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Use of Conpounds from Centella Asiatica The present
invention relates to the use of conpounds from

w@entebd2a1 Asi atica in cosnmetics, pharnaceuti cabST/8PH06/010355

food suppl enents for inproving keratinocytes
differentiation and for enhancing the epidernal
Ubds¥tatdniyivahdsd ftom @untdlal Risdich at i ca, al'so known as
Violette marronne (Reunion Island), as Gotu Kola or as

ndi an penqg E (I'ndia), or. as Centella repanda,

TRNBIEH ARERTCa)e aaﬁdtoa@e 5P Qh SomARId maags%tel fisiafica i cosmetics,
pleth YR B daR 04t H‘&fdb s%@nﬁﬁds Ofdg Sirdpfovira€ kératiok sOfdlfferentlatlon and for
Unbelllferae @placeae particularly to t

oenirgcibe spideragldp P%}‘tbt hat grows wild in pant r opi cal
moi st and shady regions at an ideal altitude of 600 to
CédrdfiimsiaGeN RS lkfo s h@Vio@éte'rﬁHHoHﬁ’@@le‘hﬂf@ﬁ@slMﬁ? 1 818 Kola or as Indian
call ed Typica, Abyssinica and Floridana. It is known
PERRYVRTE gﬂf}llap)oiar q;qéégnfeﬁe repapdaqNogth Arq;ﬁaq)gagg |a§3Talapetraka (Madagascar), is a
cﬁﬂhérﬁﬁdﬁ% Rt bé”l&{%% v I fa%ﬁf;i' &ﬂﬁhmlﬁfe%' (%placeae% articularly to the

properties. The ogical acCtivity Is enab Q)

Hydrpgopde prbfaslyl thay a’rwﬂwrﬂdw@ Raptrapiqapenist anslyshedy rgiops aign ideal altitude
e

oiAgb@tté ﬁ@?r%ngegéargélz)as IN%%E??@(ZIF@S Qu%?ﬁrﬁrlﬁo %138 d 8?)9(%9 IA)bglssmlca and

FlAsdaental B iadkhavi( lahd pseainfdr rhaaclmg,amlata:veA@nalge(sicV)mtldﬁmegsant antiviral and

ang‘éné‘fr%bl%k‘)l ptrcl),e{)e1It't1r(e):sé Lfr%%n tloq?glcg.gacrtléu 1esne§1a 1 J ll)’?lk%c %/p mf){e}cusles from the triterpene

seaind suchac Beintii@bidp KI),pMaddc&?Sosmfe (hhtkr ge Biisxgnefik Ifbrms F\Madecassoside itself

arigglgr%{?v orsltedsfﬁb Aswtlcl zbc}'él (@ﬁ gk{ééc%%sfmr /S%Pﬂf(lﬁé '[’\Wtégér?trslingé go the natural

detaRpolthclplaris %aitﬁﬁ‘dwirﬂnrﬁdﬁx&al RéLAdSEBE Gahksaa kheant-beQsnt pioperties of the

i ndyst ard| n care and skin di seases,
g g‘i‘c{%v gh ‘I“SP X W@’r‘?/%%fg%“ ﬁ?&ﬁ??sgﬁdevw&@ (4, ID).

i nsufficiency and for derm s restorati on and

Eafakis - doﬂfairﬂ@‘fﬁkw YorRpRpey hie€SsedSin thé ph@aRekutiBal and cosmetic industry
004/062678 g aporlns wer e dj s overed in 1988.

regaiding Sking PR d5PBERi FPeEhEYe I otrealins | 1At SRAEeRnd venous

mwfﬂa&i@?rindt bor oughhist hetovdtion &m/\/ran@mmﬁmﬁtogy albRtes ¥ lclosed in
| ow activation energy. Eleven aquaporins have been

WM 9926 in manmmmals to date. Aquaporin-3 (AQP-3) is
unique in its structure (|l owest honol ogy with other
aquaporins) and its function (Ishibashi, K, Sasaki, S;
Fushim , K, YaaapoHe, T; Kuwahara, M Maruno, F, The

Anerlcan JJE X Physiology, 272 (2) 2 1997, p.
F235- F241). a glycerol and water transporter
(aquagly regul ated by p73 (Zheng, X, Chen
H obome 489, |ssue 1, Janjayy, 26,
20% Duri ng developnent of ?ﬁ R TRy Rs
Asiaticoside H |CHsz| H Glu-Glu-Rha
HO ; " Madecassoside OH [CH; | H Glu-Glu-Rha
OH CHy Terminoloside | OH | H | CH, | Glu-Glu-Rha
Il | Asiatic Acid H [CH;| H H
IV | Madecassic Acid | OH | CH; | H H

Aquaporins were discovered in 1988. These transmembrane proteins serve to facilitate water
transport through the skin down osmotic gradients with low activation energy. Eleven aquaporins
have been identified in mammals to date. Aquaporin-3 (AQP-3) is unique in its structure (lowest
homology with other aquaporins) and its function (Ishibashi, K; Sasaki, S; Fushimi, K; Yamamoto,
T, Kuwahara, M; Marumo, F, The American Journal Of Physiology, 272 (2) 2, 1997, p. F235-
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skin AQP-3 expression begins late in fetal life

(Mat suzaki, T; Suzuki, T; Koyama, H, Tanaka, S;
waaans21K, The Journal O Histochem stry And PCT/EP2006/010355

Cytochem stry: O ficial Journdl” OF The Hi stochemi stry

Society, 47, (10), 1999, p . 1275-1286). Aquaporins

F¥@ap.\eis asglymbeindoﬁm mh@oﬁadaduagp@a@ﬁnh)‘}egxpﬁw@apnl ('zhe;hg, X; Chen,
as much ten-fol d.

XY e iy SSWealy é?fglar@;f%e%ﬁotl HBASEL 0 GG defeigpent of the

sk 3@933 é)dpke@sﬂirl ﬂd’gﬂﬁ latE Mﬂ&ta@lhfel MRsbines duzakat, Q(dgﬁama H; Tanaka, S;
Prog Hi stem Cyt ochem 2004

T¥a @85‘5 TE%p]@E‘iné Rf Hﬁtqch%mgtm g P clilegrmfrtyca@%ws pournal Of The
Hﬁ%ﬁénhﬁ%%c‘?e‘iy (@Og 6!@9& 1P, WV@%G?A%&@@&C& as) water ]cc:hannels and

| nvest r mat ol 118) 678-8 abundance o
inprgass |t @rrmabmpofanmbrwﬁ tqq‘ézrtf:rafpr mns‘gb @s tendolidt Bhey are located in basal

lafr?fp{)?é;ﬁfhgl nllsnof%méroﬂg) Br ﬁgﬁl,l ltll&l:qllar@g 19&%&5111%&9&?%%1&&% Matzuaki T,

hi s aquagl ycer opr ot ei ant
Takaol,\ireg Hesm@vfashegl 2G04t (B2 h&l"@n&tygdyll;amdthplshysk(wﬁ is located in

ké({@gékﬁs”@oﬁﬁgﬁwgﬁaﬁfgﬁ‘yﬁgr% g{; PES. %lewzr%ﬁhﬁl 2002, (118) 678-85). The

ab(usd;‘a)npe ar @solﬂa@BAQb,’i uiemth)ehal $esne raadl itséxpeisgsn mManyaen-epithelial cells
&1 ent in r{m the . .

