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WO 2005/ 027947 PCT/ EP2004/ 010148 | ORAL COWPCSI TI ONS
WRRSPR4TREATMENT OF CELLULI TE *166166* The RGISEN®004/010148
i nvention relates to oral phgr maceuti cal and cosnetic
conposi tions containing ingrédients of vegetable
cellulite. Mre

o-ERAL EOMROSHHBNS FORTHE TREAFMENT OF

Phe Treatnent of cel t PRLEUIIEES coWPers oy
extracts, dineric G nkgo biloba flavonoids and ”mmm"”"""I'IIM”””"’
- Centella asiatica .triterpenes as the active 166166
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‘cBBiBLd. al'ly wonen, including many adult women with
normal body = wei ght not affected by obesity. Cellulite
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conpositions for t

teepes| 2 Reaidipkl ; mar ket : - they are generally
béécglgd on active, pﬁgﬁgﬁh%ﬁgsé of vegetable origin, such

as i.)A\(:coﬁﬁhgGto(%ﬁﬁgdr'égéntfolhygﬁ{iﬁ ttlf‘e act} ﬂi%r:elg?ents are in the free

e
asi atica) extract af f ei ne, beta-adr ehe

fitoh Buloaniptexdd wies BbYaHYI)ines and the Iike. However,

none of them has proved r y effective so far and

the CeHufveaERLs ar@ntfrkeMedisd ﬁﬁcr%?ﬁp%éﬁ%rg%%%%@%‘%ﬂ? western

"~ generally associated with the use o
popiifagion{ bepediglly Reomen, including many adult women with normal body

weight not affected by obesity. Cellulite is related to a éondition of
panniculopathy, characterized by poor peripheral circulation, oedema, fibrosis
and altered lipocytes metabolism, and an ideal treatment should take into
account all these aspects. |
A number of pharmaceutical or cosmetic compo'lsitions for the treatmént-
- of cellulite are presently available on the market: they are generally based on
active principles of vegetable'origi_n, such as ivy, horse-;:heétnut or kola tree
(Centella  asiatica)  extracts, caffeine, beta-adrenergic stimulaﬁts,
methylxanthines and the like. However, none of them has proved really
effective so far and the improvements are ofter} due to the diet regimen
generally associated with the use of the compositions, rather than to the
comipositions themselves. | |
It has now been found that oral pharmaceuti.cal and/or cosmetic

compositions containing a combination of active prihciples of vegetable
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conpositions thenselves. It has now been found that

oral pharmaceutical and/or cosnetic 25 conpositions

contai ning a conbi nati on of active principles of

vegetable ~l I ~~~~ 111 LI TEEE LRI LT ~~~~ ~] | ~
Q%?Eﬁ?fd%’ WD 2005/ 027947 PCT/ EP2004/ 010148 2 PGWERF0eH#010148
whi ch are object of the present2 invention, allowto

obtain optimal results in the treatnment of cellulite,
ozigymi fWhiaintdry olgduciofight heredertosivtentvin, SMbow Ctd B8 Soptimal
fat and "orange peel" skin, thanks to the conbi nation
refulishia thdittgament ofcellulitey signifibanti @t QuSing P AlRPBEISs of sub-
whi ch exert anti oedema, 5 anti phosphodi esterasis and
cytdIsRIR effef canktioringe peald’ pkimothenks| tagde combination of the
production. The caonpositi-ons of the invention have
dififersnp acieviter pécthiey evarioust semposgnimniwhithv erens antioedema,

iFstfici_ency of the lower linbs. Al the active
- aBHIPReS

Rhodiestragise ahpBaSOkiRfile ofctitigy, namdt poomatee collagen

known. and used in. phar euticals and/or in ,
PE%@%&%%&%%B%‘P@F{ R%nts hfgh‘}l Bveatigathaye algotpraved redfective in

Siti how. i st ffect d that th
I PPUTISHt ST ROUS it ckary oL lewe bt el y i s by
f | ] t hat. of t i . d.in . .
AL THNT e e -
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vini fera“standardi zed extracts,

