WO 2011/ 018763PCT/ 1B2010/ 053637 1 COVBI NATI ON OF PROANTOCYCI DI NS SUCH AS
PYCNOGENOL OR GRAPE SEEDS AND CENTELLA ASI ATI CA FOR THE TREATMENT OF

CARDI OVASEZORAR/MBBORDERS SUCH AS ATHEROSCLERGCSI S 5FI EL DPCE/IBRE0/DINVENT| ON
The invention relates to preparations for nedical purposes and nore
specifically to a preparation consisting of the conbination of

pr oant hocyani di ns such as Pycnogenol or grape seeds and Centella asiatica
and / or extracts thereof, for use in the prevention or treatnent of

10at her oscl erosis. BACKGROUND OF THE | NVENTI ON Di seases affecting the heart
are commonly classified under the termheart diseases. Mre 15particularly,
cardi ovascul ar diseases refer to the class of heart diseases that involve
the heart and the bl ood vessels (arteries and veins). One type of
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and other parts of the body. It concerns the process in which deposits of
fatty substances, chol esterol, cellular waste products, calcium and ot her
20substances build up in the inner Iining of arteries and form hard

substanges cal | ed plaque. |t uspd|) ¥ ftd RGESbRr g€ and nmedi um si zed
arteries. Studies show that atherosclerosis 1s a slow, conplex disease that

typically starts in childhood and often progress when peopl e becone ol der.

Over time, TRl QOUGS, Cafks & %akﬁ%ﬂﬁo?&@&%gﬁ@os%?ﬂd%ﬂré Lp%@iﬁﬂ:a?%t& gduce the

bl ood's flow through arteries t produce a di m nution of “oxygen- rich

bl ood t o opigpanasion Npyssisting ofitheecodiimatien doonthopheiding bushaeBycbegsooteor rapgi | e and
break (rup . i bl ood
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f eeds the #baptclasisbl ocked, it causes a heart attack. If it blocks a bl ood
vessel that feeds the brain, it causes a stroke. And if blood supply 30 to
the arns or legs is reduced, it can cause difficulties in noving and

eventual | y gangrene.
BACKGROUND OF THE INVENTION

Disecases 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. It

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 to the 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,
snoki ng awo 2exipa8eBe to t obacco snoke, high bl ood press®BCE/IB2i1ODIBHETS,
obesity, physical inactivity...) are known as risk factors. Changes in
|ifestyle and/or taking nedicines to treat sone particular risk factors can
of ten 5reduce the genetic influences and prevent from at herosclerosis. As
menti oned above, atherosclerosis is a syndrone which affects people from
chi | dhood and progress with age. For centuries, nedicine tries to find
appropriate treatnents to prevent and/or mnimze the risks of

at heroscl erosis. Sone attenpts have been done with the 10 conpositions
cont ai ni ngCpFAREAAGEY P&lﬁ@la@é@&%seéée PiFein ShEelorg athwcm#gl@ams (Mars,

I nc.) d'SC&Q@R@n&@ﬂﬁQﬁbHhQﬂ&uﬁ&ﬂ%@kﬁnﬂﬂDﬂl%ﬁﬁn%ah@m@oﬁﬁ@ﬁM@ﬂ&&hﬂuﬂé”EFS and
certain derivatives thereof, for inducing vasodilation treatlng or

prevent i nghigh Bleadmessuic, dnbstss. APty gty ipd gty arreewa A i gctorﬁyper t ensi on,
car di ovascghgbeddh ﬁ%%,ané@%ﬁ%&):dlclﬁ&% 95at§51§@ﬁa'rt'f!ﬂla@f1sl@ﬂé&81§ R4 n NO
responsi ve conditions or diseases. The disclosed conpositions nmay be used
as a phar nmsdegitheesgneticanfiusaees and Frovsdt aprtherowleresis. a di etary suppl ement. The
conposi tion nay optionally contain an additional therapeutic or
beneficialto-health agent, or may be admi nistered in conbination with

anot her t hés agetipnpdabgye, Bherepdlerpsa is em@wmw}a@j)eaﬁects porieseeiildhoodiand|
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chestn&? S§%¥0&%%%(€P59ﬁggg§@g§P%§8q Sgggggglggéﬁggand ollgonerlc

proant hocyani di ns such as Pycnogeno(r). Ranelet A et al. "Veno-active drugs
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and synptons rela ronic v nou ease esp eC|a y venous
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HCL, ragoflavin, folic acid,

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.



5cyanocobal amin vitam n Bl12, S-Adenosyi-L-Methionine, choline bitartrafe,
copper glycinate, epigalocatechin gallate, quercetin, asiatic acid, and
Pycnogenoyolo1ias®s3pr eci sely the di scl osed conpositi ons PEEIBIN/HIBE37gr owmt h
of snooth nuscle cell and the invasion of extracellular matrix by snooth
muscl e cell. The conpositions nmay be adm ni stered orally, intravenously, or
parenterally. 10 O her docunents cite sone possible associations of plant
extract among big lists of conmpounds. For exanple EP 1 523 894 (Cognis
Iberia S.L.) discloses a preparation cagntaining extracts fromthe plant
centella asiatica or the active conponent (conponent a). - Plant extracts
contained, include canellia sinensis, pinia silvestris, vitis vinifera,
litchi 15chinensis, potentilla errecta and their m xtures. Conponents a and
b or c ar eWO"ZdO'?ﬂ3m$ $RA B IMat AR et]a@ 113585 biSGhemithE oRH SRR LHQAvE B the
encapsul ated. JP 2002 238497 A &Fan eru KK), XP002578473, discloses food
conposi t i oF§VEEPn HAigetireys iryyltpg rﬁalsté%mh@glﬁé@f ] 4theTqgsRIc HRACHPS, COMAEISIRG o
prepared bychBglbdi DAnE flabRGRMA, ARAiCERLRMiR BEL albbA&in ffmlaelrd oceani ¢ deep

| ayer water and optionally am no sugars, ceram des and 20 pol yphenols. The
agent s @nh@fteeohdtaiboltfgimbde. -hdongryir- Methipmie) Cél@lmeémﬂlrﬁréfesgfm% cyatsf

col 'agen agg, a@dc@t\é&{‘ﬁ didee] uech%Qﬁk%fd%ﬁ@y%gE&l@%%}eEofe@ﬁé’l ges. KR 100 846
292 B1 (I nta lio IN XP002578465, di scl oses a dispersion type non-aqueous
cl eansi ng @éﬂ‘?ﬁ\e@:@ﬂm@ﬁhﬁ@m@ﬁt qudhe grapth ahaspethguscleesll gagtha vakenofi rri t ati on and
provides rghresghf ﬁsdnlx@g sﬁgat%uga@ceusﬁ{ectoﬁbésqmmgpb&&mhﬁgtgﬂeagraﬂ | east one
pol yval ent al cohol wei ght % 25chosen from pol yal cohol, pol’yet hyl ene
gl ycol, pr@lﬁy‘{’eéﬁélywlyn?éﬁntef@]b’ycerl n and butyl ene glycol as sol vent, and

cl eani pg agent (5-30 weight% chosen from sodi um cocoyl i sethi onat e, sodium
| auryl taurate, sodium | auryl glutamate, hydrogenated castor oil,

hydr ogenat @dle] djcobentoiite S@JndPWYIUk@@G@ﬁam@@I otpblimy extesict amonk digdsispér sion further
contains sgf eagent