sl faills coeeiepronoPET IR, BB i GREM b Rrgeinn the human

badh @nd Klays. anAmp@tait m@ ih cheHigdeatian ofthe sKitdgviehashdail, AK W rayy8; Marples, D,
hu er of Bi ol Chem 277, 2002, (48), p

J@%@%’étoi!é%ﬁg’l])ggﬁl% &]:‘é have dry skin with reduced

stratum cor neum hydratl on, decreased elasticity and
Seivefabdtidiel dnuhicé defivédnt inyA QIS0 gmaiistrete nedre dipéctlp AifecinANgies3of AQP-3 for

o AT BPTHRG ob iecib™s s~ Gt PRE NPy B SUtlBha MR, Ronghui

vivhandsM oS8l rcmem@"m BaR e@sp 488ié-n6d31) BER enike hmrmgs skin with
M Ver bavat z JI\/‘ J | nvest i gati ve Dernat ol og %(
reelﬁ:)a StRYEH corgeum 3t10n,| decreased elasticity apd ugﬂagag,f cala[_ﬁy Sougrat et al.

préfose A [iﬁasqwi?é&f@amﬂ\ﬁfehm foVRd athé\ ratBinQJf @@Yepfdermis below the
he Ce / Under The Auspices O ur opean Cell

StTBuBY %fwua gangr2laRi Mgrand sM) Gorwranzﬁoéarrq@ O;A3ehin 8¢ Ponte F; Dumas M;.
v&bageSiv, gt in{ g 4by %fn@tolf) h% 1)) hf’(ﬂ)z% bR ¥@b ah 3 more recent study

transporting function of ant 1 n skin
quhytyll c(lH@gtyClameah Magkty d@rlghancér&, BmlognyfﬁKy@ -3 lld éfnider BretAuspices Of

The %prean %‘IXP 8%I n%aln%zgttl(%,'nh 7§yr7 ,r gl é’{&?ﬁt}lg} suggestQhatqﬁe glycerol

raﬂhﬂﬁhasthe @aKiranspartit FanQion wlf IA QPB deimpsrtfit drbskin phyﬁﬁlo@y edlthe glycerol
nt. properties of glycerol and t

cob ety A0 ST o BT Rt relyetd e St Rffeband in th epidemmis

Aepididgtynk doy asly rRldiedly Gndldsfi€ kki®in AQP-3 null mice is probably related to the

humectant properties of glycerol and the impaired stratum corneum repair due to impaired

epidermal biosynthetic function.

Moreover AQP-3 is implicated in the triglyceride content of the epidermis and contributes partially
to the lipid composition of the stratum corneum and ceramides. The water and associated transfer
of electrolytes is beneficial for cells communication, reparation and drainage.-Therefore AQP-3
regulating factors are helpful for the treatment of skin diseases associated with altered skin, water

content, lipidic disorders and cells communication dysfunctions (WO 2001/37799).

Functionality of the epidermis can also be altered by an impairment of the stratum corneum

organization and more generally by a poor differentiation of keratinocytes leading to a decrease of
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Moreover AQP-3 is inplicated in the triglyceride
content of the epiderm s and contributes partially to
wo be7hsq@id conposition of the gtratum cor neum BOTEP2006/010355
ceram des. The water and assocCiated transfer of
el ectrolytes is beneficial for cells comrunication,
the eRiartatied I’fura:ﬁdn dEenbtiagechrdhie defiodnCie AQP-cSram@is!| @td-Yihggrin, Natural

lv{Qactors are Q ful for the treatne?t of skin di seases
BBEEIG Fatior (A S BPEY el e e 18 RO AIETTF st end a deficient
m@m&ﬁﬁﬂ@ﬂéuﬁﬁQ; Il s communi cati on dysfunctions (WO

2001/ 37799). Functionality of the epiderm s can al so
%@ altered by an inpairnment of the stratum corneum
érérmnﬁcha f gﬁrapqmptemé@rfggaélﬂayorbgf %{n?}léb?orneocytes and consequently in
thei thdiERntd BF skl Witerk 8dnddnt RAEGYL 68 theeBRIoRRall P pRRELEP SR integrity.
ofthe skin barrier function. Genetic or chronic :
Filpggrinis @ basie disyding-sieh protsissynihpsized by icelisgd keratinixiag epidiplia that support
b Sitystologl ngfuﬁé’r%ﬂ pldeRhR I bRt Ae G &t
m%frgl g.ﬁhé’ O% 5 Eoor i ter enttl é\t [ or{r:&gna&a‘ﬁg)f?a%gmpgonsnmtes a major
camperana pf kmatglﬁya egmuln%myh@spld@mmaggmum layer (ganitalge . atamirez-Bosca
Al ﬁeahé*RO{IIa@ﬁ‘thcg e bR GRN f&%&?ﬁﬁ%@x bR A3 Histopathol. 1988, 412(4),
cor neotyt es’ and consequent I'nt enan
3BKE2h Qtaaiegd byodﬁpbcpsphcayﬂdﬁmofcp‘roﬁlhgnb; the d‘gaggah fitanbnt-associated protein
mﬁeha)éﬁ Wi %nlger%mr}ﬁlagére 1t 1Irt] Yns thn f Ztgﬁ%;leglel%; { érrba]fans ?n epidermis during the
teto@nalt diffezntiegios poft hﬁ&htmacyttdfsaintcs wppwodytaynjitotherefore plays a role in the

ol ogi.cal. functions | epiderms. It r ot ei
orBtihy 37 irtet PaRGteres abd o bIE B Srion BBl esistance and
flaxibilktg aaivelhysah epidgrmantaés findtibhe epi der mal granul ar
| ayer (Kanitakis J, Ramrez-Bosca A, Reano A Viae J,
?lgcp gﬁaérix;ﬂ% Porve%glgt ﬁw%{%aﬁg%\;% _cg\%l;:)c!;]u F(Zr%cgrgna trsvg¥utam1nases which
pl?ei:a haparbat wleai&llMrgkerpﬁmytkﬁgmnisglutamhﬁsa‘s I(Eagg latela widely distributed
i nt - associ at e otein inte acts Wi t eratin to
gralgog?ﬁe (e repepdeng eyl et Rt B f1t dippeptide bonds, the

obded €ErBisinted ipRaiuéth eurd @ighlyN adsisthind & Mm@ hdnddal QHaIQﬁge and proteolytic
keratinocytes into corneo%%tes It therefore

degrgfation r(th%ene)#g%ﬁ% 24 §17-80- Faveuf af thegyinrebe @gcoaﬁad to date are

ex%#%?se@% R dpRI2ESi. orhesessrrz%wm&erbeapmon\%&b%ee@ ss@dl ¢haximally in the
eX|b|Ig%é as well as in epidermal barrier function.

UPRPIGIPHHS i esis abibgepidamis ((rrdl #BkABS 1 §85KE9y; Differentiation, 33,
1988 RIS concerns transglutan1nases which play in

i Mportant role in mature keratinocytes.