. i j i.] oba,.f ' and, from,10 to 500
| ﬂ% %F”%dedg%ﬁlﬁhg%hgw 9 ﬁrng%@gﬁgoéff@ctg?%c}ntﬁg tact%wry of the

a asiatica” equi v
sifdge GOV i i 1R : opent s :
e e 0L B o EE P Oy ST PRERGS used im
cbimbspdtidn. pi d conpl exes of Vitis vinifera standardized
extract (also .referred to as "conponents a") are
di scTbs edmposiiompeithdatepht 2keniddh. cHRic8ndn exdhant to 500
consi sting of the poliphenols fracti-on contained in

- Mg peisdQseniigrod 1§gs denifera standardized extracts, from 10 to 500 mg of

dimeric Ginkgo biloba flavonoids and from 10 to 500 mg of Centella asiatica
or an equivalent amount of the corresponding phospholipid complex'GS.
Components a)-c) in the free form are commercially available.

Phospholipid complexes of Vitis vinifera standardized extract (also

referred to as “components a”) are disclosed in European Patent 275.224. Said

extract, consisting of the poliphenols fraction contained in Viris ﬁz’m’fera seeds,
contains gallic acid, catechin and epicatechin monomers, ciimers, trimers,
tetramers, pentamers, hexamers and eptamers in the free form or esterified
with gallic acid.

| In vitro and i vivo studies have demonstrated the high antioxidant
activity of the extract (from 10 to 200 times higher than that of vitamin E,

depending on the experimental model), which allows to eliminate the most

reactive radical species and counteract their harmful effects. Moreover, the

extract is able to inhibit xanthine-oxidase and chelate Cu™ and Fe™™, thus
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contains gallic acid, catechin and epicatechin
nmononers, dinmers, trimers, tetraners, pentaners,

hexanmers and eptamers in the free formor gsterhfled

It i,c acid. In vitro and in vivo studi es _have
wg%%%@?%géd the high antioxidant , 25 activityPGIEPH@4/010148
extract (from 10 to 200 tines higﬁer than that of
vitam n E, - depending on the experinental nodel),

- whfetenaingoorz me whatalyseat productims of frencddivalsriadiissles. Last, the

speci es and counteract their harnful effects.

MEEeD v einiferae extract aimhibits atoléagenasehandt other proteases, thereby
xant hi ne- oxi dase and chel ate Cu++ and Fe's, t hus V\D _
200YLebNg 4thepernITt e tisyes 481d Sherskienfrong the noxious action of
enzyme- cat al ysed production of free radicals in

tP E%Ml%ﬁl}équsgrelwsqu upos; fléVa ioadiation iani b tthe course of

coll agenase and ot her, proteases, thereby protecting .
tl{gjl%gﬂﬁg%rt}’l VESRONSSH elth et fleing kmereeyan tthe msiacusas selective
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bhRAava 1hetHtY | t&;-mé%d“ k&%?& : ?lk%@om)?dséogcﬁlénde?%g%”egg%xlﬁfgfﬂy_ potent

extrenely pot ent asoact1ve agen

t Pesvactibe bidentd @uk the a8t ﬂiathﬂtﬁpgiHhﬂﬂﬁt and refe%ﬁ’é;of histamine and -

phosphodi.est erase from nmast ce n particu

| GAMP 1 plespblodidstcrAb PORS PAYT 6L BS SaCAMTISE Ak inhibition of
i ncrease of cAMP |l evels; since cAMP is”™ able to

acAMAtphosphodigtsastetalsel iznindrbaweof e APRNEFI8X 8fice 8 AMP is
l'i polytic action and inprove m crovascul ar perfusion
awkledot antivates lipooptes snetabolism, these complexes exert a lipolytic action
and improve microvascular perfusion and cutaneous trophism. |
| ?hospholipid complexes of Centella asiatica standardized extract (also
referred to as “components ¢”) are disclosed in EP 0 283 713. This extract
consists of a 4:3:3 mixture.of three different rholecules endowéd witl\l.hig'h
activity on .collagen metabolism: asiaticoéide, asiatic acid and madecassic
acid. These molecules improve the fibroblasts uptake of amino acids, mainly
L-proline and L-hydroxyproline, which are the most important amino acids in
collagen structure, both from the qualitative and quantitative .standpoint. An
improved collagen biosynthesis involves a faster replacement of degraded old
fibres with new ones.