i ncl udi ng gn:%ggfrlc{eg (?g?o éé%éiszlggdﬁﬁgo Hﬁgﬁgégﬁgglésg%éﬁéﬁga%d wal nut skin,
kaol i n andcqmmlmn&emem frome thedllaslpeern@illmgslagemtth( glivécomgiogét Womphissed. £ r om

ol gxamer . B IHALOXNRIOPYIARL LthaRLincAl Bl i bahd VAL LA I0E | N0 Mt er al
(001-5 weig chosen Trom car ot enoi cf, axa -‘car ot ene,

| ycopeng, ¢ghydnbigyparthiiiaeregn MMOmméstmnpdnhm@wm tglor crardamftlheavasmatlm tam n,
retinol, a [ 0 her ql ntella asiatica, bisabolol,

chanom I e, 5%9)6/20 for f}bl%zgie&&?f%%ﬁ%?g&%%l arﬁid soy isoflavone. 4 WO 03/ 080062
(Perrell a Sen0ep3ios el (GeesrucOipaB0es73408, dis@osenfosd benmptiiensdpy treat ment,

of ol L”Z Jagt'lf?{nggg bse(szlgés?eléqa%( e Oxﬁﬁaé?r(e&&%)%r:%ﬁ ;‘,J‘ggguh%gcgﬁ 2o % rcgmgfr?lgs'ssf(' ng
di fferent pliaiod, aekdr@ednk: deGh hkcg@va&Bmhdxtpapnaﬂ}amhnrm SAFHIN, ogamdbﬂ &d Hor se

ase 180 - BTt RE PR by kBT s e PRt PEAERh3par Ui curar
vei ns) andcdlagm dnth peecndifg it fieml detepibiatingto Kyt feshneds. medi cine is injected into
eI NS I T L A Ut
i nj ect ed exednsiag ¥ahycompbsitidpablfadeagiskiag , 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 hydroxypropylcellulose, 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.



10superficial veins. It is used for children and young adults wi th vascul ar
or lynphatic malformations. In adults, sclerotherapy is often used to treat
vari cose wei2ns/@sm3henor r hoi ds. Anot her procedure, the ®OTABR1@053637

t hr ee- di nensi onal regenerative sclerotherapy, concerns a regenerative,
non-obliterative sclerosing solution which is used in the sclerotherapy of
ectatic vessels in the lower linbs. This solution cones into contact with
the entire network of 15superficial and perforating veins. However there is
still a need for an effective and safeconposition for the treatnment or the
prevention of atherosclerosis and in particular atherosclerotic plaques,

whi ch therefore especially concerns arteries. 20 SUMWARY OF THE | NVENTI ON
Applicants have surprisingly found that the conbination of PycnogenolO and

Centel | a aWCﬁ@é/@@O@(@FE@QIa S%%&@)"@sc@d%eéd& bRl R AsPat@bindhpy featdi&i,t r eat ment
of atherosclerosis. This safe 25natural conbination is particularly

promi si ng YHovhsshaaesHevaion 2pt eirstPonioarlisaidne coristias otfiokc fridques
especi al | yjiimBH%8, Hifdoxink (vilReh BSPEBbic afid bREiPlasRMpldnYeREL WRntdder e i s
provi ded a preparation conslstlngjo t he conbi nation of proanthocyani di ns
( pr ef er abl Hilehaoeyrlinfadiagppin dote fhestug Ceaielt Augficarmad Orape sgdext r act s

thereof, | @cl@roﬁwaﬁéig:a%rcﬁ%‘(ﬁfr@&s@@btreﬁﬂﬂod&%ss‘sl@ of 6o VBN ERbIERRaRIns tiheat ment of

at her oscl erosi s. anot her aspect, the present invention provides for a

di etary or Pt seippRehelin thos of the dymhafisesysieoh medice venisged in® theedi cament
and a topi calent ERAAL K Ath RARRNCR] Mdnt Rec AL SRARALUADNOET heiRTEsent

invention. 5I'n a further aspect, the preparation of the present invention
i s provi deeblftesptive reocedue g reerpsieg solutien priviveert ¢xolsivfly sntheathvdagicel osi s whi ch

concerhg e%%‘cﬁi \lleYnsaI':t Esq{sédal%r children and young adults with vascular or lymphatic
malformations. In adults, sclerotherapy is often used to treat varicose veins and hemorrhoids.
Another procedure, the so called three-dimensional regenerative sclerotherapy, concerns a
regenerative, non-obliterative sclerosing solution which is used in the sclerotherapy of ectatic
vessels in the lower limbs. This solution comes into contact with the entire network of

15  superficial and perforating veins.

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 procyanidins) and Centella asiatica and / or
30 extracts thereof, in a suitable excipient, for use in the prevention or treatment of

atherosclerosis.



In a still further aspect, the present invention provides for a nethod of
treating or preventing atherosclerosis, conprising admnistering to a
subj ect iwonead18teer eof an effective anount of 10 the pPEpAB2L/OFB6IT t he
medi cament of the present invention. DETAILED DESCRI PTI ON OF THE | NVENTI ON
Al t hough nmethods and materials simlar or equivalent to those described
herein can be used in 15the practice or testing of the present invention,
suitabl e methods and naterials are described below. Al publications,

pat ent applications, patents, and others references nentioned herein are

i ncorporated by reference in their entirety. The publications and
applications discussed herein are provided solely for their disclosure
prior to t]r’i’eanP‘thﬁaﬁlgechl&teé’r%?nttft‘(éntt?f“é’é‘éftﬂesE%ﬁld}et?’éx ?rcfﬁod NORIFPHG 2fee%in is to

be const r ugdpAgioa RIFLSESh ARdibHRdnt 1A 1BYi83 BRbarkR B Nind the Mar%@ﬁ Rtitled
to antedate such publication by virtue of prior invention. addition, the

mat eri al s, EBIHBEE VRN exanpl es are illustrative only and are not i nt ended
to be Iinltlng In the case of conflict, the present specification,
including definitions, will control. Unl ess defi ned ot herw se, al

techni cal Hrffuskar ayestf the ica#ion e tha PRraféimCIHigy & rradded fprehomearaenhpiic as i s