Transgl utam nases (TGV) are a widely distributed %épug _
T aecapactiovirly epreniérd in the Ferpinekdiffprantiatian af (s epidermiam ey heavily
cr&fs llﬁl@‘l(@rjal%ﬁt an'deOIQ téfdcﬁffg'grﬁgﬁon Eﬂéglﬁg t%tri"m‘étﬁ‘r@fjpro’telns (such as involucrin,

cross-Iinked ucts are highly resistant
lorigsinh aisi)c @l the rfaﬂrrlaéﬁrgef theccopritiedeerlly eriveloge gy émdmgynesw of the stratum

%ﬁgﬁ%@ls dys, gggztog?-g(ég 80@717(:91@& J30W600¥41-898) ! RRLDIRE of TGM and

I SCO
their substrates cause severe skin dlseases for example, dysfunction of TGM-1 have been shown

to cause lamellar ichtyosis, a disease characterized by excessive scaling and shedding of the outer

epidermis (Am. J. Hum.Genet., 77, 2005, 907-917; Nat Rev Mol Cell Biol, 6, 2005, 328-340).
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expressed in the epiderms. These enzynes have been
shown to be expressed maximally in the upper spinous
waoa7gsanul ar cells of the ep| Qer ms (Cell, 40pCT/RBHN6/010355
685-695; Differentiation, 1986, 130-141). TGM are
particul arly essenti al in the termnal differentiation
TS pichant @pictRdmtdateswRet@npoinys REAVCEnsellar &fsicd isélkcted from the group

keratins and a range of djfferentiation-specific
CQnsIsting ofr Hp eﬁixsa?s&f erl(ngllgaﬁl S,Saqlq:il\g%ql%c Ixr'ap[eca‘;s(xfr ACd Iaﬂd asiatic acid for

infPr&ving thé BiffbRAtidtOh GBkdr@hobftestane f&Qﬁl{hln&hgﬂleQghkmﬁﬂﬂxﬂ&tﬁﬂ@hty
in the biogenesis of the stratum corneum (Bi oessays,

ﬁWF ?02 789-800;,  J .. Cell Sc, 95, 1990, 631-638)
SyReh Of BlsPreTentriaiArsinn it s Yoo X155 f5ash e Ceé‘ﬁg‘é‘ds%ﬂﬁéﬁeé from the group

conkibtihgdbfSRARRSsosi B tehAoR)sRe, SYSiEoIMe! nABefsicl @B landAVistic acid for
been shown to cause |anellar |chty03|s a di sease

impreyinechediffgreatisipn ekkesaiopdesaag lfqrﬁghaawag Sseaidrimg! Bnctiggality thanks
to%{%}e @gﬂﬁ bR/ S luta]mmaé'e“é@ihﬁﬁ -, 17, 2005,
g17;""Nat Rev Mo Bi ol , 6 2005, 328-340).- -

The present i nvention relates to conpounds from
Theeastier sampayndstacenadiag ketde deventiosnare medegrsseides tnmminstosidg asiaticoside,
dececﬁ?ig ea&@saﬁgsag gt$ og(? EnrlH 981 l%stQI?d €. anat}l n‘gﬂﬁf é@ntella a31atlca (e.g. from

madecassi ¢ acid and asiatic acid rovi ng
Mdddghssaraniitracts oentaghing dhreacting mmn@uf tltimre@nhmnmtlng carhe obtained
e. ? ﬁ)\}'geﬁcgr:;% on ok’l %%t%l?apz?sllitlg¥ as ?&Pﬂlbeeﬁtm %%idgg/gg%f]%gﬁge ?xtra%ts 8f Centella
asfatlcxamah Iuemgnagulpffammnsersacycﬂg: tofermacksodsescasnaﬁteacnd asiaticoside, madecassic

r m,nol os , cassi
ac1 ma eca55051 e qanfi/or ?ermmf)g)\s/%% dﬁl[e ﬁlcetlv clgxgmgc%ugﬁ% cl:agtble dsoli]aq from the extracts
oﬂ@hatla Eﬂimytﬁ esdeambeﬂ (011 W@MWOGM@8 tThe cerppcdﬁdsnﬁﬂ the present invention can

tionalit rin and

th
bep BE o At S B bian S0io06 OF DS GeisEgompounds of the

inam€ion.di ng to the invention are madecassosi de,
t er mi nol osi de, asiaticoside madecassi ¢ acid and
siatic acid and can, b und e in the plant
st e fia Pestamientiroisgioa B B R glaRCepeh Brefpiby g plant exvac of
C&nfilih Adimticaolrpasiag htilyBt GHRITP tdRtksve@bmphiddfr esent
i nvention can be obtained e.g. by extraction of
ntel)] a, asiati as described inp WO2004/ 062678, The
FPSFCE S1V6R (CLABE) PRSI B CASHHIP sad tmpplopi and optionally

asﬁﬁwsm@yﬁ{hl & dnfduhESMBEE Shan UG, pEef@stiltiote @ed 85% by weight of the total
asi ati cosi de,. madecassi ¢ aci d, nmadecassosi de and/ or

plang rG¥rach Qier dmpHmies aeani Ve eorfBuARdS cHIF o) asiptigpsidy: (madacasso-

anen-fémlﬁlbl%m@égtc%ﬂQ& Sroff 5:63208 & 1575aTh@tdtie df ARIABS6SHDRM tbihinoloside
WO2004/ 062678. The conpounds of the gresent i nvention

cap hn frpe 3096 4p 457030 pw&reﬂx 4B0%unstg 08B &Y HRigkt or i n

conbi nation with one or nore other conpounds of the
The solvent of the mixture is preferably a mixture of water and alcohol e.g. ethanol. The ratio of

the volume between water and alcohol can be from 50:50 up to 90:10, preferably 75:25.

Preference is given to a mixture of madecassoside and terminoloside. The ratio of madecassoside
and terminoloside can be from 30:70 up to 70:30, more preferably 40:60 up to 60:40 by weight.
The purity of the mixture is preferably greater than 95% relative to the total weight of the mixture.

More preferably the mixture contains no or only in trace amounts of asiaticoside.

Compounds, mixtures and extracts of the present invention can be administered in any form by any
effective route, including, e.g., oral, parenteral, enteral, intravenous, intraperitoneal, topical,

transdermal (e.g., using any standard patch), ophthalmic, nasally, local, non-oral, such as aerosol,
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i nvention. Subject of the present invention is al so
the use of a plant extract, preferably a plant extract
w@booGes2el | a asi atica, conprising at | east onePCI/EP1966/010355
active conpounds. Prefer ence S given to a plant
extract contai ni ng madecassosi de and term nol osi de and
mhplhn@nahbgutaasma; irt@mstalavyl budcAN sibiiBglal, x@étalmagnilhaﬁra arterial, and
a|i)ref abla¥l nore .t han 85% by wei ght of the to
éﬁ% P s Ed oo incfo anagionywith gyt lygredlent(s), active
oﬁ;ﬁhdﬂﬁe PTéT&eﬁc%tlé Svasth atdpiasidigaisttdirlacassosi de+
term nol oside) can be from5:95 up to 25:75. The ratio
of magecasso& de and term nol osi de _can he from 30: 70

