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1 COSMETI C COMPOSI TI ON FOR BLOCKI NG SKI'N Pl GVENTATI ON

| NDUCED BY UV RADI ATI ON The subj ect of the invention

is a topical cosnetic conposition for blocking 5

pi gmentation of the skin induced by UV radiation. In a

first enbodinment, this conposition is used in the

absence of UVA and UVB filters, on lighter col oured

skins when it is wished to Iiymt the phenonenon of

pi gmentati on as nuch as possible. In this case, the

@(WMTKOHCWPOSHM ORI BILGCKINGT SRINAPIGMENTATION
( '$ enbodi nent, the conposition

iDL RADIATIQN and UVB filters and has at 10

| east two indications. The first indication is its use

@e? ueb] tt' g% e’tﬁglrll%g?rﬁg) 15{ Ha R@C?{g%&p‘hetlc Q%nﬁgglﬂogafol?eﬂockmg

Mgmﬂnéat'@aspérthe m&mkett@ce@r@ A5 gadighomr hed. fiTdheensleasoment, this

ICB&EGQ&J)IQB Ustd iPtheSibbdhcd @Y € \eR1Ng ll\ylﬁ’?rlt@fsgﬂﬁni flel @Moured skins

onena in response to the effects of UV radiation.
y@le%q 1§ yyished 4p dmiihe rp,h@tﬁqépﬁn@npé t%lpfglltaé]og apétguch as possible. In this
eedeOrthd icompofitibmas SKﬂeﬂdedTb@ch@lﬁﬂy ofot adigf pbpulatib®. ThXa second

f | ti
ShSa b Ao livE T AiOR hiBIR T AP ERE fiters and has at

tealsatrvoniadlicatiensb T e Krso mdibracem 1scitd e rae dn phigHtemig, agent. Here again,

?lgé@la%ttﬁéﬁéet 1@% é&ﬁtp?!af@?b%tggi\ﬁrﬁlrm cﬁ?é(ﬁcf‘lght?dlé gﬁgtern markets

oprotective func Aeomel ani ns
méq alse reopceanasl. dharigecngdeindmatipn gﬁécm skimieeonipg iy perpigmentation
&I tiL FdshSHe tYBleYerfedlslof (ADrRlighida, those of
red- headed people (phototype I), contain mainly
phaeor nel ani ns. The nel anins are produced from
tMelashnare thmp'tgh&npnes;mnsibleoﬂm tyloogionad ¢hd skid. HEhey are obtained by
nmel anocyt es, occC in the_.basa

5 B0 A 4ty Quandien g e Bwb SbP L iRul dHGUHGET S Andipymelanin
eSS (@he rfﬁél@fﬂh S aRCOHWCR BAMrb&H! @JlbereH Npigments, completely
nelanosones which 25 are carried to the ends of the
dbsrabing ¢be Giht, Heusthivars ayle@lsphdﬁ@romfamf@ph@d Thet @haeomelamns
eratlnac tes Thr ou the resence of . ani ns, on
SHOPLRRNEY R ordiie bt PrRPRES R sPbyle AR fpellon "Very fuir
SRk, ahbRMbfired-Rdrded beshle (PhofdtyRN) ARt BInbANSphdebmeRinink e
custom to keep the skin as light as possible. Even
before 30 being concerned by the effect of WV

r'[%gi ﬁteiagfﬁ’s ﬁ'@offr%dﬁééd’ ﬁloﬁleXyIWsi%Q, 5P RE ep\fgé%ce of tyrosinase in the

melanocytes, which occur in the basal layer of the epidermis. This is the process of

melanogenesis. The synthesis of melanins occurs particularly in melanosomes, which
are carried to the ends of the dendrites of the melanocytes then transferred into
keratinocytes. Through the presence of melanins on the surface of the skin part of the

visible and UV radiation is absorbed.

In Asian populations, it is the custom to keep the skin as light as possible. Even before
being concerned by the effect of UV radiation, above all, they wish to prevent
pigmentation of the skin, i.e. to inhibit melanin production to produce a lighter
complexion. Many compositions particularly based on hydroquinone have been

proposed for this purpose, hydroquinone acting directly on melanogenesis by stopping
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pi gmentation of the skin, i.e. to inhibit nelanin
production to produce a |ighter conplexion. Mny
conmpositions particularly based on hydroqui none have

been proposed for this purpose, hydroqui none acting
directly on nel anogenesis by stopping 2 nelanin

synthesis by inhibiting tyrosinase activity. This

mol ecul e has the di sadvantage, of being poorly

tolerated and causes irritati on when used to excess.

mﬂl%ml@l Bytitlesis byt mb@rrtmgdfevsqsrt@ye adtevityellhisoegle@sde hastheidisgdvantage

totaII nment.ed area These chan

of bl oty S0tafor R RRaBh en N8 PR FLalfor. it con
fdl)éﬂf(@/&hé Aot e IARR tb&&tabﬁ @itd degiginehet @ekab ETIAYS Ehanges are
of its toxicity and it can only be used on nedica
praeesiblat Piaee JanHary90ILi B sesal wewl hadiogeingge i Fegpe has been

0

FRETEL] S O A B b8 ol GO B8 WedcBrifion.
nelanogene3|s not only: - dlrectly, by |nh|b|ting
nmel ani n synthesis by inhibiting tyrosinase activity,
1Qe-appUitart! 189 novdipeeoétby.a Bywi ddRmbtit iddgpblitoRNIEILE tdif@érs from
of nediators by the Kkeratinocytes, in as far as
PErdustso! thedirier SRy ORRIERS Bstaness HIPDi Bplapgeenass not only:
keratlnocytes is stimulated by UV radi ation, also play
a rol direetlyrby anfdkjting sietanin Symdiesistydnkibiing taiosinass activity,
follows: 15 Firstly, a-MSH (al pha-nel anocyte
stinubatiﬂg>hndem@)lnainhﬁhbgpphédﬁohmnhmn@f preduitiwedby the

by the irradiated k ratlnoc whi ch pla

Col e MAHRBLESS Ridsed Apf b Bl (iahiof £t s high by the
the Miehih8GRRLOENARLINS @V&ﬁcﬁ%rpﬁlsg%la%%ﬁ iBSmelddogenesis.