commonl y Uﬁ&@%nﬁ&r?%ﬂﬁ)’osa%s@tvh§ﬁlzéﬂceﬂn{'e ?E(,Ilallglgrtms(:h the subject matter
herei n bel ongs. As used herein, ow ng definitions are supplied in
order to facilitate the understandlng of t he present invention. The
term "Comry i i HRAEA IS pheddRfvchflort B i 88 MGG Rlind b kit of fi@lenlidy L O saY
permitting the 30 presence of one or nore features or components. As used
in the speehdrplerisoncompaisiog adrppistetingtogispljedt ay nephmevtan effeetiye aggent of he"
|nclud§ o Pl 4k ep& (ﬁﬁﬁﬂﬁ%&ﬁ%%&%ﬁ%f@@@m&&@ﬁﬁéﬂlﬁ'early dictates otherwise. 6
As used here e term"pine bar xtract™ refers to a French maritine
pi ne bark extract which is, for exanple, connerC|aIIy avai |l abl e as
PycnogenolO (Horphag). Thg.tgrps Dmx:ﬁﬁ He bark extract" and
"French maritinme pine bark extract” are |nterc%angeable Pi nus pi naster
(P. pinaster) and Pinus maritima (P. maritine), are understood to refer to
the sane opgani I | 1 " hese
ternms are Iﬁ?@g@ﬁ%ﬁ%@%ﬁ?g%ﬁQﬁmsﬁ%%r{ mVQm%?;%%i%%wELQﬁE g%gPﬁﬁfﬁcludes
any pr épar thit powticbt sestredf thegmaspit anvestjonf Maﬁlsmcuho@(hn«tmgetldbhredesqsbadg an
extracti On t r}%qu ubhca%ortlera er;t];O catR) § t I O ot gr(arg erence %re]r?tlt ar‘l cll eré 0 material
of either ant 09 far PoF g? %8 FCOS6Ur ces, that  contain
essenti al mHMKD$Dm&d$M&ﬁaammarmarbﬂhqﬂﬂ&k@mﬂpmnmemnhmbﬁmﬁmmkmmmxﬂl m ner al
Fe);[, gcegggg eg Pl aretprovlt eg ﬁolglﬁ ?(ggléegradq SC?OIérl]lrte 8r1(§r S elﬁrﬁngﬁg%t}}he pre egtI r, and vital
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.

Hoanon

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

references unless the context clearly dictates otherwise.



A "dietary or food supplenment” refers to a product that contains substances
li ke vitam ns, mnerals, foods, botanicals, amno acids and is intended to
suppl emrerwot2be/a1816al i nt ake of these substances. D etar pCIOPPI@NISGES are
found in pill, tablet, capsule, powder or liquid form20 and are neant to
be taken by nmouth. The term "nutraceutical"” refers to any substance that is
a food or a part of a food and provides nedical or health benefits,

i ncluding the prevention and treatnent of disease. Such products may range
fromisolated nutrients, dietary suppl gnents 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

i solated or purified fromfoods, and generally sold in nmedicinal formnms not
usual Iy asa@gdeath&dinhed Brnf 0 bR BRIORE 136 BEbnbIomARYE: Pndhyisi@hagi cal

benefi t or EFOVIde protection a?alnst di seases |i ke chronic diseases for
exanpl e. ithis. fopprrmplsecaraggae Dinvairbleps PyepepenolofHaphagk Thgtehi ch may be
water, fl av[%@%em@er"pm@ 0fik edfdelagq ”F’i‘éxféQﬂf&hhﬁe lfﬁe szvk cheal'tbf drink, or an
enriched drink 1ike based on a diary product nl é or fruit juice. 7

" Phar mag eutifesdpngpable depe atspecraRk aiingpien aad %ﬁusea%rﬁm@r( rmagitigney §ie WeeEpedl s t hat
do not i ntgnies i hRe bigniRNaSHRGAY Olc8 atreRE Miiné Pofe "G ARl Erms

i ngredi ent(s) or degrade the body functions of the subject to which it can
be admi ni strepuichsngeablaci |itate fabrication of dosage forms or

adm ni stration of the conposition. Exanples of pharnmaceutically acceptable
exci pient 5include but are not limted to maltodextrin, calcium phosphate,
and fused $hd ey exmivdl pawsediedraminclpdescor preadshieonekaingd EpmlaatssGuilse| ude
flavorggts, gg§ Il%ﬁeX LigHsetddi tives such as other vitanm ns and

m neral s, 7 ts, dispersion nedia, coatings, isotonic and absorption
del ayi ng agents smeeteners and the like, non-toxic auxiliary substances

such as we L f . . i ke,
such a5 YAl O QLoRTALBILY. 18-08R0L BB SAADALALF0 POl ol
tri et hanol amihetc plwas, that emthin semtialinngicedhehtsa sukdhydstet mbicinafat viagnesi um

stearat e vl gl a1, 3k s X6l ALERLE D LDE TRULAE LI G fprballet

capsul es and her osage use er s ect" or
"patieng" aMGOﬁameﬂegmgnlzed in the art, and, are used 15interchangeab|y
herein to refer to a mammal, including dog, cat, rat, nouse, nonkey, cow,
horse, goat, sheep, pig, canel, and, nost preferably, a human. In sone
enbodi nent 8, “dichey csd&njdesopplémena’ Isfetsjteaprokiut:t maecbncainstsulﬁsahm tike iranAnss ubj ect

wi th a disease OF, ? gor der g 4 ot % f nt s ltqiisybject can
be a nor mal""sUib} € "8 ﬂ‘ﬁm""} e?nﬁ%nao%l nStl“ SHot e S“ B TG EPAEECS sex.
Thus, adul the@ndbsandoDirtagyddpEehants and) &tnhéin pﬂhhzé)le@rcaﬁs&]%ﬁ[b(ﬁwdewréiqhiﬂtfﬁﬁded to

be 20c 88 er gn%' 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 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 food 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 an enriched drink Hke based on a diary product (milk)

or fruit juice.



The term "an effective anbunt” refers to an anobunt necessary to obtain a
physi ol ogi cal effect. The physiological effect may be achi eved by one

appl i cat iw0 2008488 by repeated applications. The dosag@Cadpimi/eizesed may,
of course, vary dependi ng upon known factors, such as the 25physi ol ogi cal
characteristics 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 treatnment; and the effect desired
and can be adjusted 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 hardenlng of
the wal | s dihempadeuiicslly sresdtellsExsipiepfe optrisey @t agy materiglg that dogtot il feffeposit s on

thei r i nnegith iR ipAMa1dgaPidi®lty YARORivALREIORG) &rdegﬂage heb&y ARAVE &S
arteriosclerotic vascul ar di sease or AS condition in which an

artery wal thespicekerghicdt ¢apéde P@%lmsfereéfbuhfaﬁiﬁa'fe&a@ﬁa‘éﬂn of desege fREREYi al s such as

chol est er o} gmihiltrdtidn afﬁysuiﬁﬁwﬁo@f@%ﬁlewpﬁﬁﬁﬁééua&au?la&ragtameépgc@ﬂléﬁ a chronic
inflanmatory response in |I's of arteries, in ﬁg part due to the
accunul at i @ﬁluéﬁbm@m@blﬁw&é twltt@egﬁn{felﬁw@bwhowhaﬁwnérf@ tibek by | ow density

| i popr ot ei pgnhRl-ARaRy wcéﬁtﬁ)'l@é(cipﬁﬂ{s afs@'itfc}ﬁdg hgjo%tseﬁs%ellaa'@Qaﬂd’uk GAdGRE 1 des)
wi t hout adequate renpval s and chol esterol fromthe nmacrophages by
f unct i onal sush ghotbrsgareips rdgwiperals eillglventpidisperyien medi patives. ysoroeicapded to as a
hardening GfsobHbil A ilaed RS s LG & inb likd. Forf MR Gehiftky LlbGah BRRLON Of

nmul tipl e plaques w thin"thé arteries (see’

htt p: // en. wetkhperdinulsdyige agders: i heffaing bgmntygind the liko sughph fo amnplhaedunt udi ed
speci fi§ PARRICS s bbb R AR RlanARAIGAL ARer! Aeeliund LRALIER LT
atherosclerosis. Surprisingly It was at @ adm nistration of a

pr epar at i omagngsiginstepnig Whﬁchtalrﬁest@dm‘memlpm\lndlﬁe Ipmémtuml,fy@mwdpmuleqﬂnéf erably
procyani di pg), abd. feptel la asiatica and / or extracts thereof, in a

