USE OF A MYRTLE EXTRACT AS DEPIGMENTING AGENT Thepresentinventionrelatestonovel
compositions such as cosmetic compositions containing a myrtle extract, and their uses with respect to
5 depigmentation. The invention also relates to a cosmetic method for whitening and/or lightening
the skin and/or body hair and/or head hair, and a cosmetic method to reduce and/or eliminate and/or
prevent skin pigment marks, 10 comprising the application to the skin and/or body hair and/or head
hair of a cosmetic composition according to the invention. First: Pigmentation of the akin is due to the
ability of -15 some specialized cells, the melanocytes, to synthesize melanin. Melanin is a pigment
which can assume different molecular forms, melanin and its derivatives  brown black pigments,
phaeomelanin and its defvafifed JEioTRFeEpgRiErts AhORBEFSEVRENFe 268BEAted in the basal
layers of the epidermis, they have cytoplasmic or dendritic extensions which are needed for the
transport of melanin. Melanin is in the form of particles contained in melanosomas. It is synthesized

therein from tyrosine threugh the actign of one; gnzyme 23 in partiqular; fyrosinase. Tpl%{pi@ed .
these cells by

melanosomas migrate into the keratinocytes via the dendritio extensions, then enter into

means of a transTOGAUON PHETOMENSH: A arfd When e KEFAHAGeytes Uitferéntiate Bsedrieocytes,
the melanin dispgiseslin 302ké tytwplasniadd istélimimated: by tdlesqudrhatione spebyrosinase
inhibition is an inpgitant darget for-products which are intended to have depigmenting activity. With this
inhibition melanogenesiI$ IS b'Pr‘%x’?%d'tE@% isa{[Ee Lase for numerous active 2 ingredientgsuqh as
arbutin or hydroquinone.nﬁis*actlvﬂy can bé observéd invitro 3ffecﬂy 57 ﬁ{%ee“ﬁz@m@?dp&%re globally
on melanocytes Wh8se" ity 18 syrithésize meldnirtisievaluated. Fhe abikttd 5:préveny the
transport of melanesemasds alsora target:afinterest for adepigmentingproduct: Thiscande observed
by a product's ahility %inagigtym}&p:?%enggwg /fggmation_of the dggggtesmthat are,essen;igl for the

i X =1 . evell 1 LOIentT malr
migration of these melanbsomas and hence of their 10 CoRstituent melanin® Second: f\/lyrtle, or

Myrtus comthuni§ BEI6A§E T§ the BinfiRFofgtdcact©  thgissd shrub WHieR candrow®ito 3 metres
high, 15 its stemsuate’ isrequdarcand: are edvered byralrost smegthzfusset-caloureddark. +o
Theleaveshaveoppgasiteartangement,are evergreen, tough, dark green. The limb is oval, sharp
First:
' Pigmentation of the skin is due to the ability of
"15  some specialized cells, the melanccytes, to synthesize
melanin. Melanin is 2 pigment which can assume
different molecular forms, melanin and its derivatives
- brown black plgments, phaesomelanin and its
derivatives - yellow-red pigments. The melanocytes are
20 located in the basal layers of the epidermis, they have
cytoplaesmic or dendritic extensions which are nesded
for the transport of melanin. Melanin is in the form of
particles contained in melanosomas. It is synthesized
therein from tyrosine through the action of one enzyme
25 in particular: tyrosinase. The formed melanosomas
migrate into the keratinocytes wvia the dendritic
extensions, then enter into these cells by means of a
translocation phenomenon. As and when the keratinocytes
differentiate as corneocytes, the melanin disperses in
30 the cytoplasm and 1s eliminated by desguamation.
Tyrosinase inhibition is an important target for
products which are intended to Thave depigmenting
activity. With  this inhibition melanogenesis is

blocked. This is the case for numerous active



at the top, with translucent glandulous dots, subsiding carried by a long peduncle at the leaf axil.
They flower from May to July. The calyx is welded to the ovary in its lower part. It has 5 triangular
divisions 25 that are outspread and shorter than the petals. The corolla has 5 petals unattached. The
stamens are free and numerous. The ovary is triocular and surmounted by a style ending in a single
stigma. The 3 housings Of the ovary each enclose numerous ovules. The fruit is a 30 globose berry,
ovoid-shaped, bluish-black when ripe. It is surmounted by the 5 evergreen teeth of the calyx. It
encloses a large number of albumin-free seeds. Myrtle grows indifferently in chalky or siliceous soil. It

is not frost-resistant and cannot therefore be 35 grown at high altitudes. It is very common in France
along the Meditéff@iéah 68ast, espetiallyds Prévenicelt is 8o Matids 36 SHuEin EUTERE, Western

and Southern regionsvaftAsiagcBlorthioAfricac Myrtte: is especiallyrused & itsdigly essantialdz oil content
in the leaves, b%@%i@ the fruit..This 5%5%%%\9/“8&1 can P%?&‘&‘?EEEQ %gggmﬂg@@ig or using

apolar solvents such as hpxant_g, is of greenish colour with a pleasant smell. It consists of+ ucalyptol,
linaloi, geraniol, Piherfd’ Bht fiforend ahd o moté speéific $eb&fnceS¥ich*as hyFsl ah@ myrtenol.
The leaves alsoroatan hightpropordors oftannihs, rehieflycgatiic:annins 2149 on average; and also
flavonoids (myriggtol ; kaerppferol and their 4. glycosilatedderivatiyes),coumarins(agseuling, 15
aesculetine) and gheenc%[ ﬁ/ﬁ? The frucijt ,.In_gddition. to essential ails, contain _large quantity of
polyphenol compiiids 6fwhith at'consists-of Ayt R/53bIBT contfersed - #anhihs? Simpier phenol
compounds are &js® fégrarsticlpas gderéétin, 20Ipatulétis galistandedlagie seidsial for
the migration oI these melanosocmas and hence of their
10 constituent melanin.
Second:
Myrtle, or Myrtus communis, belongs to the family
of Myrtaceas.
It is 2 shrub which can grow 2 to 3 metres high,
15 its stems are irregular and are covered by almost
smooth, russet-~coloured bark.
The leaves have opposite arrangemeant, are
evergreen, tough, dark green. The limb is oval, sharp
at the top, with transiucent glandulous dots, subsiding
20 into a very short petiole.
The flowers are white, scented and solitary
carried by a long peduncle at the leaf axil. They
flower from May to July. The calyx is welded to the

ovary in 1its lower part. It has 5 triangular divisions

-2
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that are outspread and shorter than the petals. The
corolla has 5 petals unattached. The stamens are fres
and numerous. The ovary i1s triocular and surmounted by

a style ending in a single stigma. The 3 housings of

64

the ovary each enclose numerocus ovules. The fruit is a

30 globose berry, ovoid-shaped, bluish-black when ripe. It

1s surmounted by the 5 evergreen teeth of the calyx. It
encloses a large number of albumin-free seeds.

Myrtle grows indifferently in chalky or siliceous

soll. It is not ZIZrost-resistant and cannot therefore be

35 grown at high altitudes. It is wvery common in France



Traditionally, myrtle is used for its essential oil. For example G. GARNIER et al in their book:
Ressources Medicinales de la Flore Francaise, published by Vigot Freres in Paris in 1961, describe.
that " The 75 essential oil, formerly administered under the inappropriate name myrtol, endowed with
antiseptic and disinfecting properties, acts as digestion stimulant, is haemostatic and, in addition, has
a marked action on squamous skin disorders, and chiefly on psoriasis ". 30 The indication for psoriasis
is also described in patent FR 2 783 425 titled " Myrtke extract containing myrtucommulone B', its
method of preparation and applications in dermatology and cosmetology ". The use as deodorant of a
composition containing 35 essential oil of myrtle, in association with other plants, was also the subject
of patent applicatict 932001 0t6626 SEaRRERDliCARNIP 26012203 2dEsciibeSa Ayaiating distilled
water containingessentialanyitle aik« i vAgaindn osmetelegy, briras-hair predict extracts of myrtle
either alone or i ?ﬁﬁgc‘éiggilor}_, @ﬁ]ygrbseeg?hgssygiec& of anti-dandruff studies: " Hair composition

t e

comprising a myrtle extract, its me thod o 10 preparation and particular use for anti-dandruff treatment
: FR 2 735 026, and " ASSocrdtion ®f ﬁ@;&ﬁecéﬁt?a%f and &fti-fungals=>: ER 9743 tial
Thepresentinventidnpropasesandvel depighsenting ,active ingredientderived fromi a plantils extract:
myrtle or Myrtus.commupis, i fully surprising and innquative, manner, the Applicanthas eyidenced
that a myrtle extract is capable of inhibiting the synthesis and transport of melanin by the melanocytes.
The present inv&itidiretss ©ithe s 8F 520 Tiyrie Estralfind cosntetic ComPoSifid 88
depigmenting agentcand alstlfdlatesito arcbsaretic ‘whiteniad and/orllightenimgemetiod ofthe skin
and/or body hairandiokhead hair,:and a cosmetigmethod £a reduce and/ar:elimipate and/gr prevent
skin pigmem 25 marks, comprising the application to the skin and](_orlbodl){f:!:air and/or head hair of a
cosmetic comporgﬁi%% c%%?é:lﬁi“nbca r%%?tfe“%?t?a’c )\ ?usrthr%'\f3§u8je0§l 0 h%yﬁrgggﬁ)tﬁnvention is the
use of a myrtle extract ¥:prodé&é asfermatslogical SU-Gormpositiohrintehtied 1¢ depigment the skin.
Finally, the object0fthe invenfion:is 1@ prayvide; BovekeoMp@sitionszsush as 6esmeHs orang
dermatological compositions _\vag%cg]i s a_ct!ve [ %edg%qt., contain a peyr_té_eL extga}lcé ina R%y.isllologmally