i nduces proliferation of "the nel anocyt es, accent uat es

their dendricity, increases 20 tyrosinase activity
qnd i nd @pﬁs t he fﬁoductlon of eunel ani ns. Secondly
RETEMPUAERR Y ABAIRYE (ET-1) which is a 21 ami no-aci d
pepti de which has strong vasoconstrictor activity. It
al so acts on nel anocyte receptors (ETA and ETB)

irduei Ravsnc Qﬁﬁ%%eﬁ%h@;ﬂ@%lﬁlﬂfn%l hb ikl op n@ﬂl‘j)';_geptlde hormone
dendricity, and stinmulating 25 melanogehesis inally

tphatused by tthe uﬁtdeatect:ébﬂatlwesr whBdFplayh a ohajds rgde ol pbetd-induced
ngmen atlon e\t’lllerlllol 3 t8 tl%je MC-1 receptors on the surface of melanocytes, it
induces proliferation of the melanocytes, accentuates their dendricity, increases

tyrosinase activity and induces the production of eumelanins.

Secondly there is endothelin-1 (ET-1) which is a 21 amino-acid peptide which has
strong vasoconstrictor activity. It also acts on melanocyte receptors (ETA and ETB)
inducing increased melanocyte proliferation and dendricity, and stimulating

melanogenesis.

Finally there is the Stem Cell Factor (SCF) which is produced by the keratinocytes and
binds to its c-kit receptor on the surface of the melanocytes. SCF expression is
increased during UV irradiation, inducing an increase in melanocyte number and

dendricity, and melanogenesis.
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binds to its c-kit receptor on the surface of the

nmel anocytes. SCF expression is increased during W
irradi ation, inducing an increase in nelanocyte nunber
and 30 dendricity, and nel anogenesis. It has al so

been shown that ET-1 and SCF act synergistically in

the activation of nelanogenesis. To the applicant's
know edge no one has thought o approach the probl em

of photo- 5 induced pignentation by inhibiting o
Kiehag rlsodyeee sbowvmihait E%nl pnchdiGteast syoeigowicalbombithredctivation of
h classic inhibition of tyrosinase activity (direct
ygﬁfm%§hus, in the first instance, the invention
concerns a cosnetic conposition characterised in that

it conprises, in a cosnetic carrier: 10 - at |east one
dgethe applicart hinewledes Aeliong has thpughita spnregchyhe problem of photo-

PEAERA BlecBlARRRY iRl koL AR by HRLA RS Serion) Rombined
watsdlassitankigeion of Mrbkihdsengtitihe(daygatdeasn)s of SCF, - at

| east one agent inhibiting tyrosinase activity. 15

Those skilled in the art will know how to deci de on

ARLENh i ficARHAA @R hvddioh! RS NE codntbiieicoRPSsition characterised
envi saged by perform ng appropriate tests. For a-VSH

iin thaniy chmpasayaintacgoswktic paasuri ng the i nhibitory effect

of the, candi date | ecul n the stj atio f
el e g e AT R e P B - MO Bl b1 receptors present
cul t u@She StRfacEdf heRAGCyRGE, It may be a matter 20 of

2

measuring the inhibitory effect of the candi date

ol ec @t agpne Agens dlackingdhe HmtlEyisjof Ednl SCF by nor nal

human ratin eg L FOr ot yrosin he classic tests
aré'pggﬁgﬁﬁ@'gg%%%§W%ﬁﬁ%gF¥W§ 8§gﬁsgcﬁmﬁthout cells:

t yrosiahRag ons a@étit inhibieing beofnasaowdtyof a substrate

whi ch changes col our when the tyrosinase is activated.

If an inhibitory substance is present no (or |ess)

G QU8 AOPRGGe AR WSRO hIDIeS RATPUR ot Mal SanlRfafes fulfilling the
particularly used as an anti-pignenting agent.

functions envisaged by performing appropriate tests. For a-MSH, it may be a matter of

fh

measuring the inhibitory effect of the candidate molecule on the stimulation of melanin
synthesis in normal human melanocyte cultures. For ET-1 and SCF, it may be a matter
of measuring the inhibitory effect of the candidate molecule on the secretion of ET-1
and SCF by normal human keratinocytes. For tyrosinase, the classic tests are performed
in the test tube, i.e. without cells: tyrosinase is put into the presence of a substrate
which changes colour when the tyrosinase is activated. If an inhibitory substance is

present no (or less) colour change occurs.
This composition is more particularly used as an anti-pigmenting agent.