sui tabl e exciple t consi derably reduces the atherosclerosis rlsks

15I ndeed, the preparatlon of the present invention - of conpletely natural
OO ShORSAhhERAGESSAe Of AR B SLALOSLS, oML SHBRL kAl Lo
clinical ages I n several action of d conposition
conpriéﬁngnmm@amxmﬂzyamndnw&randnammdnpdgmng@M;GmHWImQWﬁgn@EnxebWa asiatica
and / or e tra reo e d n
pharnacoloé?%ﬁ 2§3b$§ﬁﬂ%fmgg gﬁ,%om?%#% Ioagg?hgxw§h¥mgﬁ£%ggﬁgﬁ§ive,
antlpIatelemginéseﬁmmhmmﬁahﬂmkammnzﬁaEﬂg&nthmymmmdmnﬂmdbsE@mahesna group
of flavonoi t ha c t.he subgroups ni dj |d|ns and
propelargon‘g%ﬂenﬂ’oghﬁ’lg1rl1t ‘H%’em ?%l%%ghre H%%%Oﬁﬁg%ﬁgk lbt ép

pol ynmer s cansir sdxi Tigispddult el mepbomnmnbjeud, Methatrmd%rrfemle,em 1ﬁtaﬁded|mhﬂ: V\/m ch are
connect ed eithﬁr by 4-8 or 4-6 linkages, to the effect that a great nunber
of isoffer Pr'8a&ht hocyani di ns exi st.

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.



25Typi cal ly, the proanthocyani dins oligoners have a chain |length of 2-12
nmononmer units. Proanthocyani dins nay be synthesized or extracted froma

pl ant matwoi2al1/018%8- 1 i M ting exanpl es of plant materi al PEOOBUIG0I3H37

pr oant hocyani di ns i ncl ude grape seeds, grape skin, pine barks, ginkgo

| eaves, peanuts, cocoa beans, tamarind, tomato, peanut, alnond, apple,
cranberry, blueberry, tea | eaves. 30 A wel |l -known product containing

proant hocyani dins, which is available in trade as a preparation of a food
suppl ement under the nane PycnogenolO, gis an extract of the French maritime
pi ne bark (Pinus pinaster), see also US patents 3,436,407 (MASQUELIER 9
JACQUES); US 5,720,956 (ROHDEWALD, PETER) and US 6, 372, 266 ( SUZUKI. NOBUTAKA
et al. Hor BT metdsahberoscdsaosts (gl kwanpsatriosigelicansyian diesnoS Vidker ence.
Pycnogenolfcdndit@dn i wncedtirg§dyvRhik X hy @€ tes@lf oftafb%ﬂ&ﬁﬁepﬂau aﬂeltlalmcpl ne
Pi nus pinaster, Aiton, subspecies Atlantica des Villar. quallty of this
extract isasshelesterkl is nsynkemeaffecsing gicir BlosPraelpdiiain WQIB) (Maritime

Pi ne EXtr agkponbdin A6 9 aplefb S 15’%@@5%9@@&@ acPRGKMb d8rackdphdodhnRt at es
Phar macopei al Convention, Inc. 2115- 2116). The extract consists

of a cohceblppdgeds mdpa@ngﬁ%l@hlemdenwuhewratﬁ@s tlastya profringithas gayrehplegiPel  and
Vegetab'eSm@QH@yxhﬁu?Q%h&ﬁ&&ﬁ&%éﬁhb@ﬂ%fﬁ&@%d99%%&Rﬁ%@hﬁh@&ﬁn&%%ﬂ@%§d from
fl avonoi ds, especi al procyani di ns, and phenolic acids. Al these
constitue nﬁl@ctm@lsbe@sdeﬂm liaprpiciny (HIL ) Haceompanly refesed togelh bafleningly Rohdewal d
P A revi einl driie ofERACH SRk | b RIREiAY Rl Ak oL PUERBOSAGRY) . &

her bal nedlcatlon wth a diverse pharmacol ogy. | nt Cl 1 n Pharmacol Ther
2002; 40(4)@eqEBaﬂﬁﬁﬁ$BEmﬂmﬁﬁmkﬂAWﬁ@ﬁﬁﬂm%ﬂcnogenolO are procyani di ns
conprising of catechin and epicatechin subunits with varying chain | engths
(RohdeWdl d P. A review of the French naritine pine bark extract
(PycnogenOApmmm@Bhﬁeeﬂa&dﬁ%&ﬁ@gkmgamﬂm&h el VB B&6H infhCiatntiasmacol ogy.
Int J 15C in Pharnmacol Ther 2; 40:; % 168). Ot her constituents are

pol yphenol #Berpsisensisr SupTngholf vas %Pndcthﬁﬁl&rﬁd@lrwaa@l HIPTIRBIIPN GISiIHBEI des
(1d.). Pycpageapbhaat 6f%%an{h%cﬁhﬁﬂlg€§r%1%§19 p¥d€y£@d¥ﬁ§§lbﬁh @&&é{‘ﬁ@ﬁatﬁ@%cﬁ“d 75%
procyani dins (70+/- 5% procyani di ns) onpliance with USP 28, conpounds
known for ?reﬂlxa@qtaﬁéwyofsmgrw dblespieipignt ?%lﬁlrieraw resieps dstetherosglerasivsitker y
activiyy, ﬁﬁ&%?meﬁ&&mﬁ%&k@ﬁin&ﬁﬁﬂggMﬁhdoﬁmnmﬂ%ﬁﬁﬁﬂﬁﬂﬂﬁ%uls&%QﬁQ Maritime
Pi ne Bark 20extract Encycl opedi a of Dietary Suppl enents

545-553) . megrwsidngf atbprascicsesisi fomsubphirtiqal toetibigd soees impaveral paﬁplaﬁtTh@nsed in a
nunber of ' : of t he
Vacki ni ayacagey pan of PRt be ARt R b B E8 clbpiadich O

native of Geitellagpikiaca andr erteastravtsAbereaf addms to badpareisd by anyrogher pl@ﬁnwaloaysln a,

Mel anesi a, QU [, nmonl y naned
TECA, gotuwﬁgwgguﬁgﬁgmpgm ofth g%}gﬁ)#aﬁﬁgﬁﬁ%g%g§§%5&ﬁhfuel %ﬁng Gen,

Taki p- Rdhol , Ant anan, Pegagan Pegaga, vallaarai, Kula kud, Bai Bua Bok,
Brahm andp |

countri o OJ %glra&gamc%s”&e%é{».ﬂes% Ig{/(?ﬂ% o?ﬁ%\%og @Oﬁgt @ési&cgegﬁlte sé(bgvo%ﬁe%ﬂo&ah%dﬁls

drink. 30 @Emﬂﬂhmamaawatmmbmﬂmﬂnmd%omMNswmkmw@&Imhegﬁeameshaﬂdgmmmms of the

hydrocotyl S lyrgerg gons@tn% of ?1‘} Itgo%omer 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 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, 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), see also US patents 3,436,407 (MASQUELIER