G I T My ICe: ==l
acceptable medium, 35 advantageously in agsqmatlon With another active
glycosilated derivatives), coumarins (aesculine,

15 azesculetine) and phencl acids.

The fruits, in addition to essential oils, contain
a large guantity of polyphenol compounds of which part
consists of hydrolysable, condensed tannins. Simpler
phenol compounds are alsc found such . as guercetin,

20 patuletin, gzallic and ellagic acids.

Traditionally, myrile i1s used for its essential
¢ll. For example G. GARNIER et al in their book:
Ressources Médicinales de la Flore Francaise, published
by Vigot Freres in Paris in 1961, describe that « The

25  essential oil, formerly  administered  under the
inappropriate name myrtol, endowed with antiseptic and
disinfecting properties, acts as digestion stimulant,
"is haemostatic and, in addition, has a marked action on
squamous skin discrders, and chiefly on psoriasis ».

30 The indication £for psoriasis 1is alsc described in
patent FR 2 783 425 titled « Myrtle extract containing
myrtucommulons B', its method of preparation and
applications in dermatology and cosmetology ».

The use &z deodorant c¢f a composition containing

35 essential o¢il of myrtle, in zasgsociation with other



5 ingredient such as ascorbyl glucoside. In one aspect, there is provided the cosmetic use of a
derived-polar solvent myrtle extract (Myrtus communis) in a cosmetic composition as depigmenting
agent. In another aspect, there is provided a cosmetic or dermatological composition which, as
depigmenting active ingredient, contains a derived-polar solvent myrtle extract (Myrtus communis) and
also in a physiologically acceptable medium at least one other depigmenting agent chosen from the
group consisting of ascorbyl glucoside, lactic acid, glﬁcolic acid, malic acid, arbutin, kojic acid, linoleic
acid and vegetable oils containing the same, retinaldehyde and its derivatives, resorcinol, bearberry
extract, liquorice extract, mulberry extract, arbutus extract, Broussonetia extract, camomile extract and
Scutellaria extrat; /388 alolé or if &5AiIxtGeE  SHPYECEnothér aBpecttherelid picvideda
dermatological copyaositiors&s defined above for its use as a drug. In still another aspect, there is

provided a dermatologiggk%%r&ng(jo?%?ﬁ a5 Cd?egipgg aboyg#%reii?%% fg depé%rgggti gskin._ In

another aspect, there is provided the Use of a derived-polar solvent myrtle extract frtus communis)
for preparing a deratdiegival Ebmposition intéhded t6 tebiiemEkins S hiiet arothEr Sspect,
there is pro¥ideda tosmetic method for whitening and/or lightening the skin and/or body hair and/or
head hair comprising aﬁBIcij%ion tq,the §g%%gq495%?}j’y hair and/qr.head hair of Blccgémg{i,c
composition containing a derived-polar solvent myrtlé extract(Myrtus communis).” 5a In still
another aspect, feré T provided’s tosmefic MEthod tFRIUCE ahid/G Etiftfinate dithor 5r&ent
pigment marks df¢ieen skintcomprising: application am thie-skin of a Thsmetic €oarpositiontzoitaining a
derived-polar solventRyrtie extract (Mystus communis)« 1 « 1 afudher aspect, there s prvided a
cosmetic nitathod to improve cgmplexg)n, e%artl_cglarl , lightness, radiance and unifotmity and
homogenetty cofprising Application ts the Skirr of & tdsmetit°Gompusition TontainiAg A-derived-polar
solvent myrtle extizet t8pnt UndEr the prdsentimverition, thefraynleiextraet carfberprepared
following conventignakextragtion angdiconegplration steps knownito-pggsons killed in the art. The
myrtle extract can be o @{iened fro}r;rc)3 gr;je whole ﬂl%net or ng of thg _plant. In particularly advai:tageous
manner according to‘theipres‘enlfﬁ) anenﬁ_c?n, the rhyrtfle extract is‘obtainad from the leaves, the fruit, or a
mixture of myrtleliBBVESF &R Fiit. 2CThEfeford: dHE HicitictioRcsTaVyrtlé Extractfropd thetleaves
and/or fruitief mytte ean-comprisetbe dellowing stepsogrinding. thermyrtle leavas-and/en fiyit,
extracting the gr g]r_\)_Lﬁ n}yﬁ%evg%ﬂ/gg 3&994% gr?_u,it ucsr%g ggﬁﬂaggggci}%% a éoxpwl%{?sn%\é%]ttha " collecting

the extraction solution by filtering or spinning, concentratingthecollectedsolutionby evaporation, to
obtain the myrtle’exXtact Whidhis Gifionafly tbé tiged Witk Bihet coRstituents B 8btaRSaid

composition. and transport of melanin by the melanocytes.
The present invention relates to the use of &
20 myrtie extract in a cosmetic composition as
depigmenting agent, and alsc relates Lo a cosmetic
whitening and/cor lightening method of the skin and/or
body hair and/or head hair, and a cosmetic method to

reduce and/or eliminate and/or prevent skin pigment

-2
LV,

marks, comprising the application to the skin and/or
body hair and/or head hair of a cosmetic composition

containing a myrtle extract.

ot

A further subject of the present invention i1s the
use of a myrtle extract to produce a dermatological

30 composition intended to depigment the skin.
finalily, the object of the invention is to provide
novel compositions, such as cosmetic or dermatological
compesitions which, as active ingredient, contain a

myrtlie extract in a physiologically acceptable medium,

Ll
in

advantageously in association with another active



Preferably, the myrtle leaves and/or fruit are dry myrtle leaves and/or fruit. Further preferably the
weight ratio of the myrtle leaves to the fruit is close to 90/10. During the extraction step, the solvent
used is advantageously a polar solvent such as a (1 to C4 alcohol or acetone, or a water-alcohol
mixture or an acetone-water mixture. The weight ratio of the leaves and/or fruit to the solvent is
typically between 1 and 20, preferably between 1 and 4, and the extraction temperature is generally
between roomitegsatature aFidthedwilirasoibydf théwohehdeThe extraction time is typically between

1 hour and 24 hours 1§ nACGRLEIDg 10 opgadvantagequs .embadiment ot the lnvention, the

concentration of the sollétion, coll(fcte by eva oq;}e}tion, Is obtained under reduced pressure, at a

temperature of between 40 a%§ 108 il a poWder is oBtainet’ It I€AEHF0ssibIdGEHR the
concentration @paraLids) to add assolvarngth iighcsuithap poiboand asoredsariigmarty ghaerine,
propylene glyejebutylene glycol or transcutol. The myrtle extract is then in liquid form.

