PEPTI DES USED I N THE TREATMENT ANDY OR CARE OF THE SKI N, MJUCOUS MEMBRANES
AND/ OR HAIR AND I TS USE I N COSMETI C OR PHARMACEUTI CAL COWPCSI TI ONS 5FI ELD
OF THE | NvBN0110M78pRi s i nvention rel ates to pepti des cap&br&Ered10ionadsci ng t he
expression of heat shock proteins in the skin, nucous nenbranes and/or hair
and to cosnetic or pharnaceutical conpositions which contain these peptides
used in the treatnent and/or care of the skin, nucous nenbranes and/or
hair, preferably for the treatnment and/or care of those 10 conditions,

di sorders and/or di seases of the skin, nmucous nenbranes and/or hair which
are i npr o PEPTHDEP USENINTHE T%EATMENW&%NB&OF@C%QFSMSKW,dUUC@Q%nt hesi s.
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Sol ar radiation, the exposure t cCOMRQSITIQNEni cal agents or high
tenperatures can have harnful effects on the cells which make up the skin,
accelerating its aging and naking it | ook unhealthy. The mechani sns through
which ultraviolet radiation (UV) exercises these effects includes the

f or gat i oRIELD OFa¢HHE INVENHIQBAN speci es, damage to the DNA, and the
denaturation of proteins, anong 20others. Denaturation or change in the
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respond to a stressful situation by increasing synthesis 30 of the

so-cal l ed stress proteins. This response begins when the cell detects an
accunul ati on of abnor rmlglllEyl fol ded proteins, giving rise to an increase in

the tranSARKGRAWNBIORIKE INYENTT@Nnes Xis J. and Wi C. (1993) "Protein

traffic on the heat CONFI RMATI ON COPY 2 shock pronoter: parkin stal l'ing,
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proteins. The term "heat shock protein".originates fromthe observatlon of

an i ncr e@8eNtyPr highstemperatwes san WM@ hagnfyl PW%PP dhe gelispuhiel) make 4p the
abnor mal kin hh&dlerating its aging and making it look unhealthy. The mechanisms through

which ultraviolet radiation (UV) exercises these effects includes the formation of
reactive oxygen species, damage to the DNA, and the denaturation of proteins, among
20 others.

Denaturation or change in the proteins’ conformation can. imply the exposure of
“hydrophobic residues at the protein surface, a situation in which the proteins are
susceptible to forming aggregates, thus losing their functionality. This is dangerous for
the integrity of the cell, and therefore it has specialized mechanisms to combat the

25 aforementioned situations: all the live organisms have mechanisms to prevent the
damége caused by accumulation of mivsfolded proteins [Ananthan J., Goldberg A.L.
and Vbellmy R. (1986) “Abnormal proteins serve as eukaryotic stress signals and
trigger the activation of heat shock genes” Science 232:522-524]}

It has been seen that the cells respond to a stressful situation by increasing synthesis
30 of the so-called stress proteins. This response begins when the cell detects an
accumulation of abnormally folded proteins, giving rise to an increase in the
transcription of heat shock genes [Lis J. and Wu C. (1993) “Protein traffic on the heat
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5 tenperature. These proteins' synthesis is also increased not just when

the cells are subjected to an increase in tenperature, but also in other

st ressf ulweI20UAMISSAS such as exposure to UV radiation, @KIERRINMIESS ess,

osnoti c shock, inflammation, hypoxia, exposure to pollutants such as heavy

metal s, |ack of nourishment and | ack of hydration [Lindquist S. (1986) "The

heat - shock response” Annu. Rev. Biochem 55:1151-1191]. 10Heat shock
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4 Subsequently it was verified that any agent or treatnent capable of

i nducing a response to stress provides the cell wth protection in the face
of a subswqQuento4eseposure to a stress-causi ng agent, regaculEPsioobcsshe
origin of that stress [Kanpinga H H, Brunsting J.F., Stege G J.J., Burgman
P.WJ.J. and Konings AAWT (1995) 5 "Thernal protein denaturation and
protein aggregation in cells made thernotol erant by various chemcals: role
of heat shock proteins" Exp. Cell Res. 219:536-546]. Exogenous i nduction of
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20 However, in people of an advance age the ability to maintain correct
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Fonager J, Clark BF, Rattan SI. (2001),"Heat shock response and agei ng:
mechani sns and applications” Cell Biol. Int. 25:845-857]. 25 The effect
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This is why despite the great nunber of existing conmpounds and/or extracts,
there is still a need to identify new conpounds stinmul ating heat shock
prot ei n swotha#4g868hi ch are nore effective and sel ecti veCTHERR010I00684 Known
in the prior art. DETAI LED DESCRI PTION OF THE | NVENTI ON Thi s invention
provides a solution to the aforenmentigped problem The appli.cant of this

I nvention has surprisingly found that synthetic peptides whose sequence
does not include al dehyde functi Onalizations are capable of stimulating
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ability tthoe skin azngl% BaQ%Pﬂ.{nEPI%Ql}i% 05%914%ung adults’ skin is particularly well
adapted to respond quickly and effectively to stressful situations since ivt is capable of
synthesizing great quantitiés of Hsp to protect protein folding during synthesis.

20 However, in people of an advance age the ability to maintain correct protein folding is
reduced since there is a redqction in Hsp70 synthesis with age, which causes an
éccumulation of damaged proteins or poorly f(oldedAand poor regulation of cell death

which make the skin look old [Verbeke P, Fonager J, Clark BF, Rattan Sl. (2001) “Heat

shock response and ageing: mechanisms and applications” Cell Biol. Int. 25:845-857].

25 The effect that abnormal protein folding has on the skin from an aesthetic point of view
is worsened when the skin is exposed to UV radiation, and contributes to the aspect of
photoaged skin. UV radiation is capable of irreversibly damaging cells, causing cell

death. However, it has been demonstrated that the exposure to high temperatures has

a certain protective effect on cells, reducing the amount of cell death induced by UVB

30 [Trautinger F., Knobler R., Hénigsmann H., M.Mayr W. and Kindas-Miigge |. (1996)
“Increased expression of the 72-kD heat shock protein and reduced sunburmn cell
formation in human skin after local hyperthermia” J. Invest. Dermatol. 107:442-443].

This exposure to high temperatures induces Hsp synthesis. These are responsible for

the photoprotective effect on the harmful effects of UV radiation observed. Thus, heat



8 recover from deformation, sagging of the skin such as saggi ng cheeks,
appear ance of bags under the eyes or appearance of a double chin anong
ot hers, oNarguL4/868ski n col or such as marks, redness, bRGI/EPROIIE6454
appear ance of hyperpi gnmented areas such as age spots or freckles anong
ot hers, abnormal differentiation, hypegkeratinization, elastosis,
keratosis, hair |oss, orange-peel skin, loss of collagen structuring and
ot her histol ogi cal changes to the stratumcorneum the derms, the

epi derm §hoék'1§oféﬁ§§}:'1‘tl?ésn§1)ﬁ§&&i‘6h(né Qrvaﬁd(é‘t'?@tle&y W%@M%‘éﬁﬂ&ﬁd/&f ca?@'ofif?xre veins

or telangiectasias) or to those tissues close to the skin anong others. The
t er m " ph&kip £§ieg hatmith e ?Hi'e of eadusingpriejaying asd/auereventingthp signs i @gingx posur e

of the skhiyol préthbddiAyi ol et radiation that result 10 in the premature aging
of the sklhn0 Béc} é@%ents the sane physical characteristics as aging, such

as and nglyeyel plse IAPERAAId Ly SR nafORARS St AL Rsts in the

[ rregul ari t 1es 1 n pi grren tion, a nor ma and excessli ve keratinization.
| n tShe cdavelspmerit afdomponnds capable of stimplating beatoshock proteieswnthesis. tihebe t he

aDi 1119 Bho B8RO WIEhal SobPbIMIAL el nPichifibhe sl @urkiifecaRneRr ance

of the synp g when this conpound or ornu atron 1s
appl i ed bidely Enaexpistheeprics am/asmnafpumh for exarniple, inetbe miepdical pukgcation

abbr evi aﬂeﬁ?%&éﬁﬁroﬁé)ﬁs :WE/E'IP ﬁ‘ﬁh&‘ d&q&ésggrchlépgﬁgkp%d ﬁ%’)‘ng% Sion on

Bi ochem ca nenclatur e 1ol &5 ou oche 38: 9- 37
and in Jan@.cmlaper@nemsqrmgegwezmtaegs» emeng20Enus, for exanple,

represent S NH2- CH( CH2CONH2) - COOH, Asn- represents NH2- CH( CHZCO\IHZ) 00-,

- As10 ' r ejitr &s &nown -thist EbihEH2ODNHPotEaXeH irhibitors\sane egapableniof stimulating the

- NH CH( CH?O cli o?%eab_%h%{pﬁf [glro?einst hg O)F(}'%r} h?gﬂ &)QIC t r8§§rﬂ£ Sthgl]e %G%H de

bond, el m nates the Car am no ac
(repr es e thezapdutic epurposel e Bacauseoofi thisg tb@mdenntry meads ﬂm)rfln’)l ageots witlt dhvese at t he

a'no acPIPRRAES BracuyEhtarfagh bl Rl Ag-HPp 07t pfthe SoPRbRRn B tRalth "0,
be appli ?Ddf{t O%ttnhqef‘lér?[agﬁ %%s n%’ﬁ'(?h %%%%Ia-[g s &g %thel%bgrg d%SCr’Abrgan the Ipﬂors ert,UCt ures

and t hei ature ¢
Sy nisol RelsacmduerrSyrﬂ:ueHRextmctsdeﬁxﬁpmbod)fR@puntmjﬁcus-Mw, extracts which contain

2011/ 047868PC T/ FR301868/8688%b0) or those described in documents US 2004/0228816,
US 7128914 or FR 2834887 among others. The difficulties of obtaining extracts with a
homogenous " quality and known composition and purity .make their industrial
development difficult, particularly in the pharmaceutical sector. Different modified

20 synthetic peptides are also described with aldehyde or a-ketoester functions which
induce Hsp synthesis, sueh as thqse described in patent US 5942494. However, the
aldehyde function is chemically incompatible with a great quantity of ingredients
commonly employed in topical application formulations, also showing p‘roblems of low
stability in the formulations, which limits its use in the cosmetic or dermopharmaceutical

25  sector.

The benefit of the action of heat shock proteins on the skin, mucous membranes and/or
hair could also be obtained from direct application of these proteins to the skin; mucous
membranes and/or hair. In this sense, patent US 5348945 describes the exogenous
application of protein Hsp70 as a method for reducing the mortality of a tissue
30 subjected to stressful situations and, especially, te preserve tissues which are to be
used in organ transplants. The topical application of proteins with a high molecﬁlar
weight presents the difficulty of their low permeability through the skin and hair, thus

making its development in the cosmetic or dermopharmaceutical'sector difficult.



The abbreviation "Ac-" is used in this description to name the acetyl group
(CH3-00-) and the abbreviation "Palm" is used to nane the pal mtoyl group
( CH3- ( CH2y 02013047868 The term "non-cyclic aliphatic groupPCraEPseMG4n4t hi s

inventign to cover, for exanple and 5not restricted to, Iinear or branched
al kyl, al kenyl and al kynyl groups. The, term "alkyl group” relates to a
saturated, |inear or branched group, which has between 1 and 24, preferably

between 1 and 16, nore preferably between 1 and 14, even nore preferably

between 4pand M’ﬁpﬁ%ﬂﬁearegpﬁgm%regﬁéﬁﬂa t&irr?ﬂdun@?%\“ﬁ)%? e%tra% eredis 5 or

car bon atoms bound to t t he [ ecu a sinp
10bond, &tilch ndeddp identifyeeanporapeundisratimulatingrieat sbockaprotein ﬁxnthe%q wizlch

| sopropy%re rlng"%aéﬁecyYe gr?dl?lectlgg %rl tho g?ﬁwﬂblno(ﬁé%ﬁh %Ecyl dodecyl, 1auryl,

hexadecy oC exyl tyl, 5-nethy|hexy| and
simlar. The tern1"a|keny| group” refers to a Ilnear or branched group
whi ch has between 2 and 24, preferably between 2 and 16, nore preferably

bet ween 4 bet 2 d 12,
preierabéﬁjéﬂ#? Dg%@gpiﬁh?%‘f*@é?&?%ﬁﬁ'%oﬁsm&“m one or more

car bon-c Qn e d f h.1, .2 b . doubl
bonds. chRUGETER’ srovHRs s solBlnG e alorelisdpsStie, KBS ARRICSR! s ©
{ml etcﬁl e.rtvhhmughag s@rmgirfglyommhd ihat Isysthetl; peptidesxwhides saqubneat daesshati ct ed
o] e Vi e "

gr oup” rWE%? 9("89'3(}5? .me"ﬂF%ﬁ?%%'ﬁef@Pa‘D&%%\m %ﬁmgi—@sp?@p@gﬁgﬁ&%ug

pr ef er abbid belevétere, Zrardpdifie dfmretelat‘mj ehiealskin, b&lcmemnélnmdeslénd@vmmrrmre
preferablé bet ween 2 and %ﬂgfe m)re r ef er.abl T Q

car¥on aPBAESt 3QIrFFSMNE repY %Sﬁp 2% Stfersf%’f ey ‘1?8%% “SF%PEP Sy W|th
%, 2d0; a{e:aééwmwb@étn{ernt phe/ob@aasof ﬁfﬁ;}il?gzmdomr rrtemm/ ame.sgamcﬂdr haii ch is
oun o] 68P EP2010/,006454 1

Chr ough BIEFRBYdob A REM AT car P EPaRSPRIIOTr. ABPHIFLL APFRY SASERE® 1 he
et hi nyl ef Cﬂépsklri -midoRpinmdthbrafep aagionyhir whidiuarerigprovéd mrtprendntedBby beati nyl |

pent i hyl shoéf( protaeln étmﬁ)lﬁatll nyl and simlar groups.

15 - Definitions

In order to facilitate the comprehension of this invention, the meanings of some terms

and expressions as used in the context of the invention are included.

Within the context of this invention “skin” is understood to be the layers which comprise
it from the outermost layer or stratum corneum to the lowermost layer or hypodermis,
20 both inclusive, These layers are comprised by different types of cells such as

keratinocytes, fibroblasts, melanocytes and/or adipocytes among others.
In the context of this invention, the term “skin” includes the scalp.

In the context of this invention “care'of the skin, mucous membranes and/or hair”
comprises the prevention of disorders and/or diseases of the skin, mucous membranes
25 and/or hair. ’

In the context of this invention, the term “aging” refers to the changes experienced by
the skin with age (chronoaging) or by exposure to the sun (photoaging) or to |
environmental agents such as tobacco smoke, extremely cold or windy weather,
chemical pollutants or pollution, and includes all external visible and/o‘r noticeable
30 through touch, such as and not restricted to, the development of discontinuities on the
skin s_uch as wrinkles, fine lines, cracks, irregularities or roughness; increase in the size

of pores, loss of elasticity, loss of firmness, loss of resilience, loss of the ability to



The term"alicyclic group” is used in this invention to cover, for exanple
and not 5restricted to, cycloal kyl or cycl oal kenyl or cycloal kynyl groups.
The ter mwoyeligarsepl " rel ates to a saturated nono- or p@®CY@pPeIvO@Ess phati c
group which has between 3 and 24, preferably between 3 and 16, nore
preferably between 3 and 14, even nnrqspreferably between 3 and 12, even
1-nore preferably still 3, 4, 5 or 6 carbon atons and which is bound to the
rest of the nolecule through a single bond, 10 including, for exanple and

Cycl oneplyP o tiarf SPIoRBRRBY saadis of e hin pGetCa BRI ondoXS, AYRBlncs o,

decahydr bagsphndedlthe eyesi ot appdarance pha tlalkleechimdmongidthars, diamges imskin

n | | n | _ . . .. . .
ar oup i Tt PGS, feinded B8 of Y odibite AinBBITH L] aflckligh! ©
pr ef er abdy agetspetsnoisfrécklesaantond otearenabnurmapdiffeeantialion, hyperkeratibizatioh, 12,

. - still ' .
car Bon- cSPBERCasAaIoSish bai 058, Btande ERieh Sln TR B oMbl WEeBindBES oner 1 1
bonds, chbisfologicab dhamgesrtodhe stratuatl comieunt) thes demis,dthe epidesmise $he wésautas

I I ' i P £ o . q
o, “the. SLo fit SeMee y 808undi L ChiBe: yaifé of IORREENES)BE 1d fiRke! 1 ©
"cycl oal tigsugs "closel & ¢he skinaamong athaTat Tbe emo-“photoaging’c grlups theigetaafi ¢

group which t 21 refer A .16
prefer abP@’cﬁgﬁ%\%e@% t%ﬁ%gﬁoi%?b%gveécﬁ o?r%rgeo%ﬁ%% '\éPgﬁ_wﬁg’@éeﬁégﬂgﬁ&aﬁ‘ép%@teven
nori®@ pr einethalprgmaturd bgidg@f tige skinbamd ptesests the shmermhysicainehagadtenidtiosasar bon

triple bonds, ef e it h 1, 3 . 1 on tri > ;

conj ugat. gﬂgé’rsﬁhcaosn%nﬂéé'lé tee c Fula Y Cﬂg?cgé'gbﬁzrg@"?%%thﬁﬁé%e@tcto(') rpgégrtrw%ﬁoegcul e
t hr ough @ Egmenhtatidog mtinoinrat aodfon gxcefseive deeatipizetiemd not restricted to, the
cycl ooct-2-yn-1-y1 group and simlar. The term"aryl group"” relates to an

ar onmat i clngtheugonidsit aifi thia Sniesitior ¢phdtoprnoteclon” isrwidersibdd/ td be ke ablbityanilals,

nore preferably between 6.and 10 ven r refer r rbgn-
at ons, mﬁ?@?\o%ygn%rr??@ %?Gt'of', %SPQ?P’ e'il % %ér}% ?r(‘:éa? ﬁé\%agg'p%)%aﬁg‘%bﬁmégﬁ‘ bon- 30
carison bpinstoaging werexh, this)@omipoahd ics foouuldtidro it lappliesis befofe teposuré doul¥

t hrough a inﬁle bond, including, for exanple and not restricted to,
phenyl, ﬁ%%ﬁ? yl, diphenyl, indenyl, phenanthryl or anthranyl anong others.

L o S 5 B el s B Moo R AG Y, ™
exanpl e @omntisgion eatBibcHeaticdlNomérdiitide Argsheutimed in( Et2)J1 Biodhkmnapog4 ) ,
et of ood M PGPOLS Pidl STED {1050 2063 RERe: "het er ocyeyi o hydr ocar bon
20 Thus, for example, Asn represents NH2-CH(CH2CONH2)-COOH, Asn- represents
NH>-CH(CH,CONH,)-CO-, -Asn ‘represents -NH-CH(CH,CONH,)-COOH and -Asn-
represents -NH-CH(CH,CONH;)-CO-. Therefore, the dash, which represents the
peptide bond, eliminates the OH of the 1-carboxyl group of the amino acid (represented

here in the non-ionized conventional form) when located at the right of the symbol, and
25 eliminates the H of the 2-amino group of the amino acid when located at the left of the
symbol; both modifications can be applied to the same symbol (see Table 1).

Table 1. Amino acid structures and their three letter nomenclature code.

Symbol Remainder Symbol Remainder Symbol Remainder




ring, in which one or nore of the ring atons, preferably 1, 2 or 3 of the
ring atons, is a different elenent to carbon, such as nitrogen, oxygen or
sul fur ariorza/iIEse8at ur at ed or unsaturated. For the pur peT&P2@0/004456

i nvention, the heterocyclyl can be a cyclic, nmonocyclic, bicyclic or
tricyclic system which may include fugfd ring systenms; and the 10 nitrogen,
carbon or sulfur atons can be optionally oxidized in the heterocyclyl
radical; the nitrogen atom can optionally be quaternized; and the

het er ocyctyt—TadrTal ey bepartiatty or conptetetry saturated or nay be
aromatic. Wth incréasijng preference, the term heterocyclic rel§;es to a5
or 6 nenber ring. ﬁ m "het eroaryl alkyly group"” relates t¢i a %Ikyl

group substituted w a substituted 5 fisubstituted ar 3
het er ocychsd- group, [the al kyl gHsup having from 1 to-#ncarbon atogs and the
aromatic heterocyghyl group between 2 and @ar bon atons and frlom1 to 3

atons ot her than C)U bon and ‘i-ncl udi ng, forN&Xanpl e and not rest Mt ed to,
-(C1712)1_6-im ddlyolMe, -(CH2)1 6-triazolyl, -(CH2)1-6-thienyl,

-(CH2) 1. 6-furyl, -(CHR)1-6- pyrrolidinyl and simlar. 20As used. in this
technical area, there y be a degree ofyssuPpstitution on the groups defined
above. Th_H } t herg ChRn be subst_i;;outi on i gof the groups of this

i nvention. The re ences in this docungnt/ to* groups substituted in the
groups of this invention indicate that the radical specified can be

substi tuted T one or More avaiabt e positions Dy Oone or nore substituents,
preferably in 1, 2 or 3 positions, nore preferably in 1 or 2 25 positions,
even nore preferably in 1 position. These substituents include, for exanple
and not Teetabbrvation SAc-Alikyseddn-tais; ddsgdiptmayto; naate theyacetr -gtaup (GHlxG0O-)

am noal k - A Q. xyd - CA: I - (A uch as
fluori ne%hgﬁeo%bﬁ%ﬁgt olr%o%x'r']% iénléf%%égﬁﬁ@%)&?:{%g%@% %Ii qr%? @;I‘z'i @zggl%%/?'sul f onyl
Cl-C4; thiol: alkylthio arylo S . e I =N =N -, Where
R and | b’ bt tiscr BRAEEben Bef T RERgn g5 SV ThSRADPiR

al kyd ClnGrestictedrty| lin€ar G4hranthedalkyl Gkedy| amd/atkyradl grdup€3- C10, aryl C6- C18,
aral kyl C7-C17, 3-10-nenbered-heterocyclyl or protective group of the am no
group. Cohpasmisalk§l groapl relates itora siirafbd, lineap @arisnabiedt greup.nwbichitas ar e

Che st BEMEDOHERE 2% oiefirrly heligert] Al R0 R Erorerb pdtveaih A 7 (1)

phar maceevere alory phefierablytbaitvesrs dlang, 12; laad ®vee mare grefarablyastill betweers 1;: 2 s- ;

Aleus s atai s S i PrB A huFERan Boulhe ekl gne ifecidflly sl 4 1 ©

10 bond, including, for example and not restricted to, methyl, ethyl, isopropyl, isobutyl, tert-

butyl, heptyl, octyl, decyl, dodecy!, lauryl, hexadecyl, octadecyl, amyl, 2-ethylhexyl, 2-
methyibutyl, 5-methylhexyl and similar.