The main active ingredients contained in centella asiatica are
triterpenoids asiatic acid, nmaderassic acid, asiaticoside (triterpenoid
ester gl y\wo20des}763i nadecassosi de, and brahm nosi de. A POTAB201&0%3637
conprising p-cynol, b-caryophyllene and farnesene is also found 10 in the
plant. Extracts of Contella asiatica are also comercially avail abl e.
Alternatively, Contella asiatica extracts can be prepared fromthe pl ant
Contella asiatica by extraction techni ques such as are well known in the
art, including extractions in hydropholki c and hydrophilic solvents. 5 The
present invention provides for a preparation consisting of the conbination
of proanth ani di ns rocyani dins) and Centella asiatica and /
or ext ract@%@é?%)opﬁ EO 35(3@1 F%ﬁéir\g ABREP Tt andfy 6, %}7@&26? PYHEDr evention or

treat ment ROBYMKIOSG!. §loBsHaS ResESh PIIORMHiALdORc RPordtBERRERFLRErédA ENt | ON
contains from20 %to 80 % w w of proanthocyanidins (preferably 10

procyani di Repogsael®ri 8 ratrdged dasgxuachphihs Eefrdanariisr pinsfince Anedre i at i ca

and / or exitRcksaldeteas vang. ﬁle%lumt@pﬂtﬁls SXFDik §RLifRd S tRe UkittdBRkdst Y
sufficient per 100% of the total volune). Preferabl t he preparatl on of

the i nvent Plsameconiit (6028 DdrttingrPing kdravipinod nites Ssatesgthamprepnseay Renkuilles

(preferabl UnleoﬁM&mhgﬂnﬁéapeﬁméoﬁvref?tmn3ﬂc Yo, lez %6 V%l%)r @%ﬁ%ét\f@ﬂs)ﬁts%ff
Centella asiatica and or extracts thereof, nore preferably about 40%to

60% W w of 2 IBCotigwef h@m}ﬁmlﬂ mrhsch(amaéfoemtbm?d ey ah geeiablesaid in bspect i vel y
40% to 60(3/@&(0&%19&%%%'0!}/?%%&5 afl cgﬁp@s@&jfr%qﬂvdm{dg e@ﬁe%faﬁlj’ %Lyanﬁllﬂg%d50% W w

of proant hocyani dins (préferably procyanidins) and respectively 50% w w of
Centel | a aglicaglicogidantd! Gessypnsttykrts possispihenbility. tg II@ctIVA@c,f@pmdrvgBt o the exanpl e,

the prgpar ﬁBﬁaﬁ@alﬁfP Mﬁqéwt?‘é{ﬁﬂé Fr%‘bh)%%?ﬂh{b?)ﬁé glujilieéﬁé%gg*y?@o%k Rl | hg’wnogenolo

and TECA (with or wthout Aspirin conponent). 20
Pyc nogenol@e@mtlpamth aglivstsaplbametiologn Inid @mnf@ﬂnﬂ@éfh@@é%%@%)aﬁ@ 198% of

P R O R i = R e
75mg of predntibodthaniydigvdain pmethe (RdbkgwBEP ngreaiver OYBW@rQJIth plaomyfamn@li ns. 25The
preparati Oﬁar?fexéa@teg/g f@B M nGRITRI 1%1.?(%(,%}1191{ QRNE Hggrnfé’l n?'c'af‘p%a a%f’l%%ﬁ?#a

consi sting of proc i ns’origlna romap extrac
synt hedp zedhmrﬁlnaemacal Tl(elr 2€02; 4@31ﬁ$ -he) i @thgreosdtituzots yamolyphaiplic Mb@nersant ext r act

can De sel SRhol J LAMADS A QURFONRLIALNA b RESRTLNORKAN AhnRgc0ns A N N

30extracts se anong ex T acts of cones of cypresses
gr ape seedconmnpbmcenpé%mud 7S’kpmcymwdlmuﬂ@+/-ﬁopmgyaanMS¢m complmb@@sh al nonds,

tea, hawh cocoa or, com tlo di ns_cont ai ni ng
o oxtrancl2eBnapdr PR MRS, SR SRt AP AR g For et han
50% by wei ghitit(, @monls dteet aetldns aathdgwadd P. p‘ngM@&mnm NaritimoPac Bakf er abl y

more thgn 1036 DY, Yel i, 20H: B PR REGaR B ENERLY S BT @ than 75% by wei ght of

Centella asiatica is a small herbaceous annual plant used in a number of cosmetics application
and health remedies. It is a member of the Mackinlayaceae family (Apiaceac) or
Mackinlayoideae subfamily, and is native of Sri Lanka, northern Australia, Indonesia, Iran,
25  Malaysia, Melanesia, New Guinea, and other parts of Asia. It is also commonly named
TECA, gotu kola, Asiatic Pennywort, Indian Pennywort, Luei Gong Gen, Takip-kohol,
Antanan, Pegagan, Pegaga, vallaarai, Kula kud, Bai Bua Bok, Brahmi and rau ma. Centella
asiatica is also currently used in its countries of origin in culinary preparations as
accompaniment or as a drink.
30
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 acid,
madecassic acid, astaticoside {triterpenoid ester glycosides), madecassoside, and

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



proant hocyani dins (preferably procyanidins). Preferably the plant extract
according to the present invention is originated from pi ne bark and nore

pr ef er ablwotha/qaBmat extract is Pycnogenol (D. 5 In a preTaBraeosatodi nent,

the preparation conprising proanthocyani dins nay be a pine bark extract.

The pine bark may be from P. pinaster, such as, for exanple, from
PycnogenolO. In a preferred enbodi nent, the conposition may contain

proant hocyani dins at a concentration of 10%to 100% of total weight. For
exanpl e, a PycnogenolO conposition mayide diluted or concentrated to
contain 10% 20% 30% 40% 50% 60% 70% 75% 80% 90% or 95% 10
proanthocyanldlnsé§‘referabl procyani dins). Concentration may be perforned
usi ng knowit ther!pde tiagie ff %Fé“ B FUH® %ihrﬁé:aﬁaff%@walﬁﬁwé#%r PiREEpyrely,

chr omat ogr aphia bk RERIERE 88, SR JIRRL piafaNkRhk 1A%k 8 L.gacext racts,
present in the preparation of the invention, are the total tri t erpenic

fraction oflEnrerraswss wek kp rTEGART 1 SRR iopbicedxci pi ent s of

this inventiofulinchydg, but are not limted to, anti- adherents, binders
(e.g., macrocrystalline cellulose, gumtragacanth, or gelatin), coatings,

di si nte@rants fillers, diluents, softeners, enmulsifiers, flavoring agents,

col oring a@ﬁéﬁr&enﬁ@eﬁﬁﬁfﬁrévldés%r '[ﬁ%laltaﬁon édﬂﬁ%ﬂg%’?ﬁ{e c%ﬁﬁ&tﬁm%? 9
nutrients), viscosity nodifiers, 8 agent's, 20glidiants g s

col | oi dal Brpmﬂwﬁa%nlmp@é%rabbmrm@@d@@t%n @e%tgl@rﬁs@tlca(?@%@li qxtr frsof #i | uents,
or any othg Luide e?cq'ﬂlén\{ qmI e fnet% ﬁ@@entlg)d’ orqgggﬂ{eﬁtat;f 'aﬁ’l@r%sélé}%se O[fhe pF Bgrat%ﬁarrpl e,

the preparation of the present 1 nvention nay Include exclpient materials
sel ect ed f piohs phenigrouporcemsins flomg20dp tcil ‘einimot erotydimay@idissdpisfaradyy agent s,