10Advantageously,the myrtle extract comprises polyphenols in a quantity of between 1 and 50 %,
preferably between %an& 26%%,}:&%? Ritther pFé%S%%Iﬁ 8e%%%%§n§36 W Relght 95, relative to
the dry matterdsiing exlragt a8Amorgsiehe polyphenoid frelronoidssare typickdipfoiridigs well'as

tannins.  Ageerding to eke advariageousambodiment ofihe ifvantion; e mydle,exract comprises

flavonoids in tity of betweep 0.1 and 5 %, preferably.between 1 20 and.4 % _and further
preferably bet%/\l%%%izeande%%?%v%gight %y ?e%gﬁve tcéotﬁglﬁ}r%’/s atter o theag?r%ct. ta Ac%ording to
another advamtayéaas embeRiment BEFRFRGEA RN MBS HIH e éxtrasectntafisstartiiein a.quantity of
between 1 and&0i%mpraferablysbetveerbodizand 40Mo, wnd futtherpretenatly behyeere10 and 30 %

cry weight, relaiue fg e dry (malley of the At ocAGeording Lo one patipylar garggteristcs of

thc present invention, myrtle extract contains flavonoids in a’quantity of between 0.5 and 4 %, 30

typically betw8&t $ and P86 And Fehnifis A Guant 6t Bdfvedf Faftf40 ¥e%rsiekh between 10
and 40 %, forekxampledvetheen20jand4=%. sanddne ofehe sabjgets/okthe presentiigention relates

to the use of aymystie extract as depigmenting 35 BggRtD:a-GOSBLtc LOMPOSItioN; o i ce _
Advantageousé!&tthg cosmetic copkposmon of the invention is intended to whiten and/or lighten the skin

S-S e myrtiE BxiaEt accordihg ¥ e pres&XtHFERtion can be

and/or body hair andror head Al _
used to obtairPRifrAPESRpfexientwaith is chareickize¢ by even skindoriswiratlid dighter, brighter

and more transpareni+ Skindadiagcee therefore smprovedr-4dhe advantages obtained with the

composition of .
P In vyet another aspect, there is provided a

dermatological composition as defined above for its use
as a drug.

In still ancther aspect, there 1is provided =a
dermatological composition as defined above for its use
for depigmenting sgskin.

In another aspect, there is provided the use of a
derived-polar solvent myrtle extract {(Myrtus communis)
for preparing a dermatological composition intended to
depigment skin.

In vet ancther aspect, there is provided a
cosmetic method for whitening and/or lightening the
skin and/or body hair and/or head hair comprising
application to the skin and/or body hair and/or head
hair of a cosmetic compesition containing a derived-

polar solvent myrtle extract (Myrtus communis) .



10 the present invention are of particular interest for sensitive skins, irrespective of type (dry, normal,
oily), and more particularly for lifeless sensitive skins lacking radiance. Myrtle extract as
depigmenting agent has also 15 shown good capasities: to attenuate visibly the intensity and size of
pigment marks; to regulate and/or inhibit the production of melanin, responsible for
pigmentation; 7()- to dim visible marks; to prevent the onset of additional marks; demonstrating its
advantage for the depigmerting of eertdaihamsighdppigmentinarks dueto ppidedniall a

hyperpigmentatigne g4ch agag8sRots-ef the-skinda 25pagticlar. o 1 1 AfHEREr subigctf the present

invention is the use of a myrtle extract toig%%%%ce aé:gmpogls#ion such as a cosmeti¢c or dermatological
d/or y hai

composition iftERd&H o deBibPERt the s d Gnd/ot hiead haiP3er Wit he use of a
myrtle extractzRROENRG ithe inventidre it isladvantecuslyqsossitiiéc  canpedudeiand/or eliminate
pigmentation msfks: StEARS hypergigmentatign marks dea tespro-infiarpamatory stress,@.g. brownish
pigment mark JP%L{;%%d QX U\L/Hsﬁgsr) 35 to reduce and/or eliminate chloasmas; 8 - to reduce and/or
inhibit the pro Uction of mgfgnln, responsible for pigmentation.  The myrtle extract according to the
present invention cahthetefor alidaht@gtvesly, betlisatkin Becapysosiite sachcmstesietic
composition, taciesiige ail/on gliinale kihpUig spots, & te reduca-and./on eliiinatedrownish

pigment marks V&II&R may benigduc&g.l% Vs, or chlogsmag. The invention also relates to cosmetic
and/or 10 dermaato og?c?al coa}nposition% c):éﬁarécr\grize In that,Oz;r\flsog(czf%ll\(/ae:L ?r?bred?eorﬁpﬁmlesylggntain a myrtle

extract in a pIRRIIbGRENITAccEMablERfedibiflfe. &mpaiblecRflithé SkinE e &R mucous
membrane, head hain bogy:shaie andéar-eyss: A SRieferablythecosmeticosdermatologi composition of
the present invention contains a quantity of myrtle extract, as active ingredient, of between 1 mg and
50 g, preferably between 10 mg and 10 g per 100 g of said composition. 20Advantageously, said
guantity of myrtle extract lies between. 50 mg and 1 g per 100 g of composition. Further
advantageously, said quantity of myrtle extract lies between 100 mg and 500 mg per 100 g of
composition. 25Preferably, said compositions also contain at



least one second depigmenting active ingredient. Said other agent or agents which can be added
to the present composition are known to those skilled in the art, who are capable of adjusting the
relative 30 proportions of each constituent of the cédmposition in order to optimise the efficacy of said
composition.  Advantageously, mention may be made by way of indication and in non-limiting
fashion of the active ingredients chosen from the group formed by vitamin C 35 and its derivatives
including ascorbyl glticskide, Gsaligyie seid; ladtivacitigcolitiaeid mpakc ecidsaratirt; kojic acid,
vitamin B3, lingigic asid gndpegetable oils spntainina-thesame etinaldahyderandiitsdegivatives,
resorcinol and %Iant %@gacﬁ ir;1 5 Qé“%”'% %e‘:varb%gy Iieqéjsocr)icg, Euibleég, arbl{:tHs, Brogssonetia,
camomile or SKitellaria Preferab y,apcomp03| jon"accor mgr%o the mvention comeprfislés ‘a myrtle

extract (Myrtus commBfis)aAdT atle83toRe GepigmeRtngCadrerlRgrediept chidsenwitofkem the group
formed by asgelhlyl gluceside, hastie acids glycolis@cid,gnaliccacid, arbutinpXejic acida ingteic acid and
vegetable oils_contajping.t | . its derjvati rcinol and plant extracts in
particular bea?b%%ﬁ%?ggﬁcﬁe&?%%ér%%%g ar ﬁ%g,pggrc%ﬁsg)%ée’ﬂti % (‘jéagrr%gir%ilé” %}f% %t%?[rglﬁa, used

alone or in a rhixfuré"y * Wdre Hréfe y 3%ompBbsitiaR Accokdifg fothie iHGBNESH comtstises a myrtle
extract (Myrtu§ commumwis) and.atteast oné depigmentingpaciveangretitent chosen 20 from the group

formed by ascorbyl giycasige,.qlycalic acid-malicacid, atglgutgl,gﬁ?j];%%id clingleic,acid.and vegetable
oils containin% he same, retinaidehyde and its derivatives, and plant extracts in_particular bearberry,

p
liquorice, mulbétty, arbatie® BrRUSLSHetid 25 b SKitellBHE, Used SdRe GAMRFHRGuUrd e

Inparticularlyativaatagengssiagner,the composition of the present invention comprises a myrtle extract

in association with ascesbyl-aueesidecT g cemposifigns of thesipyentignwhich contain a 30 myrtle
extract in association with at éeaést one %réer éﬂﬁg{%@ergln&%@@ e|n%reesd|ent, dagg ad%/%gtiag_eously used

in all the above-menﬁor%{qtgpﬁllc%% ns. 8'cosmetic and/or oaermatoa%gl Fcomposmon of the

present inventiéii Ban adeartagebusiyHaveary gabemit feed erhally used in the areas of cosmetics
- collecting the extraction solution by filtering

or spinning,

- concentrating the collected solution by
evaporation, to obtain the mwmyrtle extract which is
optionally to be mixed with other constituents to
obtain said composition.

Preferably, the myrtle leaves and/or fruit are dry
myrile leaveg and/or fruit.

Further preferably the weight ratio of the myrtle
leaves to the fruit is close to 90/10.

During the extraction step, the solvent used is
advantageously a polar solvent such as a Cl to C4
alcohol or acetone, or a water-alcohol mixture or an
acetone-water mixture.

The weight ratio of the leaves and/or fruit to the
solvent is typically between 1 and 20, preferably
between 1 and 4, and the extraction temperature is
generally between zroom temperature and the boiling
point of the solvent. The extraction time is typically
between 1 hour and 24 hours.