The term “alkenyl group” refers to a linear or branched group which has between 2 and
24, preferably between 2 and 16, more preferably between 2 and 14, even more
15 preferably between 2 and 12, even more preferably still 2, 3, 4, 5 or 6 carbon atoms,
with one or more carbon-carbon double bonds, preferably with 1, 2 or 3 carbon-carbon
double bonds, conjugated or unconjugated, which is bound to the rest of the molecule
through a single bond, including, for example and not restricted to, the vinyl, oleyl,

linoleyl and similar groups.

20 The term “aikynyl group” refers to a linear or branched group which has between 2 and
24, preferably between 2 and 16, more preferably between 2 and 14, even more
preferably between 2 and 12, even more preferably still 2, 3, 4, 5 or 6 carbon atoms,
with one or more carbon-carbon triple bonds, preferably with 1, 2 or 3 carbon-carbon

tripie bonds, conjugated or unconjugated, which is bound to the rest of the molecule



10W X, Y and Z are independently selected from anongst thenselves from
the group consisting of codified am no acids and non-codifi ed am no aci ds;
n, m p aWO2011A4&B6Bndependent |y sel ected from anongst t REFEPRUOHEN have a
val ue between 0 and 1; n+mtp+q is less or equal to 2; 15Rl1 is selected from
the group consisting of H, substituteg or unsubstltuted non- cyclic

al i phatic group, substituted or unsubstituted alicyclyl, substituted or
unsubstituted heterocyclyl, substituted or unsubst i t ut ed heteroarylalkyl

Subst't%&% Séaagélhaﬁa tnhﬂl@é’n@rf&lexa%ﬂ?éfah& Hb s @ictddns RS et @foudy, al kyl * and

R5- CO/\herel sel ected fromth roup consisting of H, substituted or

20 unsubyopinyit é’cpan'm/'c;ﬂclPlllttf\YhIZBhtﬁMc FJEHM) penfiyt i ueheds JrraiiBvinard t ut ed

aI i cycl yémnl%";&{? stut ed or unsubstituted aryl, substituted or unsubstituted
al kyl Ituted or unsubstituted het erocyclyl and substituted or

unsubst "l St CHBLAR AN usdlP i TS ShRAHEH. b QILE 8 GhBBIeC PRl | g Of

- NR3R4, rein are i ndependently sel ected from
t hesgr oupstmotwnetayn@atkyl cHcyslob&enylmeﬂclmlkyrwsgrohsiubst| tuted non-cyclic

al i phatic group, substituted or unsubstituted alicyclyl, substituted or
unsubst |Thﬁ mlmheydoajwae}dtes 01 b saturated dmonmo- Lmspm@wltmalwdjawegmawlypfal kyl,

bst t bst t d
ar al kyl PRt S TR 34, PP ben R THRE G bRipelgutiy Uahlpen Bl
or Z arel4,Teven mdxenprpﬂsqabl;s betweeh. 3 Eind Rl eved iRregprefgablpstil Bodnd erobt he
t L, (N t th
o - AThoblY b5 HRR L B SIREIR 4 vl AL byl e
thie i nviedudiog, & emnﬂm artdedwdtr timitechetograyalopoapyki sydlotptyf aclopemsl, 00-
wh R5 | ect
nsubst i Dl PR e s I BB RBh b Sy oneabh Sbprainne,
subst i tudiemhhwroumuhaleme tdotlechrydkoyplygnaleheGd simildrst i t ut ed or unsubstl t ut ed

cycl oal kyl C3-C24, substituted or unsubstituted cycl oal kenyl C5-C24, .
substi t uTies tedm ‘epslodikényti™utetedesl (b ayainealbmﬁtymm- OP polysydiis taliphatisdgroup

unsubsti t a ubs [ - £24,
subst it u‘f"ﬁ'&ﬁg‘?s éﬁé’ﬁaﬁgtgrﬂﬂ %Zg faearb cycy ﬁ‘ lag[%t 1@ obllg ﬁgefén'%%?}g W %nnig:l:z
sulist i t uaredl 16y evers mosé iprefetiyhbeteeenrsy bad I<I¢L egén nare éfecabipshill ston8 and 1
to 3 atons,oth car baon ns
Nore pr e?aéP%'[‘)?G’mwatﬂsongeqr&?rgc?%f T om@ﬁ-lﬁ&ggé{ﬁ% BORJS g’ (%fgragl oy 'P?hr?egggoyl
2- et hy| terkamogtbon Hﬁublycbloodamnmgatwwluncmuugateq'Iwhldesahwyd to theuestydf,
myri st oy m t tear : ' rekerably,
R 1o s BRsPue iopgt < S o, L or B Hha oY SEMARES 161000 201 Y
enbodi rrecycjoplaﬂ:t-n-aenaby!tgrbup)anq)amwant grplps.
20 The term “cycloalkynyl" relates to a non-aromatic mono- or polycyclic aliphatic group
which has between 8 and 24, preferably between 8 and 16, more preferably between 8
and 14, even more preferably between 8 and 12, even more preferably still 8 or 9
carbon atoms, with one or more carbon-carbon triple bonds, preferably with 1, 2 or 3
carbon-carbon triple bonds, conjugated or unconjugated, which is bound Eo the rest of
25 the molecule through a single bond, including, for example and not restricted to, the

cyclooct-2-yn-1-yl group and similar.

The term “aryl group’; relates to an aromatic group which has between 6 and 30,

preferably between 6 and 18, more preferably between 6 and 10, even more preferably

6 or 10 carbon atoms, which comprises 1, 2, 3 or 4 aromatic rings, bound by a carbon-
30 carbon bond or fused, and which is bound to the rest of the molecule through a single '

bond, including, for example and not restricted to, phenyl, naphthyl, diphenyl, indenyl,

phenanthryl or anthranyl among others.



According to another preferred enbodinent, R2 is -NR3R4, -0OR3 or -SR3,
wherein R3 and R4 are independently selected fromthe group consisting of
H, substiwotet/@rsé80 unsubstituted al kyl Cl-C24, substi PCTER2@0/006454
unsubstituted al kenyl C2-C24, substituted or unsubstituted al kynyl C2-C24,
substituted or unsubstituted cycl oal k 4 C3-C24, - substituted or
unsubstituted cycl oal kenyl C5-C24, substituted or unsubstituted

cycl oal kynyl C8-C24, substitut ed or unsubstituted aryl C6-C30, substituted

OF | AMSUEAY e AR U TR o BB B Mt B st S0yl
OLalznt :)S\Mh between 7aarchB4 aaxlbom a*tazms aadorlnmudmg]efor exaanple and oot wisticted toe al kKI
ot at e erBaBR ER D Bon W, SERb AN, FEHGPEhRRRf ahi oo @
ni t rogensimilain More preferably R2 is -NR3R4, or -0OR3. Mire preferably R3

and R4 are selected fromthe group consisting of H nethyl, ethyl, . hexyl,
dodscyl Tie kemathetarbeycBO gkt refates for @f3ettGbiembied hHeterbymytoRydrecarbbect ed

fromthe. gro consi stin H rreth h th, I exadecyl .
Accor di nd{gq &H E\?@ﬁ oﬁﬁ?cg 6& tgx"éhﬁffg'? %%IXt El%%%fqggﬁégta teo(?ﬁ Fo%n O—ly
anfl -N I(;@]fferei:ﬂelém@ﬁfldudagbdrpsan:‘maélantrogmnm*ygmd)r affut ands miay bersatuateRDbr i s

sel ecte r consi sti of H .acetyl,. .|aurqyl i st

pal mi t oyt"s gd&?telg & qﬁ%&”,rp%ﬁﬁ ?fgﬁns'_l%eahon thé heges gyé%éﬂg% rg c&éﬁf "wher ei n
R3da2d Rgaoao@clmdﬁ@ertdemtnbychsalyetehedmfchonay-i,nclmde Hyded mrighsgystenexand, theodecyl
an exadec ref er abl NH2 re. prefer acetyl
or Bal ni 'E‘ﬁ' 5 'Br?%rw s sulfé_fa%@/se??r%% 8%?@'&95{}){07378 'ﬂ?h%ﬁgtﬁﬂ%kéyl Jg?;jl'rcgﬁo Y
Accor di nm\etrﬁtr@gw\t atem afboptidmrlv;t befqutal’erslzedl\mrdt therhefdrocyciys eddicaleday bem t he
group con n c aur o rlst

-L- Pro- ?ihﬁ' %< 'gcq_m‘ﬂl_%-y ajw% Eﬁz° g\ay%&%ﬁ{% % &ﬂggﬂ'gﬁp%g ar e

i ndepend%lﬁhlh,ete?ed:ywé eslatbs @a Blor Behéyber riget hyl , hexyl, dodecyl and -
hexadecyl, preferably R2 is -OH or -NH2. More preferably, Rl is acetyl or

rF))aI ][n t 0%}Th@fdﬂm%eisﬁoafﬁhiky@tf&\ﬂp"rmra@esptbeirﬂilﬁybIgyouphuhﬂltumch\nm q sabstitGted

refera , the conpounds of formula (1), a sel ected f e

Cors: st 1 Hinsub SRR pRat (R eV i PRy aEp G hfing M.} o ABdR

QC Hi s- LetérsedhdAhg aMdridaticAwetdlotydie grduplbetwegerORland 24 carbon atoms and from 1
c-Hi s- Leu Leu- Ar

NH- ( CH2
Pal m Hi s'9 8uaieais. %9}? d&a 2%?"559{‘ ang. T&lﬁ'%@u%ﬂs ﬁxﬁﬂﬁ% 2\8" I—? "I?SH'cf_eéju nsn- oH,
Ac-Hi s- LE(GHgﬁbl-ﬂﬁﬁézm ( Qﬂﬂ')zlqﬁ-tfﬂiﬂ)lyl -(CH2)1_5-thIGHY| -(CH2)1.5-fUTY| (CH2)1 6-
pyrrolidinyl and similar.

20 As used. in this technical area, there may be a degree of substitution on the groups

defined above. Thus, there can be substitution in any of the groups of this invention.

The references in this document to groups substituted in the groups of this invention

indicate that the radical specified can be substituted in one or more available positions

by one or more substituents, preferably in 1, 2 or 3 positions, more preferably in 1 or 2

25 positiohs, even more preferably in 1 position. These substituents include, for example

and not restricted to, alkyl C{-C,; hydroxyl; alcoxyl C;-C4; amino; aminoalkyl C4-Cy;

carbonyloxyl C-C,; oxycarbonyl C4-C,; halogen such as fluorine, chlorine, bromine and

iodine; cyano; nitro; azido; alkylsulfonyl C4-Cy; thiol; alkylthio C4-C4, aryloxyl such as

phenoxyl; -NRy(C=NR,)NR,R.; where R, and R; are selected independently from the

30 group consisting of H, alkyl C4-C,4, alkenyl C>-C,, alkynyl C,-C,4 cycloalkyl C3-Cyq, aryl

| Ce-Cig, aralkyl C;-C,7, 3-10-membered-heterocyclyl or protective group of the amino
group. '

Compounds of the invention




Pal m Hi s- Pro-Leu- Arg- NH2, Pal m Hi s-Pro-Leu-Arg-0OH, 25

Ac- Hi s- Pro-Leu- Arg- NH2, Ac-Hi s-Pro-Leu-Arg-OH,

Ac- H s- Prwolzeu/0argys NH- ( CH2) 15- CH3, Pal m Hi s- Pr 0- Leu- AsnPHRIRZP2010/006454

Pal m Hi s- Pro-Leu- Asn-CH, 30 Ac-Hi s-Pro-Leu-Asn-NH2, Ac-Hi s-Pro-Leu-Asn-CH,
Ac- Hi s- Pro-Leu- Asn- NH- (CH2) 15- CH3, Paligr Hi s- Hi s-Leu- Ar g- NH2,

Pal m Hi s-Hi s-Leu-Arg-OH, 15 Ac-Hi s-Hi s-Leu-Arg-NH2, Ac-Hi s-His-Leu-Arg-COH,
Ac- Hi s- Hi s- Leu- Arg- NH ( CH2) 15- CH3, Pal m Hi s- Hi s- Leu- Asn- NH2, ‘

ac-H o 0 PP g o e B AR il S TG e

10Ac- Hi s- Hi s- Leu- Asn- Al a- IRe%?C)?im A&g;ﬁzyAMi_. W%Z?I:rsu-Asn-Al a-OH, their
ir’ cos

stereoi somers, mi xtures théredf™and/ or’ 't he tically or
pharmaceutically acceptable salts. Th I)pept i des of this invention can exi st
as stereoisoners or m xtures of stereofsoners,

their stereoisomers, mixtures thereof and/or their cosmetically or pharmaceutically

5 acceptable salts, characterized in that:
AA, is -His-;
AA,; is selected from the group consisting of -His-, -Leu- and -Pro-;
AA;is -Leu-,
AA, is selected from the group consisting of -Arg- and -Asn-;

10 W, X, Y and Z are independently selected from amongst themselves from the

group consisting of codified amino acids and non-codified amino acids;

" n, m, p and q are independently selected from amongst themselves.and have a

value between 0 and 1;
n+m+p+q is less or equal to 2;

15 R, is selected from the group consisting of H, substituted or unsubstituted non-
cyclic aliphatic group, substituted or unsubstituted alicyclyl, substituted or
unsubstituted heterocyclyl, substituted or unsubstituted heteroarylalkyl,
substituted or unsubstituted aryl, substituted or unsubstituted aralkyl and Rs-CO-
wherein Rs is selected from the group consisting of H, substituted or

20 unsubstituted non-cyclic aliphatic group, substituted or unsubstituted alicyclyl,
substituted or unsubstituted aryl, substituted or unsubstituted aralkyl, substituted
or unsubstituted heterocyclyl and substitutéd or unsubstituted heteroarylalkyl;

R is selected from the group consisting of -NR3R;,--OR; and -SR;, wherein Rj
and Ry are ihdependently selected from the group consisting of H, substituted or

25 unsubstituted non-cyclic aliphatic group; substituted or unsubstituted alicyclyl,
substituted or unsubstituted heterocyclyl, substituted or unsubstituted
heteroarylalkyl, substituted or unsubstituted aryl, and substituted or unsubstituted
aralkyl;

with the proviso that when AA; is -Leu-, AA; is -Asn-, Y is -GIn- then Z is not
30 -Leu-;



15 for exanple, the am no acids which formthem can have an L-,
D-configuration or be racem c independently of one another. Therefore, it

i S possi bWe 20t/wiedi n i soneric m xtures as well as raceRCET/EPRXDONE@S4 OF

di astereoneric m xtures, or pure diastereonmers or enantioners, depending on

the nunber of asymmetric carbons and ich isoners or isoneric mxtures are
present. The preferred structures of the 20peptides of the invention are
pure isomers, i.e., enantioners or diastereoners. For exanple, when it is

i ndi cat ed thﬁrdmt A0S, 1k pen s S HESRRS QAR L3y 2l 147 fithgsbed from

-L-Hi s-, i s- or mxtures o racem c or non-racem c. Likew se,
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30Salts"™ J. Pharm Sc,. 66:1-19]. An aspect of this invention relates to a
peptide of general fornmula (I), its stereoisoners, mxtures thereof, and/or
its cosnawODcallos78s8 phar maceutically acceptable salts, asTodPsewioba@dsin this
invention, for the treatnment and/or care of the skin, nucous menbranes
and/or hair. WD 2011/ 047868PCT/ EP201%006454 17 In another particular
aspect, this invention relates to a peptide of general fornmula (1), its
stereoi sonmers, mxtures thereof, and/or its cosnetically or :

phar ”ace#E%ﬁ@}né?toaﬁﬁﬁﬂéﬁghﬁo&iﬁ{etn§ 1of?tﬁisdﬁ§&rﬁt!§£’ieﬂ sEi%ic{%gi RYENHeCGroupOr  the

i
treat nen care of those conditions, i sof Iers and/ or di seaseS which
are i npr oonsisting qfrtévanetyddiabroyt, reyristoviner palmiteybfAA4sip -b-Lstat Anissyrigesi s,

speci ficglk ¥ PLOKA r oyn t f am4 ' I i t ween
20kDa o FskBo RRF orc Ry PRetdhP MR M e Indbr RS, S B Him 1.,
and 100k Betryhdetbyle rhepply alodpexd i dndc hekadedyglp preferabiln Rovik t O aroiNkbulMerewei ght

ool B PR SRR Kol e P EICEldBIR 06 B
condi ti oaee 0.di sorders and/ or di seases which are inproved or prevented by a

stinmulation of heat shock protein synthesis are selected fromthe group
consi st i Agcarfling piodematbéry smboditient d thisdina¢rdjpecRa,is isetectedi frgmathepgmiupa caused

by ch her. f _ . i cul . hi
Chvent 1 oRoratp oL H B lauiebl S GRRG pendltp A7 s PO Hegle £REE and! M ©
st er eoi sBaty NRIRArHORy wiereiaoR; amdh R, care iindependendlyi sedddtgd rom H, methyl,

pharmaceuti cal | cceptable salts, a seyibed in this,inventi or the
Pr et renerh et 50 fexBredl, pRRARE Rhisriicb Vi dporp e,
r educes, istcadety sr palmitbyirandriRp\ie FOH. Ewdrl mdenmrgferabiyiuc ed pognddy/aresdli at i on,
thermal stress, oxidative stress, osnotic shock, inflammtion, hypoxia,
exposur ePtafefablyl theasohtpouhas &f fofmulayl) iasd seedted frdm the lgraaip dopdisting ofr. 201 n
anot her aspect, this invention relates to a peptide of general fornmula (1),
its stereoi spami-His-lBuxlteu-Ay-NAgr eof, and/or its cosnetically or
pharmaceutical | y acceptable salts, as described in this invention, for the
treat nent an ?'H%Hﬁé%flﬁu'kﬁagki n, nmucous menbranes ‘and/ or hair, which
redigces, , andé-lis-peeleninsg-Nirg, si gns of agi ng and/ or photoagi ng. 25In
anot her aspect,,this, inyentipn relates to a peptide of general formula (1),
its stereoi s%ﬁﬂ%?e‘fﬂ'?‘t"é\‘%@'ﬁher eof, and/or its cosnetically or
phar maceut i cAt{His-BeG-Eel-Abd-RIHS@HS:s-CHs, descri bed in this invention, for the
treatment an /|or care of %‘he i‘éi n and/ or nucous nenbranes, which stinul ates
heal i ng and/ ?"}'@'-sgpq”t' MINF&t i on of wounds, preferably those wounds t hat
are a resul t Paifn-Hisabsi-lesu-AG9Q0OM, anot her particul ar aspect, this invention
relates to a g?_PtLde ofﬁge al formula (I), its stereoisoners, mxtures -
t héPeof , andMoTSHRULBYABIINDR |y or pharmaceutical |y acceptable salts, as
descri bed i nAtdhisLéwvenmsaOH,f or the treatnent and/or care of the skin
and/or hair c-'l—ﬁsthl?-ng-isﬁ-’?\ﬂ—/l-?éHBffaﬁﬂtS hair | oss or induces hair grow h.