In an advantageous embodiment, the agent blocking the binding of a-MSH to the MC-1
receptors is the biomimetic hexapeptide-2 and/or nonapeptide-1 obtained by chemical
synthesis, which have an affinity for the a-MSH receptor. In practice, the agent

blocking a-MSH binding, in particular the two peptides mentioned above, forms
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In an advant ageous enbodi nent, the agent bl ocking the

bi nding of a-MsSH to the MC-1 receptors is the

bi om neti ¢ hexapepti de-2 and/ or nonapepti de-1 obtai ned

by chem cal 30 synthesis, which have an affinity for

the a-MSH receptor. In practice, the agent bl ocking

a- MSH binding, in particular the two peptides

ment i oned above, forns 4 betyeen 0.00001 and 1% by

wei ght of the conposition, preferably between 0.0001

&atveen 001902 vm iy, 1 ek ygheight eeine sempesifeona geaterably dekieeg 0.0001 and

T-~hoSyNnthesis is to advant age andr ographol i de

g#@ éﬁgéfvmg “in the formof a leaf extract of

Andr ogrci phis paniculata. In practice, it makes up

bet ween 0. 001 and_lO@% preferably between 0.01 and

d-ikayyipy thoeagght blegking B T- lcoymbwsis ds %rﬁdvmtk&w@gegr@mhde preferably
(.nhi bit n ' ; LN yRYY

AR, rBL0 0 Sy 3P DR B R (2l R BreBhce, L s up

betvaen al gal caldl e¢d%Paproferdbly petwedna0.0dr efier@bloy by weight of the

cont ai.ni ng between 5 and 50% by wei ght of dry matter.

CAMBPHEPY-ce the extract represents between 0.01 and

25% by wei ght of the conposition, ideally between 1

and 4% by weight. 15 Mdreover, and this is a second

dslpoate, tfic adest inhvbetmg 8QF syathehe ambpirosease ‘astikiyowitecispane and is

g‘? Pa%y?t{wgteg gn gar%?lé&gg ggtgatclf Qf%n:%ﬁ ¢ g%rs icetllieﬂgﬁa%ar}ah ?aa%c;lcct),r preferably

RY PG I FBRRh | PRnBhSNENMBNGRigdsIC ae, Batlel TrAEREEORRe extract
Thi s hyperpi gnentati on appears particularly as brown

Iremeseqs betwedn G/@k argh1'6 by woghtofrtes eomeositiing idgalbp betwjeen 1 and
t,he,.co ic conposition of the invention contains in
46§b¥¥%%ﬁ£at | east one UVB and WA filter and/or a

UVA/UVB filter and possibly at |east one mnera

screen. In other words the invention consists in this
dareowr. Hdolis gt tasenpareet at fhsrinyintiopeto s apgjieynt'p spewledge,
And e B0 fRert OtV QABAC B gl i clTor apped tanning or
ofie hyperggmenthtadn pienofmehyn ogluoakiey Bt radidtiph. ‘Bmd hyperpigmentation
indirectLg gén I bi tion of nelanocyfe stinulation by
FBRRAST AT UCWady e RIEWBYeRIgE Kel W SPAYEYt es) t he

To resolve this problem, the cosmetic composition of the invention contains in addition
at least one UVB and UVA filter and/or a UVA/UVB filter and possibly at least one

mineral screen.

In other words the invention consists in this case of blocking the penetration of the
major part of UV radiation using UVA and UVB filters, or a mineral screen, then
inhibiting directly (inhibition of the stimulation of tyrosinase activity) and indirectly
(inhibition of melanocyte stimulation by mediators secreted by the keratinocytes) the
production and expression of melanin triggered by the remaining part of the UV

radiation penetrating through the skin.

By acting on the main factors involved in melanogenesis, the composition of the

invention can be used as an anti-tanning product for little or slightly pigmented skins,
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production and expression of nelanin triggered by the
remai ni ng part of the UV radiation penetrating
through the skin. 30 By acting on the nmain factors
i nvol ved in nel anogenesi s, the conposition of the
i nvention can be used as an anti-tanning product for
little or slightly pignented skins, 5 in particular
for the Asian nmarket, or as asproduct to conmbat W
phot o-i nduced hyperplgnentatlon The mi neral screens
ah dpattiselapviBr ghe WsinUuBriat) pers aapeodupt engeaibato UM wheto-induced
%% m,ln%n&%taatlon of UVB radiation into the skin.
%eR& ng R'the nature of the filters, from 70 to
98% of the UVA irradiation will be stopped The skin
protection capacity relative to UVB radiation is

divgr mieedl | sseeenpyandhieSPYB org AV AELYB é’lltglis\/@rﬁ tggded to limit the
M&%\ﬁh 'o?gl\fsfﬁlfatg el)c()n?lggltt %Q{ﬂé ?Iﬂed)%h %h&tﬁ%\?tgﬁe filters, from

t70itg98%d sfghe Uyt radiavion pviti the Cst@@e& lﬂfh& s&ﬁfbrbl’eetlcbﬂ/cajﬂ&e}/ relative
rryt hema on 10 unprotected ski.n.

t I‘ i eri n e
%ﬁnweﬁrmweéﬁyz@ Hgderh%qr DY VER Hé@ mdéaﬂon after
la'g]ghdaﬁBff‘@f qtiep ﬁ'lt%r bEONIH B8 A Qhik r11'1c939£915 tl?erﬁéjélg %@ﬁweeh ke UV dose

rays have been st dpped i ndex of
teggesing herythesto of pyv&ciredyﬁmar@ldstlmpp]éﬁ dobe ttlggrlng erythema on
i nventi on

.the UVB / UV t
SRR it g Y ERE b SPE e bRl & tigges more UV
h@@afitictds rd@ire@ 8ty @ipl80& yhbmh 8BS D580of GﬁBTQﬁslﬁwé bkéd QEpped. An

in the art will be Tn a position to sel ect” the
argﬁp;mcf rSi0ameang ol OB ueht) s aterrépppedr pbe invsagon, ghe UVB and/

| OF{ er‘gn/% ?llgierrg%lrec ?e?ec'te(rzi(tg%(f\%rtﬂg E%%\;x\;\glttlcpn e(l:nuéli’l?mde of at least 20, to
Qb gatdioe adBstad0. UVA filters sel ected fron1the gr oup

i ncludi ng: 20 - Para-an nobenzoic acid derivatives: -

PABA, - Ethyl PABA,

Those skilled in the art will be in a position to select the appropriate constituents and
their proportions to obtain such indices in accordance with current international norms
(Colipa, FDA), in particular organic UVB or UVA filters selected from the group
including:
- Para-aminobenzoic acid derivatives:

