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ORAL COWPQCSI TI ONS FOR THE TREATMENT OF CELLULI TE The
present invention relates to oral pharmaceutical and
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vegetable origin for the treatnment of cellulite. Mre
particularly, the present invention relates to
phar maceuti cal and cosnetic oral conpositions for the
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Cellulite affects a remarkable and increasing percentage of the western
population, especially women, including many adult women with normal body
weight not affected by obesity. Cellulite is related to a condition 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 compositions for the treatment
of cellulite are presently available on the market: they are generally based on

active principles of vegetable origin, such as ivy, horse-chestnut or kola tree

- (Centella asiatica) extracts, caffeine, Dbeta-adrenergic stimulants,

methylxanthines and the like. However, none of them has proved really
effective so far and the improvements are often due to the diet regimen
generally associated with the use of the compositions, rather than to the
compositions themselves.

It has now been found that oral pharmaceutical and/or cosmetic

compositions containing a combination of active principles of vegetable
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generally associated with the use of the conpositions,
rather than to the conpositions thenselves. It has now
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dose unit Vitis vinifera standardi zed extracts,
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conpl exes. Conponents a)-c) in the free formare
SopRaEioal | y avail abl e. Phosphol i pi d conpl exes of
Vitis vinifera standardi zed extract (also referred to
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mg per dose unit of Vitis vinifera 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 complexes.

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 Vitis vinifera seeds,
contains gallic acid, catechin and epicatechin monomers, dimers, trimers,
tetramers, pentamers, hexamers and eptamers in the free form or esterified
with gallic acid.

In vitro and in 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

exiract is able to inhibit xanthine-oxidase and chelate Cu™ and Fe™™*, thus
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extract, consisting of the poliphenols fraction

contained in Vitis vinifera seeds, contains gallic
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cAMP phosphodiesterase causes an increase of cAMP levels; since cAMP is

able to activate lipocytes metabolism, these complexes exert a lipolytic action
and improve microvascular perfusion and cutaneous trophism.

Phospholipid complexes of Centella asiatica standardized extract (also
referred to as “components c¢”) are disclosed in EP 0 283 713. This extract
consists of a 4:3:3 mixture of three different molecules endowed with high
activity on collagen metabolism: asiaticoside, 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 formulations, either liquid (such as syrups, solutions,
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Example II:

Vitis vinifera extract 150 mg
Ginkgo biloba dimeric flavonoids 100 mg
Centella asiatica triterpenes 10 mg
Dihydrate dicalcium phosphate ‘ 150 mg
Microcristalline cellulose 100 mg
Croscaramellose sodium 28 mg
Silicon dioxide 8 mg
Magnesium stearate . 9 mg

Talc 3 mg
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Phosphol i pi d conpl ex of dineric G nkgo bil oba
flavonoi ds 100 g Phospholipid conplex of Centella

W@g00802ma7 trit er penes 60 ng Sodi um croscar amel POFEPRB4/010148

my Silicon dioxide 8 ng Talc 4 gy Exanple Il: Vitis
vinifera extract 150 ng G nkgo biloba dineric

%ﬁgi ds 100 ng Centella asiatica triterpenes 10 ny
te dical ci um phosphate 150 ng M crocristalline

cellul ose 100 ng Croscaranel | ose sodium 28 ng Silicon
di oxi de 8 ng Magnesium stearate 9 ng Talc 3 ng5 CLAI M5

1. Oal ,conpositions containing: a) Vitis vinifera
lSt an(@'labFQggméQWIgc?org?mén%bnpl ex thereof with

phosphol.j.pi ds; . di peri c..G3 nkgo, bi] oba fl avonpi ds, or .
conplagxé}égf h@f’@?f "vmsfaﬁld&ﬁ%%ﬁol ﬁﬁaaﬁ; Orc)2 B, théfeof with
asi atica,aor ﬁ@nﬁl exes thereof with phospholipids, in

adm xt UPQO\W W6Rventi onal exci pients and carriers.

b) dimeric Ginkgo biloba flavonoids or complexes thereof with
phospholipids;
c) 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 thercof with
phospholipids and
¢) 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

for the treatment of venous insufficiency of the lower limbs.



2. Conpositions as clained in claim1l1, in which the

conponents a)-c) are in the free form 3. Conpositions
wa@sgooslozioned in claim1, in which the conponent BCHEP2)4/010148

are in the formof conplexes w tth phospholipids. 4.

Use of a conbination of: a) Vitis vinifera
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cefpkexes thereof wth phosphol i pids and c) Centella

asiatica or conplexes thereof wth phospholipids for

the preparation of oral pharmaceutical and cosnetic

conpositions for the treatnment of cellulite. 5. Use of

a conbination of: a) Vitis vinifera standardized

extract or conplex thereof with phospholipids; b)

di meric G nkgo biloba flavonoids or conpl exes thereof

wi th phospholipids; c) Centella asiatica or conpl exes

t hereof with phospholipids for the treatnent of venous

insufficiency of the lower linbs.6 6. Use of the

cosnetic conpositions of clains 1-3 for the treatnent

of cellulite.



