IN 1 Il1I'nl ~~INnB~ 17 Nov 2a *166166* PHARMACEUTI CAL AND COSMETI
COMPOSI TI ONS AGAI NST SKIN AGI NG The present almwu mlﬁmmummat es t
pharmaceutical and cosnetic conpositions ag n agi n HHYM ng
i ngredi ents of vegetable origin. re particul artsgiest he present invention
rel ates to pharmaceutical and 5 cosSmetic corrp05|t|ons for the prevention
of skin agi
vinifera, are-pRebfter o Tetas: - = P zx 2 sha
Centell a asm ag| ng is a corrpl ex bi oI og| cal pr ocess affect| ng
various | ay skin, but whose major effects are seen in the
derms. There are two 1o bi ol ogi cal ly i ndependent agi ng processes that
occur sinmultaneously. The first i s intrinsic agi ng, which affects skin as
wel | as, nost Ibﬁel Y, i.nt er{; {?ans E second. if rinsic, .aging
or phot o- agi ng pcrprpger{ emP’SE PR Gf"a"e&pt:?sup AIRRAGERIECE} o AR t§°S’i’5‘FF‘Frar| Iy
ultraviolet irradiation. guences of .i.nnate a served
all over théomoﬁlthnﬁclagﬁﬁnﬁ tlf% sgg gg%ﬁo?%%?gﬂngr%r?‘ﬂlgn&]ﬁ? e[tzﬁg Car eas
exposed to tgrega particularly the face and the backs of the hands,
phot oagi ng qAt ge |s superinposed to tissue degeneration due to innate

aging. Thus, E/I(%F@E{S%rﬂgh a‘%ﬁfi%@ C;ﬁﬁ?é]ﬁ%veﬂ oh 361a¢s ?d‘gpgﬁﬁé%e%‘ﬁiﬁ'al ah§e

prl mary areas t I en cerned a OUt resu

conbi nat ison c@§mbﬂ€“c8§i;fos?t’ft§hsexifo"r' RRé CpAdieRBioR” QTESRES- agin ha@o@t@nﬁﬁ@”
suggested that as much "as 80% of faci aP aging may be ascri ged to

phospholipid complexes of extracts of Vitis vinifera, and phospholipid

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 Dbiologically 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
consequences 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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exposure.to the sun, although other factors (i.e. cigarette snoking) can
contribute to premature winkling. Froma biochem cal standpoint47 Nov 2008
phot oagi ng i s though to be induced nmainly by: sone proteases, mainly
nmet al | opr ot eases, which are 25 .overpr odilced and overreal esed by
keratinocytes and fibroblasts as a pNNM*=I1 *000002* |I? NOV = 2 consequence
of the interaction with ultraviolet radiation (these proteases are
degr adat i ve cenggqueace rofdahe isiebagtictawail wifravoolebyatiatioh {thdsa panttabgsadnar oni ¢
acid, bringing about dermis scars and visible winkles); and by oxidative
stress, abl degrdativei erryenashisrevsrsibly dnaging collagrmtelasfreasd bynhironicer y
short 5 tine, On the basis of these general considerations, it is clear
t he need t oacish, hrérginghabaikti defmisnsqare enduvisitlgi wiginklesy; andlbyabkidatiye
counteract the action of the prot eas?s on the derms (while increasing the
capability &fressmbdptaslisningte theqeeraral skin patiegidant dgfenses ganvery 5BPE) and
t he di sappearance of the to antioxidant defenses fromthe skin. The
pr esent nv&®§-on fulfills this need, by providing pharmaceutical and
cosnetic conpositions.contapning the foll ow .. ngredi.ent.s of, vegetable
origin: a) phospf i ?d?aét%ﬁfghagﬂ gfgn?@gr?(ﬁ’gﬂﬂqeg%tdo%(t‘?a‘étﬁeir- ét_‘%%e%&f) Vitis
vinifera, b)p%]t%%p ﬁ%‘ élahdfrgr%nﬁrle%{(aetﬁrcozgiﬁg%r}dg rtgcl)lzaeoqe %tcroﬁ(ﬁ]iergctlthé a%ti%%’

