to any of claims 1 to 8.

14. A topical preparation comprising the preparation for use according to any of claims 1 to
8.
15




