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complexes of triterpenes extracted from Centella asiatica.
Skin aging is a complex biological process affecting various layers of
the skin, but whose major effects are seen in the dermis. There are two
10 biologically independent aging processes that occur simultaneously. The
| first is intrinsic aging, which affects skin as well as, most likely, the internal
organs. The second is extrinsic aging or photo-aging which is the result of
exposure to the elements, primarily ultraviolet irradiation. The
eonsequ'cnces of innate aging can be observed all over the skin, including
15 areas protected from the sun. In the areas exposed to the sun, particularly
the face and the backs of the hands, photoaging damage is superimposed to
tissue degeneration due to innate aging. Thus, the most noticeable changes
on facial and neck skin, the primary areas that patients are concerned about,
result from the combination of intrinsic and extrinsic aging processes. It has
20 been suggested that as much as 80% of facial aging may be ascribed to
exposure to the sun, although other factors (i.e. cigarette smoking) can
contribute to premature wrinkling.
From a biochemical standpoint, photoaging is though to be induced
mainly by: some proteases, mainly metalloproteases, which are

25 overproduced and overrealesed by keratinocytes and fibroblasts as a
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From a bi ocheni cal standpoint, photoagi ng I's though to be induced mainly
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of the interaction with ultraviolet radiation (these proteases are

degradati ve enzynes irreversibly danpgi ng collagen, .elastin and hyal uronic
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present invention fulfills this need, by providing pharnmaceutical and

cosneti & cobB¥si ti ons containing the following ingredients of vegetable
ori gi n: a)phosphol | pi
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of the proteases on the dermis (while increasing the capability of fibroblasts
to produce and release new collagen fibers) and the disappearance of the
10 antioxidant defenses from the skin.
The present invention fulfills this need, by providing pharmaceutical

and cosmetic compositions containing the following ingredients of

vegetable origin:

a) phospholipid complexes of standardized extract 0.1-2.5%
15 of Vitis vinifera,
b) phospholipid complexes of standardized extract 0.1-2.5%

of Centella asiatica.
More preferably, the pharmaceutical and cosmetic compositions of the
present invention cbntain the following ingredients of vegetable origin in
20 the following percentages:
a) phospholipid complexes of standardized extract 1%
of Vitis vinifera,
b) phospholipid complexes of standardized extract 1%
of Centella asiatica.
25 The phospholipid complexes of standardized extract of Vitis vinifera
(also referred to as “"components a") are disclosed in EP 275,224, Said
extracts consist of the polyphenolic fraction contained in Vitis vinifera

seeds, and comprise gallic acid, monomers, dimers, trimers, tetramers,



present invention contain the follow ng ingredients of vegetable origin in
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pent aners, emn@wd\aﬁhg@&mam ers of catechin and epicatechin free and
esterified with_ gallic acid. In vitro %d in,yivo studi,es, have eyi denced
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circulatory siyiting’ & efyfiafle 181&ds0VEE TRleSraMIfals in tissues. Finally, the
10 extract of Vitis vinifera inhibits collagenase and other proteases, thereby
protecting the connective tissue and the skin from the harmful action of
proteolytic enzymes released following UV irradiation and during the
development of an inflammatory skin response, and it has selective affinity
to the skin and th.e circulatory structures, such as microvessels and
15 capillaries, thereby also protecting the microcirculatory district.
The phospholipid complexes of standardized extract of Centella |
asiatica (also referred to as "components b") are disclosed in EP 283,713,
This extract consists of a 4:3:3 mixture of three different molecules
having strong activity on collagen metabolism: asiaticoside, asiatic acid and
20 madecassic acid. These molecules improve the capability of the fibroblasts
o up-take amino acids such as L-Proline and L-Hydroxyproline that, from a
quali-quantitative standpoint, are the most important amino acids in the
collagen formula, An improved synthesis of collagen means a faster
substitution of the degraded old fibers of collagen with the new ones.
25 Components a) and b), when tested toxicologically, showed neither
toxic nor irritative actions towards the treated tissues,

The compositions of the present invention may optionally contain, in

addition to components a) and b) indicated above, also other active
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' suitable excipients, such as emollients, moisturizers, thickening agents,

emulsifiers, dyes, flavors and the like.