Palm-His-Pro-Leu-Arg-NH,,

Paim-His-Pro-Leu-Arg-OH,

25 Ac-His-Pro-Leu-Arg-NH,,

Ac-His-Pro-Leu-Arg-OH,

Ac-His-Pro-Leu-Arg-NH-(CH,),5-CHa,

Palm-His-Pro-Leu-Asn-NH,,

Palm-His-Pro-Leu-Asn-OH,

30 Ac-His-Pro-Leu-Asn-NH,,

Ac-His-Pro-Leu-Asn-OH,

Ac-His-Pro-Leu-Asn-NH-(CH,);5-CHj,

Palm-His-His-Leu-Arg-NH,,

Palm-His-His-Leu-Arg-OH,



18 Processes of Preparation The synthesis of the peptides of the
invention, their stereoisoners or their cosnetically or pharmaceutically
accept ablwo=altw7ssan be perforned accordi ng to conventi ecalEpo®blociss known
in the prior art, such as solid phase peptide synthesis nethods 5 [ Stewart
J.M and Young J.D. (1984) "Solid Phasg Peptide Synthesis, 2nd edition”

Pi erce Chem cal Conpany, Rockford, Illrnois; Bodanzsky M and Bodanzsky A
(1984) "The practice of Peptide Synthesis" Springer Verlag, New Cork;

Ll oyd-W I I'i agB R misAleResiqGyq, F- and Graft E. (1997) "Chemi cal Approaches
to the Synt h'ggﬁg lg?@sgptr:gg{ész’and Protei ns" CRC, Boca Raton, FL, USA],
synt hesi s i rAgblisdilisdieu-Arge@itbi nati on of the 10 nethods for solid phase

synt hesi s anﬂc-ﬁ@-“ i—L%'&-ﬁr%ﬁNlh—Zéi—iS ofyenzymatic synthesis [Kull mann W (1980)
"Proteases as catalysts for nzf)r’ﬁc ¥ynt heses of opioid peptides”
J. Bi ol . Chem PaaeHg##4-Lead8n-NHhe peptides can al so be obtai ned by

fer ent ati OnPQR-ﬁis%Q-g%Djﬂln-éﬁrai n, genetically engineered or not, in order
to produce the desired sequences, by controlled hydrolysis of proteins of

ani mal or vefeHissHis-leurAsmNHpr ef erably 15vegetable origin, to rel ease

pepti de fraggeptsS,eqnt aiii at least the desired sequence. For exanple, a
nmet hod of ob'ggﬂasfﬁ%ql%j?%{egﬂ’des of the invention of fornmula (lI) conprises

the steps ofAc-HisodistliengAsmNHHCib)&€H, wi th the N-terminal end protected and

the Ctermn fgea  olo~agn anmino acid with the N-terminal end free
and the C—te%ﬁsr%%%ﬁla'%ggtegcﬁndog‘f bound to a solid support; -renoving the

prdilecti ve ghotis-dis-ltdueAdd-Alrlew@H, end; repetition of the sequence

of coupl i ng apd~iempvial. af the,prQtective group of the N-term nal end until
t he desired %‘gﬁlyle |c'-a"§el‘%ttfeél%eAliBs&gbt ai ned; 25-renoval of the protective

group of the,C-ternmnal e or_. va m solid s referably,
the C-term ntg%rengelres%?sggwuegg témgthg%l i esréé)fgorabgéﬁd J[hh'g pr%ﬁé&apg c({)rnduct ed
on solid phasaremadeutichity afoeptable saliftsudes t he coupling of an amno acid with
t he '

The peptides of this invention can exist as stereoisomers or mixtures of étereojsomers;
15 for example, the amino acids which form them can have an L-, D-configuration or be
racemic indebendently of one another. Therefore, it is possible to obtain isomeric
mixtures as well as racemic mixtures or diastereomeric mixtures, or pure
diastereomers or enantiomers, depending on the number of asymmetric carbons and
which isomers or isomeric mixtures are present. The preferred structures of the

20 peptides of the invention are pure isomers, i.e., enantiomers or diastereomers.

Fdr example, when it is indicated that AA; can be -His-, it is understodd that AA, is
selected from -L-His-, -D-His- or mixtures of both, racemic or non-racemic. Likewise,
when it is said that AA, can be -Leu-, it is understood that it can be -L-Leu-, -D-Leu- or
mixtures of both, racemic or non-racemic. The preparation processes described in this
25 document allow the person skilled in thé art to obtain each of the stereoisomers of the

peptide of the invention by choosing the amino acid with the appropriate configuration.

In the context of this invention, the term “uncodified amino acids” relates to those
amino acids not codified by the genetic code, natural or unnatural, such as and not
restricted to, citrulline, ornithine, sarcosine, desmosine, norvaline, 4-aminobutyric acid,
30 2-aminobutyric acid, 2-aminoisobutyric acid, 6-aminohexanoic acid, 1-naphthylalanine,
2- naphthylalanirie, 2-aminobenzoic acid, 4-aminobenzoic acid, 4-chlorophenylalanine,
2,3-diaminopropionic acid, 2,4-diaminobutyric acid, cycloserine, carnitine, cystine,

penicillamine, pyroglutamic acid, thienylalanine, hydroxyproline, allo-isoleucine, allo-



N-term nal end protected and the Ctermnal end free onto an am no acid
with the 30N-termnal end free and the C-term nal end bound to a pol yner
support; wermual47ss8 t he protective group of the N-term mal/EPaap/ oocids
repetition of this sequence as many tines 19 as is necessary to obtain a
peptide of the desired Iength, and figally followed by cleaving the

synt hesi zed peptide fromthe original polyner support. The functional
groups of the side chains of the ami no acids are adequately protected with

t enpor ar %f}rgc(gpirp&ri GetotiP el ddskhin ,r&Ib‘?\i\g?@n%?%@ﬁgﬁ%sii-%d?ﬁ%, %orl?u”&fn&a” be

5deprote st mul t'aneousl y or orthogon to t rocess of cleaving the
pepti de Nemethyhaminol aaids; fsamipoacidsArtyeamiabiacesyamenyg othepsh asevellyas thelfi s can

b i Ot t . i no. ' I
cupport | Bpidathet s oy o RHBAGRR prfhd 2hEE Yol B RboRPintnB SRl LSk AifoPD Y "
pol ymer sacigpar pgptﬁeﬁmwtmist' bsymt:hégjbsrtsIagdéﬁeg]@licm.ein\m}&elfgpttd@skﬁolvxﬁbt o the
erson s I n,t f a are, des n -\ , i Ci
P 300 ol19aer ahdhie! 91 2irbst T ACHPRARRIEE S b, RS REET NG e ¢! ©
Tfet (r]I ahedUSA ¢dn ﬂi?ﬁ?nrﬁérﬁﬁ? cafﬁ_h@urzs of:t;;escoumatntesrqpebiaﬁzetdge thmlﬁl?ld,i suchlasst agesf
eprot.ection, 0 e ermnal _an r C-term nak. en
Che oor OPBEPERfiet habratriesr "ufiinefl | RovmidchE [ SR ReAdE Cpefidavace ©
fst antdar d Irrleme&asaks A?v?woedndhédn@em,k@bem-l'mg_e?hd&/lqyb;rli_ﬁge eGIte_,mieéllt élhirg_tioph t _he
uncti on r Qups ~0f. ese, ends. can ] e e 0 n t
o e peaR Pafiahs LaoFBRTieR 3 ReP AR AGE A PRy R ORF IR, | L OBt on
tid f f I b d.to th I ' t th tid
P oot oo Tk EnGBHER: B NRANEBIORD Bofbor o otRrTteant i Ot Hegedf”  °°
I nt r oduc @dddrgtool ethatethet hatareobf eX Nyt aridioma| dessdnatf make tihe pictiviy off the
peptides of this invention difficult, but it either contributes to the stimulation of heat

shock protein synthesis or it has no effect on it.

In the context of this invention there are also cosmetically or pharmaceutically
15 acceptable salts of the peptides provided by this invention. The term “cosmetically or
pharmaceutically acceptable salts” means a salt admitted for its use on animals and,
more particularly, human beings, and includes the salts used to form base addition
salts, whether inorganic, for example and not restricted to, lithium, sodium, potassium,
calcium, magnesium, manganese, copper, zinc or aluminum among others; whether
20 organic such as and not restricted to, ethylamine, diethylamine, ethylenediamine,
ethanolamine, diethanolamine, arginine, lysine, histidine or piperazine among others;
or acid addition salts, whether organic, for ‘example and not restricted to, acetate,
citrate, lactate, malonate, maleate, tartrate, fumarate, benzoate, aspartate, glutamate,
succinate, oleate, trifluoroacetate, oxalate, pamoate or gluconate among others; or
25 inorganic, for 'example and not restricted to chloride, sulfate, borate or carbonate)
among others. The nature of the salt is not critical, provided that it is cosmetically and
pharmaceutically acceptable. Cosmetically and pharmaceutically acceptable salts of
the peptides of the invention can be obtained by conventional methods, well known in
the prior art [Berge S.M., Bighley L.D. and Monkhouse D.C. (1977) "Pharmaceutical
30 Salts" J. Pharm. Sci. 66:1-19].

An aspect of this invention relates to a peptide of general formula (1), its stereocisomers,
mixtures thereof, and/or its cosmetically or pharmaceutically acceptable salts, as
described in this invention, for the treatment and/or care of the skin, mucous

membranes and/or hair.



the invention wth a conpound R1-J, wherein Rl is as descri bed above and J
Is a leaving group for exanple and not restricted to, the tosyl group, the
mesyl gr oM 2and4AeBogen groups anong ot hers; through a RGEIEPOQIAIODG4E4
substitution reaction, in the presence of an adequate base and sol vent,
wherein the fragments that have the 2%junctional groups not involved in the
N-C bond fornmation are suitably protected with tenporary or pernanent
protective groups. Optionally and/or additionally, the R2 radicals can be

intr Oducﬁﬁar@hér%%rtfcﬁl%?%éﬁ%t QhisIneRBR Vﬁﬁe@?@a}ﬁfggpon@‘ J&helat forfioe: &II MR3R4 or

-SR3, with a conplenentary fragnment cor to the peptide of
f or mul a gteleoisemgeins, anixiapes tgeregf-l gnd/arlite copmeticatly ooph@a'm@@um@w aaeeptatle vent

and a baggs Egraeééﬂbeh] dllx\l'trqé L@QHG&P%%FW%%Q) cﬁ@aﬁgéf Hob@tcg diggpdre or an

addi tive such as 1-hydroxybenzotri azo roxyaza enzotriazol e
( HOAL ) aﬁdordewewweradlsweamh awmprta\eedaorcmeb@deq! thl@e stmulatien ghrHsal t, a-
phogphon] a rmat I on
o 3n acor gl Ry hinBtis bR pRbhs RUFR IEL BienClaily WP gleffiar & f”?

obt ai ni ngetwepe,zﬂkleaa«idcb@kﬁmgnqre spheﬁ@lmewt@la mmllaawelgﬁt betwean 48kDawher ei n

the 1 AOBRN! RokBE! alifSieh ol "Giecpaly UBRIARS Uil U Yhclebilart I C bond

formation are sartab ec permanent protective
gr oups, mmms{eérmtweelelﬁﬁkaamd 80 kDadaodlin mmcUI@e tB¢ rHspowitle &d melecular

Si rrultan R to the peptide cleavage process fromthe
poI yrrerl‘g’ gﬁ}o% rth%r ngn skill ed in the art would easily understand that
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group" redwseddytahemotirerany treatrmbntfbocdwen f uncti onal organi c group

In another particular aspect, this invention relates to a peptide of general formula (1), its
15 stereoisomers, mixtures thereof, and/or its cosmetically or pharmaceutically acceptable
salts, és described in this invention, for the treatment and/or. care of the skin, mucous
membranes and/or hair, which reduces, delays, and/or prevents cell damage induced
by UV radiation, therhal stress, oxidative stress, bsmotic shock, inflammation, hypoxia.,

exposure to pollutants, lack of n(-)uri,shment and lack of hydration.

20 In another aspect, this invention relates to a peptide of general formula (l), its
stereoisomers, mixtures thereof, and/or its cosmetically or pharmaceutically acceptable
salts, as described in this invention, for the treatment and/or care of the skin, mucous
membranes and/or hair, which reduces, .and/or prévents the signs of aging and/or

photoaging.

25  In another aspect, this invention relates to a peptide of general formula I(I), its
stereoisomers, mixtures thereof, and/or its cosmetically or pharmaceutically acceptable

- salts, as described in this invention, for the treatment and/or care of the‘skin and/or
mucous membranes, which stimulates healing and/or re-epithelialization of wounds,

preferably those wounds that are a result of diabetes.

30 In another particular aspect, this invention relates to a peptide of general formula (1), its
stereoisomers, mixtures thereof, and/or its cosmetically or pharmaceutically acceptable
salts, as described in this invention, for the treatment and/or care of the skin and/or hair

which delays and/or prevents hair loss or induces hair growth.



and can be renoved in controlled conditions. The protective groups, their
relative reactivities and the conditions in which they renain inert are
known t o Wheopegssa 15skilled in the art. Exanpl es of r @pT&PenoanGsse
protective groups for the am no group are am des, such as am de acetate,
am de-benzoate, amide pivalate; carbaggtes such as benzyl oxycarbonyl (Cbz
or Z), 2-chlorobenzyl (ClZ), para-nitrobenzyl oxycarbonyl (pNZ),

tert-butyl oxycarbonyl (Boc), 2,2,2-trichloroethyloxycarbonyl (Troc), 20

2- (trinmeghyl silyl )Pet hyl oxycar bonyl (Teoc), 9-fluorenyl nmethyl oxycarbonyl
( Fnoc) o%ﬁ%ﬂ%%?%%ﬁ%’%y (Alloc), Trityl (Trt), nmethoxytrityl (MJ),
2, 4- di ni TrepYERYdis 6B pepiitidslof the invention, their sterecisomers or their cosmetically
(1?'( j_ gl_ gg%g%%ﬁdcghgéaggoc BLt%Q%X’salﬁé’ lclaquetpee)pgtr-ﬂfg%ed( ggggrding to conventional
fygkghexmeitﬁbﬁe,ekn&mﬂﬁﬁ Rkié Iptioy | drt, védt®) ad -solld ?ﬁaaarﬁe%)tiale szltmfebss:c mictrmdgcar bony
poc anmong, ot hers, prefer Ro - -anpl es
repPesen%SJ?‘W@’é Yof@ t?%é’ggfbuﬁz&#%rgpﬁ%gé’ﬁf%f’g%%@g%ﬂse Zg'gt%q'g‘?n such as
E Pe_ E elr t Pké;#éé/bh?ﬁic)@f cbﬁ:Blu:)y,' Rﬂc:kxdrd,e/mhe,ts; B&%Idn)zgkyt M Fhe @pbanmy:A. q3984)
rity er, Trt cycl ohex ester. (c enz est ,
or t ho- ni ? hepBiastice Q5 @Pgd%%yQ¥4?§Fr ’H&?’Il-"(/ggi’%r’pe%a?%{?‘nﬁ%g%‘g)é’ﬁﬂf “ester,
E Ir: irr)rret thﬁflrllw%?. ?Hd_ Gﬁr?lﬁEi (Z%ngle‘chblhﬁ:@{)rpmbclf@é t@rthef%wmlié%ﬁbybmébﬁdesest er
, 4- - (4, 4-dine -2, 6-di ox0¢ ohexyl.i depe) - 3- N
S0ne byl BOY Pt HORCo R ok &1 Uy hent it SRR & cppkinban.gf the
pr ;)jroect i W;fﬂirdﬁuﬂéﬁ_égfidtﬂlhﬁsé ré&‘h}p’idtsﬁé1 a?ﬁ _esfdlhi%F{%)}nﬂl\ds&J or C&rbkyr_ngﬂé synthedist
esters. e side chains o e trifynctional am no acids.can he,
pr ot ect ef\dIE AV (Hgs@y%’{ Hepses ‘iﬁ%@@’rggs\z?’thi’ @WPE%?GBP?B@P’F&?@H?GS
prot ect i yBigICHeRS 285182683238]. trhe iPeptidesOtaCilsy Be Bbeiknsd by férentdtibeoianal and
C-term nal ends. . The guani di ne gorou of tlae atrgi ni ne s'hde chai,n can
be prot e DRetanal; §tfp|r9,h@eﬂ?ttc,a@99qr&nﬁered r not, in order to~produce the desired
f23aI2I 3él (;Xéééliéh@éwb@ﬁorﬁﬁl)edma%y@é ue;srel @liHsfcg@Yi;rﬁél@‘Eyégéfébl)a,origin, preferably
, 2, 5,7, 8-pent anet roman- 6- sul f onyl » .
2 35 & YelRRanBA 6 HAIRRORCRSRdEy AAOBEER FaRFIninG legst he desired
met hoxy- 2equebrcel I'i met hyl benzenesul fonyl (Mr), anong others; the imdazolyl
group of the histidine side chain can be protected with the tosyl group

(Tos), tlrer teRbinplelitay InfethiccR 0P CbtainBgOthe péptidBE Cof, thehventidry lof goenupa (Tt ) ,
the nmethoxytrityl group, (Mt) or the 2,4- dinitrophenyl group (Dnp) anong
ot hers: SAAPHSRS S §@SFoup of the asparagine side chain can-be protected
with the trityl group (Trt) or the xanthyl group (Xan) or is used .
unpr ot ect ed. ROYPIPE ENcamiBa asithwith tes (V-tefripalpnst etecird grdihe Grieringly
usegy s the strgh@ebe \Bitb&nNamino acid with the N-terminal end free and the C-terminal

end protected or bound to a solid support;
- —removing the protective group of the N-terminal end;

—repetition of the sequence of coupling and removal of the.protective group of

the N-terminal end until the desired peptidic sequence is obtained;

25 —removal of the protective group of the C-terminal end or cleavage from the

solid support.

Preferably, the C-terminal end is bound to a solid support and the process is conducted
on solid phase and, thereforé, includes the coupling of an amino acid with the
N-terminal end protected and the C_-te'rminal end free onto an amino acid with the
30 N-terminal end free and the C-terminal end bound to a polymer support; removal of the

protective group of the N-terminal end; and repetitioh of this sequence as many times



the am no groups are protected by Boc, the carboxyl groups are protected by
Bzl, cHx 150or All esters, the arginine side chain is protected by Mr or
Tos, the woepariAgise® si de chain is used unprotected and PhE/EPRGI0I00G45e Si de
chain is protected by Tos or Dnp. In another preferred enbodi nent, the
protective group strategy used is the gtrategy wherein the am no groups are
protected by Fnoc, the carboxyl groups are protected by tB u, Al or Trt
esters, the arginine side chain is protected by Pnt or Pbf, the asparagine

20si de chai. ISht 4l ide: ' Y. npl es
of t heseggn'g r%%éﬁ%%&éggﬁb?%ﬁa%] p%t)ltc')(%éggf ?Q/ée dg?'&%?"@ﬁe‘?"p Frr‘\%ryo d{):\{v?%)r?@and
renoval , cteavinghef syanthesizedtpeptite fremabhe pdagipa@nsbmersuppert.and Wits P. G M,
(1999) "Protective groups in organic synthesis" John Wley & Sons, New
Yor k; At AbetfomctiBnalagrdu@heiptharsiderci@ing ebBe)amifolacidisRiva seefeqtelydwot@gtedhesi s:

A " . z : 3 . O
A Bract o AHIERAGLr bEnaratl ALl AR5 kol sty S i kect e
Whers syntdepmitectedsiosiltphansslytartoathbgomally pathe priobgssoof dedving thih aeetide frem

possi bl e sol | rts used in the process of the invention can involve
pol ystyrg?\eeﬂ)és!ﬂ's%%%g?hpol yet hyl ene glycol grafted to polystyrene and

simlar, Jfor exanple.and not restricted to, .3 - net hyl benzhydr yl am ne
(i LBt seeC et syAREHE, GiPe' G i) B soerdet shafdly

p- et hyl ceuglimgdy péptidenants ¢ise pollymier sappartvedorstold peptidase aymtahemniso atidpept i de
am des" Peptides, 2:45- . 2-chlorotrityl resins | Barb .. @Gatos. D,

ol | 11 si EoRERdntOp e ol PP G R el B WirB oo

" Darcst el konogn ¢ie thehmdradreskilledZin eg tirt cinbraag e sdribedrin eloy&EiWitianes B.yAearitiol er t er
Tri phenylaret hyk: e" Jetrahedron.lett. 30:3943-3946;, os K., tos D.,
kapol o5 & B IR iy Eohl @GR 8ickiash pRrie sHghror {585 “TRifegtR, ing
von part i4ot110689¢h83.t zt en Pepti d- Fragnenten mt Hatzen. Einsatz von

2-Chlorotritylchlorid zur Synthese von Leul -Gastrin |" 5 Tetrahedron Lett.
30: 3947- 386 Lprocdsrntai=ebinpjis¢ e rridtibagipstBgey e rdepftdtedtion &hehelVAttemxiaal)

| abi 1o | PAEF CeTBRAGe E o B bindihaens/The Pebtdrpmo 85 SRanE O8Nt dp P aci
(PAl9 [ Aldifferértticedér, usikgaitdndaed gastieeses\and Bbraditiomsekrowh. in therpaiot art, biisrada
R1., Huc\i/v%?crtlw tP‘e fl?n%gorl?ﬁ rg?gt}f)s%f ti'gels%_geo ds"cgrrm %Q%g ifile%r:'TﬁQ %pf".‘é’r%'n imco%?ff.cg{?onogf the
the N-terminal and/or C-terminal ends can be carried out with the peptide of formula (1)
~bound to the polymeric support or once the peptide has been cleaved from the

polymeric support.

20 Optionally, R; may be introduced by the reaction of the N-terminal end of the peptide of
' the invention with a compound R;-J, wherein R; is as described above and J is a
leaving group for example a.nd not restricted to, the tosyl group, the mesyl group and
halogen groups among others; through a nucleophilic substitution reaction, in fhe
presence of an adequate-base and solvent, wherein the fragments that have the

25 functional groups not involved in the N-C bond formation are suitably protected with

temporary or permanent protective groups.