whi t en I rate,
! SURE %aéﬁﬁﬁ[&%nh‘ﬁ%ﬁm @R, %?o’iﬁ WA s ectlbéli,éfi én't{'la a{f?&@%ﬂ MiDeSt£R

st erot es, tural or art| icia flavor essenti a ant extracts,
fruit essethewsfandalseitablesxcipientsicsi [qmamtltyméﬁcthp@dﬂO%(@ﬁthe Mdlvbbamhe

prepar at i op,.Qf,pf ﬁaeBE??ﬁ{‘én df%qmem& &ﬁ%nbé’s‘%&h‘??o B9y o ﬁa\KIM {f* cial or

nat ural sweet en weet ener s, conbi nati ons thereo Bul k
sweet ener spnomlhqsrd@lmﬂt(hre&adbdbrwrQCﬁ@ldmm)chnd@nmcSﬂl‘V@tq%9 % orpospagveliNein- | i miting

examl es ofo Rl SNESHENGI AR, AHELRGIOBIABE, ALY Gog. dextrin

dried |nver sugar ruc ose Truc ose rn evu ose,
gal act dse, pmmﬂnpcsgmdm (peKarabdy, prbtazgmtims)emd popecovdy {Q% QO‘VGwaoﬂQﬂntellatran ni tol,

xylitol, | gcfattlcé and’ev hr Ieftt;r?bo%%r(])gt %Bowv&; Oflp)r(b El%g @ I?Hls? g‘?ragt arch

hydr ol ysat es, | soma inat ly12 The
sui tabl e emcp’nielhis) anamesbe:tlaé1$ 60% wpk af @mﬂlataslatadalayd aodept akligereysippi ent .

According to the example, the preparation of the invention comprises the combination of
Pycnogenol® and TECA (with or without Aspirin) (tablets, 100 mg for each component).

20 Pycnogenol® extract is standardized to contain between 65% and 75% of proanthocyanidins,
preferably procyanidins (70+/- 5% procyanidins). Thus tablets used in the example contain
100 mg of TECA and between 65 mg and 75mg of proanthocyanidins, preferably 65 mg and
75mg of procyanidins.

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



Optionally the preparation of the present invention can further conprise a
non-steroi dal anti- 5inflamatory drug such as acetylsalicylic acid

(aspiri n)wWoeBha/ps®dent invention further provides for aPCooB2po/esasati on, a
dietary or food supplenent, a nutraceutical, a beverage, a nedi canent and a
topi cal preparation conprising the preparation of the present invention. As
descri bed above, the nedi canent and the topical preparation may 10further
conprise acetylsalicylic acid (aspirin) as well as a pharmaceutically
accept abl e excipient. Preferably, the ¢jetary supplenent, the nutraceuti cal
or the nedicanent of the present invention is admnistered at a dosage of

between 5 ny %ﬁﬁ ' 000 per tgy. 15 Preferably between 50 ng t
1' 000 ny p%rl"alaléﬁ?y nSéP@FFrW@O@P@td’é‘?)a sferpRly the elnhartradigeqontivgdo they per day

The di et ar yre&WPRl QEBNs orlglhee@ﬂtrﬁgﬁleutﬂkead m@fe ptéfeaﬁrﬁme%ms&traats the present
i nvention contains from20 %to % w w of proanthocyanidins (preferably

procyani di R&pogael ¥rom 20 % to 80 % w w respectively of Centella asiatica
and / or extracts thereof and a suitable excipient g.s.p. It is known that
PycnogenolO extract is standardi zed to contain 20 between 65% and 75% of

pr oant hdcyhrfi mpfesed gyibeflimeaty thy PspyeyarfomiPHsng maeyhormidinsagy bepdingdads i n t he

exanpl e do.gQnt ﬂﬁe’blﬁ%rﬂma)pge fidaiA [ﬁtﬁgtelb%c%§ @0r@§arﬂfﬁe %91 %@H&eﬁ’cﬁ@ Ina

proant hocyani di ns,” preferably 65 ng and 75ng of procyani nor e
pr ef er abl yDrEfyragoraifodisanh thctrampesiticdimy cemalpupwyfamyatndl@s ARZPpeENiHHO8 eht

I nvention {4 thRkoRSrenhidRsent. ier e%ﬁBl%ra?‘}%lc%lgei?él@tc'aﬁlpbs”ﬁ’o%’?ﬁdy% di@tayse in the

treatnent or the prevention of atherosclerosis which concerns especially
arteries. WI@?‘@@FMOQ‘GiDle% @it 48%. Preweiit 1M 8hmeEr i 7aer¥é¥oscl eroti c

pl aquegy Tpl%a a%tfmé( MR gJaﬁl indf eyﬁcgeeut&ﬁm@b%&#aﬁged%n kBaLd ng or

preventlng at er 0os Si's ers conprising admnistering to a

subj ect |nmmée@SUﬁEﬁegbmanm@ﬁmeepreﬂaﬁbMMpm@ﬁmmg@mpteparation or of the
medi canment of the present invention. Said atherosclerosis disorders are
preferably atherosclerotic plaques and said subject is a mammal, preferably
a human. 3 préferrpreapadiatchofentt hasidii@teatractss pgpheimgiet prepatrdomefithaceut i cal or

the modi cale0ioRlud AE P SRENNI AXEOH | QALRAD, AR REALStered oral ly

par ent er al or ‘topi cal osage 0 ween per day to 2' 000 ng
per days Preferably betmeen 50 ng to 1'000 ng per day and nore preferably

bet ween 108 ﬂqg)lqgtoﬁsu(?tgblggxcﬁ)pl ntsdoef)(hls tlr-lgee 1510 Eﬁé "o a{reo rrll(;st 1@@5% anc’;[lCt lve

|ngred|ents Feparation are described a i Nt énded for ora
adm ni st r asdhornts tbhtteiemedg cmatemrysm‘llutehelhposesgmttragmmt omgelana)ncdaengsn the form
for exanpl i ca sule a
| ozenge " atsalafs AR LneRs SR SseluPhin naftateetod FEbAEMEN" an B i ki,
a di spersi ﬁijuvaﬁts | lutgrichats, ﬁmrcnarmyagehtbed g.fraitriants), VISCOSIty modifiers, bulking agents,

20 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
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 (e.g., sorbitol, mannitol, xylitol, lactitol,
erythritol, and maltitol), hydrogenated starch hydrolysates, isomalt, trehalose, and

combinations thereof.