Capreugdsy rigyres apd piragts of thepresentpyeptionsgin g cByvelied iha known manner

inld¥Be SQlaVRRhul@fiont BRhES ¥dsHefe b&h@ﬁ&%&ﬁ@hﬂ&@ﬁﬂ&ﬁ% le &nfPositions used
wat er and al cohol e.g. ethanol. The ratio of

- as/i9pd pprlsaretle dhesgianay rbe AiAgid af sdiddpratiopse.g. rVUthSU“El@ﬁUQp normal and
ert@icObakl atatﬂ’ertsefc%sﬁkg ypllYSS pg@derf %Pa%@l@? réﬁ%r§ %mg:{lr\éﬁ rﬁof:ugox? suspensmns
m xture of nmadecassosi de and term Rol osi’d e rat
SupposiAHtSe B uRss$did aaé diqeie eerpsedy, e@uld@ns:awst%ecrﬁmm@nem milks, gels,
saRs, sQruK]Q fggns &po@sy %ﬁcﬁi&hhﬁ’onﬁo 60 up to 60:40 by
wei'ght. The purity e mxture is preferably
greater than 95%relative to the total weight of the
Prefexanog is giveh tea pesakby edmppsitipreinrg frtoy pfcancagnecas miutm, owhite or colored
=t t ;
crbbih birdlor! € (ATDNTL 2l i, HanfR5. M1k MR G orion,
adm nistered in any formby any effective route,
Compdupdsi, n@(tures gld extacad of t]mraqute'n\ahtioreqan ®&e &irther combined with any other

suhtgl;lg DEEROH ﬂtha% %l JO g&:@é?bl% ocg}rleglh%l]},'thr ngdstgveesr rlrr?cllllqe any of the

., using val i C, na
subgargks alrzady- rotraioneds alscwelhs agp pb&oﬂe usedlmh&tnmrmny, such as those described

in ebéqcfrlflﬁt & el%u%blelpcgtatn rp“n!accf‘llélclz ag Phab&rpugccygham}aﬁqb% Ia{] ﬁg@g 0, e%st 80th edition,
Llﬁ)‘legottcwmlbﬁs &0Wilkiing 1200@¢ Thdopyend Practicd of Dﬂibsl;tﬁﬂt}?h@ﬂndw {(lbachman et
b S8 o R P DABEL e ol S B
;am:b@&t (sxaftsickfantl MBoyline SE91L 2ridNydiidr, Marl&ﬂrDMe@QUMgr trRéke can be
re%g'gﬁéct Fegrg\{g ragg‘agﬂer%r %gﬁtioail ggre c%sg}?ﬁusua{;fg];toaizgﬁug Ic%pr?erss utg mdéll(?ate they are
cofDMRO Siith RSt KSR &1 chPBadlipiRtt R4 ly toTbﬁﬁ; Y thB@peutic purposes.
I|qU|d or solid fornmulations e.g. wthout |mtat|on

nd enteric coated fablets, capsules, pill
T*ﬁ&\rmr% oFthg eaBBgs. miYtises pas Sxtpsie e B1esen fyfatgR can be selected with
reBHARLRShOBher SIARP AR fy bfediscastydndR® theMehdd seid h'o%& € provide the
aerosol s, .emul sions, pastes, creans, ointnents, mlKks

de&gdgher%ug%gctlvgér”[}ﬁge am@axﬁsscangqm%@ed Equfipgly fq;ra partlcular patient,
wheRd 1261085 parameters are utilized to select the appropriate dosage (e.g., type of disease, age of

patient, disease status, patient health, weight, etc.), or the amounts can be relatively standard.

The amount of the administered active ingredient can vary widely according to such considerations
as the particular compound and dosage unit employed, the mode and time of administration, the
period of treatment, the age, sex, and general condition of the patient treated, the nature and extent
of the condition treated, the rate of drug metabolism and excretion, the potential drug combinations

and drug-drug interactions, and the like.



10

15

20

25

30

Preference is given to a cosnetic conposition in a

formof an aqueous solution, a white or colored cream
worewoenty mlk, gel, salve, ﬁrum f oam shanPODEP2006/010355

stick, cream paste, or lotio Compounds, m xtures

and extracts of the present invention can be further

PREidHcE @0giVdnt th a&i’(b)hpeilﬂ'lﬁxr comipribiaphie R dmpRums, mixtures and extracts of
phar maceutical ly accetg afgﬁg carrier. sSuch ad gs .
the iptseidmgAtero AnrmoupinefiEon 4003 tadely Ok Aiefe 5%% 0-044p to 5%, more
prRkdblyaG 1% Ry 1d73% b GeRhlstert RNEDLERRRAI | y, such as
those described 1n Rem ngton: The Science and Practice

of Pharnmacy, (Gennaro and Gennaro, eds, 20th_edjtion,
Ths b‘BFfﬁ%‘Gt‘tfcaW‘I PosmAtc gPmos i ccosdipgic, the feGRijonaf pdministered one or

mgfeaﬁrtefe?ﬁ)boﬁp l@HR! bRl pra@ﬁﬁmﬁ)yto (tk@@lmlﬂere&ayabreferﬁfé§ is given to a
editicon, Lippincott WIliams & WIKins, 86) ;

toewelwérn@p%r@t@ of Pharnmaceutical Technol ogy (vaar brick
and Boyl an, eds., 2nd edition, I\/arcel Dekker, 2002).

NREHGeS AN rQ&‘y fneﬁcﬁﬁer efded Qe Q@&a%&a@ed’ﬁ to Rﬁ%ﬁﬁa&&#tth& %lnbb{nts specified,
or cosmetically acceptable carriers” to indicate they

deperdingoornbadis dveight, individuah behayieuitowarddhgiactiag ingeedient, type of preparation
andan' o?t 19&?\’11 %@érel’v}ﬁcﬂ Clhé?l aﬁﬂpﬁsﬁgﬁonf gr ettf&?erdaﬁgytlﬁs@ance less than the

pur poses. dosage of e conpounds, m xtures and
aferetmeatetnsd mfmmhre appesemty bayuslinidndin somn cives, sdile Seanpasilintit specified

ha{s % ﬁé’ g)&%&ﬁig& 31 (gtne(? cggep 8h tl%rlsq df ah@ﬁns&r}mo% &frelgﬁ\%ﬁﬁﬁge amounts, it may

I sease status 1 n or to providet
bmbelmsatédtotdmedeapm tinte sexeral miltvidualdesss ovarrtimudays can- be
determ ned routinely for a particular patient, where

AX {nlls%gt?on tﬁ‘é"@&rz{o n%r SII)HISIJC% bgggraétg 8? g;?éseﬁtngventl?n can increase the
equsmembﬁ A@P-é anthe eptdemus ,prqﬁahblg it thé h‘alhg ﬂa,yem/(ébagkitlgeratmocytes stratum

etc. can | ative
grg?%(ﬁfmn %f S[{ll}]OéungﬁH?” XPIEFSIOf 8f tf ?a\g in ra]udr ary Io}é 2tans‘§au(¥Mlnas§ Therefore
compdends, aanestirregtriods ﬁl.thé‘lpx@:ﬁfms lrdat’tﬂh icanbe &sed ’tfcheany disease or disorder
articular ¢ oun t he nod
ssried W B 0B L A o R EF OB P CRREIon. When th

compRuRY EmixEe, or 3tEhc BN EHePreseiR ﬁﬁi}ehﬂlcﬁlrhré)ﬁdrﬁlhleteﬁatel g2 tHe hydration of the
treated, the nat ure and ext enim of the condition
(0]

sk aiferably tidraion af e s R R0 SHAUAICWIL e e maintained or

imfpR&e® A 189 %hé ShstRIty 8P EPidBAtal RISBtaARRhf eHeli@m@an!Be maintained or restored.
interactions, and the [ike.- - Preference is given to