10 and dermatology for topical or oral application. Preferably, the topical form can be in the following
particular form : an aqueous hydro-alcohol solution, optionally gelled, a dispersion of lotion type,
optionally a two-phase dispersion, an oil-in-water or water-in-oil emulsion, or multiple , 10-an aqueous
gel, and can have the appearance of a serum, cream, gel, ointment, milk, lotion, paste or foam. It
can also be applied in spray form or in solid form e.g. in stick form. 150ne of the advantages of the
present invention lies in the fact that the compositioné of the invention have good skin tolerance, even
for sensitive skins, irrespective of type (dry, normal, oily). This composition can also be in oral form,
such as 20 tablets, capsules, powders for drinkable suspension.  The composition can also contain
all the constituents usuafty ¥Sed ¥ thé AppiicatiotUirier tBRSHErafdk FHeHar néntishean be
made of water, solwents,immeraltails caninah andfot wegetableods, 25 waxes, pigimeris;:ehemical or
mineral fiters, agjoxidanis, llers, surtaciants, stahiisers reserying aggnts. perfumes and colouring

agents. The choice and/or quantity of the ingredient(s) Is also determined by the spec‘iﬁc needs of
the skin 30 and/6FBEGF Rgir Bhdfor hegl FafiTto Whid the tothpositidhtid to Be BPBRSE ahd by the
properties ahd desited vedsistency of #le compesition accandingito the present dmverdiono:11 following
non-limiting examples-deseribingparteular embodiments of the; gesmetic and/op dermatglogical
compositions of the invention. 5 Ifxgm Iesll-4: g[e aration of a myrtle extract Example 1 100 kg of
myrtle leaves and dry fiitaregrotnd theh extracted with 7IoKEEFsFow Shanol Extratiion is
conducted undefrefliR-an@ stirking ferclhour. TAE 20 solutidrisaresoliectedafterfitiation, then
concentrated undereducedpressure at 60C. Concentration then drying are conducted until a dry

mater is opjained whosg polvpLEaRLLCNIeNt s igiween 2 2ad 4Q Y and flavongig sonientis

polyphencls 1in a quantity of between 1 and 50 %,

preferably between 10 and 40 %, and further preferably
between 20 and 30 dry weight %, relative to the dry
matter of the extract.

15 Amongst the polyphencls, flavonoids are typically
found as well as tannins.

According to one advantageous embodiment of the
invention, the myrtle extract comprises flavonoids in =z
quantity of between 0.1 and 5 %, preferably between 1

200 and . ¢ % and further preferably between 2 and 3 dry
weight %, relative to the dry matter of the extract.

According to anocther advantageous embodiment of

the inventiocon, the myrtle extract contains tannins in

o

quantity of between 1 and 50 %, preferably between

o

2
Lh

and 40 %, and further preferably between 10 and 30

=)

dry welight, relative to the dryv matter of the extract.
According to one particular characteristics of the
present invention, the myrtie extract contains
flavonoids in a guantity of between (0.5 and 4 &%,
30 typically between 1 and 3.5%, and tannins in a quantity
of between 5 and 40 %, typilcally between 10 and 40 %,
for example between 20 and 40 %.
One o©f the subjects of the present invention
relates to the use of a myrtle extract as depigmenting

35 agent in a cosmetic composition.



153,5 %. Example 2 The first steps are identical to those in example butprocedureisdifferentforthelast
20 concentration and drying steps. After extraction and during concentration 200 kg propylene glycol
are added, and concentration is continued until a solution weighing 220 kg is obtained. The dry matter
content lies between 8 and 12 %, that of the polyphenols 25 relative to the dry matter is between 20
and 40 % and the flavonoid content relative to the dry matter is between 1.5 and 3.5 %. Example 3
30The starting raw material in this example is different to the material in example 1. Also another
extraction solvent is used to obtain an extract having different flavonoid and polyphenol contents.

1 kg of dry, ground leaves are cold extracted with 35 10 kg methanol for 12 hours. The methanol
solution is 12 vacuum’tehaentiated st -60C, thBR drictSTTRE By @it sbiaingd igrount: The
powder contains hetweenc30 ta=4Q %t patyphenalsandhetween 3and 4 &6 flavonaids. HExample 4

10 kg of ground é%@/p&ar}go%,it ace gxtg%cégg with a water f\pd ethanol mixture in proportions of 80 to
20, under reflux and stirring for 3 hours. The 10 solution obtained is spun, then filtered. Its

polyphenol content reldtiVe totHe dnfmaiér e hetwdEn 3Hmd 0 %: The FRFondid e8RfEnt varies
between 0.5 and 1:&%: 15rExample 5 Evakiationcof depigmentimgiadtivity: bdndCtbsty @n;the
dendricity of cultre melanacytes . - - Skin: pigmentation results from interactions hetweenepidermal
melanocytes anodL keratinocytes. The dendrites of the melanocytes play an important part in 20 the
pigmentation process- They ot the-trarstét of etanos6MaE it the basaland StpRibasal parts of
the epidermis. They consistofan agsociatioh of microtubules and actin filaments which enable the
melanin particles to mowvedroguinside-the melanacytes25 fqwards the tipsptthe dendyites,and their
10 the present invention are of particular interest for
sensitive skins, irrespective of type (dry, normal,
oily), and more particularly for lifeless sensitive
skine lacking radiance.
-Myrtle extract as depigmenting agent has also
15  shown good capacities:

- Lo attenuate visibly the intensity and =iz

D

h

o]
pigment marks:
- to regulate and/or inhibit the production of
melanin, responsible for pigmentation;
20 ~ to dim visible marks;
- to prevent the onset of additional marks;
demonstrating 1ts advantage for the depigmenting
¢f certain unsightly pigment marks due to epidermzl
hyperpigmentation ; such as age spots of the skin in
25 particular.
A further subject o the present invention i1s the
use of z myrtle extract to produce a compesition such
as a cosmetic or dermatclogical composition intended o
depigment the skin and/or body hair and/or head hair.
30 With the use of a myrtle extract according to the
invention, it is advantagsously possible:
- to reduce and/or eliminate pigmentation marks,
such as hyperpigmentation marks due to pro-inflammatory
stress, e.g. brownish pigment marks induced by UVs, or

35 o reduce and/or eliminate chloasmas:



distribution on the s(Hera et al., J Invest Dermatol, 2000). Differentiation of the melanocytes
translates as stimulation of melanogenesis and dendricity. This 30 process is induced by several
cAMP-inducing factors: aMSH, Forskoline (Busca et al, 2000). Direct morphological assessment of the
effect of depigmenting or pigmentation-stimulating agents on changes in melanocyte dendricity is
performed by 35 marking the actin filaments of the melanocytes with In phalloid n-rhodamine. In
this study the Applicant evaluated the effect of myrtlegextract on changes in dendricity of melanocytes
which were or were not pre-treated with a- 5 MSH. The reference depiamenting agent used was the
Kligmann trio. ~ This agent consists of a mixture of 3 active ingredients, hydroquinone (1 %),
hydrocortisone (0.5 %) andTetind’Etid (09185 9%). Forididst, theel0 suspénsiohsrof mélanocytes
are placed on glass. siides, for adhesion-then ireated omaen-greated. for one hour with aMSH and

exposed to different congentrations pf myxtle extract sg%rg:g &i fined in example 1 for one hour. The
cells are then treated with a sta#ning 15 devélopinb agent, p%aﬁ?&%in-ﬁ%ﬁcg}gerevgfl THeir actin

network and theit YERBHGIT)! arftfthey 4 then’hsrvEd DR EEEMITOSCoBE to exafinétheir
morphology?  Thamelandoytes treated solelycwithvaMSH showan increase in their saglanocyte

dendricity compared with 20 the; &g&-gegﬁggnceggitgsre@g@g@bitm the pra-pigmenting Aegﬁ:ect of
aMSH. On the off mrIpapldtthegqﬁelano(éyges pre-treated with aMSH then with the Kligmahn trio diluted
to 1/75000 or pré-treated with a myria Exract Bt Y3 pgiit boF 1 Poihfddiiot shéw AR 28%Acrease, or

only a very slighPinctBase, firthelr derigifiely.  These 2 substances therefore display an

aMSHinhibitor effect, amendogeneus fastor for simulation:of melagin bigsyathesis, and hence their
capacity tolgo e@il%iltngggigmentin activity. 5.2 Activity on melanogenesis The melanocytes are left to
incubate inasuitaebe - *_Oglcag oo i8neY SRATEANRHESY 10° TS

active ilngredient, they contain a myrtle exiract in a

physiologically acceptable medium, i.e. compatible with
the skin and/or scalp, mucous membrane, nead hair, body
nair and/cr eyes.

15 Preferably the cesmetic or dermatological
compositicon of the present invention contains =&
quantity of myrtle extract, as active ingredient, of
between 1 mg and 50 g, preferably between 10 mg and 10
g pexr 10C g of szid composition.

20 Advantagecusly, said quantity of myrtle extract
lies between 50 mg and 1 g per 100 g of compos_tion.
Further advantageously, said guantity of myrtle extract
lies Dbetween 100 mg and 500 mg per 100 g of
composition.