Optionally and/or additionally, the R; radicals can be introduced by the reaction of a
compound HR; wherein R; is -OR;3, -NR3R, or -SR3, with a complementary fragment
which corresponds to the peptide of formula (1) in which R, is -OH in the presence of an
30 adequate solvent and' a base such as, N, N-diisopropylethylamine (DIEA) or
| triethylamine or an additve such as 1-hydroxybenzotriazole (HOBt) or
1-hydroxyazabenzotriazole (HOAt) and a dehydrating agent, such as a carbodiimide, a

uronium sal, a phosphonium salt or amidinium salt, among others, or by prior



10 5-(4-(9-fluorenyl net hyl oxycarbonyl ) am nomet hy1l- 3, 5- di met hoxy

phenoxy)val eric acid (PAL) handl e for the solid-phase synthesis of

C-t er m naWopepti4dsssam des under mld conditions” J. O gPCUTEPAI10/006454
55:3730-3743], 2- (AM [Rink H (1987) "Solid-phase synthesis of protected
peptide fragnents using a trial koxy-dpghenyl - et hyl ester resin" Tetrahedron
Lett. 28:3787-3790], Wang [Wang S. S. (1973) "p-Al koxybenzyl Al cohol 15
Resin and p- Al koxybenzyl oxycar bonyl hydrazi de Resin for Solid Phase

Synt hes' ?orﬁfaug’ﬁ of Sﬁfal%ﬂ HaR 8 %bﬁlﬁ fof 34aRPle> thiohyf'Eh G?@é“aﬁecther%ﬁ %ﬁfa%% ifga3] and

simlar, owi ng the’ sinultaneous rot ectl on and cl eavage o pepti de
fromt heppmqﬁmcptdlrsgmpibetgener@éfmmu@( rmmpm@mﬂdm fregmpot§|thatdnaye To
this reg RVEBLA InStiéh SRR d wit

phar rraceﬂil cam%g ﬁ%g&;‘tﬁhﬁe V\E% c%%%r‘?gbersggt east E’b'gﬁ’g‘geftﬁ WIP

gener al temparagy ¢n permatngntsp@ntenﬁvg @neyps, ofriakemnatively thee &z, radigals gnay tbe
cosnetic Sc d t least
one osnaliduPrd BYMAHERLLE Mol @Risit I ppfiideZqlb Ak blts, o
conposi tipoiymecaﬁun@rpr epared by conventional neans known to persons skilled
inthe art rHarty's Cosneticlogy", Eight edition (2000) Rieger MM, ed.,
New Yor k A p}ﬁsmmﬂiedah theudrt wold, eastly urideestiand thax theTdaprgectionicleavade Blepst i ce of
Phar rracy" 0 I t Ll ians &
W ki ns, é?l"%fn"g' %q{’Jsj}’ B gg%ng,ggg i sfbsecinr dbhaRL R badtblel | =7
sol ubi I pyrfonmenamadlffaeobordengcmrdtrigetortla& progesgestknewn is dpupriar @rigiSrty

possj bl e f t, Ne n /o r
The@eforéﬁngheé%gp’\{’g@es oiﬁ{%es A?%J\Ei‘%t ?‘g‘ﬁ%gn é%ﬁ%o&%ﬁ’g’yfle%{?%ﬁ? ‘he
conposi t iMavhabigma qud Sirictp L bthorgitiem dobin Ysley ¥hbarts, 36@1]not sol uble in wafer
can be solubilized in cosnetically or pharmaceutically acceptable

convent i dhaltersofpretettvef gmupfxmquésatoemgrdwtwmdsblobbs edurniatipnatdngamad grqupopanol ,

i sopr opanal,, Iene e y (o] yl ene
gl Ycol 0P %70 g ?Cgr'l')( V%I%Tdygor%t%ﬁe c% éé{é%u\%l %FQQJ& pmef?l}r)Léfscﬁe\%tl cally
ef fecti veeammum aoﬂ thbecqndmbnsdm waiicht treyi reweaint iiremt ate klhlo\mhwlthle lperson

rq |ste[(§ ik V\ﬁ as their dosage, will depend on nunerous factors,
i nctud %% ? e o

|n§ f the patlent the nature or severity of the :
conditio f8ase t nt ed,

t ted d f
the rout xawa?e‘sr g(ﬁf%ﬁiip 2P RLaige ﬁ‘fesgrlpé{{’lq’e@)ﬁ?ré%ar%g}oeqrﬂ'ég% n'ﬁ@%?ar at%ure of
t he pept iatdde t achtatels edmideCodberroata) | ymamad mhmtaﬁe;ceuanbaaiatqs efsﬂeh:t iase
t d
o BEEEASRY, (RN LRSSk bl PR,
pept| des (pNZ), he tertbatylaxgcaraosyl use@och t h&zmasmbnoethyroxpdmmeeut(Tuw)
t f., Lhi t t | Ly

orrBEr1 v GuRennehDeiieEodbaul (& iRrhueu P RELTEF L Bred e 1 orm
ver sus t falyloxtcatbongi gdcllbc))fTrltyie(Tdmnrpembkytmyl (M), vée4-dintirapbe oy Db, (N+i1-wei ght )

d 20% (] ight): f 0 % ' %
it ght), Ql}r%r%%@#%?é@‘?’@"ﬁ% wé()én'yl ey (i Rngfgh'g) a%gf"%m' (zﬁg'\%’glg hgl)n
and even cmﬂoleaewh:ﬁrer)-@hhgthblbumen (i0DOEN 1 %1t (1radseagiyl)- 1-aredhyidthoxycateinght ) .
15The pe RO be i ncorporated into cosnetic or

i de
phar mace@k %?n%%?the reierr%@y%%ﬁpor sustal ned rel ease systens. The term
i | uent Wvan XCI i ent

Wldf ver )éan]S‘es o] repres%%t%? ive pro"ilec%ve groups or he car E)bXﬁ gro p are es?érscéﬂé | er
as the tert-butyl ester (tBu), allyl ester (All), triphenylmethyl ester (trityl ester, Trt),
cyclohexyl ester (cHx), benzyl ester (Bzl), ortho-nitrobenzyl ester, para-nitrobenzyl
ester, para-methoxybenzyl ester, trimethylsilylethyl ester, . 2-phenylisopropyl ester,
fluorenylmethyl ester (Fm),  4-(N-[1-(4,4-dimethyl-2,6-dioxocy¢lohexylidene)-3-

30 methylbutyllJamino) benzyl ester (Dmab), among others; preferred protective groups of

the invention are the All, tBu, cHx, Bzl and Trt esters.



whi ch the peptide of the invention is adm nistered. These cosnetic or

phar maceutical carriers can be |liquids, such as water, oils or surfactants,
i ncl udi ngvohoBl4a868pet r ol eum 20 ani mal, vegetabl e or sSPATHPRIIO/00G4S5Yi N,
such as and not restricted to; peanut oil, soybean oil, mneral oil, sesane
oil, castor oil, polysorbates, sorbitap esters, ether sulfates, sulfates,
bet ai nes, gl ycosides, naltosides, fatty al cohols, nonoxynols, pol oxaners,
pol yoxyet hyl enes, pol yethyl ene glycols, dextrose, glycerol, digitonin and

si m | ar. thi) sidBeIHaRSL AN trhRiRIBRSCAING HcidBCdRNEE BrotéiedFdikndvibe! dyntidiibuent s,
adj uvants or 25excipients are described as appropriate carriers. The term

"sust ai nepcess wik demparafis 66 PRANaNaRY IR VEnaoURe AEBOIMEA LR if PEPtRCtel i very .

system of@ ggmg?ﬁgrmawnd)bqg}rﬁlﬁg drdue. gradual . rel ease of this conmpound
during a peP| od of tinme and preferably, although not necessarily, wth

rel ative t 1] ' | Al
SoExamp! ok SRATAAR orb G BOMRart AR e LFUR con BEBrofecRRl WA b Boun, o
| i pésoneslylaiyearbonys, ni ddbeds, et hpemrtelenesulfonyar t i clE@syl m cr og@shi cl es,

nanopartbQIBe-fs_gﬁthtchrbmaq_djgmm rticles, nanostructured |ipig eRr riers,
sponges, cycl'odextrins, vesicles, nmicelles, mxed mcelles of SISI‘ actants,
sur f act aBi246dpehtameshyldihydrobemdofwandssulfopd  (Pbf) or  4-  methoxy-2,3,6-
mllisph ' - - ki ! e . es o

T cr ocap AL AN NAGRD GhER: HRRRLBNFSiol of tioRGHIRE e
nanoenul shaimsanwbe Eroteetad bathatitke tosyb geasipi E\os),athgr fedttatylpeysarboayli giouaf t he

active pransi Lan ' ve i ' ' [o I '
octiore, PLAS, B B dooh 1D Reliod AURLTRAIATE b 20 BbspABGR R °
| i p]?sorrﬁé?npéuamam atherphespHbe i gshidengreepl ofi thel asparagice eidsr cbainl ¢Arohs, nore
prefera r - Qi ' It h ' d ’ f
reverse h‘%éégﬁo:\{ymgufhseﬂ Qﬁh@&ﬁf’g@a&s@h%éwﬁ%ﬁ%ﬁoﬁ‘@s S{ 'gygregghgyén&et 'gds known
in the ' J LL] ' LAt .
i s 85rE 0 BBl BRRULLRBY B ShayLELT ! HETARDy erer
' the amino groups are protgcted by Boc, the carboxyl groups are protected by Bzl, cHx
15 or Al esters, the arginine side chain is protected by Mtr or Tos, the asparagine side

chain is used unprotected and the histidine side chain is protected by Tos or Dnp.

In another preferred embodiment, the protective group strategy used is the strategy

wherein the amino groups are protected by Fmoc, the carboxyl groups are protected by

tBu, All or Trt esters, the arginine side chain is protected by Pmc or Pbf, the asparagine
20 side chain by Trt and the .hisitidine side chain by Trt or Mtt.

Examples of these and other additional protective groups, their introduction and
removal, can be found in the Ii;terature [Greene T.W. and Wuts P.G.M., (1999)
“Protective groups in orgahic synthesis” John Wiley & Sons, New York; Atherton B. and
Sheppard R.C. (1989) “Solid Phase Peptide Synthesis: A practical approach” IRL
25 Oxford University Press]. The term “protective groups” also includes the. polymeric

supports used in solid phase synthesis.

When synthesis takes place totally or partially on solid phase, the possible solid
supports used in the process of the invention can involve polystyrene supports,
‘ polyethylene glycol gi'afted to polystyrene ahd similar, for example and not reétricted to,
30 p-methylbenzhydrylamine (MBHA) resins [Matsueda G.R. and Stewart J.M. (1981) “A
p-methylbenzhydrylamine resin for improved solid-phase synthesis of peptide amides”
Peptides 2:45-50], 2-chlorotrityl resins [Barios K., Gatos D., Kallitsis J., Papaphotiu G.,
Sotiriu P., Wenqging Y. and Schéfer W. (1989) “Darstellung geschlitzter



10 transderrmal adm ni stration, including adhesive patches, non-adhesive

pat ches, occl usive patches and mcroel ectric patches, or by systemc

adm ni st ra0i20mn/04f888 exanpl e and not restricted to, oral PgT@EP2@anesIseral |y,
i ncludi ng nasal, rectal or subcutaneous inplantation or injection, or
direct inplantation or injection into,a specific body part, and preferably
should release a relatively constant quantity of the peptides 15 of the

i nvention. The anmount of peptide contained in the sustained rel ease system

will depgg ﬂt/d-an iy riter @rhswt}e skt &gﬁ@ﬂﬁ?f?héﬁﬂﬂefh?/-ﬁl%z RAEhBlsher ed,

the kinetics uration o e rel ease of tide of the 1 nvention,
as wel | &sftt 333946, Garlps &..cGal@std.oKapelps &, d’é@PQﬂﬁQﬂl@lG deefkifee W @nde

treated gagdipl rﬁgaé anVerestFTJng; DER'adlfs Qbsiiidtoh Wi RTomBAeA! 3R De

adsor bed on sgl id'o rs or Om neral "supports such as and
not rest Haczesd Emsatealvon l?e@h/@fﬁ)itf’!t!é/f?hlgmfl g, Jthese yvenmbevbddexastim Anong

oL s, FRFAMEC R RS TR RN 18560 Sl By, oo

al so be |ncorporat non-woven- ces
whi ch ar €hemMiitix@aiesias (iMatrix Immds\}ratnbhdnsyanu sitnilars whidheraay bgnialyeopéiuddes of

the inventio et her b r adat,i b|n SyS t he
fabric, ﬁo'ﬁb‘\%om?‘?rf Eﬂfﬁh %ng’r?‘ﬁ@gm&l t"ayi@l 509:'"' &}}oxgypﬁ'ﬁqugf P’ﬁ?@f' % 'db@‘é@en t hem
and the pybyricislae KneibbOsonier Al \Bigncdidia SKkGers LpMasadd ey, Hcﬁmparaatamde _
Furtherm&t9 t he fabric %@d no?, vvoven fabrics can gﬁ(@?sed forf Jh

gar ment s B8 areGin dif cont AR8rd{ + he"Yody 2PRIGAIP abl vOF t he™Pabri cs,
nOFIrOWOVgEi—(flé(b-fﬂu&%nwmbthWﬂdyG@dbg?ﬁ)ﬂrmﬂSmémm3,5¥drl]mgthpept pl@hmpxsa)‘vatehe lapident i on
are use tre or care t hose con sor ers

e o C BB by, et Bl ARS S st B StetrBRan pSaIe: SRR B
synt hesi gondiffdnssust @rgieCheml 58537 3y3IN43f152-d AR |Ilseed( #b o987 d8oMmphasend i n

literature nd are rior art chaab "I regnating
Fabrics W’i’ esF of 8@2‘?)‘2% Bﬁf’“f}ﬁ&@&’e%ﬁysﬁ’gs%:F;’a%é’r*%'gw”@{’y @6‘8&% ”? cation
of mecr O%Q@Mbrﬁiﬂ.leﬁﬂ281378E->3790]eWad91Madg Fhar1973p42-Alkox Genzy BAIE‘obd?ICt i onal

Texti | d t S 006 .. Prob L.5,. 3 ' . d

L 25 P Kb S tite TR IS SR Efse PR o

S. :I) : W)@lrcﬁtsaedﬁpdbt/de &J’ggm@nt@” B.Am.BheasSer. D5: Y323411333] Ja.nd(s?gﬁ]dr) allewingr ol | ed

rel ease ant i eria ri.catin

<11 | cone T Snietosf deprsifo oncleaier A BaPiBsGiom e el Fneduor i cs,

non-woven fabrlcs garnents and nedlcal devi ces are bandages, gauzes,
: 5 or Phayirtes hppgtiams gi rdl es, gloves, diapers, sanitary

Ki d
pat ches, o i Sdpsp%ﬁgr 050, o BRI BHAST 5 BES G0 oy R 1,
Ccosatet i ¢ comppditormawieiak i cahpnsm;p(ml feashsa V\,bepﬂdecmﬁt generahefopeaylai @és isf this

IOP venti Ors],teréoqseolnqergt%{x uorless oLt ar%/or &rcosmetlg{alﬁlogr p%g%géeuttlgﬂy ac%gatggfe' cal l'y

~ salts together with at least one cosmetically or pharmaceutically acceptable adjuvant.
These compositions can be prepared by conventional means known to persons skilled
in the art [“Harry’s Cosmeticology”, Eight edition (2000) Rieger M.M., ed., New York
25 Chemical Pub., NY, US; “Remington: The Science and Practice of Pharmacy’,
Twentieth edition (2003) Genaro A.R., ed., Lippincott Williams & Wilkins, Philadelphia,

Usj.

The peptides of this invention have variable solubility in water, according to the nature
of their sequence or any possible modifications in the N-terminal and/or C-terminal
30 ends. Therefore, the peptides of this invention can be incorporated into the
compositions by aqueous solution, and those which are not soluble in water can be
solubilized in cosmetically or pharmaceutically acceptable conventional solvents for
example énd not restricted to, ethanol, propanol, isopropanol, propylene glycol,

glycerine, butylene glycol or polyethylene gl/ycol or any combination thereof.



15 pharmaceutically acceptable salts, can be used in different types of
conpositions of topical or transdermal application, optionally including
cosmet i caWDyeoovo4p8ear maceut i cal |y acceptabl e exci pi ents RETEPIE0POG4S+
formulating the-desired admnistration formFault i Trillo C (1993) in
"Tratado de Farnacia Galenica", Luzan,§, S. A Ediciones, Madrid]. The
conposi tions of topical or transdernaF application can be produced in any
solid, 20 liquid or sem solid formulation, such as and not restricted to,
creans, ffH thith&tiily bf pRAatHGitaly efi8&iveUmdi it bf tHel Gbtii8s oPine iRt
silicone In water emul sions, Water-inoil and/or silicone enul sions,
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Sera, SOogPHmiRRATRIEnd &g@gb&%@g@ Hatu ~6f%ﬂ§pe&ﬁe¥?@88ﬁ§é&.de films,
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(sprays) v ddediddhgnd BRYGARUADY ' drR R blnolfE TILANLARDY BNASE LoRIEal o

t ransder nal” appli‘cati on formulatrons can be I ncorporated using techni ques
known by taxivebygesusitaierd kimduatl of thet heptidet ori pepides fof ¢heeimventiqreto Vi thel i d
BCCeSSOT LeS UAS MY PAlidbESbE | ik CThueRioDWA2988s _HRURES codrmait IdrS:
socks, trghts, undérwear’ 'girdles, gloves, diapers, sanitary napkins,

dr essi ngpharbedspliichdompesities, ofadiie sinventioat Thessmativallpdire phaengrauticadly,
occl.usi v N ] - Ll copatch : t C be
S por SEAVE iPReo el SEible tRUEIRD feck IR BRRR BmNaRNSTRE, 07
such as fdtalivebighd wf theet Gomrosiind, beswpert 0.006000004% Gn sveighkBantb®Q% (ip weighty al

| oti ons, P 148 n y G ers; a
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and phar hetweehitce0186 (ipoaightbasd $0%t (ireweight rendozvenmayonerprefedablya hetwesnwhi ch

i ncrease cut. b i.an of the peptides of this invention,
such as Q-toféﬁaﬁﬁéw“%@@??*F@?Z"d@'?%?*ghﬁm hyl sul foxi de, di met hyl acet ani de,

di net hyl 1 de, I t e (1- I 0 - 2=.0ne),
e e e e i g
gl ycol , defivegy sishsmsandfor dustaimast releasbeysteswset i ¢ or phar maceut i cal
conpositions of this invention can be applied to |ocal areas to 'be treated
by nmeansThé teromt‘dediveryesystemsoretatbortes siluerit,cadjuepdr exdippent on cardet @dthri ¢ 10

hes, i cal. .Q0snot i, C. i : | usi :
i of oy EBENGRE PEPIosERGRE o anuST I MirBieed, el @ttt ordearRelfied] e
i nj ecti onarribrs canytyeligyidse sach es wateraoils arcukfactahispimcludimgebbse ofpadlduave a

1 b RO RRRBb el BHaRChtn s ol BREFPRH 08 L aPaBI U 54, SGose

t o be tr et mihesal ddihrsesame cbilf @astot oy pblysorbates, soihitac estaes, etheosplfetes,i ons

cont ai nin he tides, of .this nventi theilr.stereqi [ eir
cosnet i cgglr%esc)rgegﬁ'gﬁ?m@ég?sl' car lrvalgocsgd(;ést g%fye a&%b{ﬂg, (?gﬂg gﬁfég}&?qx%%&:}%f erent
typles of pbl@pxmlﬂmle'drress pblyethmea_b gilglcdls]i dextmsé,oleCgrobfﬁgMﬂiry and $i_hri!alf. dnm of
oral cospgll ] c . Adrug nd,. restr eda to,
capsul es ?ﬁ‘%’ﬁ_’i’aﬁoﬁiSngﬁ’%@f’an??ug’%%’a@ﬁ”gsg :Ugf féJ @;psun%s,d"ﬂgéta’ ca; %\}tﬂ%ess fjor ‘

t aldset s, ekcipibntdiang dessagibed as appabpriatel aarrigrs. 20 powder s, granul es, chewi ng gum
sol uti ons, suspensions, emnulsions, syrups, polysaccharide films, jellies or
gel at i nsThandmariyustdihed rdleass” ks ased by a benveaticah sehse raldtingitd bededivéry | n

particular, th eptides af. the ipnvention can be i r porated. into any form
of funct PEHEN 9 GHETEROYE e Bipvidssdhe grdvabieichsg ofdis femperiny dHfivg @
dietary paricd @f tirnapaat posferadbly, calthpagh matwdesessariie avth pahatively comstiret

di ssolved in wa eLé Hﬁc‘es 25 SOd‘i {Jlai ry products, soya derivatives or
can be i ACBPRUILELESE IRESHVEr 8PP BAPE" S he peptides of this invention can
be formulated w th common excipients and adjuvants for oral ,conpositions or
fodtl supEramBle o LeTIAY 48 SR RsP VR Ealr 18 IR ESBBRE PO BTicous
conponenbRostHBE GicHdhfes, Bthesehes inmilliparticles Xitkdpartitdesa Bandsartidiésoared solidar onas,
anti oxi dants and col orants corrrma {lﬁn t he .f ood industqryl[ 30C05rreti.q or

phar macelR'f cBANAPEFHSIES: (NATASIEEESi THIA CAHYSpSRONIRSs YEOHREMNS ¥FF8H, t hei r
st er eoi sani@dliss, Mhixdéd!r Bellderafobuaulams, tshFfactantosHBphsipid Ymikeéd micelles,
pharmaceutically acceptable salts can also be adm nistered by topical or
transdermal route, as well as by any other appropriate route, as for

exanpl e oral or parenteral route, for which they will include the
pharmaceutically acceptabl e exci pients necessary for the fornulation of the