. The compositions of the present invention will be administered orally,

in the form of suitable formulation.s, either 1iquid (such as syrups, solutions,



Phosphol i pi d conpl exes of Centella asiatica
st andardi zed extract (also referred to as "conponents
c") are disclosed in EP 0 283 713. This extract 20
consists of a 4:3:3 mxture of three different
nol ecul es endowed with high activity on col |l agen
" metabolism asiaticoside, asiatic acid and nmadecassic :
woi 105/2hese nol ecul es i nprove the fibroblasts pefaERoes010148
of amno acids, mainly L-prolineand '
L- hydroxyproline, which are the nost inportant am no
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adm nistered orally, in the
folackt| Rib1hsng Elot TP gk ] : :

. sol uti ons, V&ZOG%?%%’ %&hgéggtgg%/ %’%ﬁ% 15 -

5 susperBxamplesobf sempbodi  HRUYRY e g

pills, capgul es, cheﬁm%bﬁgﬁbtﬁﬁog?gg.eﬁ'hte&f gﬁr%rﬁgc?rlf oagg reported
viidrkinbelgwepar ed accordi ng to conventional nethods,
such as those disclosed in "Rem ngton's Pharnmaceuti cal
Héxabimpdé T; tableick Publi shing Co., NY, USA, using
sui tabl e excipients. 5 Exanples of conpositions
dusphiohigidsocdrhplexnvent i on are reported herei nbel ow.
Exanple |: tablet Phospholipids conplex Vitis
Witishahifersxextaztt 240 mg 10 Phosphol i pid conpl ex of 5 0 mg
di meri c_G nkgo bil oba flavonoids 100 ng Phosphol i pi g

10 ddwsparlipid cempldx of disiaric Ginkgo bHOPETRS 0RGIdY  SOdilgl mg

Cﬂh%%%%ﬁﬁg% ngglezxsof em‘iilllai ;secrz]tigciz ?r);tie?;er?esng rale 60
mg.
Sodium croscaramellose 28 mg
Silicon dioxide_ 8§ mg
Talc 4 mg
15 Example II: o
Vitis vinifera extract _ | ' | | . 150 mg
Ginkgo biloba dimeric flavonoids  100mg
Centella asiatica trite@enes | 10 mg
Dihydrate dicalcium phosphate ' 150 mg 
20  Microcristalline cellulose : 100 mg
Croscaramellose sodium 28 mg
Silicon dioxide 8 mg
Magnesium stearate 9mg
Talc 3 mg

25
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4 mg 15 Exanple Il: Vitis vinifera extract 150 ny
G nkgo biloba dineric flavonoids 100 ng Centella
asiatica triterpenes 10 ng Di hydrate dical cium
phosphate 150 ng 20 Mcrocristalline cellulose 100 ny
Croscaranel | ose sodium 28 ng Sikicon dioxide 8%@
Magnesi um stearate 9 ng Talc 3 ng 25 5 LLOYD i WISE
&ﬂi@sl. Oral conpositions containing: a) Vitis

i standardi zed extract or a conpl ex thereof
with 5 phospholipids; b) dineric G nkgo bil oba
flavonoi ds or conpl exes thereof with phospholi pids;

I j-at.i . I th f with

B osnnifcspslibh Safaifiil TTh Conventi onal -

i p ; [ cl aj,ne .

o1 PR ShSgarlych GRBRSDH 8" SpRbIEk Apor wit

free fowﬂosghoﬁgmosi tions as clained in claim1l1, in
e conpo

whi ch t _ ents a)-c) are in the formof _
g?fm'tﬁ)xe(ﬁni’érw GWRRNb AP ASflafondRRE B BoGYPIRLEA #HQ%eof with
phospholipids;
¢) Centella asiatica or complexes thereof with phospholipids,

in admixture with conventional excipients and carriers.

2. Compositions as claimed in claim 1, in which the components a)-c) are

in the free form.

3. Compositions as claimed in claim 1, in which the components a)-c) are

in the form of complexes with phospholipids.

4. Use of a combination of:

a) Vitis vinifera standardized extract or a complex thereof with
phospholipids;

b) dimeric Ginkgo .biloba flavonoids or complexes thereof with
phospholipids and

c¢) Centella asiatica or complexes thereof with phospholipids,

for the preparation of oral pharmaceutical and cosmetic compositions

for the treatment of cellulite.