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 contain 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,



of Centella asiatica. Mre preferably, the pharmaceutical and cosnetic
conpositions of the present invention contain the foll ow ng iﬁgm\?iﬁ%ts of
vegetable origin in 20 the follow ng percentages: a) phosphol’i'p

conpl exes of standardi zed extract 1% of3 Vitis vinifera, b) phospholipid
conpl exes of standardi zed extract 1% of Centella asiatica. 25 The

phosphol i pi d conpl exes of standardized extract of Vitis vinifera (also
referred topsstamersporamess ahjl haptameicrd of edtdohirRnd78piza¢chiBafrde amdt r act s
consi st of the pol yphenolic fraction contained in Vitis vinifera seeds,
and conpri sésatfiadcwith grlligwahers, dimers, triners, tetraners, 17 Nov 2M 3
entaners, exaners and heptaneters of catechin and epicatechin free and
gst erified wthigaiitrocangdi & vive studies have iqvidencsdsthaihigh matiexidiziagnced
the high antiqxjdizjng, activity_ of said extracts (10 to 200 tines as much
t hat 019 vi t FHKIE, ot §ga6épf‘éﬁtﬁ% (éﬁ t%gongmSnéﬁtla}whmé\ét ot s ikl udes
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following W Trradiation an uring
preventing the enzymatic release of free radicals 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

to 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



devel opment of an.inflammtory skin response, and it has selective affinity
to the skin and the circulatory structures, such as n‘icrovesse{s and 15
capillaries, thereby also protecting the mcro circulatory dis T iNGV. 2008
phosphol i pi d conpl exes of standardi zed extract of Centella asiatica (also
referred to as "conponents b") are discldsed in EP 283,713. This extract
consists of a 4:3:3 mxture of three different nol ecul es having strong
activity on ugredigets swehadrovitamin (0241063 izire (01-0896), asiddoRyetid2(. ] -
madecassi ¢ acid. These nol ecul es i nprove the capability of the fibroblasts
to up-take ah¥a)onscglysysihehinis aticPoolai cranplest thetyaft withpplodspheliphds (0.f+ om a
qual i-quantitative standpoint, are the nost inportant am no acids in the
col l agen for#d%e), Ap ilmproved thy nentickidaot, mqﬁagmg naxach s antihAamenatory
substitution of the degraded ol d fibers of collagen with the new ones. 25
Conponent s aPToRgE1gs) 0 tPTRRRIIBANt oxi col ogi cal | y, showed neither toxic
nor irritative tions towards t?e treated tissues. The conpositions of the
present ihventi ohiSeSPTBPPIHARE | 9 cHiR AirAsentninvandion owill obe oadroindstersdh) and

b) indicated abo .al so pther .act.i 7 =.4 ingredients such as vitamn
E (0.2-1%. fﬂph%a\fg’g.lﬁ-%.esgb@ H§&PH§§E&%QI§IO{6@@S I ieueh peyaekhlotionsc aci d
or a conplex_thereof,wth phosphal L pi,ds.(0.1-. .2.5%,, tq.|nprove the

ant i oxi dant ,mgt 1grgﬁlsﬁ%n%r{ga%’ﬁﬁnﬁfqlhﬁr}ﬂ@&rfdlﬁr‘?fpg’?‘i'%éil%fgl SCORPBE ti on.
5 The conposii.i ofy; resent. Lnventign Wl l be .adm ni.stered
topically, i binfs0 gAY SRENImE PHEA | SRl st {io8S ( il becprspered

| otions, m : i : t I r 4d.or wsem.-sol jd
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wi |1 be gy epPlfthaceutical Handbook", Mack Publishing Co., NY, USA, together with

' 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 020¢g
Phospholipid complexes of triterpenes extracted from
Centella asiat_z'ca 1.00 g
20 Isostearyl isostearate (Gattefossé) 250g
Polyisoprene (Syntesqual - Vevy) 250g
Decyl oleate (Cetiol V - Henkel) 200¢g
Cetyl palmitate (Cutina CP - Henkel) 2.00g
Cetearyl Isononanoate (Cetiol SN - Henkel) 200g
25 Polysorbate 80 (Tween 80 -ICI) 1.00g
Imidazolidinyl urea 030g
Tocoferol 0.20 g