27 desired admnistration form In the context of this invention, the term
"parenteral” includes nasal, auricular, ophthalmc, rectal, urethral,
vagi nal , WokzeurEmssus, intradernal, intravascular injecPCEFP201900H54s
i ntravenous, intranuscular, intraocul ar i ntravitreous, intracorneal,
intraspinal, intramedullary, intracragj intracervical, intracerebral,
i ntranmeni ngeal, intraarticular, intra epat| c, intrathoracic, intratracheal,
intrathecal and intraperitoneal, and any another simlar injection or
i nf usi on Ue. fhr RN Of add1e AlldspheRt, PNBLEBGGUL] Cahibapdie!
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30 the CTFA International Cosnetic Ingredient Dictionary & Handbook, 12th
Edition (2008). In the context of this invention, biotechnol ogical process
i s under sWOadi1/i378s8 any process whi ch produces the acti PETIERQIIOHDEAE, or
part of it, in an organism or in a part of it. 29 one peptide according
to the general fornula. (1), its sterggisoners, mxtures thereof and/or its
cosnetically or pharmaceutically acceptable salts, and also a cosnetically
or pharmaceutically effective anobunt of at |east one extract, synthetic
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(Rice) Extract], DOrientineTM IS [INCI: Phoeni x Dactylifera (Date) Seed
Extract], PhytbquintescineTM 15 [INCI: Einkorn (Triticum Monococcun)
Extract] or QuintescineTM IS [INCI: Dipeptide-4] marketed by Vincience/lSP,
BONT- L- Peptide [INCI: Palmtoyl Hexapeptide-19] narketed by Infinitec

Act i vos, Deepal i neTM PVB [I NCI PaI m toyl hydrolyzed Weat Protein] or

~ees IS



20 Spilanthes Acnella Flower Extract] or Gatuline(r) Age Defense 2 [INCl:
Jugl ans Regia (Wal nut) Seed Extract] marketed by Gattefosse, Thal assi nen”
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30 Cosmetic or pharmaceutical compositions containing the peptides of the invention, their
stereoisomers, mixtures thereof and/or their cosmetically or pharmaceutically
acceptable salts can also be administered by topical or transdermal route, as well as by
any other appropriate route, as for example oral or parenteral route, for which they will

include the pharmaceutically acceptable excipients necessary for the formulation of the



30 thereof and/or its cosnetically or pharmaceutically acceptable salts,
and, in addition, a cosnetically or pharnmaceutically effective anount of at
| east onewOXDTIAET868r comnbi nati on of extracts del ayi ng h&CI/HPO&IS/006454 nduci ng
hair growth such as and not restricted to, extracts of Tussilago farfara or
Achillea mllefolium and/or a cosnetbgally or pharnaceutically effective
anount of at | east one conpound delaying hair loss or 32 inducing hair
growth, such as and not restricted to, nicotinic acid esters such as alkyl
ni coti nay reg’gaémm%%horﬁ%rﬂ?tIhy{heof:orh@)&%f ﬁ'hsC(Hv'eH%r? thBeeav! “pRtrdrapat e, or
t ocopherol nicotinate; steroid and nonsteroidal anti-inflammtory agents,
such as @nlgdest naselt rausicular, tcpphﬂlﬁﬂﬂtﬁcochi%orié!emf@'s waina, aHPCHENEYUR i ves or
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30 the synthesis of dermal or épidermal macromolecules and/or capable of inhibiting or
preventing their degradation, such as for example collagen synthesis-stimulating
agents, elastin synthesis-stimulating agents, decorin synthesis-stimulating agents,
laminin synthesis-stimulating agents, defensin synthesis-stimulating agents, aquaporin
synthesis-stimulating agents, hyaluronic acid synthesis-stimulating agents, fibronectin

35 synthesis-stimulating agents, sirtuin synthesis-stimulating agents, agents stimulating



5Anot her additional aspect of this invention relates to a cosnetic or

phar maceuti cal conposition which conprises a cosnetically or

phar mmcewpcallos78Bf ect i ve anount of at | east one pepti @#eTaAPCUOHIEF4t 0 t he
general. formula (l), its stereoisoners, mxtures thereof and/or its
cosnetically or pharmaceutically accepgable salts, and, in addition, a
cosnetically or pharmaceutically effective anount of at |east one protein
fromthe Hsp 10fam |y, such as and not restricted to, Hsp70, including
Hsp72 anﬁme'%ﬂﬁ%sns"cﬁm?gs ahtiR6m BF\erI\'EB?g} QbhHeUM cé%?ﬂilb@@tfét?j‘écldﬁq aspect
of this Inv lon relates to the use o east one of the peptides of
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phar macestimadaling kectiepeyds| differahtiationn agestspstpuleting adinsicyle differantintiorsr
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t he sti neyrdheésisistiiiulbtng plageaisn sptinypegiesatosipe cadeintsal | gomedslidicnsadendsn t he

of . ol SHEHSYE A€ At Al DAIEER SR RGOl LB IbCal 1)
Hspiopr ot egerts,wagdnts forothe ctrdadmeneapdfor carepof mitbetslwmﬂrwq)aggm&oarktaa :
25and in a r In a
preferr el QEE o'ﬁépk éﬂénre{hm&nﬁ?#nohs |fslsj(|5€d Ieér%@bancs)/'jor [ seasrgsII gh are

i mpr ovedagentpr@vegerael dimdatingulipelysis  enti-heliites IagektSpramtmrnplsaﬂtnﬂg%nts on are

sel ect ed [L oM LAS (85N PrdRhIE%oBY4iueaMI HZRY anéJ” Shts 2fmBlaBRgC .
eI o BRh Hedlg Sadentls B0Ef g

ncludlng dﬁope0|a C

rapy t cancer. 30According
to a pr eépntheéallizaﬁbmchoaémvanttrmesltmehabzatlporageeﬂsa@)é@klme)gtdwéh ta;@rafcaémwgpt i de
for mu ) tically
or phar Egeét%l%ngll ﬁa@@%ﬁ&? ?é9|8(£§’érﬁe aﬁ‘??ﬁ‘gﬁétwéo eQIS(s:aocgl ?ﬁ c or

phar rm(:eqapltlaiy circulation and/or mlcr00|rculat|0n agents stimulating angiogenesis, agents
that inhibit vascular permeability, venotonic agents, agents acting on cell metabolism,

agents to improve dermal-epidermal junction, agents inducing hair growth, hair growth

inhibiting or retardant égents, hair loss retardant agents, preservatives, perfumes,

20 chelating agents, vegetéble extracts, essential oils, marine extracts, agents obtained
from a bio-fermentation process, mineral salts, cell extracts and sunscreens (organic or
mineral photoprotective agents active against ultraviolet A and/or B rays) among
others, provided they are physically and chemically compatible with the other
components of the composition and especially with the peptides of general formula (1)
25 contained _in the composition' of this invention. Furthermore, the nature of these
additional ingredients should not unacceptably alter the benefits of the peptides of this
invention. The nature of these additional ingredients can be synthetic or natural, such

as vegetable extracts, or obtained by a biotechnological process or a combination of a
synthetic process and a biotechnological probess. Additional examples can be found in

30 the CTFA International Cosmetic Ingredient Dictionary & Handbook, 12th Edition
(2008). In the context of this invention, biotechnological process is understood to be

any process which produces the active ingredient, or part of it, in an organism, or in a

part of it.

An additional aspect of this invention relates to a cosmetic or pharmaceutical

35 composition containing a cosmetically or pharmaceutically effective amount of at least



conposition for the treatnent and/or care of the skin, nucous nenbranes
and/or hair, 34 which reduces, delays, and/or prevents cell damage induced
by UV radwvetzoom47ssBer mal stress, oxidative stress, 0SnDPCE/EPR@OI0)6454

i nfl anmati on, hypoxia, exposure to pollutants, lack of nourishnment and | ack
of hydration. According to a preferre% enbodi nent, this invention rel ates
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wat er emdesvaiives oneglyrerolnangi Its aledivatives) isosonbies muéasiop resicyiatamid antl/itsat er or

wat er/ si | Eﬁ?%ﬁ%%?&?hg%?s %Mei%thfégﬁher%gﬂ oil/water/oil or

sili cone/dvva cone type I'ons, "anhydr ous conpositions, aqueous

di sper si gns, 5 qils 1 ks, bal . f | ot ] I [ | s,
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sers, soapmpositliemporttainingoan desmetivally pr phammeseutinally sHectivaranamunt iof atleast

oi ntments, NMDUSSES p r Denc S osol s
(spr ays) P HRBPURF Ao angasane SRAER TeuB) fo. B Rfechsc s "Bils dherdblioes
t - shi rt s andfc ks cosmefitaly ouphrmaeautjcatly adéepdablgbaltse and disapecesmeadimaitery 30
napkins, dressin € \ esl e = L Ve

pat ches, Phem e iRy SRR i 8 BFiaecife Slnst, BACG G aPRERKRSORIT. )
pr oduct s apdion aat-agiag@gapt Sush adandowt resfridtedto, tHeuexdrattsuof délis amteranfossonpact

AR 0Bl ol S BORACRSTLEEA0AE 0BRSS o S Bheb 7
pr ot ect orAdgindim porg Dosaliedla dsghoacemeng rothegs airhér saddition, at least one synthetic
compound or bio-fermentation product which is an anti-wrinkle agent and/or an anti-
aging agent such as and not restricted to Matrixy!® [INCI: Palmitoyl Pentapeptide-4],
Matrixyl 3000® [INCI: ‘Palmitoyl Tetrapeptide-7, Palmitoyl Oligopeptide], Essenskin™
25 [INCI: calcium hydroxymethionine], Renovage [INCI: teprenone] or Dermaxy!® [INCI:
. Palmitoyl Oligopeptide] marketed by Sederma, Vialox® [INCI: Pentapeptide-3],
Syn®-Ake® [INCI: Dipeptide Diaminobutyroyl Benzylamide Diacetate], Syn®-Coll [INCI:
Paimitoyl Tripeptide-5], Phytaluronafe [INCI: Locust Bean (Ceratonia Siliqua) Gum] or
" Preregen® [INCI: Glycine Soja (debean) Protein, Oxido Reductases] marketed by
30 Pentapharm/DSM, Myoxinol™ [INCI: Hydrolyzed Hibiscus Esculentus Extract],
| Syniorage™ [INCI: Acetyl Tetrapeptide-11], Dermican™ [INCI: Acetyl Tetrapeptide-9] or
DN-AGE™LS [INCIL: Cassia Alata leaf Extract] marketed by Laboratoires
Sérobiologiques/Cognis,  Algisum C® [INCI:  Methylsilanol  Mannuronate] or
Hydroxyprolisilane CN® [INCI: Methylsilanol Hydroxyproline Aspartate] marketed by
35 Exsymol, Argireline® [INCI: Acetyl Hexapeptide-8], SNAP-7 [INCI: Acetyl Heptapeptide-



The conpositions containing the peptides of this invention can be applied
to the skin or can be admnistered orally or parenterally as necessary to
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phar maceuti cal conpositions concerned in this invention can be applied to
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20 Spilanthes Acmella Flower Extract] or Gatuline® Age Defense 2 [INCI: Juglans Regia

(Walnut) Seed Extract] marketed by Gattefossé, Thalassine™ [INCI: Algae Extract]
marketed by Biotechmarine, ChroNOIline™ [INCI: Caprooyl Tetrapeptide-3] or
Thymulen-4 [INCI:AAcet'yI Tetrapeptide-2] marketed by Atrium Innovations/Unipex
* Group, EquiStat [INCI: Pyrus Malus Fruit Extract, Glycine Soja Seed Extract] or
25 ~ Juvenesce [INCI: Ethoxydiglicol and Caprylic Triglycerid, Retinol, Ursolic Acid,
Phytonadione, Ilomasfat] mérke'ted by Coletica/Engelhard/BASF, Ameliox [INCI:
Carnosine, Tocopherol, Silypbum Marianum Fruit Extract] or PhytoCellTec Malus
Domestica [INCI: Malus Domestica Fruit Cell Culture] marketed by Mibelle
’ Biochemistry, Bioxilift [INCI: Pimpinella Anisum Extract] or SMS Anti-Wrinkle® [INCI:
30 Annona Squamosa Seed EXtract] marketed by Silab, antagonists of the Ca** channel
such as and not restricted to, alverine, manganese or magnesium salts, certain
secondary or tertiary amines, retinol and its derivatives, idebenone and its derivatives,
Coenzyme Q10 and its derivatives, boswellic acid and its derivatives, GHK and its '

derivatives and/or salts, carnosine and its derivatives, DNA repair enzymes such as



According to an additional aspect, this invention relates to the treatnent
and/ or care 5 which reduces, delays and/or prevents the signs of aging
and/ or phsOaayimggeswhi ch conpri ses adm ni stering an ef f @ TiBPRo1a/MOMAT of at

| east one peptide of general forrmula (1), its stereoisoners, mxtures
thereof and/or its cosmetically or phggmaceutically accept abI e salts,
preferably in the formof a cosnetic or a pharnaceuti cal conposi tion
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cur e M RLR Ot ie "L o RG], CBRaRb e SoiaP RESHiEY

means of ‘mcro- el es or er eo I'n ano
parti cul efficasiis}cmarketted thye &ronitat, Eytdkimol®c &Se 9028 piNEbr Hedrolygedr Gasein,

oot BB, < NoRUP, | PRALAICY P PR | e TbyL Bbpian vary
coridi t i oBeraiciagigiers/@ognii oeBetinard [INC!t Zezmays dComnrkaingldrxtragt]tmarketed
o Gl AR BEASE ROl BTSSR pHEABARSE Tort !
pr ef er abkffedtive narmburgeoft 'at'm@sa anee kyntbetich cempoumb sexiragh\or kiodermantation
pref erab L)yoduct which stimulates healing and/or re-epithelialization such as and not restricted

to, cadherins, integrins, selectins, hyaluronan acid receptors, immunoglobulins,

20 fibroblast growth factor, conneétive tissue growth factor, platélet-derived growth factor,
vascular endothelial growth factbr, epidermal growth factor, insulin-like growth factor,
keratinocyte growth factors, colony-stimulating factors, transforming growth factor-beta,
tumor necrosis(factor—alpha, interferons, interleukins, matrix metalloproteinases, protein
tyrosine phosphatase receptors , Antarcticine® [INCI: Pseudoalteromonas Ferment

25 Extract] or Decorinyl® [INCI: Tripeptide-10 Citrulline], marketed by Lipotec, among

others, or a mixture thereof.

An additional a‘speclt of this invention relates to a cosmetic or pharmaceutical
composition which comprises a cosmetically or pharmaceutically effective amount of at
least one peptide according to the general formula (l), its stereoisomers, mixtures
30 thereof and/or its cosmetically or pharmaceutically acceptable salts, and, in addition, a .
cosmetically or pharmacedutically effective amount of at least one extract or
combination of extracts delaying hair loss or inducing Hair growth such as and not
restricted to, extracts of Tussilago farfara or Achillea millefolium, and/or a cosmetically

~or pharmaceutically effective amount of at least one compound delaying hair loss or



once or twice a day. The follow ng specific exanples provided here
illustrate the nature of this invention. These exanples are included for
i1l ustratwoeopudpgsses only and shoul d not be construed RETIEPRIAD46HS ON
the invention clainmed herein. 10EXAMPLES General Methodol ogy All - reagents
and solvents are of synthesis qualitygand are used w thout additional
treatnent. Abbreviations 15The abbrevi ati ons used for am no acids follow
the | UPAC-1UB Joi nt Comm ssion on Bi ochem cal Nonenclature rules outlined
in Eur. 9

264: 633- ga“?*ﬁéﬁr@s’“’ﬂ“ Sen ié%ngcrfé? ‘?&%wt‘éé‘é@ﬂc ackd Effers! St 35 alky!
Adpoc, 1- omotm&ma@ta@s)sumh asemhwbomb%yl aigobioatp] bmayl aichtnate, or tocopherol

Al 1 oc, al | hgraears %9&31' ahth norkterdiadr .nﬁﬁ%hxioaﬁ nfl, "EIROKEPEREY Aot
phenoxyacetlc aci g, arglnine; n, aspar agl eg

t er t - but yestickechioh byrocortisaey jts saltg emdnderwvwgrcraﬂmﬁwmd Betinoidsesuehias Cbz,
Sar BOX YD ERA Kb reSitéiedtdnPhEN lctintil Hold drhetfiofi lsdfigildin Yeuddt 3 Diarnca,
2-chloro enzy Cps, cen | pOI Se; termnal, c¢ar oxy erm na aDCI\/l

di chl or oand htambnvam'@ $utch ag acetate, palmitate, proplonate motretinide, etretinate and

6 R A B W ekt

Drrab 4- p)ahosidgst and tetracycline, erythromycin; antagonists of calcium channels such as

d t hyl-

ul pectoPad fptHepifBRUEO TS qufa i, Horhidhits b APARERG Yootk E M.
di ragt hyl estuibf, dtgi ah@jogDap or Ayrasidenits moplogues andipPits salts; antlandrogen agents
di pal m tgé{érPQQSa‘?w*&aHgdéé'sﬁﬂPéd' Re: ox'é?J&onétgpf oﬁesg%;ﬁa‘ &eaasihgeaissg &: ahi-d;

ELI SA, enzyne-| qui val ent; ESI - M5,
el ectros parchc;als oudty as iand nmﬂ:gstegedttooﬁmerﬂw spmmde umtemryﬂ mélgh%aochmdﬁ@

O-fl h |

o ot o1 e TSR AGR Ao, 16 Thoo HEBIIHEE  ind WBourels B IRTIBIE AR

1- hydr oxﬁ&e@ﬂ;ﬁdﬂﬂ? aderli\@tlveqplgt haxagaquerld®raM$ceSllqu‘anda%mtrxi@@gﬁtaﬂhtﬁ Hsp,
heajg Shogpceéeotsgda&ngé NEld of M&¥abIPBRY INUBRIMeAL EP375388SgRtbSdase

| ngredi e
(4, 4-di rrmhlrtytprsﬁs@cmaam@ymton%mtaddmwé)—gtycmhwaqé@mwr thpse dereritsdaint on;
Leu, | euﬁb%w03§4ﬁt Mcggﬁﬁmg@&@%a%m%%ﬁ@m%H 5L as MrdH,

met hanol ['am mer vesi c menting dose;, Mt,
met hoxyt npt @lstr@tedntgt kghtactongt1,4-lactone or those described in document EP0277428;

3- (4, 5-di J%sén H{'&gé\{ezqéh.@&@ sdch 4l psf%nmgt ?fe&fﬁ%%d YN BLGRES o Nnbed 4 nal

am no-ter am nonet hy henoxg% val'eri ¢ aci d;
Pal2® paldihydxyphepglethprog phath@S@)LﬁqSéﬂb%hllﬂ niecurpwzt P 0403238, diazoxides

p-nit fOb%U&?’ lagx}éﬁarlb&nyés’trufé@ toprﬂabgﬁnhl?fﬁ% Bﬁ\‘{l@nloghi'r@[gﬁdngtM-@hQJ’W% as.

guantity surficient ﬁ uant i cilent for;
(3H)furan]-3- one 3 met yl-7-chloro[2H]- 1 2,4- benzothiadiazine or splroxazone 1,1-

dioxide ; phosphollplds such as and not restricted to, lecithin; salicylic acid and its
derlvatlves hydroxyl carboxylic or keto carboxylic acids and their esters, lactones and
25 their salts; anthralin, eicosa-5,8,1 1-tr|en0|c acids and their esters or amides or minoxidil

and their derivatives among others, or mixtures thereof.