- PABA,
Ethyl PABA,
Ethyl dihydroxypropyl PABA (Amerscreen® P sold by Amerchol),
Ethylhexyl dimethyl PABA sold particularly under the name of
"ESCALOL® 507",
Glyceryl PABA,
PEG-25 PABA sold under the name of "UVINUL® P25"

- Salicylic acid derivatives:
- Homosalate sold under the name of "EUSOLEX® HMS",
- Ethylhexyl salicylate sold under the name of "NEO HELIOPAN® OS",
- Dipropyleneglycol salicylate sold under the name of "DIPSAL ®",
- TEA salicylate sold under the name of "NEO HELIOPAN® TS"
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- Ethyl dihydroxypropyl PABA (Anmerscreen(r) P sold by
Arnerchol), - Ethyl hexyl dinethyl PABA sold

particul arly under the nanme of 25 "ESCALCL(r) 507", -
G yceryl PABA, - PEG 25 PABA sol d under the nanme of
"UVINUL(r) P25" Salicylic acid derivatives -

Honosal at e sol d under the nanme of "EUSOLEX(r) HMS', 30
- Ethyl hexyl salicylate sold gnder the name of "NEO
HELI OPAN(r) OS', - Dipropyl eneglycol salicylate sold
uddegnzpplanettme defivatOePSAL (r)", - TEA salicylate sol d

under t nane. of *NEO HELI.OPAN(r) TS" 6 -

b1 bonz oy WAL NS PRt LT 61

met hOXydﬂsbﬁﬁﬁﬂﬂiE@&bﬁﬁﬁthane. | sopropyl

di benzagyl et hane. - Ci nnami c derivatives: 5 -
Etch@/flaﬁéﬁﬁﬁﬂ‘f?élﬁ’%xyci nnamat e sold particularly under

t he ttadﬁwggéﬁfm%tﬁ&gé\h%ﬁtén%z#a&fchﬁ AN Y REHY EscALOL

" UVI NUL sopro oxycl nhamate, - |soany
met hoxy ci>haNEOEHESEIRANI AYBEAVKE UMINHE MGHE " NEO

HELI OPA - -..Ci noxate, - DEA
nmet hoxycl é%rgﬁgtlégg&yﬁng‘/@@?% et hyl hexanoat e
di met hoxigeamylanethexycifndmai sottl pindenyheaicadd minee "NEO HELIOPAN®
derivati Gy Cctocryl ene sold particularly under the
trade namd%Qwvi NUL(r) N539", 15 - Etocrylene sold
particul @nbyaiinder the trade name "UVINUL(r) N35"
Benzophenone deri vati ves:

- DEA methoxycinnamate,

- Glyceryl ethylhexanoate dimethoxycinnamate.
-B’-diphenylacrylate derivatives:
- Octocrylene sold particularly under the trade name "UVINUL® N539",
- Etocrylene sold particularly under the trade name "UVINUL® N35"
- Benzophenone derivatives:
- Benzophenone-1 sold under the trade name "UVINUL® 400",
- Benzophenone-2 sold under the trade name "UVINUL® D50",
- Benzophenone-3 or oxybenzone sold under the trade name "UVINUL®
M40",
- Benzophenone-4 sold under the trade name "UVINUL® MS40",
- Benzophenone-5,
- Benzophenone-6 sold under the trade name "HELISORB® 11",
- Benzophenone-8 sold under the trade name "SPECTRA-SORB® UV 24",
- Benzophenone-9 sold under the trade name "UNIVUL® DS-49",
- Benzophenone-12.
- Benzylidene camphor derivatives:
- 4-Methylbenzylidene camphor sold under the name of "EUSOLEX® 6300",
- Benzimidazole derivatives:
- Phenylbenzimidazole sulphonic acid sold particularly under the trade name

"EUSOLEX® 232",
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- Benzophenone-1 sold under the trade name "UVI NUL(r)

400", - Benzophenone-2 sol d under the trade nane

"UVI NUL(r) D50", - Benzophenone-3 or oxybenzone sold

under the trade nane "UVINUL(r) 20 M4O", -

Benzophenone-4 sol d under the trade nanme "UVI NUL(r)

M540", - Benzophenone-5, - Benzophenone-6 sol d under

the trade name "HELI SORB(r) 14 ", - Benzophenone-8

sol d under the trade name "SPECTRA-SORB(r) WV 24", 25

- Benzopbhepdne- 9hewil dlibgrdemiderae ttetaateulpbonate’ INHVder Ythe trade

DS-49", - Be - -s«Benzyl i dene canphor
derivatiW@%%@@ﬂg?ﬁggﬁ%féﬁ%f§1idene canphor sol d under

t MeiapiaBdefativEdJSOLEX(r) 6300", - Benzi m dazol e
derivatives: 30 - Phenyl henzi m dazol e sul phonic acid

sol d parkthzliesyl| Yiagensepold rartigyty made theptumig mpe )"UVINUL®
232", 7 715 sodi um phenyl di benzi m dazol e

tetra-su ﬁ%ohate sold under the trade nanme "NEO

HEL | OPANDie)hyARRxy} bliamddd tréazoey sodtundess the- trddehydnite XYV ASORB®
triazone sqg|d particularly under the trade nane
"UVINULU?EBJS T150", - Diethyl hexyl butam do triazone

sol d undeg;s AR 1K@y PRIBI meMOREEIROLD triatES Tinosarb S

(Bi s-et hyl hexyl oxyphehol nethoxyphenyl tri‘azine)
TiBeoswribzo®: dernvBewnesot ri azol e derivatives: 10 -

D e ok S50 30 A ab 5 28R Ao
t et r acet ey RSOt od [ detrdin &BY 1b Gty e RO ILRHER solid form under
the trade name "MIXXIM ®BB/100" or in micronised form in an aqueous
dispersion under the trade name "TINOSORB® M"
- Anthranilic derivatives:
- Menthyl anthranilate sold under the trade name "NEO HELIOPAN® MA"
- Imidazoline derivatives:
- Ethylhexyl dimethoxybenzylidene dioxoimidazoline propionate.
Benzalmalonate derivatives:
- Polyorganosiloxane with benzalmalonate functional groups sold under the
trade name "PARSOL® SLX"
- Diethylamino hydroxybenzoyl hexyl benzocaine (sold under the trade name Uvinul®
A+)

- and mixtures of them.