Ascorbyl Palmitate 0.10 g



according to conventional nethods, such as those described in "Rem ngton's
lo Pharmaceutical Handbook", Mack Publishing Co., NY, USA, together with
sui tabl e excipients, such as enollients, noisturizers, thigkegpp ents,
enul sifiers, dyes, flavors and the |ike. Sone exanpl es of conpositions
according to the invention are reportedin the follow ng. 15 Exanple | -
O L-I N-WATER EMULSI ON 100 g contai n: Phospholipid conpl exes of extract of

Vitis vinifer- . . _Phosphol i pjd conpl exes of triterpenes extracted
from Cent el I(Me§¥?8€]i%6 lsf.ﬁﬁéz*gm% égost earyl isostearate (Gattefosse) 2.50
g* Pol yi soprene, ( Synt esgual - Vevy) 2. 50 cyl, oleate (Cetjol V -
Henkel ) 2. o@@ﬂyéﬁ laﬁgﬁﬂ??edgéat?‘eﬁt@ﬁéﬁ@%-&%ﬂ@I ) 2.00 g 8aryl

| sononanoat gy: [.O - Henkel) 2.00 g 25 Pol ysorbate 80 ( n 80 -1C)
1.00g Im ?&éﬁ%ﬁ"m Ey urea 0.30 g Tocoferol 0.20 g Ascor b;ﬁf\ﬁﬁ& mtate

0.10 g 11 or oi sot hi azol i none (e) Met hyl
i sot higazol P%ﬁilg?%a&%@&%lﬂgﬂ% & Haas) 0.05 g D go?:li um E%TR'Q)S. £0 ¢
Butyl ated hydiypeydahti88%ePe02 ,Isoparaffin (e)

Laureth-7 (Spiegel 305 - Seppic) 2.50¢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 050 g

Phospholipid complexes of triterpenes extracted from

Centella asiatica 0.50¢g
Phospholipid complexes of glycyrrhetinic acid 1.50 g
15 Cy;.45 Alkyl benzoate (Finsolv TN - Finetex) 4.00 g
Cetyl palmitate (Cutina CP - Henkel) 3.00 g
Polyisoprene (Syntesqual - Vevy) 250¢g
Isostearyl isostearate (Gattefossé) 250¢g
Polysorbate 80 (Tween 80 -ICI) 1.00 g
20 Imidazolidinyl urea 030¢g
Methyl chloroisothiazolinone (e)
Methyl isothiazolinone (Kathon CG-Rohm & Haas) 005¢g
Tocoferol 020g
Ascorbyl Palmitate 0.10 g
25 Disodium EDTA 0.10 g
Citric acid 005g

Polyacrylamide (e) C,,.,, Isoparaffin (e)
Laureth-7 (Spiegel 305 - Seppic) 200¢g



5 Pol yacryl am de (e) Cl13_14 |Isoparaffin (e) Laureth-7 (Spiegel 305 -
Seppic) 2.50 g Perfume 0.10 g Purified water g.s. to 100.0 g Exanple 2 -
O L-1 NNWATER EMULSI ON 10 100 g contai n: Phospholipid conpl exxzs?‘fg e act
of Vitis vinifera 0.50 g Phospholipid conplexes of triterpe ¥t ted
fromCentella asiatica 0.50 g Phospholipgid conpl exes of glycyrrhetinic
acid 1.50 g 15 C12.15 Al kyl benzoate (Finsolv TN - Finetex) 4.00 g Cetyl
palmtate (CQutina -. Henkel) 3.00 g Polyisoprene (Syntesqual - Vevy)
2.50 g |sos B@H?ﬁegr@’ég%ﬁﬁoiﬂ@e( Gattefosse) 2.50 g Pol ysorbd-858 (Tween
80 -1C) 1. 20 I m dazolidinyl urea 0.30 g Methyl chloroi sgéhi azol i none
(e) Methyl i zol i none (Kathon CG Rohm & Haas) 0.05 g TdEbe & ol 0. 20 g