An additional aspect of this invention relates to- a cosmetic or pharmaceutical
composition which combrises a 'cosmetically or pharmaceutically effective amount of at
least one peptide according to the general formula (1), its stereoisomers, mixtures
30 thereof and/or its cosmetically or pharmaceutically acceptable salts, and, in addition, a
cosmetically or pharmaceutically effective amount of at least one sunscreen such as
and not restricted to, anthranilates, ‘ cinnamates, salicylates, derivatives of
dibenzoylmethane, derivatives of camphor, derivatives of triazine, derivatives of'
benzophenone, derivatives of B,B’-A diphenylacrylate, derivatives of benzotriazole,

35 derivatives of benzylmalonate, derivatives of benzimidazole, imidazolines, derivatives



10 tert-butyl; Teoc, 2-(trimethylsilyl)ethyloxycarbonyl; TFA,

trifluoroacetic acid; THF, tetrahydrofuran;. TIS, triisopropylsilane; Troc,

2,2, 2-trivwbl2onagrsegl oxycar bonyl ; Trt, triphenyl net hyl oPCTrEPRA0/006HSS

trityl; Tyr, tyrosine; ULV, unilamnar vesicles; UV, ultravioleta; Z,

benzyl oxycarbonyl . Chemnical Synthesis335All synthetic processes were

carried out in polypropyl ene syri nges itted with porous polyethyl ene discs

or Pyrex(r) reactors fitted with porous plates. The solvents and soluble

reagent s S?Irrpvﬁgrl\;%\’lvééméf' TQﬁurFo'EQﬁzc% Ot V"%@Iyﬁf’e'@vé‘rﬁh WillcBnes,

plperldlneISIVF 5 V) X mn, 5 n/g resin)

[ LI oyd- Wderdivaives mf alk\ylbetwe@e@, inanemamenﬁSapt mietalliq gaxides” ewehiasapndpiftoaches

to the Syniles] g, (ﬂfanﬁﬁrpkkl 8%r 2fhc GXMb BF iRl Pﬁseocapcar%%%aﬁaﬁﬁgs aongUSAI -

Washes between stages o eprotection, coupling, and, again, deprot ectl on,

wer e car pthecs, oumixtuned tBveof(3 x 1 nin) each time using 10 ni sol vent/g

resin. Coupling reactions were performed with 3 nL solvent/g resin. The

contsr ol éhothie additiphal rappeviasf this finventien hglateartoya regsmatic vhePharmagautical t est

[ Kai ser ¥ or test

For dot cEYTBSTISET AL cBinprisese 8o ERa P bndRokRRAI ehecthve ghithn SFa

synt hesi &asf opepeptids "actording B thehgemeray faeBIab OB itso steceisgraerns| mixures

[ Christe C dithh

compl ot ol BLet Hpeloh it Tosmeudg ot pRbintdteliin oBteril Ol Mhek AR, oy

Scand. 38&M@RallG6] phamh"lacetytruahxeeffectlvemmotm\hgf aﬂdameemom tomahe iHs@ out at

roopte 0 a f o] th

i iz LV e e P st PeRfiBEe 462 PREFo, ALURLUER SAH RS Hepth,

t her rmst&lspi?edrlalspmmmgsahgrsdf 0 mm Kromasil C8, 5 ri-m Akzo Nobel,

Sweden). The elution was carried out using a gradient of acetonitrile

(+0. 07% ABAlcationgvat er (+0.1% TEA) at a flowrate of 1 mimn and detection

was carried out at 220 nm 39 EXAMPLE 1 (btai ning

Fnoc- Wh- Xmasﬁéé{ dMidis MBntidH! relited 1@ the Gdeldftat (¢ast oM@@f _fHerbe‘Mides of géndrihls- AA2
is -L7H s-, -L-Leu- or -L-Pro-; AA3 is -L-Leu-; 'S ;

and n, morpuld(lly dise sieregsomegs. ofm'PfWB?? Lthﬁfeé’(fPl?f‘)j/"G% ity @SE‘%&"%{V or

Fggﬁ,dLlAgnéﬂ&iéc)au@dn& Gc8eptable slaﬂglm We Piepafitive &f iancdshiBtic Br d?@%ﬁ@eul\ibaICh was

adde

mL of DI EA (7. 6nmmol 86equi V) .wer € cou d onto dr
2- chl or ofPMPYSitionator H‘e(tBe%'Qe”t@"@ﬁ?ﬁﬂa? MePHs E{)q"?eq’%'&esf @ n, after
which 2.5 nL of DI EA were added (14 m Xt ure was
al | oned PBothenasredsof Alys ﬁﬁ'wnt'%ﬁﬂﬁﬁsrf@ thUéﬁOé@tdﬁ%uﬁgeWé & PERdES LTy

treat mengembra férﬁ'ﬂ;ﬂafl (ML it81 stéfaBlBombne Mixtares taleof IHa/dBT it RoYRELICHAPT 61 ect ed
as described in the general nethods and 7.77 f Fnoc-L-Leu- CH

2: 5equi vPhaBasedtigaly @&Ce%ﬂ?'e sefte imdha PREpRratiesioh & cPSMRtic AT &@H@@éwtlcﬁl PCDI

(3.9 M corodlidH for tie QFbatMent2BAd/BHard 3of3%oge Sohditionk, diordereUandiorusi ng
DVMF as a solvent for 1 hour. The resin was then washed as descri P‘ed in

the genefisEasfs WaigR a%ﬂ“ﬁfﬁ\@%@pﬁ’rét’%’&f?‘i’ by the-gtirpylatian 8% HmBerofeiR SYRiresis vvas

repeat ed sb@cuﬁdauflpﬂaténhe fioAX theAs 7@%@@ With Bahblevaiagweigat Qétweeﬁcﬂmodeaﬁmr i bed
13. 63g of Fnpc Hi s - OH,

f F
Fnoc- L- PrldQkipa (SQQﬁﬂ%? ly oﬁa%‘ﬂﬁ?%’ ‘Wéggt %‘ﬁ%#‘?@ %&%D@O"”c’gﬁ n more
subsequegpéoifichily $i3p daéteiﬁmﬁmLa ho|édu$eréiademﬁsaeéaméMe3nwpa\y) 8(ERDA,

cou ling 1n the presence of 5equiv) and 3.39nL -

pcDRng #opaftigularsh géﬁglw}t)h a mo?ecular welght th 70T6% or l-?sp%l)

In a preferred embodiment, the conditions, disorders and/or diseases which are
improved or prevented by stimulation of heat shock protein stimulation are selected
from the group formed by-epidermolysis bullosa and alopecia, including alopecia

caused by chemotherapy treatment for cancer.

30 According to a preferred embodiment, this invention relates to the use of a peptide of
formula (1), its stereoisomers, mixtures thereof and/or its cosmetically or
pharmaceutically acceptable salts in the preparation of a cosmetic or pharmaceutical

composition for the treatment and/or care of the skin, mucous membranes and/or hair,



After the synthesis, the peptidyl resins were washed with DCM (5 x 3 m n)
and dried by nitrogen stream EXAMPLE 2 bt ai ni ng

Froc- Wh- XWOA2AI/0A72658 AA3- AA4A- Yp- Zg- AM MBHA- CI, wher ei n AAPCTEP20100&I54 25AA2
is -L-H s-, -L-Leu- or -L-Pro-; AA3 is -L-Leu-; AM is -L-Arg- or -L-Asn-;
and n, m p and q are 0. 6.85g of thegfnmoc-AM/MBHA resin with a
functionalization of 0.73 mml/g (5 mMmol) was treated wi th piperidi ne- DMF
according to the descri bed general protocol in order to renove the Fnoc
group. 1 n

(25mol ; @géégf%ce\%grega%sn?@rgwﬁi %Vee?té oﬁ%lgéﬁ%g?%gqrg%?dzg){ Wﬁg‘g lﬁﬁl tﬁ]@ﬁﬁ:)el

pr esencesmssopmmve(saressmsmqu Isféammeyorarwpmm exRRy 0 polwAILS.

5equi v) %%klagn shﬁ'l%nf"aﬁd)ialél‘?ﬁfr&\fd?étlo}l hour. 40 The resin was then washed as

descri be e general net s and the deprotection treatnment of the Fnoc

desor bodcT BB 62 PR bddifiefty s FbfftrDfldles Pieital 4 D ?‘2‘%%3‘“‘1}?“5' ’
Fnos- L- qu:mlat)UDHitS8 mgoeomﬁrmcmxtuw» ORergof 8and/g>roﬁts!=m9§m§ﬁ¢alky M
(25”.“D| rﬁ%%ght ﬁ)ail dﬁ rﬁ mé %r@gé%g r?fof 'é_f'&'b%' Tit"o?( -F{af'r)m ft|€§5

uen 859 of

5equi v) Rere couple y eac oup ing in the présence o
HOBt  ( 25nembositiefor the tasmenmorcﬁar@bmelsk(mw‘mﬂ hairsghjch vgduces.tdelayshe

synt hesi L: £s1 : with DCM (5 x 3 min) and drled
by nltroge%rteg ?tggﬁé'g%%&@tgg (é‘r?er "%rocess for removal of Frnoc
N-termn rotectiv ro T r Fooc

resins o %kggﬁgdﬁ'?snm %E%BI%%‘? tgﬁagl'ﬂts%;gk Q%é?to ?fqhg§8pf§%scrl rﬂgﬁé mt he
gen@r al | itet Stork®isoREYS, pinpeturedi rieereof Rvid/orl itx 508metlcally or pharmaceutically

acceptable salts in the preparation of a cosmetic or pharmaceutical composition for the

treatment and/or care of the skin, mucous membranes and/or hair, which stimulates
healing and/or re-epithelialization of wounds, preferably those wounds that are a result

of diabetes.

15 According to a preferred embodiment, this invention refers to the use of a peptide of -
formula (I), its stereocisomers, mixtures thereof and/or its cosmetically or
pharmaceutically acceptable salts in the preparation of a cosmetic or pharmaceutical
composition for the treatment and/or care of the skin and/or hair which delays and/or

prevents hair loss or induces hair growth.

20 Examples of cosmetic or pharmaceutical compositions for the treatment and/or care of
the skin, mucous membranes and/or hair include creams, multiple emulsions such as
and not restricted to, oil and/or silicone in water emulsions, water-in-oil and/or silicone
emulsions, water/oil/water or water/silicone/water type emulsions, and oil/water/oil or
silicone/water/silicone type emulsions, anhydrous compositions, aqueous dispersions,

25 oils, milks, balsams, foams, lotions, gels, cream gels, hydroélcoholic solutions,
hydll'oglycolic solutions, hydrogels, liniments, sera, soaps, shampoos, conditioners,
serums, polysaccharide films, ointments, mousses, pomades, powders, bars, pencils
and sprays or aerosols (sprays), including leave-on and rinse-off formulations,
bandages, gauzes, t-shirts, socks, tights, underwear, girdles, gloves, diapers, sanitary

30 napkins, dressings, bedspreads, wipes, adhesive patches, non-adhesive patches,
occlusive patches, micro-electric patches or face masks, make-up products such as

make-up foundation, such as fluid foundations and compact foundations, make-up



1 x 20 mn). The peptidyl resins were washed with DMF (5 x 1 min), DCM (4 Xx
1 mn), 15diethyl ether (4 x 1 mn) and dried under vacuum EXAMPLE 4
Process fwo 2onwesbsci ng t he RL pal mitoyl group onto thePpemPeaploodesi ns
obtained in Exanple '3. 2.56g of palmtic acid (10 nmol; 10 equi V)
pre-dissolved in DVF (1nlL) were added3 0 onto 1 mml of the peptidyl resins
obtained in Exanple 3, in the presence of 1.53g of HOBt (10 mmol; 10 equivV)
and 1.54 nL of DIPCDI (10 mmol; 10 equiv). They were allowed to react for

15 0T e B S B B ol S 5
DVF (5 xlig pratedtorsDigMylogs andLpowders astongrotiie8s.x 1 nin), and were dried under

25vacuum . EXAMPLE 5 Process for introducing the RL acetyl group onto the
pepti dyl Thesomposibibres cwetkining Exeapgptieles of this intentivnl caofbet dpplige [t thehyakin ersi ns

ne- pr oset e pomkslalt el B ieafertoraly 33 iethoapo Nt iR BLES o

al | ewed tonditiar disoeder 30d/for diseasd.t er whi ch the pepti dyI resi ns were washed
with WD 2011/ 047868PCT/ EP2010/ 006454 41 DVF (5 x 1 min), DCM (4 x 1 mn),
di et hyl a@hbetosrktis dr pharmagsedticatcenfhositidnsidaceriad unirthisEMdéMlon Gan be

C eavag [ocess fromthe pol ric support aof t e tesi ns, obt ai ned
o o aPRERS TS e, Hin Y BEtoSise®, P RPhase pECBRoTRle iR eb
Exanpl es pdtchds,anshebhamidat tpressiups] vésnotiz ﬁbre@ﬁur@FﬁngthnHZ(bc(:ﬂ@lvé 5t)uré or 2
hours at r.oomtcﬁ9 eratur nder, stirri ted onto

50 nL col™CINGHoTS 8t H%? 'R JNIGEYQNStbY 8‘@?8?1 of HF%ﬁtjrﬁ 58? ﬁ? 6?4?? @Hé é’yrl nges
fittoed %&@@Dﬁr@ﬁ@ré%ﬂ@’ﬁﬁ&érﬁﬂﬂaﬁbrﬁtt&rétﬂdtovwdiim & gtdat@spenietration of the

peptide of the invention.

An additional aspect of this invention relates to a method of treatment and/or care of
the skin, mucous membranes and/or hair which comprises administering a cosmetically
or pharmaceutically effective amount of at least one peptide of general formula (l), its
15 stereoisomers, mixtures thereof and/or its cosmetically or pharmaceutically acceptable
salts, preferably in the form of a cosmetic or a pharmaceutical composition containing

them.

An additional aspect of this invention relates to a method for the treatment and/or care
of those conditions, disorders and/or diseases of mammals, preferably humans, which
20 are improved or prevented by heat shock protein synthesis stimulation, preferably
Hsp70; which. comprises administering an effective amount of at least one peptide of
general formula (1), its stereoisomers, mixtures thereof and/or its cosmetically or
pharmaceutically acceptable salts, preferably in the form of a cosmetic or a

pharmaceutical composition containing them.

25 In a preferred embodiment, the conditions, disorders and/or pathologies which are
improved or prevented by heat shock protein synthesis stimulation are selected from a
group formed by epidermolysis bullosa and alopecia, including alopecia caused by

chemotherapy treatment for cancer.

Another additional aspect of this invention relates to a method for the treatment and/or
30 care of the skin, mucous membranes and/or hair which feduces, delays, and/or
prevents cell damage induced by UV radiation, thermal stress, oxidative stress,
osmotic shock, inflammation', hypoxia, exposure to pollutants, lack of nourishment and

lack of hyd'ration; which comprises édministering an effective amount of at least one



1050 mL diethyl ether. The final precipitates were dried under vacuum HPLC
anal ysis of the obtained peptides in -gradients of MeCN (+0.07% TFA) in H20
(+0. 1% TRWp 28hinses$8a purity exceeding 80%in all cases. PChEPRUOM0G45Y of t he
pepti des obtai ned was confirmed by ESI-MS. EXAMPLE 7 15C eavage process of
t he pol yneric support and functional v;@tl on"wth substituted R2 am ne:

bt ai ni ng Ac- Wh- X', - AA, - AA2- AA3- AA4- 4- NH- (CH2) 15- CH3, wherein AA, is
-L-His-; AA2 is -L-His-, -L-Leu- or -L Pro-; AA3 is -L-Leu-; AAMd is -L-Arg-

or -L- Asnﬁb&d@ngf % alpfd?ﬁﬂlaq (W ejtd. st%ﬂ%?nsgfr@é d?rﬁxtures thereof and/or its

Ac- Wh- X rotected side chains 20 were
obt ai nedcwettlp@lbwrr@amsecemo@lfy acweppé& saltp| prleéegablx in the form of a cosmetic

Ac- Wh- Xy eﬁh%@r&cma%a&“ﬁe c%ntzar%%_fﬁe of Exanple 5, previously

desi ccat vacuum in t prese e of. KOH, with 3 nL of a 3% sol ution

of TFA IR?(@@“’\%?(S a hégdpron;-lhﬁeﬁ . o thidlifve Wg;ﬁ Zﬁlﬁ@ﬁl t‘acthgqre%ﬂ%gnli%dﬁr &recol d

di et hyl 'was rep ree he et her eal
sol Gt i onghige redwesapdelays andior grevents tiwt sigesl of @ding2anderephelpagiagowhigbhm

| yophi 11 Sarpriceg Bofffitefihd 8 BfistiRe aricit 3PS KEK B repladBEQbdiaenaaT,
and 3 eq), \Atsostermxsmmw avitnresathererd arnd/af ltarmmlemlymermcadmy 2
eaul v of Debldle WitsCoRRISEY 1h %#gﬁ%hﬁ%@%@ﬁ ol B Rar B o fﬁdoﬁftnbﬂg at 47

C. The reactions wer unt| ppearance o e Initial
pr oduct scontiniop themme 30conpl et e after 24-48 hours. Sol vents were evapor at ed
to dryness and co-evaporated tw cew t hDCM Theobt ai nedr esi dues-

[ AdoWh- XAndthdr AditiohABashadt ofithislintdrtio( Ceiddes 3o @HBethid Hiorf the Itngatmentendéd si de

chai ns] ' lved in. 2 t T isple
(o ho 25518 BT, SR SR80 Filbls SReMhrabs fy ket sthfuiCs HeahbI AR
di et hyl epltmehalmatnoraofdmimdshpremnbbvlpmmeﬁmt eread ooreieq denredefrdiatedes; @dd
pressure

dd ' ' :
P e L R SAPRey ki S AR i Bt B o
| yophi | i foedulaHRDC aﬂals;esemsmﬁertshe nmoxtugEsn eitiereept mddfsr i its grcadinetically ofor MeCN
+Q.07% T, FA).sh i Y 4 :
(hgsl den?ll':ﬁ%naggmrc‘%@y pep{e %t&?e)-sg o% i %Y%gra%gp con#‘%rﬁ%ﬁf%g;ggg‘?- ‘cnlg?(A EESSS

10Hsp70 ptyaTtﬂaeemt&alsd;ammdsatonmmnm:ag them.

-Another additional asbect of this invention relates to a method for the treatment and/or
care of the skin and/or hair which delays and/or prevents hair loss or induées hair
growth, which comprises administering an effective amount of at Ieaét one peptide of
20 general formula (1), its stereoisomers, mixtures thereof and/or its cosmetically or-
pharmaceutically acceptable salts, preferably in the form of a cosmetic or a -

pharmaceutical composition containing them.

In a more particular aspect, the treatment and/or care of this invention is performed by
topical or transdermal application; preferably, the topical or transdermal application is
25 performed via iontophoresis, sonophoresis, electroporation, mechanical pressure,
osmotic pressure gradient, occlusive cure, microinjections, needle-free injections _by-

means of pressure, by means of micro-electric patches or any combination thereof.

In another particular aspect, the treatment and/or care is performed by oral

administration.

30 In another particular aspect, the treatment and/or care is performed by parenteral

application.



Hsp70 synthesis stimulation was assessed in a human keratinocyte cell |ine
In the presence of the peptides of the invention. The cells were seeded
(106 cel I WO@OWAI4I86B] at e) and i ncubated for 24 hours in PVEMP2@O0eSMNhI ch
t he peptides were added to 200pMin culture medi um and were incubated for
anot her 16-24 hours. The proteasone i]gi,'ni bitor 15 M5 132 at 10pM was used
as a positive control and vehicle (culture medium as a negative control.
After the incubation period, the cells were washed with PBS, |ysed and
centrifu t | ect ed,
and the gl—l’s?ng%tqlué'\?/cgo gp\?g@g]a gée? g;frﬁomn.éﬁaﬂd@aﬁmawgﬁéaw ag‘t?r%"gﬁ ?\r}gtﬂgu SA
assay fon‘PQdﬁn plgeadie sphiedtoansd Heoseverily @gﬁhﬁeﬁ@m&‘mfk|Q'50(fwogeﬂlsﬁ®entﬂ'rﬁﬁ/ nmouse
total H T, of the
popti des uhy ey SRSue R D ST e oR G o PRl Eytonttr MRS A Phenbe
Hsp70 | effemonge aenensh iatantisdesy gay.rseferably fromianee g e fordimesafais .
Tablce 2 I I I p. n \Y/ %
Vo P3200TERERMA ALY T e IS & weal 16 MRk e J%ay SV Gre/prRiGBY
Ac- L- Hi soncerprdwicelaeday - Asn- NH- ( CH2) 15- CH317%
30Ac- L- Hi s-L- Leu- L- Leu- L- Ar g- OH28% Ac- L- Hi s- L- Pro- L- Leu- L- Ar g- OH42%
Ac- L- Hi sThe E@lspvw_ng_em&d_fwmwlwmdbﬁdemhﬂss&;stme theonatureo ok this Vnvestion.ci ency
of Ac-L- human
kerat i nofb e cu u%se%gqﬁu%urran %?'é’é n}(’)p §%§0H‘k§ﬁglsfr}g@§tn'glf ﬁéegorlgr_ltulggl ture
for 24 heslimitation®®nvke Invphtianedaimed herginl ayer formation and the cells were
pre-incubated in darkness with 0.1nM of Ac-L-

10 EXAMPLES

General Methoddlogv

All reagents and solvents are of synthesis quality and are used without additional

treatment.