The composition of the invention may also include pearls, pigments, or even nano-
pigments (mean size of primary particles: generally between 5 nm and 100 nm,
preferably between 10 nm and 50 nm) of metal oxides, enrobed or not, e.g. nano-
pigments of oxides of titanium (amorphous or crystallised in the form of rutile and/or
anatase), iron, zinc¢, zirconium or cerium and mixtures of them which are all
individually well known UV photoprotective agents. Classic enrobing agents are

moreover alumina and/or aluminium stearate.
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the trade nanme "M XXIM (r)BB/ 100" or in m cronised

formin an aqueous dispersion under the trade nane
"TINOSORB(r) M - Anthranilic derivatives: 15 -

Ment hyl anthranilate sold under the trade nanme "NEO

HELI OPAN(r) MA" - Im dazoline derivatives -

Et hyl hexyl di nmet hoxybenzyl i dene di oxoi m dazol i ne

propi onate. Benzal mal onate dgrivatives: -

Pol yor ganosi | oxane w th benzal nal onat e functi onal

@n ogssics chepeurthey rapnesent2igeteede and et PARBTENtrof the xomposition,

BT A Pta s R TR R s FRRERERL X ur o9 ot

them 25 The conposition of the invention may also

i ncl ude pearls, nents, or even nano- pignments (nean .

dp 28 cagespihe J4 Yé/lg\ggtﬂlk@rwe tgafemiagepelseieddinn hengroum gonsisting
300 nm preferably between 10 nmand 50 nm of netal

oxi des, enrobed or not, e.g. nano- pignents of oxides

of B1stamylhmy(cﬁlyph@homtmypheﬁsttaiakiinseﬂinbmb Be form of

rutjl nd/ or. anatase), iro zj y conj un1or
cor Math g brﬁ=l9&nai>fé@Z<&ftetf%qwsathPhswé Simpsogp M

i ndividually well known UV photoprotective agents.

Cl assic enrobing agents are noreover alum na and/or
dlhamin¢rahscstenantte adBantdge spleated ifive) thelgemmp: fil ters
represent between 2 and 40% by wei ght of the

éoﬁt ition, preferably between 15 and 30% by wei ght
of gzhe conposition. In all cases, the UVA/UVB filters
are to advantage selected fromthe group consisting 5
of - Bis- ethylhexyloxyphenol nethoxyphenyl triazine:

T
screens are to advantage sel ected fromthe group:

It can be presented in all pharmaceutical forms normally used for topical application on
the skin, particularly as an oil-in-water or water-in-oil or multiple emulsion, a
siliconised emulsion, a microemulsion or nanoemulsion. This composition can be more

or less liquid and have the appearance non-exclusively of a white or coloured cream, an

ointment, milk, lotion, serum or gel.

The composition of the invention can contain the carriers usually used in the area of
cosmetics and dermatological preparations, such as lipids, emulsifiers and co-
emulsifiers, hydrophilic or lipophilic gelling agents, hydrophilic or lipophilic
substances, preservatives, antioxidants, solvents, perfumes, fillers, hydrophilic and
lipophilic filters, colouring materials, neutralisers, pro-penetrating agents, and

polymers.

The invention also concerns the cosmetic treatment processes aiming to depigment the
skin, stop tanning or to block hyperpigmentation induced by UV rays by topical

application of the composition described earlier.
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10 - Ti2 - ZnO The cosnetic conposition of the
invention is generally applied topically. 15 It can be
presented in all pharmaceutical forns normally used
for topical application on the skin, particularly as
an oil-in-water or water-in-oil or multiple enulsion,
a siliconised enulsion, a mcroemul sion or
nanoemnul si on. This conpositiog can be nore or |ess
l'iquid and have the appearance non-exclusively of a
vithie tiev eptior aind thead vantagamresaif ingdirem iteare wahh illstratest byothe following
serum or gel. 20 The conposition of the invention can
SOWPR Y the carriers usually used in the area of
cosnetics and dermat ol ogi cal preparations, such as
lipids, enmulsifiers and co- emulsifiers, hydrophilic

Xa n i f igmentingaetivitycofy cosmetic formulation

l i N S , preservatives, antioxidants,
ohARAY hfian SKHY ﬂ‘ o ers, hydrophilic and 25

l'ipophilic filters, colouring materials, neutralisers,

pro-penetrating agents, and polyners. The invention
&u@gﬁggﬁggﬁﬂilgﬂkggggﬂétic treat ment processes ai m ng

to depignent the skin, stop tanning or to bl ock
hyper pi gnment ati on i nduced by UV rays by topical 30

dppl dimadf ons sfudyheas copessiss itlm de@gmente aganityi ef thedformulation
The inventjon and the advant esul.ting fromit are . .
REfrRE b By Mraty ot S g TRiansidstt BByl S tiving
humBB ARSI BintsOThefdepiBRicHER) SMRAIE R gotins t/bdfesRd was shown
cosnetic formulation 5 on 1iving human skin explants
tr3pCogelogmetpHmegIUIBYeNie ai m of this study was to

assess the depignenting activity of the fornul ation

10 according to the invention after chronic UVA/B

IFORM A APIONSEESEBEDUl ator) on living human skin

expl ants. The depignenting effect of the products to

be tested was shown

Purified water ... qs 100%
Dipropylene glycol .......................ocooo 4
Polyacrylamide.............................cooo 0.8
Cl13-14 isoparaffin............................... 0.4
Laureth-7..........cco 0.11
Andrographis paniculata.............................. 0.05
Hexapeptide 2....................ccooiiii, 0.0004
Palmaria palmata.............................coo 2
Preservative...................c.o.cccooii qs
PROTOCOL