The lé@ﬁ]ﬂj’égf&a{lléﬁw@&ﬁﬁpmgq%S pﬁbbea)érmrqyéd é%ﬁ]@ $AkRS 1on of stratum corneum,

epeith Maf iR Mehc ¥l bRBESkR it JefndAbRiBefin lbenl‘ﬁgl@ﬁs'e@nE]blﬂerﬁHﬁl dehydration
amount of from 0.005% up to 10% preferably 0.01 up to

cagdye prmréedmnéﬁf@rragﬂnvamom%ﬂwrtﬁsctwolw filmiof Hie skin e@ﬁée supported. The

eltt,chIo e nd AR b @43 of HagLRRaE Q@Erﬁ)%\le@ %Sﬂ%‘iytﬁ%%ﬂ@&&éﬁs can be activated
osition accord ? to the invention i's adm ni stered
andh)e regenerated. The eplderma detoxification, the communication of keratinocytes and/or the

reparation of the membrane of keratinocytes can be improved. Furthermore the drainage of

keratinocytes can be enhanced.

Compounds, mixtures and extracts of the present invention can be used for improving the
differentiation of keratinocytes, for enhancing the epidermal functionality and/or fo.r treating or
preventing of skin diseases or skin disorders such as epithelial lesions, atrophy, ulceration,
hyperplasia, dysplasia, cutaneous squamous lesions, dry skin, dry atopic dermatitis, ichtyosic skins

or atopic pytiriasis.
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nore, preferably up to three, nore preferably up to
two tines per day. Preference is given to a topica
w@dounseir ati on. Neverthel ess, it may in Sone PEFEB200€010355
advant ageous to devi ate from e anount s speci fi ed,
dependi ng on body wei ght, individual behaviour toward
Cbiipoungd, inviRtured galh& d:ixems oft ma @redént A RAASAtAnOdIscABudel] TBr € treatment
|nterval h the mnistration is effected.
PF‘W%‘F%QH@E lt%%fn‘: @ﬁ@wéfnawéaﬁeﬁﬁrfdéﬂ rappisAtiRtm
anount s may be sufficient in sone cases, while the
PRRDIy ddniPolinds PBkhirésemld BRsactsRf (R p@éﬁ@rﬂ@rﬂi@ﬂtxdnrhr@ﬁsb@ for activating AQP-
cases. In the case of admnistration of relatively
3 p-gr iy differen ARidermek layass, Therefor the tpster of Watex, M&@rw\é@%wmpounds such
asl d@roB/RN @ AbuthaN U1k £l 4Bd/00ME EansPY VT ¢ly0&ol@M-be increased which result in
Administration of the conpounds, mXxtures or extracts
achipationer FRgarceation ohosarAly e horeeeniasin erhaneamenhef thsdisrasiaggygas drainage and
frr;}ﬁg: m% ﬂ Br hlaesuﬁsghﬁje%f r&ﬂs ’detgilﬁf:ﬁiroﬂbi(e)fatinlac}t% mgﬁlyﬂa&greparatlon and
ers asa kerat'inocytes, stratum granul osum &
ll;gg;lp riisotde)s, traaimeend dppreyshen obfheflietatigepyien camuuwicatioh (between cells and
r I
oA RS TOR UKD AR AR B on o e
haldsease or di sorder associated with a deficiency of
AQP-3, filaggrin and/or transgl utam nase expression.
Pr\é\ﬁ% a’? po%mo%gtﬁres n.;lnét W §ees ?f the r&@ﬁ ﬁlv%tiohqg u%ed for activating
I'nvention are adm ni stere t he hydrati on
ﬁiaggrtnh @hakbyn theppaivey acbi }hehghﬂbratﬂllamnncxff kdnainegitdseismif&cted Therefore
abnﬂw}agl\}%shgf esﬂtic{eéméihe uf a%rt %ﬁlgﬁ& ra%rdllsell.{%n cané) %reatleg cohesion of stratum
car@sinS (et ciés tlhﬁel&kl mgﬂﬂzatlbre e I’Etpaieﬁﬁd barriére $iroti@d. and/or skin

. The | I 'l.ar, or I za or.neocytes can b .
PRGN A PHECE RO i EBHEL Rty RETRS, and the cpidommal
cl@picEenamtilifand teerstaﬁmgtm@dsweand/ or skin inpermeability

can be increased. Epidernal dehydration can be

nted and the regeneration.of the ctive |i.npl
PoRfealo omRean S i 0 STk B, P BFULER ofY piedog setivating
traiS g1 efaminadN§h@Ebyothe tablvigKdnthe b &idnngaT @ YAiElocysas MO bffédted. Therefore
honeostati s can be activated and/or regenerate Th

e
abapimpdifiesa9t ehidesalrmatuetithand{es kegatipisafitn <ap ibg iregied; cohesion of stratum
cofRuAL I(OREBERS ANIRF $rBMiZ889) ahd Apideimdl NBarABMBERASH Odnd/or skin
keratinocytes can be inproved. Furthernore the

impermeabilEy ipfncieased endibe gpidermakissipance MEWEREd:- Conpounds,
m xtures and extracts of the present invention can be
used for inproving the differentiation of
keratinocytes, for enhancing the epidernal
functionality and/or for treating or
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preventing of skin diseases or skin disorders such as
epithelial |esions, atrophy, ulceration, hyperplasia,
waly®phagir, cut aneous squanous |l esions, dry skP@I/EP20Y6/010355
atopic dermatitis, ichtyosic Skins or atopic
pytiriasis. Conpounds, m xtures and extracts of the
Egimgsiesat | nvention can al so be used for the treatnent
and/ or prevention of abnormalities of epidernal
mat ur at.i opuad or_ker tiS ‘. %t on. _F:lr ef erably
COnpounasS, — fr xtures —and € acts>or the present
invention are used for activating AQP- 3 e.g. iIn
Bidpdidseftadmibdemirdeplanic shgygr(sl-yeaholdeiontian) 4 @sddriafsd &1 vief experiment.

wat er, wat er-sol.ubl e c unds such_ as echr es or..
T e b A weti oY G R meden BT Bt lEs AR st
be i ncreased which result in activation or
4 ﬁ\%@ﬁsfﬂiratu?laﬂ)iﬁn OéntﬂﬁngB“_%t(ﬁ' J\ﬁiifﬁ@éid bﬁﬁ@cﬁcasﬁﬁmaﬁﬁdif%?ilnoﬁﬁide is applied
t he keratinocytes ai nage and so i nprovengnt o e,
Vesitha éa*tr@ifme& Bfionop e PR Y Ut 3eHYSEqMRIRASLY thfefﬁh?%ﬁg days: DO,
Dl apapatsh®psand |ipidic disorders treatnent,
i mprovenent of the keratinocytes communi cation
(between cells and between epidernis on the one hand
Higtlpsicrlstysis desr resferisdahibe foflamdng 286 O heé* bérde §2%8n t he
ot her hand). Preferably conpounds, m xtures and