25 Preferably, said compositions also contain at
least one second depigmenting active ingredient.

Said other agent or agents which can be added to
the present composition are known to those skilled in
the art, who are capable o0f adiusting the relative

30  proportions of each constituent of the composition in

O
]

der to optimise the efficacy of szid composition.
Advantageously, mention may be made by way of
indication and in non-limiting fashion of the active

ingredients chesen from the group formed by wvitamin C

(a2
th

and 1ts derivatives including ascorbyl glucoside,



culture medium at 37C for 72 hours in contact with the 35 myrtle extract according to example 1, at
different 14 concentrations, and with hydroguinone, the reference substance. At the end of the
incubation period, the melanocytes are collected and washed. The cells are then treated with a sodium
solution to extract the 5 melanin. The stained solutions are then assayed under 450 nm
spectrophotometry for their melanin content using a calibration curve. A melanogenesis-inhibiting
activity of the tested products will translate as a lowe? melanin content in the extracted melanocyte 10
solutions. A prior cytotoxicity test is evidently performed on these same cells to verify the non-toxicity
of the extracts at the tested concentrations.  The inhibiting activity of melanin synthesis displayed
by the different t&&tedprotitcisSs Yiverfin 15tabfeif befowt CI5 Pfodtiets Cofidértratioistested %
inhibition Controd r Hydtoguinang 0c-005mM 35.71¢8kimM B3, linoleic acid and

vegetable oils containing the same, retinaldehyde and

its derivatives, resorcinol and plant extracts 1in

N

particular bearberry, ligquorice, mulberry, arbutus,
Broussonetia, camomile or Skutellaria.

Preferably, a composition according to  the
invention comprises a myrile extract (Myrtus communis)
and at least one depigmenting active ingredient chosen
10 from the group formed by ascorbyl glucoside, lactic

acid, glycelic acid, melic acid, arbutin, keojlc acid,

lincleic acid and vegetable ocils containing the'same,
retinaldenyde and its derivatives, resorcincl and plant
extracts in particular bearberry, ligquorice, mulberry,

13 arbutus, Broussonetia, camomile or Skutellaria, used
alone or in a mixture.

More preferably, a composition according to the
invention comprises a myrtle extract (Myrtus communis)
and at least one depigmenting active ingredient chosen

20 from the group formed by ascorbyl glucosides, glycolic
acid, malic acid, arbutin, kojic acid, lincleic acid
and vegetable oils containing the same, retinaldehyde
and 1ts derivatives, and plant extracts in particular
bearberry, liguorice, mulberry, arbutus, Broussonetia

25  or Skutellaria, used alone or in a mixture.

In particularly advantageous manner, th

D

composition of the present invention comprises a myrtle
extract in association with ascorbyvl gluccside.
The compositions of the invention which contain a
30 myrtle extract in association with a%t least one other
depigmenting active ingredient, are advantagsously used
in all the above-mentioned applications.
The cosmetic and/or dermatological composition of

The resent invention can advantageousl have an
P ot Y Y

(WS
Ly

galenic form normally used in the areas of cosmetic



58 Myrtle 5 ug/m1 41.7 extract 10 pg/mi 43.7 25 ug/m1 39.4 Table 1 : evaluation of activity on the
melanogenesis of a myrtle extract according to the invention Hydroquinone effectively exhibits an
inhibiting 5 activity of melanin content and hence of melanogenesis at the tested concentrations, and
thereby validates the activity evaluation test. ~ The myrtle extract shows inhibiting activity of
melanogenesis at the 3 tested concentrations, and 10 therefore shows the interest of the product for
depigmentation. Example 6 : Cosmetic serum Compé@mdQuantity (/ 100g) Myrtus communis dry
extract0.1 g to 0.5 g (example 2) Ascorbyl glucosidel.0 g to 10.0 g Cyclomethicone2.0 gto 10.0 g
and dermatology for topical or oral application.
Preferably, the topical form can be in  the
following particular form
- an agqueous hydro-alcchol solution, opticnally
5 geilied,
- a dispersion of lotion type, optiocnally a
twoc—phase dispersion,
- an oil-in-water or water-in-oil emulsion, or
multiple ,
10 - an agueous gel,
and can have the appearance of & serum, creanm,
gel, cintment, milk, lotion, paste or foam. It can also
be applied in spray form or in solid form e.g. in stick
form.
15 One oI the advantages of the present inventicn
lies in the fact that the compesitions of the invention
have good skin tolerance, even for sensitive skins,
irrespective of type (dry, normal, olly).
This compesition can also be in oral form, such as
20 tablets, capsules, powders for drinkable suspension.
The compositicon can also contaln all the
constituents wusually used in the application under

consideration. Particular mention can be made of wat

]
3

~
solvents, mineral c¢ils, animel and/or vegstable oils,

waxes, pilgments, chemical or mineral filters, anti-

2
LY

oxidants, fillers, surfactants, stabilisers, preserving
agents, perfumes and colouring agents.

The choice and/or guantity of the ingredient(s) i

)]

also determined by the specific needs of the skin
30 and/or body hailr and/or head hair to which the
composition is to be applied, and by the properties and
desired consistency of the composition according to the

pPresent invention.

Lok
LY

The invention will be better understcocod with the



Carbomer0.5 g to 0.6 g Propylene glycol1.0 g to 5.0 g Glycerinel.0 g to 5.0 g Triethanolamine0.5 g to
2.5 g Purified waterTo complete up to: 100 g 16 Example 7 : Study of the efficacy of the serum
according to example 6 FIRST TRIAL The clinical trial given below was an open trial conducted on 30
Japanese women aged 25 to 45 years : all having sensitive skin (100%)  and having pigmentation
marks on the face, at least one mark having a diameter of more than 5 10mm.  Amongst this cohort,
different skin types were represented: normal skin (ﬁ %) mixed/oily skin (26%) 15- oily skin (23%)
mixed/dry skin (17%) dry skin (17%).  This trial concerned the serum composition given previously
under example 6. DO was the starting date of 20 the trial (before the first application of the serum).
The product was appfi&d fficd'aday, Prorming affd 8Fenifig, f6IFF WeBks € frif D1-t0°D84) over the
entire face and petiqgayag:particdlar attention st pigmeatatiommarks r25This cosmetic
composition wag ggplied instead gfrtherusual, hydrating product.

5 Examples 1-4: preparation of a myrtle extract
Example 1
100 kg of myrtle leaves and dJdry fruilt are ground
then extracted with 700 kg of 50 % ethancli. Extracilon
18 conducted under reflux and stirring for 1 hour. The
10 solutions are collectead after filtration, then
concentrated under reduced pressure at 60°C.
Concentraticn then drying are conducted until a dry
matter i1s obtained whose polyphenol content is between
20 and 40 % and flavoncid content is between 1.5 and
15 3,5 %.

Example 2
The first steps are identical to those in example
1, but procedurs 15 different for the last
20 concentration and drying steps. After extraction and
during concentration 200 kg propylene glycol are added,
and concentration is continued until a solution
weighing 220 kg is obtained. The dry matter content
lies between 8 and 12 %, that of the polyphsnols
25 relative to the dry matter is between 20 and 40 % and
the flavonoid content relative fo the dry matter is

between 1.5 and 3.5 %.

Example 3
30 The starting raw materisa in this example is
gifferent to the material in example 1. Also another
extraction solvent is used to obtain an extract having
different flavonold and polyphencl contents.
1 kg of dry, ground leaves are cold extracted with
35 10 kg methanol for 12 hocurs. The methancl sclution is



Different evaluation techniques were used: L Colorimetry / measurement parameter for skin 30
pigmentation: melanic index The melanic index of the skin was measured using a MEXAMETE.R"
MX16 (Courage and Khazaka). The mexameter probe emits radiatio 17 surface is 5 mm.

receiver then measures the light reflected by the skin. Two wavelengths are chosen to measure
melanin. The apparatus then indicates a melanic_ index In arbitrary units (a.u.) in relation to the
guantity of melanin in the skin at the point of measuréfment. PROTOCOL 10Measurement areas: the
melanic index of the skin was measured at the mark having a diameter of more than 5 mm, and in a
healthy area in the vicinity of said mark. Measurement times: the values were read at DO (before
the first applicatfH-otfe SEPGmyandat 42 (after £ days trefifientiah@Ds4 @Eiter sddays'
treatment). RESUHITS: 20 Tiekesuits of. theomeasurements taketisat eachtmeasurementtme and in
each individual were ¢glculated as ameanperarea (hypeipigmented area; healthy skin akea).
(expressed in a(;%)itrarg unitf% (a.u.)) denotes 25 the difference between the melanic index of the
hyperpigmente are4 and-thie'melanic index of the healthy area. 18 Table 2 below gives the results
obtained : Measurement times

Example 4

10 kg of ground leaves and fruit are extracted
with & water and ethanol mixture in proportions of 80
to 20, under reflux and stirring for 3 hours. The

10 solution obtained is spun, then filtered.