1. Preparation of the explants
15 human skin explants (of intermediate phototype) were prepared and kept alive in a
special medium. The explants were divided as follows (3 explants per condition):

- Control "C": untreated, not irradiated

- Formulation control "F": treated, not irradiated
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by spectrocol ori neter neasurenents. FORMJULATI ON TESTED
15 Purified water

100% Di propyl ene gl ycol

C13-14 isoparaflin
- Control+UV "C UV": untreated, irradiated 0.4 20

................................................... gs
25 PROTOCOL 1. Preparation of the explants 15 hunan

SKichr&E5PAN/B ,;,gfhahpher medi ate phototype) were

prepared and kept alive in a 30 special nmedium The

daph dwst,sfom&rdey&jlth/d Hed\d's "F &I Vo cl{ed recepvedrnt' ¥ Apieradiation of 1.125
nqi 19N) A1 ntrol “.C': treted t.irradi ated -

b 807 SRUKBREParPopifi o BRshETuRRF 5 s 10 -

@%@ﬁfr@dhiﬂdﬁ@a%%rme@ or @aued aftief fragthR@hedith the product, to avoid a

Formul ation 1 + UV': treated, irradiated 2.

Possahleréilier gtethe pr oduct (1.5g/ cnR) was appl i ed
topically to the explants using a small spatula or
filter paper discs. The explants were treated every
mpmgloam&}rmsgr&héﬁkﬁ irrcu&ati on Each day, for 8

days, the "C W', "F UV' batches recei ved UVA
,T,h|e Aptensityf sk qolgration was measured on DO then on D8, by colorimetry. The
results are expressed by calculating the variation in the ITA index:
ITA® = [ ArcTan ((L* - 50) / b*) | x 180 / 3.1415
With: - L*: representing the lightness (from dark to pale)
- b* : representing the range from blues to yellows

This value allows different skin colours to be classified (the higher the ITA, the lighter
the skin):

- Light coloured skin: 55>ITA>41

- Intermediate skin: 41>ITA>28

- Olive skin: 28>1TA>10

RESULTS

The table below shows the results obtained:

Pigmentation DO Pigmentation D8 Variation (%)
Control C 36.8+ 1.3 36.7+ 1.3 -0.4%
Formulation F 340+ 1.6 37.6 £ 1.2 +11% (A)

Irradiated control o
cuv 381+14 202412 -44%
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10 J/cnR2 (6-8% of UVB) corresponding to the spectrum
of solar irradiation. The irradiation was perfornmed 30
m nutes after treatment with the product, to avoid a
possible filter effect. 4. Spectrocol orineter
measurenents 15 The intensity of skin coloration was
nmeasured on DO then on D8, by colorinetry. The

results are expressed by calcyfating the variation in
the I TA index: 1TAQ [ArcTan((L*-50)/b*)]x1SQ/ 3. 1415

Wradiated formulatioprlesend®.Ag the | ijght Pdsks+ (& om [dar k +1&o (B)
pal e) BUV. representing the range fromblues [to

yellows 20 This value allows different skin colours to
be classified (the hi(gher the 1TA, the lighter the
ski t) The celioghef the cerirad gxplrita didsmy va-41 -

| nt er pedi a skin, 41>].TA>28 -. Adjve skin:.28>TA>10 ..

25 BEATHHE By g TRETUAHAT SR uriotela fe” PRBiige thdf T tightened
obt ai @%@liﬁoamﬁpﬂtl%gi(m, DO Pignentation D8 Variation

(% Control C36.8 +1.336.7 + 1.3 -0.4% '

For trulCaronon UV 3izradiation astigipla@ed the appeyanca)of tannmgi deeee much
control 38.1 + 1.4 -44%, CUV 21.2+ 1.2 | rradiated

F or gt phaerbarthodEr s Al oRe gt caBedrond 4 AR Sie colour
col outo @h olihe celont)r Dleatddphidintife idiehtidal théaskplants THepatiRg original
by the fornmulation according to the invention, their

tint tingHRened

By "upsetting" the process of melanogenesis, the formulation according to the
invention blocked pigmentation of the explants induced by exposure to sun (B), and

depigmented the pigmented areas (reversible effect) (A).