Aﬁéﬂc_feﬂﬁirz_&ioﬁfan_a @&amn%mgnﬁtfb\ﬁ,e&pildﬁﬁ and _ﬁxe_wsﬁﬁlh B@tin’s solution. They are
activating filaggrin whereby the activity on the

thep quf aipdestpinediby Masam WEFames6iyt es i s af f ect ed.
Therefore abnormalities of epidermal nmaturation and/or
Fll@FeddentinfrdnoMBrkin A Beipbfiead ( RAP-3¢ AhRakddonOtosh Eﬁbymcm tissues with
corneum (corneocytes |anellar _organi zation), the
angirhfe il ChepPpipob el reif BiRdpIorithsibintin/siseiekdingy sip gnd revealed
byl BITCNOb&AAEEns £PIIORS BRLI RN RISQDe QRN qRALRERWVE DY Gflage analysis.
and the epidermal elasticity/flexibility and
Thew giesparidied psfollayedsved. Pref erably conmpounds, mi xtures
and extracts of the present invention are used for
OREMENGMs o e LXAES B UE AP B35 B WSSV} HE activity on
t he turation of Keratinocytes is affected Therefor

abnor|ném¢ ti es of epi der mal n+0@ratidh andy%ﬁ © | 5days
ker at TmrsatTom can be .S’trgtl‘ﬂlb%‘(imeﬁxﬁiﬂﬁsﬂ oI of —stratom
ane

cor neum (corneocytes | ar_organi zation), the

b N

Control

Excipient

Excipient + 3% mixture

Absent: 0; weak:1, very moderate: 2, moderate:3, clear: 4, very clear: 5, high:6

At 0 h, the AQP-3 expression is clearly visible in membranes (regular, pericellular presence). It is
absent at the base of the stratum corneum, clear-cut in the epidermal upper layers, moderate in the
basal layer and absent in the basal pole of basal keratinocytes (usually AQP-3 lacking area).

A time-dependent phenomenon is observed for the increase of AQP-3 expression in epidermis by
administration of the mixture: AQP-3 is more clearly visualized after 3h, and even more after 24h.

After 5 days an important development of the protein channels is observed at the basal pole of the
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Bi opsi es from abdom nal plastic surgery (41 -year-old
wonman) are used in this ex vivo experinent. They are
weeiovsedt i n a specific survival explants nedi pen/EBEN/010355
(BIO-ECs Explants Medium. 4°rg of a fornul ation
contai ning 3% of a m xture of nadecassosi de and
bds@Ir Rérito©aést erhisS papglldredeatidh SIFSAQPBOR! higlly hofpaald @ftor for the
(only exci pient, without act | ve comnmpoun at the
d%PTWﬁﬁ calagpémlcmn @pecnqﬂl r8e herpe mgmq].])plg{om \L)a@cfl&aé}zatlon which is

a@{dﬂlcﬁ)ﬁ'er@}{tﬁn&ﬁhﬂ&ﬁﬁed at the followng after Ch, 3 h,
24 h and 5 days. After dehydration and paraffin

npregnation, explants are flxed vvlth Bouin's
O ieaon o Hip @xpressin oGP & it he ARI9eTS IRk by Masson' s
g
A e e R by D B £ ot at cu
tissues with anti-AQP3_from Chem con (polyclonal ref
AB3276) with a biotin/streptavidin syst emhasudalbayaalheed
by FITC. Observations |areheiie cpijergiseqt r oni g
: . asal keratinoc S
m croscope and quanti fli cati on by i mage anal ySI'S. )‘ﬁ]ey
are quantified as follfo os an A ne
expression of AQP 3 iy \Mé‘gagépl dggv\@{):d I a?é’?rgg St rg%Vl'Janon
cornelp.pRSl s Absent: |0; ygak: |, yery |moaggrate: 2434
nmoderated, clear: 4, Jery clear: 5, hilgh:6 At 0 h,’ the
AQP- 3| BXipleRSShORixiue Cllearsky visibie in nmagbranes 37
(regular. pericellulal presence). It ils absent at the
base of the stratum corneum clear-cut in the
epi dermal upper |ayers, noderate in the basal |ayer
Omnidy dbawinby icompdriso 4 dlie p@lipéermf thbafgaﬂlulat'@natOhmbtiﬂggt 8% of a mixture
Mg%éy%%ér%on rm'T)’noLo%lde sﬁ f?arﬁ? %rezlwﬁsc Eﬁga pgncgﬁ\gg l§/ 33% in the living
epaiepmeasd mmMdhinglx healipole dfivheddsul kirstinoagtesdayeaf t he
m xture: AQP-3 is nore clearly visualized after 3h,
and even nore after 24h. After 5 days an inportant
devel opment of the protein channels is observed at the
basal pol e of the- - basal keratinocytes. This
¢ fva ke ExeBinisgnthaslsel y a favourabl e
factor for the der m)epl dermal communi cati on,
Blgés%%cftoglr +b>zég %%Hglgs\?\ﬁ Qgrﬁgrlygﬁ aﬁgfvc\l/:quo&{a?l?gep? él%etdl 13 tthlso ex vivo experiment.
Thepdtechbbured Quecaptdific sativa expénts hedien B {BIERECTs BXxgRAnB Meadium).
the epidermc |ayers

4 mg of a formulation containing 3% of a mixture of madecassoside and terminoloside is applied
versus a control formulation (only excipients without active compounds) at the following days:

D0, D1, D2, D3 and D4.
Histological studies are performed after 0 h, 3 h and 24 h.

After dehydration and paraffin impregnation, explants are fixed with Bouin’s solution. They are

then cut and stained by Masson’s trichome stain.

Fluorescent immunomarking: Filaggrin is marked on frozen cryostat cut tissues with anti-filaggrin
from BTI Cliniscience (clone OKTBI1 ref BT 576) with a biotin/streptavidin system and revealed

by FITC. Observations are done by electronic microscope and quantification by image analysis.