Its polyphencl content relative to the dry matter
lles between 5 and 10 %. The flavonoid content varies
between 0.5 and 1.5

o

15 Example 5 : Evaluation of depigmenting activity:

5.1 Activity on the dendricity of culture melanocytes

Skin  pigmentation results from interactions
between epidermal melanocytes and keratinocytes. The
dendrites of the melanocytes play an important part in

20 the pigmentation preocess. They allow the transfer of
melanosomas into the basal and supra-basal parts of the
epidermis, They consist of an association of
microtubules and actin filaments which enable the

melanin particles to move from inside the melanocytes

(=]
h

Towards the tips of the dendrites, and their
distribution on the skin (Hara et al., J  Invest
Dermatol, 2000},

Differentiation of the melanocytes translates as
stimulation of melanogenesis and dendricity. This
30 process is induced by several cBMP-inducing factors: o-
MSH, Forskeline (Busca et al, 2000).

Direct morpholiogical assessment of the effect of
depigmenting or pigmentation-stimulating agents on
changes in melanocyte dendricity i1s performed by

35 marking the actin filaments of the melanocytes with



L melanic index(in a.u.) (measurement mean) DO 25.5i2.9 D42 23.62.9 D42 DO (as -%) -7.5%
D84 23.0+3.

phallioidirn~rhodamine.
In this study the Applicant evaluated the effact
of myrtle extract on changes in dendricity of

melanccytes which were or were not pre-treated with o-

Ln

MSH. The reference depigmenting agent used was the
Kiigmann trio.

This agent consists of a mixture of 3 active
ingredients, hydroguinone (1 %), hydrocortisone (0.5 %)
and retincilc acid (0.01Z5 %). For the test, the
10 suspensions of melanocytes are placed on glass slides

for adhesion, then treated or non-tresated for one hour

with oMSH and exposed to different concentrations of

myrtle extract such as defined in example 1 for one

hour. The cells ar then treated with a staining

15  developing agent, phalloidin-TRITC to reveal their

actin network and their dendricity, and they are then
observed under microscope to examine their morphology.

The melanocytes treated solely with oMSH show an

increase in their melanocyte dendricity compared with

20 the non-treated cells, <thereby exhibiting the pro-

plgmenting effect of oMSH. On the other hand, the

melanoccytes pre-treated with oMSH then with the

Kligmann trio diluted to 1/75000 or pre-treated with a

myrtle extract of 0.3 ug/ml or 1 pg/ml do not show any
25  increase, or only a very slight increase, in their
dendricity.

These 2 substances therefore display an oMSH-
inhibitor effect, an endogenous factor for stimulation
of melanin biocsynthesis, and hence thelr capacity to

30 exhibit depigmenting activity.

5.2 Activity on melanogenesis

The melanocytes are left to incubate in a suitable
culture medium at 37°C for 72 hours in contact with the

35 myritle extract according to examples 1, at different



D84 - DO (as %) -945 Table 2: melanic indexes of the skin treated with the serum containing myrtle
extract 50ver the 12 weeks of treatment, it is observed that the value of is significantly reduced
compared with its initial value at DO: reduction of 9%. This reduction is observed as early as 6 weeks
after start of treatment (D42) when a i reduction of 7.5% was 10found. This reasonably translates
as a tendency of the tested composition to reduce the melanic index of the pigment marks.
TheApplicanthastherebyevidencedthat 15 applicatior:\%f a composition according to the present
invention induces a significant homogenizing effect of the complexion. 2. Clinical assessment 20A
Dermatologist ascertained the initial condition of the skin of each person entering the trial (DO) ; then

followed up the SKiK EShdition it 28 Was At &ftel B4 HaFY OFfBAmMent'®  “SITREBXEmined
parameters wereithe feliowing: 25- dspectoftheqpigniem marks,kskin radianee i skin lightaess, and
even skintone.,t9 anocytes are collected and washed. The cells are
then treated with a sodium solution to extract the
5 melanin. The stained solutions are then assayved under
450 nm spectrophotometry for their melanin content
using a calibration curve. A melanogenesis—-inhibiting
activity of the tested products will translate as a
lower melanin content in the extracted melanocyte
10 solutions. A prior cytotoxicity test is evidently
performed on these same cells to wverify the non-
toxicity of the extracts at the tested concentrations.
The inhibiting activity of melanin synthesis
displayed by the different tested products is given in
15 table 1 below.



PROTOCOL The different parameters were examined in accordance with the 9-point " Clinical storing
system SLIGHTMODERATEMAJOR +1A+7 ++2++5++8 +++3+++6+++9 5 RESULTS a28 and
a84 are used to denote the variations (expressed as 96) in each criterion at 028 and 084 respectively,
relative to their value at DO. 10At DO, 028 and 084, the assessment of the criteria was as follows
(Table 3): Examined parameter : value at DO value ?38 at An value D84 at

Products Concentrations % inhibition
tested

Control - -

Hydroguinone G.005 mM 35.7

0.01 mM 58

Myrtle 5 pg/ml 41.7

extract 16 pg/ml 43.7
25 ug/ml 39.4

Table 1 : evaiuation of activity on the melanocgenesis

of a myrtle extract according o tThe invention

Hydroguincne effectively exhibits an inhibiting

5 activity of melanin content and hence of melanogenesis

at the tested concentrations, and thereby wvalidates the
activity evaluation test.

The mvrtle extract shows inhibiting activity of

melancgenesis at the 3 tested concentrations, and

10  therefore shows the interest of <the product for

depigmentation.

Example 6 : Cosmetic serum

Compound Quantity (/ 100g)
Myrtus communis dry extract 0.2 g to 0.5 ¢

{example 2)

Ascorbyl glucoside 1.0 ¢ te 10.0 g
Cycilomethicone 2.0 g to 10.0 g

Carbomer 0.5 g to 0.¢

Propylene glycol 1.0 g to 5.0 ¢

Glycerine 1.0 g to 5.0 ¢
Triethanolamine 0.5 g to 2.5 g

Purified water To complete up To: 100 g
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Example 7 : Study of the efficacy of the serum

according to example 6

FIRST TRIAL

The clinical trial given below was an opsn trial
conducted on 30 Japanese women aged 25 to 45 years
- all having sensitive skin (100%)
- and having pigmentation marks on the face, at
ileast one mark having a diameter of more than 5
I .
Amongst this cohort, different skin types were
represented:
- normal skin (17 %)
- mixed/oily skin (26%)
- o0ily skin {(23%;
- mixed/dry skin (17%)
~ dry skin (17%).

This trial concerned the serum composition given

e’

reviously under example 6. D0 was the starting date of

the tria: (before the first application of the serum).
h

=]
(63

product was applied twice a day, morning and
evening, for 12 weeks - from DI to D84) over the entire
face and neck, paying particular attention to the
pilgmentation marks.

This cosmetic composition was applied instead of
the usual hydrating product.

Different evaluation Techniques wers used:

I. Colorimetry / measurement parameter for skin

pigmentation: melanic index

The melanic index of the skin was measured using a
MEXAMETER® MX16 (Courage and Khazaka).

The mexameter probe emits radiation in 3
wavelengths over tThe area To¢ be measured, which is

absorbed by the skin. The diameter of the measursment



++20% 7.3 +30% 1.9 1.5 1.3 skinlightness5.6 6.3 , +13% 6.9 +23%
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surface is 5 mm.

A recelver tThen measures the light reflected by
the gkin. Two wavelengths are chosen To measure
melanin.

The apparatus Then indicates a melanic index 1in
arpitrary units (a.u.) in relation to the guantity of

melanin in the skin at the point of measurement.

PRCTOCCL

Measurement areasz: the melanic index of the skin
wazs measured at the mark having a diameter of more than
5 mm, and in & healthy area in the vicinity of said
mark.

Measurement times: the wvalues were read at DO
(before the first application of the serum) and at D42
(after 4Z days’ treatment; and D84 (after 84 days’

treatment} .

RESULTS

The results of the measurements taken at each
measurement time and in each individual were calculated
as a mean per aree (hyperpigmented area, healthy skin
arez) .