10r easonabl y adapted for such admnistration. If intended for parenteral
admnistration, it can be in the form for exanple, of a solution for

i ntravenol®,20ivtiswAuUscul ar or subcut aneous injection. TRETIBMWI1CO33637
preparations according to the present invention can be, but not limted to,
a cream 15a patch, a gel, an ointnent, a lotion, a tincture, a spray, a
nousse, a cleansing conposition or a foam The topical preparations of the
present invention can be also in the formof a suspension or dispersion in
solvents or fatty substances, or alterpatively in the formof an emul sion
or mcro enul sion, PET-enulsions, nultiple emulsions, bickering enul sions,
hydr ogel s, al coholic gels, |ipogels, one or multi phase solutions or a

vesi cul ar di spersion and 20ot her usual conpositions, which can al so be
appl i ed byTREARablASKPRIKSNBE aRS a PRIBYRutichNEaREMIbY &BPichan al so contain

ani oni c, nonionic, cationic or anphoteric surfactant(s). In a preferred
enbodi nent, the preparation according to the invention conprises

pr oant hocy@apiidhastné Bfegatr FARE Yhe FQ&GY REHH0ASIn ARArCERpRk hRoRSkRtdab@iand / or
extracts thereof” as 25the sole active ingredients adm nistered to a

subj ect? THdammaRy dregsurhasasetylsplicylid acld @pgieci ate that the invention

descri bed herein is susceptible to variations and nodifications other than
those specifically described. It is to be understood that the invention

i ncl udes alhe pererf iyeentien fughes prmtleniodh food atchaatongg dinin or degdarrilenent. eom t he
spirit BOOﬁutlea@éﬁ@eh,' aat;evgrg'fc[ Qﬁl@:&[}dn?ﬁ%{ ﬁr%l att(t)lﬁéa?ﬁlfepar;m)ﬁ cbﬁﬂt@s%g'ftﬁ@pf%a%ﬁiohnd udes
all of the steps, features, conpositions and conpounds referred to or

i ndi cat ed Piihe pressnigipecstifn. Agidpssribediahetioyihd matlicymant andghd tepicilwedpyratigngayany and
al | conrpi nat.d . r : I : The present
disclogﬁreﬁ%gggﬁg'%e%?%y%%g%gngggéﬁggégﬁaggmﬁkﬁgﬁP&%g%e %gkﬁﬁ?%strated and
not restriewcipkat. 14 the scope of the invention being indicated by the
appended C ainms, and all changes which conme within the nmeani ng and range of

equi val ency are intended to be enbraced therein. Various references are
ci t ed t hr obgfeoably, thhidstaspeppeincet thomytraeautibel of theicdiament pitboprpnat ed Sherei n

under st ood g " FaPREE X ol RHERRS A LEREIL U heflbados D) 00 Carer
howevel; eRefrpibyrbetvoden f@ tigad $' 004 mp parciey sidayet merepregebly bétwvantOD org tand ar e
not inte nd% 15;? pelr id%il. tThsI} Qigta1$ycs%8[)qerggnt,tttli]eenuitrgc\:/e%{i](gai &MNhe medicament of the present

invention contains from 20 % to 80 % w/w of proanthocyanidins (preferably procyanidins)

and from 20 % to 80 % w/w respectively of Centella asiatica and / or extracts thercof and a

suitable excipient q.s.p. 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 procyanidins, 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.



10 EXAMPLES Variation in echogenicity of echolucent carotid and fenoral

at heroscl erotic plaques with conbi ned treatnent (Pycnogenol 100 ng + TECA
100 ng, wwohkonwvoisieBhout Aspirin 100 15ng). A prospecti veCTaBao/oBesmont h
trial. (TECA = total triterpenic fraction of Centella asiatica) This study
has eval uat ed whet her a conbi nati on of PycnogenolO0 and TECA, with or

W thout Aspirin, was effective in reducing plaque progression and

cardi ovascul ar risk of events by 20decreasi ng pl atel et aggregation, |ocal
arterial inflanmation and the intinma-nmggia scarring process due to
inflammtion at the level of carotid and fenoral arteries bifurcations. The
reduction in risk of cardiovascul ar events shoul d have been obtained - by
the study RYUEERPS the diganisenplacnh e csiricagical ilsdaurieprntiohhePEgés mai niy
by produci fgeriol b4 HRla8mBRiES QAL pdrttdriBSQUSalll B LHLBRYSMGH K Sinis

echol ucent (soft, black on ultrasound, prone to enbolisation and thronbosis
causi ng evesitay o208 mg peadey- Carferably bﬁwamﬁ&gng tPHi WO reospdaand grore

pl acebo- ¢ o%y%fe%lﬁdwereh ) llﬁg% 4ob @ngﬁjef BRSehfonCMAhtHAL biNGe 4dnCe BbfcaichS irof
Pycnogenol0 and TECA, or without Aspirin, selectivity on
hypoechélcﬂ@@ﬁ@Wﬁ@éﬁ¥e@©%ﬂﬁéﬂé§e 15 Capturing pl aques inmages, digital

i mage processing, and nornmalization were standardi zed. The interobserver,
intrascanner, gain-level variability were al so standardi zed usi ng as
reference Hlnaiwie@ for arekydnfigistratine, thpgedieagien of hermprespr inventioh ceihee iplthgque and t he
adventiti ag (’Mﬁ'olt &)amﬁfé 5fQQaH@Satcagﬁh99 éﬁarﬁ)glrstoft cI&ﬁlet% ?glé%a(fhgf‘ 2Pl aque
characterization and cal e 5Medi an) neasurenent’s had been

previ ousl ydm@blemwd‘i:rngrd@tl% 4 syspengion pe vliddi g dispaidere 8 liqeifltes anyt ¢therddroy asoni ¢
pl aque jgre i een
A R T R R G

echo- textub@mdﬁf@ma@U@xaaﬁgwfawémumﬁ@hmuammmav@gmu$®mmev&hmgmam@ t hose t hat
di d not caﬁi JOenbol i zation, thronmbosis, or cardiovascular events (i.e

Tl As, strokes, enbolisation, thronbosis).

The topical preparations according to the present invention can be, but not limited to, a cream,
15  apatch, 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
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 thereof 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 understood that
the invention includes all such variations and modifications without departing from the spirit
30  or essential 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,



In this study, after identifying plaques at higher risk (black, "soft",
echol ucent plaques), patients were treated with the conbi nati on PycnogenolO
and TECA wai20t1/@8768i t hout Aspirin) 15(tablets, 100 ng f@cTABWNO/EIBGPONeENt )
once daily for 6 nonths to eval uate whether this aggregate conpound, by its
antiplatelet action, anti-inflammatory effects and by nodul ati ng | ocal
col | agen synthesis, could increase the echogenicity and therefore the
stability of echolucent plaques. No other treatnent was used during the 6
nont hs fol l owup. 20 Asynptomatic patients with carotid/fenoral
bi furcation, irregular, echolucent plaques (GSM<18) causing >65% st enosi s
(on dupl exeh were treated wi th PycnogenolO and TECA (with or w thout
Aspi rin) ofaionhotBaxFion beips indisye by therprented Cdus. cphalbiipngcamhichat i ent s
(i ncl udi ngc&MiﬂQﬁﬁl}nié@l{iﬁ% dni8alee df WulhhlcARtd PInRh &8s ba@siHed (it he group of
interest 25 the antiplatel et action was obtained by the conbined activity
of Aspirin and PycnogenolO). This association may have a conbi ned
ant i - aggr egakdul &rGideCire PRIABN oGNP Bk oh CattDO WIHCHAE indSBbrhade (Whi ch
could be not tolerated in nost patients). The details of groups are shown
in Tabl & 1heieig byegirencein iBENIRESULTS: At inclusion the GSMin the hypoechoic
pl agues treatnent group was 15.1 (range, 11-17.4); at 6 nonths GSM was
i ncr eased 7Il(it he increase was significant as GSMraised to 19.5;SD 1.1,
P<0. 05) . Theaferogeigg Aescidmian gall bqmeasiullyrnderetoedorigicfepinee @k folevsng 16 | n
concl usi onpf e QSR ¥eSSIES Atk RS HIAS SR of FRALIAFHrPASId hyfept i ON_Of the
conbi nati on of PycnogenolO + TECA and t]?'ue conbi nat1 on Pycnogenol0 + TECA +
Aspi ri n ( ARY3ntionandpse vat ais¢rided atlinghthe fcopg/pidecineingon. | ow- density (soft)
carotiggand fenoral plaques which are the nost dangerous types of plaques,
associ ated to cardiovascul ar events due to enbolisation of 5thronbosis. The
preparation of the present inventi oXAMBftEsconpl etely natural origin - stops
t he progression of atherosclerosis fromsubclinical to clinical stages in
several patients. The synergy action of PycnogenolO and TECA (with or
wi t hout Asphriation is edrgenidtybd ecleyhenent @dotislaralfymortah atheddghatinplghogiital
action (i GsmiiRE! GERFER el GUELFoo AR TERAPRIELNithor wifibLPAGhSh £ - TABLE
15 mg). A prospective, pilot 6-month trial.