Observations of the expression of AQP 3 in the epidermic layers
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Percent age of the surface occupied by the aquaporin 3

at day 5 In the basal pole of the In the living
wepiodes4ris basal keratinocytes, Average Devi at i PCI/EP2006/010355

Aver age Deviation Excipient 42/9 1,9 31,1 1,8

Excipient + 3% m xture 56,9 3,1 44,9 3,7 On day 5 and

APY K @ilapgfih SO RorkAlly Qﬁpr&%Sd 2] ﬁl@tstraﬁjhxecérﬂéum«l bakd. MFter 3 h an increased
containing 3% of a re Madecassosi de -

CXPETSHIP &Y S rifed: éﬂf@h% Péaﬁ%qrsﬂs%%%ﬁseé@e ishebspepd i a greater number of

c&@ﬁﬂy@r@t(mmémg%x@sérﬁ it 98 10114 RIroBPIE GF S cFREinPYasf %0 I N
t e basal pole of the basal keratinocytes |ayer.

nple 2 : Evaluation of keratinocytes filaggrin
Tléfy Rehiceiey of Bieopeiies cIPoIR AFGRRtAI is pproyd duqufogRlagering its increased
corM&ﬁ‘rrat'xQ{ & tN%E‘r) grifufr Y58 eddd td BH Shfnte MM Qf ﬁ?é%?éahﬂﬁmn and physical
They are cultured in a"specific survival explants

quatitl inrthe BRI BPOeRTSapPRIoke meylakiem) andya, stwngt@erwfg of the hydric affinity
f

T AR TR, ) Hin B ML Rimprored ¢
control fornmul ati ong}onl y excipients without active

Quanipoutiod <f thaexpression ol laggdr imgindbe/epidendc IDlers D2, D3 and
D4. Histol ogical studies are perforned after O h, 3 h
a t :
p&ﬁénga tolf (’Slﬁg §L§f)%6€§£l%ﬁ {ed'y gcfp %‘%ﬂﬂﬁ‘ﬁf@é é]mls at after 24h
SO| ution. They ar e t hea—eut—and—stained y lvuSSGﬁ S
trichome stain. Fluorescent §fhunomar ki ng: Fﬁ‘]%&@grl n
is marked on frozen cryostat——cuftissyes wth
anti-filaggrin from BTl A@’Fgﬁl sct"é’ﬁ&%" (cIAdeégeC](TBFV‘ar“é‘P
BT 57]_% \i\(/l th a biotin/Ast rgezpt avi 0|14 sygtem and Treveal e
by FI bservations [are’done by’el ectronic
m crofgape and quantification by inmage ang;\;ysn S 13
Qbservyati ons of the expression of ACJ3 3 in the ’
epi def ﬂcffolehta%%;ﬁlxmre Af 0 h filaggrin ils ngymally
expre:se at the strafum corneum basig. After 3 h an

ression i.s obser

o piy G aEhiy FRPaBRTAL i Sty D O iofooleiing, g & mixture

Madecassoside - Terminoloside significantly increases the filaggrin content of epidermis by 59%.

Example 3: Evaluation of keratinocytes transglutaminase synthesis

Biopsies from abdominal plastic surgery (41-year-old woman) are used in this ex vivo experiment.

They are cultured in a specific survival explants medium: BEM (BIO-EC’s Explants Medium).

4 mg of a formulation containing 3% of a mixture of madecassoside and terminoloside is applied
versus a control formulation (only excipients without active compounds) at the following days:

D0, D1, D2, D3 and D4.
Histological studies are performed after 0 h, 3 h and 24 h.

After dehydration and paraffin impregnation, explants are fixed with Bouin’s solution. They are

* then cut and stained by Masson’s trichome stain.

Fluorescent immunomarking: Transglutaminase is marked on frozen cryostat cut tissues with anti-

membrane transglutaminase from Harbor Bio-products (MAB Clone B.Cl) with a
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cells layers (marking present in 9 to 10 |layers from

the stratum corneum basis). The cohesion of the
\VQRMHMﬂnmnorneun1stratificatiog i's inproved duBCt/BP2006/010355

filaggrin. Its increased contentration in the upper

granul ar layer | eads to an enhancenent of the
bisfiRRipzadidirOdy stemthn® hiiSdleby FIIE. Db¥ervafiohs@e QbdeafyWlctronic microscope

corneum (apoptotic regul ation) and a strengtheni ng of
andrppafifigption byfimpgs aglYHiB| | owi ng its hydrol ysis.

Therefore the anti-dryness activity can be inproved.
ORMAIibAs F el eQF¥eRiontdnBaRERESR RO B efildrAGARIRs 1 N the

epi derm c | ayers Percentage of the surface ‘occupied by

filaggrin in the epiderms at after 24ht = 0 h t 24h
OngdaiOathe treesglutamitase expssssign ispight aad imsiguldrank 9,8 1, 4
ARNCIR @fdlirsD: e 1ifmER6SlaRidNtis +c1820 WX eWpigntd, fhediviig 8% of the

day 1 and by conparison to the excipient, the .
Mudgcasspads/ baminoleside hiendy It3ssledrlydighiex prsthesenprsely g dlssixgipient.

Term nol oside significantly increases the filaggrin

content of epiderms by 59% Exanple 3 : Evaluation of

keratinocytes transgl utam nase synt hesi s Bi opsies from
Oudrdifedtioalof ik exprseion af yswglulonrinase, émmihe epidermirmiareys ar e

used in this ex vivo experinment. They are cultured in

a [ t j
S EPE e U G ERAHY P AUl Thas O e Spllebint afigpp4n
- of a mxture of nadecassostde—and—ternrnotostde—+s
applied versus a control fortfitati on (only &xc*pients
wi t hout active conpounds) at theg folfowng daysy DG,
DI, D2, D3 and D4. Hi st é’lkgﬁqecal B%Vt‘a%'f es Aé'?r *oer PEYHRY
after N, 3 N and 2471h 07€Tter qepydrati on and
paraf fTA i npregnation,| expfants are fijxed with Bouin's
so!ut B@mw&h?y are then cut and stal ned Q%2NHSSOWﬁ§
trichpme stain. Fluorescent inmunonarKing:
Transgguiamn@sgixhe Mrked on frozen gryqspat cutg s
tissugs wth antinenbriane transgl utamjnase from Harbor
Bi o- products (MAB Clone B.Cl) with a- -

On day 1 and by comparison to the excipient, the formulation containing 3% of a mixture

Madecassoside - Terminoloside moderately but significantly increases the transglutaminase.

Example 4: Typical composition of a cream

Cream 1:

Ingredients (INCI, w/w%): 1.0% of active compound (e.g. mixture of madecassoside and
terminoloside, or extract of Centella asiatica according to the invention), 1.5% of beheneth-10,
1.5% of beheneth-25, 5.0% of dycaprylyl carbonate, 5.0% of hexyl laurate, 5.0% of
isohexadecane, 5.0% of cetearyl isononaoate, 1.0% of dimethicone, 2.0% of beheny! alcohol, 2.0%
of hydrogenated vegetable glycerides, 0.5% of phenoxyethanol and parabens, 0.5% of tocopherol
acetate, 3.0% of glycerol, 2.0% butylenes glycol, 0.1% of xanthan gum, 0.2% of carbomer and
water (qs 100).