Example 2: Pharmaceutical formulations

1: Lichtening sun cream

Purified water ... qs 100%
Ethylhexyl methoxycinnamate (Parsol® MCX) 7.00
Butyl methoxydibenzoylmethane (Eusolex® 9020) 3.00
Micronised TiO2 (MT100 TZ)....................... 5.00
Bis-ethylhexyloxyphenol methoxyphenyl triazine (Tinosorb®S) 2.00
Methylene bis-benzotriazol tetramethylbutylphenol (Tinosorb® M) 4.00
Andrographis paniculata.............................. 0.10
Hexapeptide 2....................ccooiiii, 0.0004
Palmaria palmata.............................coo 1.50
Liquid paraffin ... 16.00
Cetostearyl ethylhexanoate........................ 4.00
Sorbitan sesquioleate.................................... 1.00

Stearic acid.........cooooii 3.00
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significantly (+11% (A). 5 Chronic WV irradiation
stinmul ated the appearance of tanning, hence nuch
greater pignmentation after 8 days (the skin changed
froman intermediate colour to an olive colour).
Treated with the invention, the explants kept their
original tint (B). 10 By "upsetting" the process of
mel anogenesis, the fornul ati opp according to the

i nvention bl ocked pi gmentati on of the explants induced
@yeaélﬂpb@biole t-0-sun-(B), -and-..depi gnented the pi gnelntkd

gﬂeaes Sr eve rsible effect) (A) Exanpl e 2: 150
%ﬁ’n% e %al “formutations 15 1: Lightening sun
BeeaaxPurified water ... 1 00

Tosthangdamifichexyt - met- hoxyei-nnamat e (Par sol (K MCX) 'p%ﬁ)

A5t hoxydi benzoyl met hane (Eusol ex(r) 9020)
%Qgg%%{ cronised TiO2 (MT 100 T2) 0.20

Preservatlve .5..00....Bi s- et hyl hexyl oxyphepol
oxyphenyl tr| a2| ne (T| nosorb(r)S) 2.00 Methylene
UBEnzot ri-azottetramethylbutyl phenol (Tinosorb(®)

I\/p 4.00 Andrographis panicul ata

e 0. 10 25 Hexapeptide 2

2: Lightenjing serum. . .. ............ ... ... ...

Rt ol et e palrta Lo @100

ldagt] dlyRefddsfdtibxylated capric alcohols 6 moles 16 30500

Centenaunyl et hyl hexanoate ... - 0.50

ORI o L 4.00 Sorbitan 1.20
Ul Ol at € . e

hrﬂ&)g’wp}ﬁt gaiiduCataci d. 0.10

Heyapeppide 3t earic-al-cohol o 0.002

Imaria Oqalmata'..:..'..'..:..'..'..:..'..'..:.:..'..'..:..'..'.. """"""""""""" 117&%
ycer stearate

Sodium hyaluronate........c.cocoevicweeiiiii e vvevv oo ... 1.500.10

Preservative...................c.o.cccooii qs

Perfume......................... qs

3: Depigmenting cream

Purified water........................... qs 100%
Modified maize starch ................................. 5.50
Andrographis paniculata.............................. 0.10
Nonapeptide-1................coooii 0.005
Palmaria palmata.............................coo 1.20
Isododecane.................c.c.ccoooiii 5.00
Methyl methacrylate polymer....................... 1.925
Propylene glycol dicaprylate/dicaprate .......... 1.52
Isodecyl neopentanoate................................ 1.50
Glycerol stearate.........................coo.oei 1.30
Ethoxylated PEG stearate 100 moles ............. 1.00

Stearic acid.........cooooii 1.00



10

15

20

25

30

............................................ 0.88 5
Acrylic pol ymer

AT ié .............. 0. 20
PORAGERE HCL ... 050
Zinc glucongie i oh~g-serum10-Purified water 0.50

Sodium hydroxide ....c.oovciviciii e .. (B32
%. . Capryl glycerides/ethoxylated capric al cohols 6
Whvaffl &
SLVaHVeE 2 e R G

PerfUIE sttt @. 50

............................................... 1.20
Andr ogr aphi s pani cul at a
................................ 0.10 15 Hexapeptide 2
................................................ 0. 002
Pal mari a pal mat a
........................................... 1.00
Sodi um hyal ur onat e
....................................... 0.10
Preservative
................................................... gs
Per f une

gs 20 3: Depignmenting cream Purified water
................................................ gs
100% Modified nmaize starch
................................... 5.50 Andrographis
paniculata ......... . .. ... 0.10 25
Nonapepti de-1
............................................... 0. 005
Pal mari a pal mat a
........................................... 1.20
| sododecane
5.00 Methyl nethacrylate polyner
........................ 1. 925 Propylene glyco
di capryl ate/ di caprate .......... 1.52 30 | sodecyl
neopentanoate .......... . ... 1.50
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G ycerol stearate

............................................ 1.30

Et hoxyl at ed PEG stearate 100 noles ............. 1.00

Stearic acid

1 00 13 ) Pyr| dox| ne HCI .............................

............................. 14 v -vee...... 0.50

Zinc gluconate

RN G CLAIMS: - -+« oo e e e 0. 50

Sodi um hydr oxi de

................................. we..... 0.32

Pr e'g%pigaétq%gletic composition characterised in that it comprises in a cosmetic

e e e e gs
arFr>Iee?f ume

.. .= . at least.one agent blocking.the binding.of o-MSH. onto MC-1.receptars,.
... Qgs .10 15 20. .25 30 14  CLAI . Topi cal
costretf AL ORHASTY ib@ﬁﬁeﬁaﬁeaﬁmq%@é Bt hat i

conpr iapRastiNe dg&R SiMEbitifg tHeahingsis of SCRL | east one
agent bl ocking the binding of a-MSH onto MC-1

r eceptablesst one agent indulyting hsosigasatctiNioeki ng t he
synthesis of ET-1, - at |east one agent inhibiting the
synthesis of SCF, - at |east one agent inhibiting

Dy r osinmar&oapbhivibh Yecotding to ERiSINe] dharRMREBint th@nthe agent blocking
according to claim1, characterised in that the agent
iheokirgding of pMSHianen thg ME- lateraprs it exaprptije 2 and o aprapentide 1.

i s hexapeptide 2 and/ or nonapeptide 1. 3. Cosnetic
conmposition according to claiml characterised in that
BheCagesic dohpokiting ac@rdibgltdlath nghtactehgedMio-thatrtBe egenoblocking
forns between 0.00001 and %% b% wei ght of thg 15 )
CoMpbkhindigy to Hiedylsr hcgptaefaumebetasB #1009R4 apd ddobwsvsight of the

WBinghlition, preferably between 0.0001 and 0.0004% by weight.