Abbreviations

15 The abbreviations used for amino acids follow the IUPAC-IUB Joint Commission on
Biochemical Nomenclature rules outlined in Eur. J. Biochem. (1984) 138:9-37 and in J.
Biol. Chem. (1989) 264.633-673. ’

>®,\resin; Ac, acetyl; DNA, deoxyribonucleic acid; Adpoc, 1-(1-adamantyl)-1-
methylethoxy-carbonyl; All, allyl; Alloc, allyloxycarbony!; AM,
20 2-[4—aminomethyl-(2,'4—dimethoxyphenyl)] phenoxyacetic acid; Arg, arginine; Asn,
asparagine, Boc, télt-butyloxycarb_onyl; 2-BfZ, 2-bromobenzyloxycarbonyl; Bzl, benzyl;
Cbz, carboxybenzyl; cHx, cyclohexyil; C]Tft-®, 2-chlorotrityl resin; ClIZ, 2-chlorobenzyl;
cps, centipoise; C-terminal, carboxy-terminal; DCM, dichloromethane; Dde, N-[1-(4,4-
dimethyl-2,6-dioxocyclohex-1-ylidene)ethyl;  2,6-diClZ, 2,6-dichlorobenzyl; DIEA,
25 N,N-diisopropylethylamine; DIPCDI, N,N'-diisopropylcarbodiimide; Dmab, 4-(N-[1-(4,4-
dimethyl-2,6-dioxbcyclohexylidene)-3-methylbutyl]amino)benzyl; DMEM, Dulbecco's
Modified Eagle Medium; DMF, N,N—dimethylformémide; DMSO, dimethyl sulfoxide;
Dnp, 2,4-dinitrophenol; DPPC, dipalmitoylphosphatidylcholine; EDTA,
ethylenediaminetetraacetic acid; ELISA, enzyme-linked immunoabsorption assay;
30 equiv, equivalent; ESI-MS, electrospray ionization mass spectrometry; Fm,
fluorenylmethyl; Fmoc, 9-fluorenylmethyloxycarbonyl; GIn, glutamine; grp, glucose-
regulate;j proteins, His, histidine; HOAt, 1-hydroxy-7-azabenzotriazole; HOB,
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Chemical Synthesis

15 All synthetic processes were carried out in polypropylene syringes fitted with porous
polyethylene discs or Pyrex® reactors fitted with porous plates. The solvents and
soluble reagents were removed by suction. The Fmoc group was removed with
piperidine-DMF (2:8, v/v) (1 x 1 min, 1 x § min, 5 mL/g resin) [Lloyd-Williams P.,
Albericio F. and Giralt E. (1997) “Chemical Approaches to the Synthesis of Peptides

20 and Proteins” CRC, Boca Raton, FL, USA]. Washes between stages of deprotection,

| coupling, and, again, deprotection, were carried out with DMF (3 x 1 min) each time
using 10 mL solvent/g resin. Coupling reactions were performed with 3 mL solvent/g
resin. The control of the couplings was‘ performed by carrying out the ninhydrin test
[Kaiser E., Colescott R.L., Bossinger C.D. and Cook P.I. (1970) “Color test for detection

25 of free terminal amino groups in the solid-phase synthesis of peptides” Anal. Biochem.
34:595-598] or chloranil test [Christensen T. (1979) “A qualitative test for monitoring
coupling completeness in solid-phase peptide synthesis using chloranil” Acta Chem.
Scand. 33B:763-766]. All synthetic reactions and washes were carried out at room

temperature.

30 HPLC chromatographic analysis was carried out with Shimadzu equipment (Kyoto,
Japan) using a reversed-phase column thermostatized at 30°C (250 x 4.0 mm,
Kromasil Cg, 5 um, Akzo Nobel, Sweden). The elution was carried out using a gradient
of acetonitrile (+0.07% TFA) in water (+0.1% TFA) at a flow rate of 1 mL/min and

detection was carried out at 220 nm.
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5 5.71g of Fmoc-L-Arg(Pbf)-OH or 5.25g of . Fmoc-L-Asn(Trt)-OH (8.8mmb|; 1equiv)
' dissolved in 55mL of DCM to which was added 1.3mL of DIEA (7.6mmd|; 0.86equiv)
were.coupled onto the dry 2-chlorotrityl resin (5.5g; 8.8mmol). They were stirred for 5
min, after which 2.5 mL of DIEA were added (14.6 mmol; 1.66 equiv). The mixture was
allowed to react for 40 min. Remaining chloride groups were blocked by treatment with

10 4.4 mL of MeOH.

The N-terminal Fmoc group was deprotected as described in the general methods and
7.77g of Fmoc-L-Leu-OH (22mmol; 2,5equiv) were coupled onto the peptidyl resin in .
the presence of DIPCDI (3.39 mL, 22 mmol, 2.5 equiv) and HOBt (3.37 g, 22 mmol, 2.5
equiv) using DMF as a solvent for 1 hour. The resin was then washed as described in
15 the general methods and the deprotection treatment of the Fmoc group was repeated
to couple the next amino acid. Following the protocols described 13.63g of
Fmoc-L-His(Trt)-OH, 7.77g of Fmoc-L-Leu-OH or 7.42g of Fmoc-L-Pro-OH (22mmol;
2.5equiv) were sequentially coupled; and subsequéntly 13.63g of Fmoc-L-His(Trt)-OH
(22mmol; ‘2.Sequiv) each coupling in the presence of 3.37g of HOBt (22mmol;
20 2. 5equi9) and 3.39mL of DIPCDI (22mmol' 2.5equiv).

After the synthe5|s the peptidyl resins were washed with DCM (5 x 3 min) and dried by

mtrogen stream.
EXAMPLE 2

Obtaining Fmoc-W-Xpy-AA-AAAAs-AA+Y-Z-AM-MBHA-®, wherein AA; is -L-His-;
25 AA; is -L-His-, -L-Leu- or -L-Pro—; AA; is -L-Leu-; AA, is -L-Arg- or -L-Asn-; and n, m, p
and q are 0.

6.85g of the Fmoc-AM-MBHA resin with a functionalization of 0.73 mmol/g (5 mmot)
was treated with piperidine-DMF according to the described general protocol in order to
remove the Fmoc group. 16.22g of Fmoc-L-Arg(Pbf)-OH or 14.92g de
30 Fmoc-L-Asn(Trt)-OH (25mmol; Sequiv) were incorporated onto the deprotected resin in
the presence of DIPCDI (3.85mL; 25mmol; Sequiv) and HOBt (3.85g; 25mmol; 5equi\))

using DMF as a solvent for 1 hour.
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After the synthesis, the peptidyl resins were washed with DCM (5 x 3 min) and dried by

nitrogen stream.
10  EXAMPLE 3
General process for removal of Fmoc N-terminal protective group.

The N-terminal Fmoc group of the peptidyl resins obtained in Examples 1 and 2'was
deprotected as described in the general methods (20% piperidine in DMF, 1 x 5 min +
1 x 20 min). The peptidyl resins were washed with DMF (5 x 1 min), DCM (4 x 1 min),

15 diethyl ether (4 x 1 min) and dried under vacuum.
EXAMPLE 4

Process for introducing the R, palmitoyl group onto the peptidyl resins obtained in
Example 3.

2.56g of palmitic acid (10 mmol; 10 equiv) pre-dissolved in DMF (1mL) were added
20 onto 1 mmol of the peptidyl resins obtained in Example 3, in the presence of 1.53g of
-HOBt (10 mmol; 10 equiv) and 1.54 mL of DIPCDI (10 mmol; 10 equiv). They were
allowed to react for 15 hours, after which the resins were washed with THF (5 x 1 min),
DCM (5 x 1 min), DMF (5 x 1 min), MeOH (5 x 1 min), DMF (5 x 1 min) THF (5 x 1
min), DMF (5 x 1 min), DCM (4 x 1 min), ether (3 x 1 min), and were dried under

25 vacuum. .
EXAMPLE 5

Process for introducing the R, acetyl group onto the peptidyl resins obtained in
Example 3. |

1 mmol of the peptidyl resins obtained in Example 3 was treated with 25 equiv of acetic
30 anhydride in the presence of 25 equiv of DIEA using 5 mL of DMF as a solvent. They

were allowed.te react for 30 mins, after which the peptidy! resins were washed with
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DMF (5 x 1 min), DCM (4 x 1 min), diethyl ether (4 x 1 min) and were dried under

vacuum.
EXAMPLE 6

Cleavage process from the polymeric support of the peptidyl resins obtained in
5 Examples 3, 4 and 5.

200 mg of the dried peptidyl resins obtained in Examples 3, 4 and 5 were treated with
5 mL of TFA:TIS:H,O (90:5:5) for 2 hours at room temperature under stirring. The
filtrates were collected onto 50 mL cold diethyl ether, they were filtered through
polypropylene syringes fitted with porous polyethylene discs and washed 5 times with

10 50 mL diethyl ether. The final precipitates were dried under vacuum.

HPLC analysis of the obtained peptides in gradients of MeCN (+0.07% TFA) in H,O
(+0.1% TFA) showed a purity exceeding 80% in all cases. The identity of the peptides
obtained was confirmed by ESI-MS.

EXAMPLE 7

15 Cleavage process of the polymeric support and functionalization with substituted R;
amine: Obtaining AC—W,,—X,,,-AA1-AA2-AA3-AA4-Yp-Zq-NH-(CH2)15—CH3, wherein AA; is
-L-His-; AA; is -L-His-, -L-Leu- or -L-Pro-; AAs is -L-Leu—; AA, is -L-Arg- or -L-Asn-; and
n, m, pandq are 0.

_ The peptides Ac-W-Xm-AA1-AA-AA;-AAL-Y -Z,-OH with fully protectéd side chains
20 . were obtained by 4 treating 150 mg of the peptidyl resins
AC-W-X-AA-AA-AA;-AAL-Y - Z-O-2-CITrt-® of Exémple 5, previously desiccated
under vacuum in the presence of KOH, with 3 mL of a 3% solution of TFA in DCM for 5
min. The filtrates were collected onto 50 mL of cold diethyl ether and the treatment was
repeated three times. The ethereal solutions were evaporated to dryness at reduced
25 pressure and room temperature, the precipitates were redissolved in 50% MeCN in
H,O and lyophilized. 10 mg of the obtained crude pepfides were weighed in a flask and
3 equiv of hexadecylamine and 25 mL of anhydrous DMF were added. 2 equiv of
DIPCDI were added, and left to react under magnetic stirring at 47° C. The reactions
were monitored by HPLC until disappearance of the initial products, which were
30 complete after 24-48 hours. Solvents were evaporated to dryness and co-evaporated
twice with DCM. The obtained residues
[Ac-W,,-Xm-AA._-AAg-AA3-AA4-Yp-Zq-NH-‘(CH2)15-CH3 with fully protected side chains]
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were redissolved in 25 mL of a mixture of TFA-DCM-anisole (49:49:2) and left to react
for 30 min at room temperature. 250 mL of cold diethyl ether was added, the solvents
were evaporated under reduced pressure and two additional co-evaporations with’
ether were carried out. The residues were dissolved in a mixture of 50% MeCN in H,O

5 and lyophilized.

HPLC analysis of the obtained peptides in gradients of MeCN (+0.07% TFA) in H,O
(+0.1% TFA) showed a purity exceeding 65% in all cases. The identity of the peptides
obtained was confirmed by ESI-MS. '

EXAMPLE 8
10 Hsp70 synthesis st('mulation assay.

Hép70 synthesis stimulation was assessed in a human keratinocyte cell line in the
presence of the peptides of the invention. The cells were seeded (10° cells/6-well plate)
and incubated for 24 hours in DMEM, after which the peptides were added to 200uM in
culture medium and were incubated for another 16-24 hours. The proteasome inhibitor
15 MG-132 at 10uyM was used as a positive control and vehicle (culture medium) as a
negative control. After the incubation period, the cells were washed with PBS, Iyséd
and centrifuged at 12,000’rpm at 4°C for 10min. The supernatants were collected, and
the Hsp70 levels were determined by carrying out a competitive ELISA assay following
the protocols of the commercial kit (DuoSet IC human/mouse total HSP70 ELISA Kkit, -
20 R&D Systems Inc.) ' '

Table 2 provides details of the peptides which showed Hsp70 stimulation level values
greater than.15%. Hsp70 levels were normalized with regards to the average basal

values.

Table 2. Increase in Hsp70 levels

25 Treatment Hsp70 increase
Vehicle ’ 0% -
MG-132 294%
Palm-L-His-L-Pro-L-Leu-L-Asn-NH, . 15%
Ac-L-His-L-His-L-Leu-L-Asn-NH-(CH,)45-CHj 17%

30 Ac-L-His-L-Leu-L-Leu-L-Arg-OH ' 28%
Ac-L-His-L-Pro-L-Leu-L-Arg-OH 42%
Ac-L-His-L-Leu-L-Leu-L-Arg-NH, A . 21%

EXAMPLE 9
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Assay of photoprotective efficiency of Ac-L-His-L-Pro-L-Leu-L-Arg-OH and Ac-L-His-L-
Leu-L-Leu-L-Arg-OH in human keratinocyte cultures.

The human keratinocytes were maintained in culture for 24 hours in 96-well plates for

monolayer formation and the cells were pre-incubated in darkness with 0.1mM of Ac-L-

5 His-L-Pro-L-Leu-L-Arg-OH, Ac-L-His-L-Leu-L-Leu-L-Arg-OH in culture medium or with
vehicle (culture medium) for 2 hours at 37°C. Subsequently the cells were radiated with
UVB at an energy of 800J/m? A control plate with vehicle was maintained in the dark
without radiation for the same time at room temperature. After the irradiation period the
cells’ medium was replaced by a fresh medium and the cells Were incubated for
10 additional 24 hours. Cell viability was determined by the MTT method, adding 5mg/mL
of the MTT solution to each well and incubating the plate for 4 hours at 37°C, after
which time the medium was removed, 100puL of DMSO was added and the plate was
stirred at room temperature for 15min. The optical density of each well was measured
at 570nm in a spectrophotometer.
15 The. photoprotective efficiency was determined by comparing the viability obtained in
the cells treated with Ac-L-His-L-Pro-L-Leu-L-Arg-OH or Ac-L-His-L-Leu-L-Leu-L-Arg- -
OH with regards to the response of the irradiated and non-irradiated control cells.
Table 3. Photoprotective efficiency of the peptides of the invention
TREATMENT CELL VIABILITY PHOTOPROTECTIVE EFFICIENCY
20 Non-irradiated vehicle 100.0% -
Irradiated vehicle - 73.9% -
Ac-L-His-L-Pro-L-Leu-L-Arg-OH 97.2% \ 32%
Ac-L-His-L-Leu-L-Leu-L-Arg-OH 87.7% 19%
EXAMPLE 10
25 Preparation of a cosmetic composition containing Palm-L-His-L-Pro-L-Leu-L-Asn-NH,.
'INGREDIENT (INCI Nomenclature) . % IN WEIGHT
‘A WATER (AQUA) q.s.p. 100
PRESERVATIVES ‘ 0.45
" IMIDAZOLIDINYL UREA ' 0.095
30 DISODIUM EDTA 0.14
GLYCERIN ‘ ‘ 4.75
PROPYLENE GLYCOL 2.85
B WATER (AQUA), POLYACRYLAMIDE,
C13-14 ISOPARAFFIN, LAURETH-7 2.85
35 ETHYLHEXYL COCOATE 4.75
CAPRYLIC/CAPRIC TRIGLYCERIDE 4.75

C DIMETHICONE 1.9
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D TRIETHANOLAMINE ) q.s.
E FRAGRANCE (PARFUM) 0.19
F : Pa/m-L His-L-Pro-L-Leu-L-Asn-NH, 0,01 % BUTYLENGLYCOL, 5
ALCOHOL DENAT
5 Phase A was dissolved in an appropriate reactor. In another reactor, phase B was

mixed, formed by Sepigel® 305 [INCI: Aqua (Water), ,Polyacrylamide; C13-C14

Isoparaffin, Laureth-7], Myritol® 308 [INCI: Caprylic/Capric Triglyceride] and ethylhexyl

cocoate and once homogenized it was slowly added onto phase A under stirring. Then

phase C was added under stirring, and subsequently phase F was added at 35°C. The
10 . pH was adjusted to 5.5-7.0 with phase D and phase E was added.

EXAMPLE 11

Preparation of liposomes containing Ac-L-His-L-Leu-L-Leu-L-Arg-OH.

INGREDIENT (INCI Nomenclature) % IN WEIGHT

PHOSPHATIDYLCHOLINE 4.0

15 Ac-L-His-L-Leu-L-Leu-L-Arg-OH 0.2

' PRESERVATIVES 0.50
AQUA (WATER) , . q.s.p. 100

Dipalmitoylphosphatidylcholine (DPPC) was weighed and dissolved in chloroform. The '
solvent was evaporated under vacuum until obtaining a fine phospholipid layer, and
20 this layer was hydrated under treatment at 55°C with an aqueous solutlon of the
peptide at the desired concentration (containing Phenon|p®) and MLV liposomes were
obtained. ULV liposomes were obtained by submerging the MLV liposomes in an
ultrasound bath at 55°C for 8 cycles of 2 mins at intervals of 5 mins. The size of the
ULV liposomes was reduced- by passing them through a high pressure extrusion

25 system.
EXAMPLE 12

Preparation of a composition in the form of a liposome gel containing Ac-L-His-L-Leu-L-
Leu-L-Arg-OH.

The liposomes of Example 11 were dispersed in water with the preservatives (EDTA, -
30 imidazolidinyl urea and Phenonip®) under light stirring. Hispagel® 200 was added [INCI:
Aqua (Water), glycerin, glyceryl polyacrylate] and was lightly stirred until a

homogenous mixture was obtained.

INGREDIENT (INCI Nomenclature) % IN WEIGHT
LIPOSOWMES CONTAINING Ac-L-His-L-Leu-L-Leu-L-Arg-OH (1%) 10.00
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DISODIUM EDTA 0.15
IMIDAZOLIDINYL UREA 0.10
PRESERVATIVE : 0.50
AQUA (WATER) 29.25

5 AQUA (WATER), GLYCERIN, GLYCERYL POLYACRYLATE 60.00
EXAMPLE 13

Composition of a facial cream containing Ac-L-His-L-Pro-L-Leu-L-Arg-OH.

INGREDIENT (INCI Nomenclature) % IN WEIGHT
A BUTYROSPERMUM PARKII . 3545
10 CETEARYL ETHYLHEXANOATE 3-5
GLYCERYL STEARATE S.E. - 1525
SQUALANE 0.5-1
PEG-100 STEARATE ' 1
POLYSORBATE 60 .- 0.30
15 CETYL PALMITATE 1.5-2.5
DIMETHICONE 2.5-3.5
CETEARYL ALCOHOL 1.5-2.5.
PALMITIC ACID 0.5
B AQUA (WATER) 2
20 GLYCERIN - A 1.5-2.5
BUTYLENE GLYCOL . 1-3
MANNITOL 0.5-1.5
HYDROGENATED LECITHIN : . 0.5-1.5
PROPYLENE GLYCOL 0.5-1.5
25 C  CARBOMER 0.4
ETHYLHEXYL PALMITATE ' 1.5-2.5
D TROMETHAMINE 0.4
AQUA (WATER) 1
E  PRESERVATIVES g.s.
30 = F . Ac-L-His-L-Pro-L-Leu-L-Arg-OH 0.001
AQUA (WATER) q.s.p.100
Preparation

- Mix the components of Phase A and heat fo 70°C.
- Mix the components of Phase B and heat to 70°C.
35 - Add Phase C to Phase B stirring with the homogenizer (Silverson) for 5 minutes.

- Add Phase A little by Little to the mixture of phases B and C with a homogenizer and

maintain homogenization for 15 minutes. .

- Start the cooling until 30-35°C under light stirring. At 50°C add Phase D. Keep stirring.
At 35-38°C add Phases E and F which have been previously solubilized.
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EXAMPLE 14
Preparation of a composition of mixed micelles containing Ac-L-His-L-Leu-L-Leu-L-Arg-
OH. |
The ingredients of phase A were weighed in a vessel suitable for the whole sample and
5 warmed slightly to about 30°C to help to dissolve some of the preservatives. Next,

phase B components were added and homogenized under moderate stirring.

Phase C was then added under continuous'stirring, after which phase D (Oramix® CG
110 [INCI: Aqua (Water), Caprilyl/Capryl Glucoside]) was added with slow stirring to

30 F Ac-L-His-L-Pro-L-Leu-L-Arg-OH

avoid foaming.

10 The pH was adjusted to 5.5-6.5.

INGREDIENT ( INCI Nomenclature) % IN WEIGHT
A AQUA (WATER) q.s.p.100
PHENOXYETHANOL 0.5
CAPRILYL GLYCOL 0.5
15 POTASIUM SORBATE 0.3
B AQUA (WATER) 27.5
Ac-L-His-L-Leu-L-Leu-L-Arg-OH 0.025
. LECITHIN 4.0
C XANTHAN GUM 04
20 D AQUA (WATER), CAPRILYL/CAPRYL GLUCOSIDE 30
EXAMPLE 15
Microemulsion composition containing Palm-L-His-L-Pro-L-Leu-L-Asn-NH,.
" The ingredients of bhase B were weighed in a vessel suitable for the complete sample.
Next, phase D was added to phase B and homogenized under continuous stirring.
25 Phase A was then added to the mixture. Lastly, phase C was added. ‘
INGREDIENT (INCI Nomenclature) % IN WEIGHT
A DIETHYLHEXYL SODIUM SULFOSUCCINATE 1.35
ISOSTEARIC ACID 7.65
B AQUA (WATER) _ 0.2
30 ALCOHOL DENAT 08
C ETHYLHEXYL COCOATE ' g.s.p. 100
D Palm-L-His-L-Pro-L-Leu-L-Asn-NH, 0.005

EXAMPLE 16

Composition of a capillary lotion containing Ac-L-His-L-Leu-L-Leu-L-Arg-OH.