4 {expressed in arbitrary units {a.u.)) denotes
the difference Dbetween the melanic index of ths
hyperpigmented area and the melanic index of the
healthy area.



1.8 1.4 1.6 evenskintone5.8 64++10%6.9++19% 1.8 1.4
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Table 2 below gives the results obtained
IS melanic index (in

Measurement tTimes A.U.)
{measurement mean)
Do 25.5 + 2.9
D42 23.6 + 2.9
D42 -~ DO f{as %) - 7.5%
D84 23.0 £ 3.1
DE4 - DO (as %) - 9%

Tabple 2: melanic indexes of the skin treated with the

serum containing myrtie extract

Over the 17 weeks of treatment, it 1s observed
that the wvalue of 4 is significantly reduced compare
with its 1initial wvalue at DU: reduction of 8%. This
reduction is observed as early as ¢ weeks after start
0of treatment (D42) when a & reduction of 7.5% was
found.

This reascnably translates as a tendency of the
tested composition te reduce the melanic index of +the
pigment marks.

The Lpplicant has thereby evidenced that
application of a composition according to the present
invention induces a significant homogenizing effect of

the complexion.

2. Clinical assessment

A Dermatologlist ascertalned the initial condition
of the skin of each person entering the trial (D0O) ;
then followed up the skin condition after 28 days and
after 84 days of treatment,

The examined parameters were the following:

- aspect of the pigment marks,

- skin radiance,

- skin lightness, and

- even skin tone.



1.6 Table 3: clinical trial on 4 parameters led by a Dermatologist on 30 women 15 After 4 weeks
(028), and advantageouSly after 12 weeks (084) a favourable, significant variation in all assessed
criteria was observed: i.e. less apparent marks and a more radiant, lighter and even skin tone. 20
CONCLUSION OF THE FIRST EFFICACY TRIAL This trial was able to show the significant
efficacy of a composition containing a myrtle extract according to the present invention for sensitive
skins 5 of different types having pigment marks. The benefits obtained translate as less visible marks
and improved complexion in terms of lightness, radiance and uniformity, and homogeneity. 10
SECOND TRIAL This second clinical trial described below was a blind trial conducted on 40
Japanese individuals (ﬁmand 3 men) aged 22 to 48 years. This trial concerned the
serum composition giveénd45 previousheunder gxample 6:rs Thestartingdeatedhthe trialis denoted
DO (before the first application;of the sgrumy). The product was-applied.once aday. in-the eyening after
washing, for 3 months (from DI to D90) on the inner 20 surface of the forearm (chosen at random).
Evaluation technique used: Colorimetry / parameter for measurement of skin pigmentation : change in
parameter b* 25Paraniétel b* (blue-yellowtBxis et EBlorimetry was@éasured using a CR 400(r)
chromameter (Minol{a). The probe of the chromameter emits a flash of white light on the area to be
measured, which is Qgsorbed b}/ the skin. The diamet%r of the measyred

8
++ 3 +++ & Aot S
5
RESULTS
hsg  and Agy are  used to denote the variations
(expressed as %) in each c¢riterion at DZEB and DB4
respectively, relative to thelr value at DO.
10 At DO, D28 and D&4, the assessment of the critéria
was as feollows (Table 3):
Examined value at | value at Aog value at Ags
parameter : DO D28 0a4
aspect of 5.2 % 4.8 ¢+ - 8% 3.9 ¢ -25%
marks 1.5 1.6 1.4
skin radiance 5.6 £ .7 = + 20% 7.3 £ +30%
1.9 1.5 1.3
skin lightness 5.6 = 6.3 % + 13% 6.9 +23%
1.8 1.4 1.6
even skin tone 5.8 % 6.4 £ + 10% 6.9 % +19%
1.8 1.4 1.6
Table 3 : clinical trial on 4 parameters led by a
Dermatologist on 30 women
15

After 4 weeks (D28}, and advantageously after 12
weeks (D84) a faveourable, significant wvariation in all
assessed c¢riteria was observed: 1.e. less apparent
marks and a more radiant, lighter and sven skin tone.

20



30 surface is 8 mm. Three sensors, corresponding to the cones of the human eye, then record the light
reflected by the skin. The apparatus indicates values L*, a* and b*, in arbitrary units (a.u.). These
values relate to the quantity of melanin in the skin at the point of 35 measurement. 21 PROTOCOL
Measurement areas: skin pigmentation was measured on the inner surface of the forearm (treated
area), and at an adjacent non-treated area (control area) - these 5 measurement areas were
previously delimited and (before the first applicatio?![bf the serum), (after 1 month's treatment), 060
(after two 10 treatment) and D90 (after 3 months' treatment). RESULTS The results of the
measurements taken at each ___measurement time and in each person were calculated as 15 a mean
per area (treated area; F Fievalbaethaidhinges id Bkifilcolour subsequent to
application of the seruffraccordingdad thevpreseabingentian, farteach measurement fime (030, D60,
090) the value of is-expregsedkfor. each.area; and the 20 difference between the colorimetiic values of

the treated area_compared with the control area, Measure -ment o )
according to the present 1nvention for sensitive skins

’.;b'\

alatiee

5 of different types having pilgment marks. The benefits
obtained translate as less visible marks and improved
complexion in terms of lightness, radiance and

uniformity, and homogeneilty.

10  SECOND TRIAL

This second clinical trial described below was a
blind trial conducted on 40 Japanese individuals (37
women and 3 men) aged 22 to 48 years.

This trial concerned the serum composition given

15 previously under example 6.

The starting date of the <trial is dencted DO
(before the first applicaticon of the serum). The
product was applied cnce a day in the evening after
washing, Zfor 3 months (from DI to D90} on the inner

20 surface of the forearm (chosen at random).

Evaluation technigue used: Colorimetry / parameter

for measurement of skin pigmentation : change in

parameter b>*

25 Parameter b* (blue-yellow axis) of colorimetry was
measured using a CR 400% chromameter (Minolta) .

The probe of the chromameter emits a flash of
white light on the area to be measured, which is
absorbed by the gkin. The diameter of the measured

30 surface is 8 mm. Three sensors, corresponding to the
cones of the human eye, then record the light reflected
by the skin. The apparatus indicates wvalues L*, a* and
b*, in arbitrary units (a.u.). These values relate to

the guantity of melanin in the skin at the point of

L
L

measurement.



time mean b* (ina.u.) treated area mean b*-(in a.u.) control area b*treated area - b*control area 8
trend in mean values (b*treated area- control area) relative to DO DO 18.52 17.18 1.34

21

PROTCCOL

Measurement areas: skin plgmentation was measured
on the inner surface of the forearm {treated area), and
at an adiacent non-treated area (control area) - these

5 measurement areas were previously delimited and
ildentified with identification masks.

Measurement tTimes: the wvalues are read at DO
{before the first application of the serum), at D30
{after 1 month’s treatment), D60 (after two months’

10 treatment) and D90 (after 3 months’ treatment).

RESULTS

The results of the measurements taken at each

measurement tTime and in each person were calculated as
15  a mean per area (treated area, control aresa).

To evaluate the changes in skin colour subseguent
to application of the serum according to the present
invention, for each measurement time (D30, D60, DYO)
the wvalue of b* is expressed for each area, and the

20 difference Dbetween the colorimetric values of the

treated area compared with the control area.

mean b* mean b¥ . _ % trend in mean
Measure | U0 0 (in Freated values
—mernt \::raa‘t.:.ac-i a.u.) b*area o (b* treated area = DF
time control FonEEes control areal
area ; :
area ares relative to DO
DO 18.52 17.1%8 1.34 -
D30 18.20 16.97 1.23 - 18.7 %
D&0 17.25 15.78 1.47 + 4.5 %
jalely 16.96 16.28 0.68 -~ 44.6 %

Table 4: colorimetric parameter b* of the skin area

treated with the serum containing a myrtle extract, and

25 cf the adjacent control area

First, i1t 1s observed that wvalue b* of the tresaited

area reduces progressively and distinctly throughout



030 18.20 16.97 1.23 - 18.7 % 060 17.25 15.78 1.47 + 4.5% 090 16.96 16.28 0.68 - 44.6 %

Table

4: colorimetric parameter b* of the skin area treated with the serum containing a myrtle extract, and

250f the adjacent control area First, it is observed that value b* of the treated area reduces

progressively and distinctly throughout 22 the period of the trial up until D90, which translates as
lightening of the treated area.

L

10

22

the pericd of the trial up until D90, which translates
as lightening of the treated area.

Second, after 3 months’ treatment (D90) a
significant reduction is observed compared with DO for
the difference {(D¥ iieateq area — DF perel dreal: 1.8, a
44.6% reduction in this difference. This reasonably
demcnstrates a tendency of the tested compesition to
reduce skin pigmentation.