Cream 2:



bi oti n/streptavidin system and reveal ed by FI TC.
Cbservations are done by el ectronic m croscope and
waanbsficati on by i mage anal ysis. Observat i oneCDEP100€010355
expression of transglutam nas&in the epi derm c | ayers
On dayQ, the transgl utam nase expression is |light and
IngfedRAM! @NCI, Alviv®h): 2A0%08f Setive NEMpPITAIN@SE. Anfkne dfSmadeB@koside and
on explants receiving 3% of the _ )
teppidielesids o erdratie phiCE Bl s iaglatiqy) asperdingttoj te dpweatipn), 5.0% of cetearyl

glluécgl?lte &hd Q@teérppac‘l@élor, 8C®4 \6if Q%&lﬁ%aﬁ%@{r%iﬁmde 5.0% of squalane, 3.0% of
Quantification of the expression of transglutam nase

cqtgant] hisonopaadtss %% | dydimsthRene erpsspghymef, t.56 efustparglealcohol, 5,0% of
[ t ' i ' ] { 6o

SRR ot D0 A 95 O e bRIRRL R TabieBie 2% of giycerl
0.8%r efidagtiomen @M todiPRIGN32, IN2% fof aanthant gume 26 ef alwgdsund etarch octenyl
S 'I(;elgwrlp no vgg{irges f%ﬁer ately but significantly increases

Yhe fransg? am nase. Exanple 4: Typical conposition

of a cream Cream 1: Ingredients (INC, ww/4g: 1.0% of

active conpound (e.g. mxture of nmadecassosi de and

term nol osi de, or extract of Centella asiatica

according to the invention), 1.5% of beheneth-10, 1.5%

of behenet h-25, 5.0% of dycaprylyl carbonate, 5.0% of

hexyl laurate, 5.0% of isohexadecane, 5.0% of cetearyl

i sononaoate, 1.0% of dinmethicone, 2.0% of behenyl

al cohol, 2.0% of hydrogenated vegetabl e gl ycerides,

0. 5% of phenoxyet hanol and parabens, 0.5% of

tocopherol acetate, 3.0% of glycerol, 2.0% butyl enes

gl ycol, 0.1% of xanthan gum 0.2% of carboner and

water (gs 100). Cream 2 :- - Ingredients (INC, wwA:

1. 0% of active conmpound (e.g. m xture of madecassosi de

and term nol oside, or extract of Centella asiatica

according to the invention), 5.0% of cetearyl

gl ucosi de and cetearyl al cohol, 5.0% of

caprylic/capric triglyceride, 5.0%of squal ane, 3.0%

of cetearyl isononaoate, 2.0% of dinethicone

crosspol ynmer, 1.5% of stearyl al cohol, 5, 0% of

dycaprylyl carbonate, 0.1% parabens, 0.5% of

phenoxyet hanol and parabens, 2.0% of glycerol,
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0.3% of carbomer, 2.0% of PEG 32, 0.2% of xanthan gum
2.0% of al um nium starch octenyl succinate and water

wa@ o782 1 What is clainmed is: 1. Use of at | eaBdtT/BP®06/010355
conmpound from Centel |l a aS|at|E% selected fromthe
group consi sting of madecassosi de, term nol oside,

waai dtilagegiigle, madecassic acid and asiatic acid for the
manufacture of a conposition for activating AQP- 3, f

Iaggrln and/ or transg Iu%an1nase e of claiml fo
Ii npr B¥6 Mt {oRe oas Fererodpd framiCsatets a%{"é’rcéﬁfi“??&?;ff%thﬁﬁEPPB Fonmtmg of

for ganafchnd, thmiRRsHe! BRdticbUMCthaRastit Yacid3 and/a8af acid for the
any of clains 1 or 2 for the treatment and/ or

pr evEAtifsiure of aeempesiaen for edivingQRibiHegeripand/erdtanggiitaminase.
and/ or keratinisation. 4. Use of any of clains 1 or 2
2for UEbeoftcrlmtmmnp%wﬁ%)mQ BRkdnfit R o@keﬁmo@?wmd/or for enhancing the
mat urati on and ni sation. 5. any of
cl ai padermalfurtipgality. ncr easi ng t he cohesi on of stratum
corneum the epidermal barrier function and/or skin
31 npegegp lculn}j bY clafhs 3¢ ZOfor Qﬁ’é/ u@itmeﬂtadn%r :bré%nt%nf&f abnormalities of
preventing ‘of epidernal dehydration. 7. any of
cl ai pridermalmapurptenn angvpr keydtingatiqve epi der mal
elasticity/flexibility and resistance. 8. Use of any
407 cy@l S@Sa cg felfmd @Tor NGF %St}e'agne'hhgf Elfnﬁrqﬁafllgés of e}:}{\@eﬁfrﬁél’ maturation
wat er - sol ubl e conpounds and/ or gl ycerol . Use any
of cémdiomkeratimsatign., f or activation or r egener ation of
osmol yte honeostasi s, enhancenent of the keratinocytes
5. dr ai 0805t o ﬁ? gf agintwg\fgﬁﬁ&{aasﬂf tﬁ héédm&%%l&x c%i?rlellm the epidermal
detoxification, keratinocytes nmenbrane reparation an
| i pi bArderdinstpriandéor skin anpremeabilityypr ovenent of t he
kerati nocytes communi cation. 10. Use of any of clains
1 oryg deQhy bk Pfor BrSUEN fmsikbRydtisgases or
6skln glsor%efgﬁétggragr 5 IF gﬁ) égﬁodgl atrophy,
ul ceration, hyperplasia, dyspla5|a cut aneous squanous
71 esi Yses of @my of kilaims dr pr 2t 695 enpevingathet ¢pdermelhelpisity/flexibility and

skln%mg%mgpoplc pytiriasis.

8. Use of any of claims 1 or 2 for increasing the transfer of water, water-soluble compounds

and/or glycerol.

9. Use of any of claims 1 or 2.for activation or regeneration of osmolyte homeostasis,
enhancement of the keratinocytes drainage and so improvement of the subsequent cell
detoxification, keratinocytes membrane reparation and lipidic disorders treatment,

improvement of the keratinocytes communication.

10. Use of any of claims 1 or 2 for treating or preventing of skin diseases or skin disorders
such as epithelial lesions, atrophy, ulceration, hyperplasia, dysplasia, cutaneous squamous

lesions, dry skin, dry atopic dermatitis, ichtyosic skins or atopic pytiriasis.
11. Use of any of claims 1 to 10 of a mixture comprising madecassoside and terminoloside.

12. Use of claim 11 wherein the ratio between madecassoside and terminoloside is from 30:70

up to 70:30 by weight.
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11. Use of any of clains 1 to 10 of a m xture

conpri si ng madecassosi de and term nol oside. 12. Use of
w@b@i7ns4il wherein the rati o bet ween nmadecassosPCUEER2V6/010355

term nol oside is from 30: 70 Ub4To 70: 30 by weight.- -

13. Use of any of clains 1 to 12 of a plant extract

150NMPUbSbinGhy | Z3RIMPNE CPBPL YR é@ﬂa&%ﬁﬁrx&ﬁ@ MBatthe @b@pduand selected
consi sting of nadecassosi de, term nol osid

asi afrPmdh greup sRRgiednesdi readsisepsidlernaleside, Aigosides madecassic acid
Use gf4Shad mid3 wherein the plant extract is an

extract of Centella asiatica. 15. Use of any of clains

13 to 14 wherein the plant extract contains a mxture

of nHerefalind] wheraindha RI#TRPHECHS ol extiant of reairliupiatic:

nore than 75% by weight of the total extract. 16. Use

19f any¥e of 46 afMBlaild 19 1d 51 MR@ERIN tﬂehﬁlaWEXt%EE Bhtatlf@ mixture of

extract is a mxture of vvater and anol
madecassoside and terminoloside in an amount of more than 75% by weight of the total

extract.

16. Use of any of claims 13 to 15 wherein the solvent of the extract is a mixture of water and

ethanol.