Some examples of compositions according to the invention are
reported in the following.
15 Example 1 - OIL-IN-WATER EMULSION
100 g contain:
Phospholipid complexes of extract of Vitis vinifera 0.20g

Phospholipid complexes of triterpenes extracted from

Centella asiatica 1.00 g
20 Isostearyl isos.tearate (Gattefossé) 250g
Polyisoprene (Syntesqual - Vevy) 250¢g
Decyl oleate (Cetiol V - Henkel) 2.00g
Cetyl palmitate (Cutina CP - Henkel) 2.00g
Cetearyl Isononanoate (Cetiol SN - Henkel) 2.00g
25 Polysorbate 80 (Tween 80 -ICI) 100 g
Imidazolidinyl urea 030g
Tocoferol 020g

Ascorbyl Palmitate 0.10 g



sui t abl e exci pients, such as emol | i ents, noisturizers, t hi ckeni ng agents,

emul sifiers, dyes,

flavors and the I|ike. .
according to the invention are reported in the follow ng. {p Ng¥
O L-I N-WATER EMULSION 100 g contai n: (

Vitis vinifera 0.20 g Phospholipid conpjexes of triterpen
Centella asiatica 1.00 g 20 |Isostearyl
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5 Polyacrylamide (e) C,s.,4 Isoparaffin (e)

Sonme exanpl es of conpositions
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Phosphol i pi d conpl exes of extract of
It MR A8 ed from

| sostearate (Gattefosse) 2.50 g
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Laureth-7 (Spiegel 305 - Seppic) 250¢g
Perfume 0.10 g
Purified water q.s. to 100.0 g
Example 2 — OIL-IN-WATER EMULSION
10 100 g contain:
Phospholipid complexes of extract of Vitis vinifera 050g
Phbspholipid complexes of triterpenes extracted from
Centella asiatica 0.50g
Phospholipid complexes of glycyrrhetinic acid 1.50 g
15 Cyy.5 Alkyl benzoate (Finsolv TN - Finetex) " 4.00g
Cetyl palmitate (Cutina CP - Henkel) 3.00¢g
Polyisoprene (Syntesqual - Vevy) 2.50¢g
Isostearyl isostearate (Gattefossé) 250g
Polysorbate 80 (Tween 80 -ICI) 1.00g
20 Imidazolidinyl urea 030g
Methyl chloroisothiazolinone (e)
Methyl isothiazolinone (Kathon CG-Rohm & Haas) 005¢g
Tocoferol ' 020 g
Ascorbyl Palmitate 0.10 g
25 Disodium EDTA 0.10 g
Citric acid 005¢g
Polyacrylamide (e) C,,.,4 Isoparaffin (e)
' 2.00 g

Laureth-7 (Spiegel 305 - Seppic)



Perfume 0.10 g Purified water g.s. to 100.0 g Exanple 2 - O L-1N WATER
EMULSI ON 10 100 g contai n: Phospholipid conpl exes of extract of Vitis
vinifera 0.50 g Phospholipid conplexes of triterpenes extra ﬁ‘ r
Centella astatica 0.50 g Phospholipid conplexes of glycyrr hgg 4@§ %%Gd
1.50 g 15 012.15 Al kyl benzoate (Finsolg TN - Finetex) 4.00 @/_I
palmtate (Cutina CP - Henkel) 3.00 g Polyisoprene (Syntesqual - Vevy)
2.50 g Isoste | ,,sostearate (Gattefoss6) 2.50 g Polysorbate, 80 (Tween
80 -1Cl) 1. %uﬁﬁ%sdlhﬁ%& °?‘ban?yl urea 0.30 g Methyl chlor o?osgﬁlgi azol i none
(e) Methyl isokhiazolinone (Kathon CG Rohm & Haas) 0.05 g Taocpferol 0.20 g
Ascor byl Palﬁrﬁrbgflg 0.10 g 25 DisodiumEDTA 0.10 g Citric acioodf)é).gOS g

Pol yacryl amiy]ge. | soparaffin (e) Laureth-7 (Spiegel, 305 - Seppic)
2.00 g 617 V@léﬁ%é@gﬁ&%‘&% 2006 Butyl at ed hydr oxyt ol ueneO.’c@'é Ber f une0. 10
g Purified water g.s. t0100.0 g