CONCLUSICON OF THE SECOND EFFICACY TRIAL

The ZApplicant has evidenced that the apprlication

of a composition according te the present invention has
a depigmenting effect.



Second,after 3 months'treatment(D90)a significant reduction is observed compared with DO for 5 the
difference (b* treated area - b* control area): i.e. a 44.6% reduction in this difference. This reasonably
demonstrates a tendency of the tested composition to reduce skin pigmentation. 10CONCLUSION OF
THE SECOND EFFICACY TRIAL The Applicant hagavidenced that the application of a
composition according to the present invention has a depigmenting effect. 23 CLAIMS 1. Cosmetic
use of a derived-polar solvent myrtle extract (Myrtus iS) iIn a cosmetic composition as
depigmenting agent. 5 2. Use according to claim 1, characterized in that the composition is
intended to whiten and/or lighten the skin and/or body hair and/or head hair. 103. Use according to
claim 1, characterized inthafdie €olfifositfort iSRitéeed By teduce and/or eliminate skinrage spots.

4. Use accordingyta claimdnehatagterized:n thahtbe compasiion isintended to.reduce and/or
eliminate brownish. 15 pigment marks which may be induced by UVs, or chloasmas. 5. Use
accordi_ngsto claim I, characterized in that composition is intended to improve complexion, particularly,
lightness,radiance and uniformity and homogeneity. 20 6. Use according to any of claims 1 to 5,
characterized in that.thelguantity-of-dériged:=polai. salvent mytlerexract:lies-between 1-mgiand 50 g

per 100 g of cempesitions257: Use accarding to,anyof claims 1o 6, Chﬁ‘é%%%ﬁze%ﬂg that the
composition capn&ain% %t Igas%one othgr depigmenting agent in a physiologically accepta% € medium. 8.
Use accordingrtlo Taim 9, Eharactefiz é?ﬁtﬁlﬁatﬁeh?@%ther depigmenting agent is chosen from the
group consisting of vitamin C and its derivatives such as ascorbyl glucoside, salicylic acid, lactic acid,

glycolic abid, maliciacid arbutinkajiciacid ~dtamin B3, linoleic.acid:and vegetableQils cantaining the

same, refinaldeil 206l ARNVANEh 20 IR DR Y SR mPhiarE® SXTAC, Loy

spots.

4. Use according to claim 1, characterized in that the
composition 1s intended to reduce and/or eliminate brownish

15 pigment marks which may be induced by UVs, or chloasmas.

5. Use according to c¢laim 1, characterized in that
composition is intended to improve complexion, particularily,
lightness, radiance and uniformity and homogeneity.

20

6. Use according to any of claims 1 to 5, characterized in

that the guantity of derived-polar solvent myrtle extract lies

between 1 mg and 50 g per 100 g of composition.

25 7. Use according to any of claims 1 to 6, characterized in
that the composition contains at least one other depigmenting

agent in a physiclogically acceptable medium.

8. Use according to claim 7, characterized in that the

30 other depigmenting agent is chosen from the group ceonsisting
of wvitamin C and .its derivatives such as ascorbyl glucoside,
salicylic acid, lactic acid, glycolic acid, malic acid,
arbutin, kojic acid, wvitamin B3, linocleic acid and vagetable
clls containing the same, retinaldehyde and its derivatives,

35 rescrcinol, bearberry extract, liguorice extract, mulberry



24 arbutus extract, Broussonetia extract, camomile extract and Scutellaria extract, used alone or in a
mixture. 9. Cosmetic or dermatological composition which, as 5 depigmenting active ingredient,
contains a derived-polar solvent myrtle extract (Myrtus communis) and also in a physiologically
acceptable medium at least one other depigmenting ageB#ichosen from the group consisting of
ascorbyl glucoside, lactic acid, glycolic acid, malic acid, arbutin, 10 kojic acid, linoleic acid and
vegetable oils containing the same; retinaidehyde and its derivatives, resorcinol, bearberry extract,
liquorice extra®tmtilserry Esdrct, arburissexradt] Broussonetia exteacincamomiterextractand

Scutellaria exiact; 4iseghalone:ora-a Mixkee. 19.ne 10. Gompesitien according to claim 9, wherein

the depigmen ing agent is chosen from the group consisting of ascorbyl glucoside, glycolic acid, malic
acid, arbutin, kojic acid, linoleic acid and vegetable oils containing the same, 20 retinaidehyde and its
derivatives, bearberry extra@ETgtidfice Skiraet Mhalserpp éseact, arbuwsiaxtract, Broussonetia extract
and Scutdllariasgxtractnused alonedrin a mixiueeii2bi].Compesition, acgording teclaim.1Q, wherein

the depigenting,agent-is ascorbyl 9'&!&‘8?9& 12.{&9%%3iti%1%% 85%1519 tq eithe of claims 9 to 11,

characterized in that the uaqug of derived-polar Solvent myrtle ext[acﬁ}es between l_L‘Tlmgaand 509
per 100 g of 30°¢omposition: 28 ¥3°Belatlogichltofiposition aééeraing te@ither otfetdims 9 to
12 for its use @sRigRILING dgeDermiateleyicat conpesitionaccordingto eithesofhs elaims19 to 12

for its use for depigrenting skin: : c 15Wge ofa desived-polar solvent myrtle extract (Myrtys
commun{@ fokg .%%ariggia der l@}tgl_%gigal ac(c:)meositic_Jn intended to dep;gment akin. 1016. Cosmetic
method for whitening and’fclfr lightening the” skin andior Hody fair fo the skin"&Rd/or bt cbifposition
con&ﬂnkm;exﬁé@&Myﬁ%%%Rﬁﬁﬁﬁﬁﬁ§ﬁ and its derivatives, resorcinol, bearberry

extract, liquorice extract, mulberry extract, arbutus extract,
Broussonetia extract, camomile extract and Scutellaria extrac:,
used alone or in a mixture.
15
10. Composition according to claim 9, wherein the
deplgmenting agent 1s chosen from the group consisting of
ascorbyl glucoside, glycolic acid, malic acid, arbutin, kojic
acid, linoleic acid and vegetable oils comtaining the same,
20 retinaldehyde and its derivatives, bearberry  extract,
ligquerice extract, mulberry extract, arbutus extract,
Broussconetia extract and Scutellaria extract, used alone or in

a mixture.

25 11. Composition according to claim 10, wherein the

depigmenting agent is ascorbyl glucoside.

12. Composition according to either of claims ¢ to 11,
characterized in that the quantity of derived-polar solvent
myrtle extract lies between 1 mg and 50 g per 100 g of

30 composition.

35



ising application hair and/or head hair of a cosmetic a derived-polar solvent m)_/rtle 17
(C::C())r:r%r:;ic?ne?r?od to reduce and/or eliminate and/or prev_ent pigm_ent marks of the skin comprising
application to the skin of a cosmetic composition gontalnlng a derl\{ed-polar. solvent myrtle extra(cj:.t
(Myrtus communis). 18. Cosmetic method to_lmprove260mpl_eXIon, partlculgrly, Ilghtn_e_ss, radiance
and uniformity and homogeneity comprising application to the sklr_l of a cosmetic composition 6
containing a derived-polar solvent myrtle extract. 19. Cos_metl_c method ac_cordlng to claim 16 or
17 or 18, characterized in Hhatefecéompositiorcistsuch as definectinrany of claims9 49,42, ¢

claims 9 to 12 for its use as a drug.

i14. Dermatological composition according to either of
S5 «claims 9 to 12 for its use for depigmenting skin.

15. Use of a derived-polar sclvent myrtle extract (Myrtus
communis) for preparing a dermatcological composition intended
to depigment skin.

10 16. Cosmetic method for whitening and/or lightening the
skin and/or body hair and/or head hair comprising applicaticn
to the skin and/or body hair and/or head halr of a cosmetic
composition  containing & derived-polar solvent  myrtle
extract (Myrtus communis).

15

17. Cosmetic method to reduce and/or eliminate and/or
prevent pigment marks of the skin comprising application to the
skin of a cosmetic composition containing a derived-polar

T

solvent myrtle extract (Myrtus communis, .
20
18. Cosmetic method to improve complexion, particularly,
Lightress, radiance and uniformity and homogeneity comprising
application to the skin of & cosmetic composition containing a
derived-polar solvent myrtle extract.
25
19. Cosmetic method according to claim 16 or 17 or 18,
characterized in that the composition is such as defined in any

of claims 9 to 12.