5. Use of a combination of:

a) Vitis vinifera standardized extract or complex thereof with
phospholipids;

b) dimeric Ginkgo biloba flavonoids or complexes thereof with
phospholipids;

¢) Centella asiatica or complexes thereof with phospholipids,
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15 a) Vitis vinifera standardi zed extract or a conpl ex
thereof with phospholipids; b) dineric G nkgo bil oba
flavonoi ds or conpl exes thereof with phospholi pids
and c) Centella asiatica or conplexes thereof W {oypwise
phosphol i pids, 20 for the prepargtion of oral
phar maceuti cal and cosnetic conpositions for the

.a conbination of: a

' : f
{ﬁrf iayﬁSith? @Feg"ealgl?ﬁhﬁ;?’& geﬂ‘%ﬁf’?‘ékﬂ“@ Picg}?g!tlé‘}@gm‘?é‘rtee} Venous
' . I pddsy 25 h) di [ i nkgo bi | oba
¥\1 ;Colgg{fﬁgcqéﬁéy'c%?&\ggr mfggs:egfer:/vlpt h p%?spholhi pi ds;
l.atj ca. . t t .
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con‘pocsélfd'lﬁg for the treatment of venous insufficiency
of the lTower linbs. 6. Use of the conpositions of

| ai =3 £ Qk: .cosnetic treatnent of cellulite. 5
%'. Ar%oé#brﬁglgtgrlghng‘: a) Vitis vinifera standardized

extrapt V[tiscoﬁmlti{?fat @?{rﬁ%{rldﬂeﬂh extiRE P! i(fgrgﬁlieﬁgztggfeof with

di meri'’c G nkgo oba onol ds or conpl exes

W th prlgﬁg?gbh@wss; 10 c) Centella asiatica or

conpl exes theredf Wi th phospholipids, for use in the

t8r e?%%ﬁ%ﬁ/ ggf‘?f'é%d NEMbhd CHAVENoRE Re doMExtd ikreof with
phospholipids;
¢) Centella asiatica or complexes thereof with phospholipids,
for use in the treatment of venous insufficiency of the lower limbs.
8. A combination of:
a) Vitis vinifera standardized extract or complex thereof with
phospholipids;
b) dimeric Ginkgo biloba flavonoids or complexes thereof with
phospholipids;
¢) Centella asiatica or complexes thereof with phospholipids,
for use in the cosmetic treatment of cellulite.
9. Use of the composition of claims 1-3 in the preparation of a
medicament for the cosmetic treatment of cellulite.
10. A cosmetic method for the treatment of cellulite comprising
administering the compositions of any one of claims 1-3 to a subject.
11.  Compositions of claim 1-3 for the cosmetic treatment of cellulite.
12. A cosmetic method for the treatment of cellulite comprising
administering a combination of:

a) Vitis vinifera standardized extract or complex thereof with

phospholipids;



a) Vitis vinifera standardi zed extract or conpl ex

thereof with phospholipids; 15 b) dinmeric G nkgo

bi | oba fl avonoi ds or conpl exes thereof with

phosphol i pi ds; c) Centella asiatica or conpl exes LLOYDWISE
thereof w th phospholipids, for7use in the cosnetic
treatnment of cellulite. 9. Use of the conposition of

cl ai 1.3 int repar,agion of a,. 20 nmedi cament for .
Che. cBs sty ; CRit Bpbe oPedonpids” s Comsmlanet  thereof with
met hod féﬁ tEF Ingatnent of cellulite conprising

adni ni stBT9R Opﬁ Ei:orrpositions of any one of clains

1-3 t ject.. 11. Conpositiops of.claiml1- ol
the cosnetitelfidsiotiin ot SREapreY hesdor 510 idsahetipids.
met h : treatment of cellulite conprising 25
adniﬂ?g{gé?%gﬁa conbination of: a) Vitis vinifera

st andardi zed extract or conplex thereof with
phosphol i pids; LLOYD WSE 7 b) dineric G nkgo bil oba
flavonoi ds or conpl exes thereof with phospholi pids;
c) Centella asiatica or conplexes thereof wth
phosphol i pids, to a subject.