Ascor byl Palgitate 0..10 g 25 DisodiumEDTA 0.10 g Gitric {d.0.05 g
Pol yacryl arri%]‘é“ﬁgén water i-%r g‘bpar affin (e) Laureth-7 (Spi ege?ﬁgb@ £ Seppi ¢)
200 g 17 NOV 2 6



But yl at ed hydr oxyt ol uene0.05 g Perfune0.10 g Purified water g.s. t0100.0 g
17 NOV 205 7 CLAIMS 1. Pharmaceutical and cosnetic conpositions containing
the following ingredients of vegetable origin: s a) phosphol1piNOVc200p! exes
of standardized extract 0.1-2.5% of Vitis vinifera, b) phospholipid

conpl exes of standardi zed extract 0.1 - 2.5% of Centella asiatica, in
conbi nation with conventional excipients and carriers. 10 2. Pharmaceuti cal
and cosmetCEAIMBositions as claimed in claim1, containing the follow ng
i ngredi ents of vegetable origin: a) phospholipid conpl exes of standardi zed
extract 1 % of Vitis vinifera, is b) phospholipid conpl exes of

st andar di ded @harmateutisalf and Gesmetit | compositions, containiny nhti followidy
conventional excipients and carriers. 3. Pharnaceutical and cosnetic
conposi t i angresléents aif vegetableloaigin:l and 2, further containing additional
active ingredients selected fromthe group 20 consisting of, vitamn E

zi nc, Fuydﬁgﬁﬁééph@hmddcmpm&st&ftsmndardizied extract conpl ex the),gef 2y§%h
phosphol i pids.__4. Pharmaceutical and cosnetic conpositions as clainmed in
claim 3, of Vitis vinifera,

b) phospholipid complexes of standardized extract | 0.1-2.5%
of Centella astatica,

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 excipients and carriers.
3. Pharmaceutical and cosmetic compositions as claimed in claim 1 and 2,
further containing additional active ingredients selected from the group
20  comnsisting of vitamin E, zinc, hydroxyacids and glycyrrhetinic acid or =
complex thereof with phospholipids. | |
4. Pharmaceutical and cosmetic compositions as claimed in claim 3,
lwhercin the additional active ingredients are present in the .following
percentages: |
25 “vitamin E 0.2-1%,
zine 0.1-0.3%,
hydroxyacids ' 0.1-1%,
glycyrrbetinic acid or a complex thereof with phospholipids 0.1-2.5%.



wherein-the additional active ingredients are present in the follow ng
percentages: 25 -vitamn E 0.2-1% zinc 0.1-0.3% h.ydroxyacids 0.1-1 %
glycyrrhetinic acid or a conplex thereof with phospholipids 0.1-2.5%
17NOV2M 8 5. The use of: a) phospholipid conpl exes of standaridi N8I 2008 r act
of Vitis vinifera, and b) phospholipid conpl exes of standardized extract of
Centella asiatica, for the preparati @n of pharmaceutical and cosnetic
conpositions against skin 5 aging. 6. The use of a) phospholipid conpl exes
of standardi zed extract of Vitis vinifera, and b) phospholipid conpl exes of
st andar diszed Tayetysacdf: of Centella asiatica, in conbination with additional
active ingredients selected fromthe group 10 consisting of vitamn E,

zi ncs hy @) phyeshalipidngomblexes ofstindagdaeddxtracaof chinyl wixifeherand with
phosphol i pi'ds,” for the preparati on of pharmaceutical and cosnetic

conposi t Yrshoagholipid coiplexsi of) standaftiae dratraict ol Cantk/lwartitica, for
conpositions as clained in any one of 15 clains 1 to 4 for use agai nst
ski n agi ngthe preparation of pharmaceutical and cosmetic compositions against skin
5 aging.
6. The usc of:
a) phospholipid complexes of standardized extract of Vitis vinifera, and
b) phospholipid complexes of standardized extract of Centella asiatica, in
combination with additional active ingredients selected from the group
10 consisting of vitamin E, zinc, hydroxyacids and glycyrrhetinic acid or a
complex thereof with phospholipids,
for the preparation 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.