4. Cosmetic composition according to claim 1, characterised in that the agent blocking

the synthesis of ET-1 is andrographolide.

5. Cosmetic composition according to claim 4, characterised in that the

andrographolide is in the form of an extract of Andrographis paniculata leaves.

6. Cosmetic composition according to claim 5, characterised in that the Andrographis

paniculata leaf extract forms between 0.001 and 10% by weight of the composition.

7. Cosmetic composition according to claim 1, characterised in that the agent
inhibiting the synthesis of SCF and melanin activity is the same and is an aqueous

extract of Palmaria palmata.

8. Cosmetic composition according to claim 7, characterised in that the aqueous
extract of Palmaria palmata forms between 0.01 and 25% by weight of the

composition.
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4. Cosnetic conposition according to claiml,
characterised in that the agent bl ocking the
synthesis of ET-1 i s andrographolide. 20 5. Cosnetic
conposition according to claim4, characterised in
that the andrographolide is in the formof an extract
of Andrographis panicul ata | eaves. 6. Cosnetic

conposi tion according to claifg5, characterised in
that the Andrographis paniculata |eaf extract forns
bet ween 0. 001 and 10% by meight of the conmposition. 25

) S C COo sition rdin im1,
on oS SRPE i GRPROR ol Himat SRRk ki Bl ™ e
synt helsd geof bl&ﬁﬁngaqxdsnlb@mm% B@bithd ML -1 Sedep@r SR de 2
I's an aqueous extract of Palmaria pal nxata. 30 8.
msnetﬂileca&%hlﬁ@@kmg Bh- bpadredis pgan Sndpgiaps paniculata leaf extract,

char agfe geﬁﬁ‘ﬂh ﬁvfe} sf&_@%ﬁ%ﬁ%? 5@% )gagféhfnafchv% 1sF%ﬂ{> Eﬁwﬁé fhd is an

pal mat a or ns

conpoaqmeomextiﬁct oBPal@mmmlmhmn according to claiml1,
characterised in that: - the agent bl ocking a-VsSH

bi nding onto the MC-1 receptor is hexapeptide 2 - the

qge@Bsrgét%ngrﬁ&)sﬁBn ac%)ﬁf&ﬁxk%?d. §né Sf BRI 489y %‘Hﬁ'ﬂa&erlsehd in that it

pani cul ata | eaf extract the agent i nhi'biting t
sompgyastineddigomnd nel anin activity is the sane and is

e ct ,of ria pal mata. 10. Cosnetic
conpogﬂ%f‘%ﬁ’ns ang” pg%ﬂ{&%@?‘?ﬂ aims 1 to 9,
char agt gagtsﬁglUmtﬁlnalt conprises in addition: 10 -
at | east one UVB and/or UvB/ WA filter, - at |east

one- Uyassibly peleast-onpgyrgrpl spregn. | east one ni ner al
screen. 11. Cosnetic conposition according to claim
10, characterised in that the nature of the 15

QN g@Bimetld\B nipositAVabbdBding ltd elafm a0dcHabetdrispd @pdat themaiuse of the
selected to give the _conposition an SPF of at | east

po2anico LR ot Hy/HIVE Bligrs &l their proportion is selected to give the

composition an SPF of at least 20, to advantage at least 50.

12. Cosmetic composition according to claim 10, characterised in that the organic UVA
or UVB filters are selected from the group including para-aminobenzoic acid
derivatives, salicylic acid derivatives, dibenzoylmethane derivatives, cinnamic
derivatives, benzophenone derivatives, benzylidene camphor derivatives,
benzimidazole derivatives, triazine derivatives, benzotriazole derivatives, anthranilic
derivatives, imidazoline derivatives, diethylamino hydroxybenzoyl hexyl benzoate and

mixes of them, these filters forming between 2 and 40% by weight of the composition.

13. Cosmetic composition according to claim 10, characterised in that the mineral

screens 1s selected from the group including TiO; and ZnO.

14. Cosmetic use of the composition forming the subject of one of the claims 1 to 9 as
an anti-pigmenting agent.
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12. Cosnetic conposition according to claim 10,
characterised in that the organic UVA or UVB filters
are selected fromthe group including
par a- am nobenzoic acid 20 derivatives, salicylic acid
derivatives, dibenzoyl methane derivatives, cinnamc
derivatives, benzophenone derivatives, benzylidene
canphor derivatives, benzim glazol e derivati ves,
triazine derivatives, benzotriazole derivatives,
ant bbandtlcl use o etid dorhposRRN foihidaZid subfect 8F bN@bf M8 laims 10 to 13
di et hyl am no h droxybenzoyl hexyl benzoate and m xes
Gf 1 R hfmwﬁﬁéﬁ i1 ters forning between 2 and 40% by
wei ght of the conposition. 25 13. Cosnetic

itio r di ]
ﬁﬁg?gﬁﬁ%kﬁgﬁ§?§%:g% eéﬁgﬁ%ﬁhl %ﬂégﬁﬁﬁﬁ%?ggéﬂéﬁg z% ms 10 to 13
iap e aghinh greveidmediy iIZChIQ.ed hyper@gsentationuse of the
conposition form ng the subject of one of the clainms 1
to 9 as 30 an anti-pignmenting agent. 16 15. Cosnetic
use of the conposition form ng the subject of one of
the clains 10 to 13 as an anti-tanning agent. 16.
Cosnetic use of the conmposition form ng the subject of
one of the clains 10 to 13 5 as an agent preventing
W i nduced hyperpignentation. 10 15 20 25 30 35