(TECA = total triterpenic fraction of Centella asiatica)

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.



Pl aques ACGE Nunber of patients Males Fenoral Carotid APT PATIENTS 63. 3;7
57 38 66 69 CONTROLS 62.4;5.1 58 34 57 66
WO 2011/018763 PCT/IB2010/053637

15

Capturing plaques images, digital image processing, and normalization were standardized.
The interobserver, intrascanner, gain-level variability were also standardized using as
reference blood (black) for the most echolucent parts of the plaque and the adventitia (white)
as the most echogenic part. The technique for plaque characterization and GSM (Grey Scale

5 Median) measurements had been previously described in details.

In previous studies, after the ultrasonic plaque area had been obtained, normalization of echo
texture had been obtained and plaque characterization had been used to differentiate echo-
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;SD 1.1; P<0.05). There was no change in GSM in the comparable controls.



TABLE 2: 15 GSM Measurenent Treatnent GSM at baseline At 6 nont hs*
Pycnogenol 100 ng/day + Centella 100ng/day 15.2; SD 2.3 17/20** Pycnogenol
100 ng/ dayoroGams®Bl a 100 ng/day + Aspirin 100 ng/day 1BCT/IBSD/R53§3719/ 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 G oup

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

5  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

10 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:
15  GSM Measurement
Treatment GSM at baseline At 6 months*

Pycnogenol 100 mg/day 15.2;SD 2.3 17/20%*
+ Centella 100mg/day

Pycnogenol 100 mg/day 15.1; SD 2.1 19/20%*
+ 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 8/18%*
100 mg/day

Aspirin Group 15.3; SD 3.1 2/18
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appl es, peanut skin, wal nuts, ponegranates, tomatoes, al nonds, tea,

hawt horn, cocoa or conbination thereof. 205. The preparation of any of
clains 3 WO2i1/08®Bei n the plant extract is originated PCOABWIINGS3OIT k. 6.
The preparation of any of clains 3 to 5, wherein the plant extract is
Pycnogenol O 257. The preparation of any of clains 1 to 6, wherein
Centella asiatica extracts are the total triterpenic fraction of Centella
asiatica (TECA). 8. The preparation of any of clains 1 to 7, wherein said
preparation further conprises acetylsakgcylic acid. 30 9. The preparation
of any of clainms 1 to 8, wherein the suitable excipient is a

phar maceutical |y acceptabl e excipient. 19 10. A food preparation
conprising the preparation according to any of clainms 1 to 9. 11. A

di etary suppl ement conprising the preparvgi on according to any of clains 1
to 9. 512. A nutraceutical conprising the preparation according to any of
clainms 1 to 9. 13. A beverage conprising the preparation according to

any of claim ghefafutiOn conmtmglﬁthe/éoﬂasﬁlh&ﬁlrmB;oaﬁtﬁmﬁmélhmdtd%ﬁtem £pacati on
according to any of clains to 9. 15. The rmedi canent of claim 14 or

t he di ef ar §nds@ppitesie theregf. iy sailthl?lqaxcmeqﬁla%ﬁ&ﬁa@@@mﬁtlewtmuf@w%carre nt

or dietar Yto%p@mmrodtﬁm@ﬁNdms%h@ﬁ&q 28V, B $005 RELrQfecREIYERRnRINT Per day
to 2' 000 ng per day. A topical preparation conprising the preparation

accor di ng #siptighgndgfor W@Ptﬁrﬁw@f érrgse invhe previvp o treftment earthesesclsrosisr event i ng
at heroscl erosis conprising adm nistering to a subject in need thereof an
effective anobunt of the preparation according to any of clains 1 to 9 or
t he medi cafredbe piepwrtvinegclpion b weieinisaid pxparati@ is Thesqup theadeveftialoai m 17,

consisqbngn&@n&ggfQﬁg&gghkggh&k&treatnent of atherosclerotic plaques.

3. The preparation of claims 1 to 2, wherein proanthocyanidins are procyanidins originated

from a plant extract or from a synthesized material.

15 4. The preparation of claim 3, 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, tomatoes, almonds, tea, hawthorn, cocoa or

combination thereof.

20 5. The preparation of any of claims 3 to 4, wherein the plant extract is originated from pine

bark.
6. The preparation of any of claims 3 to 5, wherein the plant extract is Pycnogenol ®.

25 7. The preparation of any of claims 1 to 6, wherein Centella asiatica extracts are the total

triterpenic fraction of Centella asiatica (TECA).

8. The preparation of any of claims 1 to 7, wherein said preparation further comprises
acetylsalicylic acid.

30
9. The preparation of any of claims 1 to 8, wherein the suitable excipient is a

pharmaceutically acceptable excipient.



19. The nmethod of any of clains 17 to 18, wherein the preparation or the

medi cament

Is 25adm nistered orally, parenterally or topically. 20. The

nmet hod ofwearmligfiswBai ns 17 to 19, wherein the preparati @0TAB2AO/05303f t 0 any
of claimse 1 to 9 or the nedi canent according to claim14 is adm ni stered at
a dosage of between 5 ng per day to 2' 000 ng per day. 30

10

15

20

25

30

19
10. A food preparation comprising the preparation according to any of claims 1 to 9.
11. A dietary supplement comprising the preparation according to any of claims 1 to 9.
12. A nutraceutical comprising the preparation according to any of claims 1 to 9.
13. A beverage comprising the preparation according to any of claims 1 to 9.
14. A medicament comprising the preparation according to any of claims 1 to 9.
15. The medicament of claim 14 or the dietary supplement of claim 11, characterized in that
said medicament or dietary supplement is administered at a dosage of between 5 mg per day
to 2’000 mg per day.
16. A topical preparation comprising the preparation according to any of claims 1 to 9.
17. A method of treating or preventing atherosclerosis comprising administering to a subject
in need thereof an effective amount of the preparation according to any of claims 1 to 9 or the

medicament according to claim 14.

18. The method of claim 17, consisting in the prevention or treatment of atherosclerotic

plaques.

19. The method of any of claims 17 to 18, wherein the preparation or the medicament is

administered orally, parenterally or topically.

20. The method of any of claims 17 to 19, wherein the preparation according to any of
claims 1 to 9 or the medicament according to claim 14 is administered at a dosage of between

5 mg per day to 2’000 mg per day.

21. The method of any of claims 17 to 20, wherein the subject in need thereof is a mammal,

preferably a human.