7 CLAIMS 17 NOV 2005 2 4 MAR 2006 1. Pharmaceutical and cosnetic
‘conpositions consisting of the following ingredients of vegetable origin:

s a) pb.ospholipid conpl exes of standardized extract 0.1-2.5%71DINOVI 20§
vinifera, b) phospholipid conpl exes of gt andardi zed extract O. 1&' %ﬁ% of
Centella asiatica, in conbination with conventional excipi entg arm
carriers.. 10 2. Pharmaceutical and cosnetic conpositions ‘as clained in
claimlt YAy ng the follow ng ingredients of vegetable origin: a)
phosphol i pi d conpl exes of standardi zed extract | % of Vitis vinifera, 15
b) phospholipid conpl exes of standardi zed extract 1% from Centella

asi atica, l.n Rimrmeenticaliand cosmetici coaipasitons Qﬁin%is@iﬂ? dfaRé | Blbwihg

Phar maceut i cal and cosnetic conpositions as clainmed in claim1l and 2,
further cdngeediemty aftigetablalorigint ve i ngredi ents sel ected fromthe group

20 consisting of vitamn E, zinc, hydroxyacids and glycyrncctinic acid or a
conpl exX t rIpIwEpholipighompiek sspd fistandardthed sregst i cal  and COpMELI £ 594
conpositions as clained, in claim3, wherein the additional active

i ngredi ent s &ri8tisreséarain the following percentages: 25 'vitamin E
0.2-1% . : : '
b) phospholipid complexes of standardized extract 0.1 -2.5%

of Centella asiarica,

In combination with conventional excipients and carriers.

10
2. Pharmaceutical_ and cosmetic compositions as claimed in claim i, '
containing the following ingredients of vegetable origin:
a) phospholipid complexes of standardized extract 1%
of Vitis vinifera, '
15 b) phospholipid complexes of standardized extract 1%

from Centella asiatica,
in combination with conventional excipicnts and carriers.
3. Pharmaceutical and cosmetic compositions as claimed in claim 1 and 2,
further containing additional active ingredients selected from the group
20 consisting of vitamin E, zinc, hydroxyacids and glycyrrhetinic acid or a.
complex thercof with phospholipids. | |
4. Pharmaceutical and cosmetic compositions as claimed in claim 3,

wherein the additional active ingredients are present in the following

percentages:
25 “vitami ' |
vitamin E 0.2-1%,
zine 0.1-0.3%,
hydroxyacids 0.1-1%,

glycyrrhetinic acid or a complex thercof with phospholipids 0.1-2.5%.



zinc 0.1-0.3% hydroxyacids 0.1-1 % ' glycyrrh.etirnic acid or a conpl ex
‘thercof wi th phosphoi.ipids 0.1-2.5% 17 NOV 2005 2 4 MAR 2006 8 5. The
use of: a) phospholipid conpl exes of standardi zed extract of Vitis
vinifera, and b) phospholipid conpl exes of standardi zed extratl Kov ReHtel | a
asiatica, for the preparation of pharmaceutical and cosneti ;eéwo%hél ons
agai nst skin 5 aging. 6. The use of: aga) phosphol i pi d conpl e

standardi zed extract of Vitis vinifer and b) phospholipid conpl exes of

st andar di zed extract of Centella asiattca, in combination with additional
active ingrednnisg 68/ ected fromthe group 10 consisting of vitamn E,

zi nc "hydroxyaci ds and glycyrrhetinic acid or a. conplex thereof with

phosphol 'ag ﬁ%s pheli faheomp@msaéﬂmn@&dﬁ)ibﬁmemtdﬁ:%nﬁw dre@ar@ﬁa_c

conposi ti agai nst is Skin aging. 7. Pharnaceuti cal osnetic

SOIWEOS' t YY) phaphelipidedmiple 26y oPReanfardizedi ¢lirdett 6F é?eh@éll&%z@m@% o skin
o the preparation of pharmaceutical and cosmetic composuions against skin
5 aging.
6. The usc of:
2) phospholipid conﬁple;ccs of standardized extract of Vitis vinifera, and
b) phospholipid complexes of standardized extract of Centella asiatica, in
combination with additional active ingrcdienté selected from the group
10 consisting of vitamin E, zinc, hydroxyacids and glycyrrhetinic acid or a
complex thereof with phospholipids,
for the pfeparaﬁoh of pharmaceutical and cosmetic compositions against
skin aging,
7. Pharmaceutical and cosmetic compositions as claimed in any one of-

15 claims 1 to 4 for use against skin aging.