- Mx the conponents of Phase A and heat to 70C. - M x the conponents of
Phase B and heat to 70C. 35- Add Phase C to Phase B stirring with the
honogeni 2w0 208id4vss8son) for 5 m nutes. - Add Phase A | i ®PCirEPRy10loddssd e t o
the m xture of phases B and C with a honogeni zer and mai ntain

honogeni zation for 15 minutes. - Staryzthe cooling until 30-35C under |ight
stirring. At 50C add Phase D. Keep stirring. At 35-38C add Phases E and F
whi ch have been previously solubilized. 46 EXAMPLE 14 Preparation of a
conposi tWth@fcoﬂhf& Rdntdidt Prass ACQﬁWIg' JMdBE stfifind:- i’l@)@l’yla'ddelbhés'e@% Pha§cdfH. The
i ngredi ents of A were wel In a vesSel suitable for the whole
sanpl e annﬂaﬁl&tlﬁ@@ l@Fli rg:mgfentzcatlarmmonmmeto hel p to dissolve sone of the

preservw%—m*WmmwM%dedﬁnﬁe#Wder
moder at e_siNGRERIENT Nomegglaturehen added under e RhWEIGIS stivrring  after

whi ch phase BLd@HenDENAY. CG 110 [I NCl: Aqua (Wt er pp-6€aprilyl/ Capryl
G ugosi de]) pagTIAENGd W th slow stirring to avoi dghsansng. 10The pH was
adj usted to EDI ENT (I NCI Nomencl at upgyyoipN VEI GHT AAQUA
(WATER) Q. s. p ﬁgé@% THANOLO. 5 CAPRI LYL GLYCO_g)@z 15POTASI UM SORBATEO. 3
AQUA (V\ATER)E Hs-L-Ley. |- Leu-L- Ar g- OHD. 02
" Ac-L-His-L-Leu-L-Leu-L-Arg-OH 0.01
B AQUA (WATER) ‘ q.s.p.100

10



LECI THI N4. 0 C XANTHAN GUMD. 4 20D AQUA (WATER), CAPRILYL/ CAPRYL G.UCOSI DE3O
EXAMPLE 15 M croemnul si on conposition contai ni ng

Pal m L- HwoLoRrw@7468Leu- L- Asn- NH2. The ingredi ents ofPCPERSE0BOASS €

wei ghed in a vessel suitable for the conplete sanple. Next, phase D was
added to phase B and honpgeni zed undepgcontinuous stirring. 25Phase A was
then added to the m xture. Lastly, phase C was added. | NGRED ENT (I NC
Nonmencl ature) % | N VWEI GHT A DI ETHYLHEXYL SCDI UM SULFOSUCCI NATEL. 35

| SOSTEARI C ACI D7. 65 AQUA (WATER) 0. 2 30ALCOHOL DENATO.8 C ETHYLHEXYL
COCQOATEQ. s. p. 7100 Pal m L- Hi s- L- Pr oCLAIMS- L- Asn- NH20. 005 EXAMPLE 16
Conposition of a capillary lotion containing Ac-L-Hi s-L-Leu-L-Leu-L-Arg-CH

47 Mx the g ﬂ@%ﬂbén&bl fofagla (A sl owly under stirring. Slowy add Phase B
to Phase A under stirring until honpbgeni zation is conplete.

Ri-W-Xm-AA-AA-AAs-AA-Y - Zo-Ro

UN

5 its stereoisomers, mixtures thereof and/or its cosmetically or pharmaceutically

acceptable salts, characterized in that:
AA, is -His-;
AA; is selected from the grour; consisting df -His-, -Leu- and -Pro-
AA; is -Leu-;
10 » AA, is selected from the group consisting of -Arg- and -Asn-;

W, X, Y and Z are independently selected from amongst themselves from the

group consisting of the codified amino acids and uncodified amino acids;

n, m, p and q are independently selected from amongst themselves and have a

value between 0 and 1;
15 n+m+p+q is less or equal to 2;

R is selecfed from the group consisting of H,l substituted or unsubstituted non-

cyclic aliphatic group, substituted or unsubstituted alicyclyl, substituted or

unsubstituted heterocyclyl, .substituted or unsubstituted heteroarylalkyl,

substituted or unsubstituted aryl, substituted or unsubstituted aralkyl and 4R5'

20 CO- wherein Rs is selected from the group consisting of H, substituted or

' unsubstituted non-cyclic aliphatic group, substituted or unsubstituted alicyclyl,

substituted or unsubstituted aryl, substituted or unsubstituted aralkyl,

substituted or unsubstituted heterocyclyl and substituted or unsubstituted
heteroarylalkyl;

25 R, is selected from the group consisting of -NR3R4, -OR3; and -SR3, wherein R3
and R, are independently selected from the group consistin'g of H, substitdted or
unsubstituted non-cyclic aliphatic group, substituted or unsubstituted alicyclyl,
substituted or unsubstituted heterocyclyl, substituted or unsubstituted
heteroarylalkyl, substituted or unsubstituted aryl, substituted or unsubstituted

30 aralkyl,



| NGREDI ENT ( I NCI Nonencl ature)% | N VEI GHT AALCOHOL DENAT. 50- 60

PANTHENOLO. 05- 0. 15 ZI NC RI Cl NOLEATEOQ. 05- 0. 10 FRAGRANCEO. 02

Ac- L- Hi s-WoOReu-/47868u- L- Ar g- OHO. 01 BAQUA (WATER) g. s. p. 108CTAR2Q0ADNSE 1. A
peptide of general formula (1) R1-Wh-Xm AAL- AA2- AA3- AA4-Yp-Zg-R2 (1) 5its

st ereoi soners, nixtures thereof and/opgits cosneticall'y or. pharnmaceutically
acceptabl e salts, characterized in that: AAlL is -H s-; AA2 is selected from

the group consisting of -Hi s-, -Leu- and -Pro- AA3 is -Leu-;
with the proviso that when AA; is -Leu-, AA, is -Asn- and Y is -GIn- then Z is not
-Leu-;

and with the proviso that when AA; is -His;, AA, is -Arg- and Y or Z are -Tyr-
then p+q is not 1.

5 2. . The peptide according to claim 1, characterized in that R, is selected ffom the
group consisting of H and Rs-CO-, wherein Rs is selected from the group |
consisting of substituted or unsubstituted alkyl C;-Ca4, .subsﬁtuted or unsubstituted
alkenyl C,-C,s, substituted or unsubstituted alkynyl C,-C,,, substituted or
unsubstituted cycloalkyl Cs-C,4, substituted or unsubstituted cycloalkenyl Cs-Cos,

10 substituted or unsubstituted cycloalkynyl CB-C24, substituted or unsubstituted aryl
Cs-Cao, substituted or unsubstituted aralkyl C;-C,,, sﬁbstituted or unsubstituted
heterocycyl with 3-10 ring members, and substituted or qnsubstitUted
heteroarylalkyl of 2 to 24 carbon atoms and 1 to 3 atoms other than carbon and an

alkyl chain of 1 to 6 carbon atoms.

15 3. The peptide according to claim 2, characterized in that R, is selected from the
group consisting of H, acetyl, tert-butanoyl, hexanoyl, 2-methylhexanoyl,
cyclohexancarboxyl, octanoyl, decanoyl, lauroyl, myristoyl, palmitoyl, stearoyl,

oleoyl and linoleoyl.

4. The peptide according to claim 1, characterized in that R, is -NR3R,s or -OR3,

20 wherein R; and R, are independently selected from the group consisting of H,
substituted or unsubstituted alkyl C;-C,s, substituted or unsubstituted alkenyl

C,-C,4, substituted or unsubstituted alkynyl C,-C,4, substituted or unsubstituted

cycloalkyl Cs-C.4, substituted or unsubstituted cycloalkenyl Cs-C,4, substituted or
unsubstituted cycloalkynyl Cg-Co4, substituted or unsubstituted aryl Cg-Csyo,

25 ~ substituted or unsubstituted aralkyl C;-C,4, substituted or unsubstituted heterocycyl
with 3-10 ring members, and substituted or unsubstituted heteroarylalkyl of 2 to 24

carbon. atoms and 1 to 3 atoms other than carbon ahd an alkyl chain of 1 to 6

carbon atoms.

5. The peptide according to claim 4, characterized in that R; and R, are independently
30 selected from the group consisting of H, methyl, ethyl, hexyl, dodecyl and

hexadecyl.

6. The peptide according to claim 1, characterized in" that R, is selected from the

group consisting of H, acetyl, lauroyl, myristoyl and palmitoyl, AA; is -L-Leu-, AA, is



10AA4 is selected fromthe group consisting of -Arg- and -Asn-; W X, Y and
Z are independently selected from anongst thenselves fromthe group

consi sti nyoabi1ttdaeseg8odi fi ed am no aci ds and uncodi fi ed aRrCEEPaCOM8G45H, m P
and q are independently selected from anongst thensel ves and have a val ue
between O and 1; 15n+mtp+q is less orggqual to 2; Rl is selected fromthe
group consisting of H, substituted or unsubstituted non-cyclic aliphatic
group, substituted or unsubstituted alicyclyl, substituted or unsubstituted
het er ocycl yk .2, SU i b ui.el S i ; het£RO kiddt ed or
unsubsti t ut (%db‘rgr%ﬁd %ﬂﬁsﬁﬁgﬁf gg gﬁ%’%ﬁ@ﬁ% ut e§4 gllf%/. n%ﬁé(rgjr?gﬁgzgéreg{gdm
wher ei n R5 fram &k mathycethyl dexyh dogeeylipnd bexadeeylng of H, substituted or
unsubstituted non-cyclic aliphatic group, substituted or unsubstituted

al i cycl yl7, Bhebpeptidet actondingine waimi 1.uchatactesized inuthat iR Ls extlasted.frombthei t ut ed

| kyl , fi 2d- i : t bt Ut _
noubst | ¢ ot daon e ihBlor A BUPS AU T DEPH SFY P AR AGE A PIOE B R
of SNR3R4, LORE-,aand RSR3INRsReoei-O@RRIvienein R andeRi ade pdapendenily selesteded from
h I | ) bsti q ' i
2l phati 6. grang: Mgl bk BbUeh B8 RESIT o)l TT "obet it ut

al i phati c- group, n alicyclyl, substituted or

bsti d het. Lyl , bstii ' h | al kyl ,
ubst t uPed 5 PaRacretoda ST . S CeRed BIMER b B0 T Saral ki

WD 2011/ Q47868PCT/ EP2010/ 006454 49 wi t rovi.so, that en _AA2.is -Leu-,
A 1o RarTheReptgS Acooging 16 ang ol Zatns ot . (Bl ' R a8 18, e
when AA2 i sskiffinsucouéWenittaney and/artthiry or Z are -Tyr-then p+q is not 1. 2.
The peptide according to claim1, characterized-in that RL is selected from

t heyggr oupoCTHES p&itidB GacBbrdinigatd &ldith-9) Gor, thetreathent Bhdics car! sfahesd donditiohfie gr oup
consi sting (ﬁf substifuted or uogjﬁbs ituted al kyl. Cl1-C24 bstituted or

Unsubst | t ot UEPTEPTRCARAOIeasEs & JhR Sl MuFOLs MEkiBaes Aud/eanal WYRH 8- coa,

subst i t ut edinfprovedsob pavetteddby ystiradtion| of CoyritRekis ofikgtibastt @k deat shock
unsubstituted cycl oal kerfyl C5-C24, 10 substituted or unsubstituted

cycl oal kyny®™©€82-C24, substituted or unsubstituted aryl ©6-C30, substituted
or unsubstituted aral kyl C7-C24, substituted.or, unsybstijtuted heterocycyl
with 3-101 ThePertids&csordinggdo s t1i%t &ftﬁFeahgﬁﬁgﬁ?‘HgPéhs'?%?@(%ﬁFﬁr%ﬁ kyl of
2t 24 carHadicuRinverjhl bdtween 20RDaERdANDRDat han carbon and an al kyl chain
of 1 to 6 carbon atons. 153. The peptide according to claim 2,

charact enbzegk péptideadccbingstoS@hift i € EhhraRBriz6@® irgthat Baid Aeat ShodkdproteirHis
acetyl, tert-hbutanoyl, hexanoyl, 2-methyl hexanoyl, cycl ohexancarboxyl,

octanoyl, dd®ffoyl, lauroyl, nyristoyl, palmitoyl, stearoyl, ol eoyl and
1 nol eoyl1 3. The peptide according to vany of claims 9 to 12 characterized in that said treatment

and/or care reduces, delays and/or .prevents cell damage due to UV radiation,
20 thermal stress, oxidative stress, osmotic shock, inflammation, hypoxia, exposure to

pollutants, lack of nourishment and lack of hydration.

14. The peptide according to any of claims 9 to 13 in which said treatment and/or care

reduces, delays and/or prevents the signs of aging and/or photoaging.

15. The peptide according to any of claims 9 to 14 in which _said treatment and/or care

25 delays and/or prevents hair loss or induces hair growth.

16. The peptide according to any of claims 9 to 13 in which said treatment and/or care

stimulates healing and/or re-epithelialization of wounds.

17. The peptide according to claim 16, in which said wounds are a consequence of

diabetes.



4. The peptide according to claim1, characterized in that R2 is -NR3R4 or
-0OR3, 20 wherein R3 and R4 are independently selected fromthe group
consi sti nyoab1i47®8bsti t ut ed or unsubstituted al kyl Cl- €24/Epsmosddssut ed or
unsubstituted al kenyl C2-C24, substituted or unsubstituted al kynyl C2-C24,
substituted or unsubstituted cycloal kgl C3-C24, substituted or
unsubstituted cycl oal kenyl C5-C24, substituted or unsubstituted

cycl oal kynyl C8-C24, substituted or unsubstituted aryl C6-C30, 25
substitu r - hid: I CL- - L hu it ut ed
et or ooy da1 1 PHRSE reoldihely 307 o Blaiind (e 16 TRk LS oS Ry

het er oar y| alisepsenfare setected dranbdhe @rewns cangistingt of 8pidetnelysis Hudlosa@ndcar bon
and an al ky‘,JI jn of 1 to 6 carbon atons. 5. The peptide according to

claim 4, characterized in that R3 and R4 are i ndependently 30sel ected from

h i St . ) hwl. - I . 50
e 91 OURg SRR Bl IELEHL ok Wen L RH5EH o7 ahERERRSY |
sel ect ed f rtoeatrientrfet ¢anicer.et hyl , hexyl, dodecyl and hexadecyl. 7. The

pepti de according to claim1l, characterized in that RL is selected fromthe
gr oup co@e. e puptidé atbordingtty bny biclaimd 9 tard insttugh thertckababnti dnalydr,cafed | s

| ndepentientiSoEBRR Y (et R RSTRAL RS Rerer e BN B o tPtaRa oy adecy

8. The peptjde according.to . claim/l .characterized in that n._.m.p and s
are 0. Qg?fhlf B%‘iﬂd?d%ccﬁg%’aﬂéﬁ g aWyWE'FﬁgtP%'Fﬂlsorltr?'bSdg,rm?lo‘?pptl'E%t"ﬁr Bat nent
and/ or car eeforrbé bykibhtophbresids somophoteriss eleriropordtian) methdrical Thesqueqt i de
according to claim9, for Ih? trleat ment and/oreﬁéare of It gose condi tions,
di SO ders ARDY PRSLIR BNt PEUSKE fureTIHRLISHIATY Rededss YPCORS PYuni ch
are i nmproveafe&is ¢fippasete thibrip-elédtiizipatchegordnysaonibestion tiodreaft | east one heat
shock protein. 11. The peptide according to claim 10 characterized
in that 9aiplobgst forherekanrtion &if na peptidd af rgdnesdl| farmuiei @titsbstersivonizdgDa and

110kDa. 12. The peptide according to.claim 1l characterized [n, that said
heat shock rB\xB{r%fﬁﬁ?rgofgg r 'g%.cg?’ﬂﬁt"ﬁ?élﬁt ?fd@'l‘a%%?ﬁaﬁ??g'yta‘;‘:&#?k?b&? S@ft%i s 9
to 12 char agdcefdinged dny df RRimSRic8, ioharicieizbd anthaoit isceireed eutua eslid pledsay s

and/ or prevents cell danage due to UV radiation,
15 or in solution. A

23. Process for preparation of a peptide of general formula (1), its stereoisomers,
mixtures thereof and/or its cosmetically or pharmaceutically écceptable salts,
according to any of claims 1 to 8, characterized in that the protective groups of the
free amino groups are selected from the group consisting of Boc, Fmoc, Trt, Troc,

20 Teoc, Alloc, Mtt, Z, CiZ, Dnp, Dde, ivDde and Adpoc, the protective groups of the
free carboxyl groups are selected from the group ‘consisting of tBu, Bzl, cHx, All,
Dmab, 2- phenylisopropyl, Fm and Trt, the arginine side chain is protected with a
protective group selected form the group consisting of Tos, Mtr, Pbf and Pmc, the
histidine side chain is protected with a protective group selected form the group -

25 consiéting of Tos, Dnp, Trt and Mtt, and the asparagine side chain is protected by

the Trt group or is used merotected.

24. Cosmetic or pharmaceutical composition which comprises a cosmetically or
pharmaceutically effective amount of at least one peptide of general formula (1), its
stereoisomer;, mixtures thereof and/or its cosmeticélly or pharmaceutically

30 acceptable salts, according to any of claims 1 to 9, and at least one cosmetically or

pharmaceutically acceptable excipient or adjuvant.



20t hermal stress, oxidative stress, osnotic shock, inflammtion, hypoxia,
exposure to pollutants, lack of nourishnment and | ack of hydration. 14. The
pepti de awoandimgeso any of clainms 9 to 13 in which sai #crmratieod4sand/ or
care reduces, delays and/or prevents the signs of aging and/or photoagi ng.
15. The peptide according to any of chghns 9 to 14 in which said treatnent
and/ or care 25del ays and/or prevents hair |loss or induces hair growh. 16.
The peptide according to any of clainms 9 to 13 in which said treatnent
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transdermal,__appli ¢cati.on | formed. | opt or.esj.s, . oggpﬂ& IS

el ectroporaff”f'ﬁﬁ?l cﬁtgnistei?&%#r@géwg‘f)&%ﬁ%snrr%??c Sﬁé)s?gu'rtssé gra |%§It%), or

occl usi ve miraemaceuticaliynaeseptabies salts dsl faurfdr ipea icopearttiations bepweara 09001 %

, mcrq;electrjc.pat eof . 22. P
Por pr epar At gt Heiopl TesaRe il VR fdhe PRmbBRESE, ., 251 soners.
al 1o, - aBboATREIR e i Aneuoaaect B af ABpE g tegt i ol 4 BE@” ©
caryo eddoutc])cfigensdl 'f?inmtm(s’.)eliti&tbfred;isqmeﬂsu?iinure_sZﬂereé’rramﬂc_srsi:s‘ msrrmtieaﬂyrca? i on of
a peptide of gener ornmul a , ILS ster.eoi somers,. m xtur r
angl gr its Wﬁ??@ﬁ?'FVy B?Ce;?ﬁa&’rj‘%’raégtﬁst’i c8l UQ"%EB%%E% ab\nga sgrtgéssrﬁaeg#éofﬁi ng to
any of cl aiptarhateutiBal cdeliveryt ystene cbri sustdivadd teleaser sitstarh i setecpd frps e t he
Troc, 20 TeRu AdpBSirgy (o gposob8Ey miked BB GRAE HiorRuBs.. nerenen |

prot ective ghostpses)imitibapsulese miardeapsulesyr manpsapsutess edppages] -éyctoaektnies,gr oup
conssi sting o en

f tBu, Bz|, cHx.  All - l : ,
ar gi-ni ne siV(fé'cler?;i'ﬂ'C%ILeSp(r:r'ES'f(%%t%'&él{ﬁ[g{rﬁpau%?%?@%t %(\‘/r'éas"gaﬁﬁ%g‘gé% o@@dg o”n tﬁlge
gr oup cogsim{cﬁmg, m;\ilcl)u’tssglgetr;eﬁimjcrré&p‘he?ﬁd riaitnaspt}dnm,Hip&aspluhrae, siiaﬂeemtﬂ_aiion_s.i S f
r ot ect W ; .V u . . or r I n
P, "o, ManosmuRidhes miliPerbReR siMaafhEe, FikBphdRsYl SURoaREA0e S ©

lipid nanoparticles and nanostructured lipid carriers.

28. Composition according to claim 27, characterized in that said microemulsions are

20 water-in-oil microemulsions with an internal structure of reverse micelle.

~ 29. Composition according to any of claims 24 to 28, characterized in that the peptide
of general formula (1), its stereocisomers, mixtures thereof and/or its cosmetically or
pharmaceutically acceptable salts, is found adsorbed on a solid organic polymer or
solid mineral support selected from the group consisting of talc, bentonite, silica,

25 ~ starch and maltodextrin.

30. Composition according to any of claims 24 to 29, characterized in that said
composition is presented in a formulation selected from the group consisting of
creams, multiple emulsions, anhydrous compositions, aqueous dispersions, oils,
milks, balsams, foams, lotions, gels, cream gels, hydroalcoholic solutions,

30 hydroglycolic solutions, hydrogels, liniments, sera, soaps, shampoos, conditioners,
| serums, ointments, mousses, pomades, powders, bars, pencils, sprays, aerosols,

capsules, .gelatin capsules, soft capsules, hard capsules, tablets, sugar coated



the Trt group or is used unprotected. 24. Cosnetic or pharnaceuti cal

conposi tion which conprises a cosnetically or pharmaceutically effective
amount ofwetolastesone pepti de of general forrmula (1), PCI/EPL@OAOGSONESS,

m xtures thereof and/or its cosnetically or pharnaceutically 30acceptable
salts, according to any of clains 1 tg39, and at | east one cosnetically or
phar maceutical |l y acceptabl e exci pient "or adjuvant. 52 25. Conposition
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| i rdorent s, éig@iégatlﬁﬁ&ﬂﬁbltdﬁé]aﬁmcommbrﬁ irhibetrgy aws;rm:clmnnemamagentsmusses,

porades . Passgs ifkis PRAPI Sepfl gé?élpﬁﬁeﬁﬁé’sesm‘@aﬁ’%ﬁé%?aﬁg%e
synthesis stimulating ‘or inhibiting agents, whitening or depigmenting agents,
propigmenting agents, self-tanning égents, anti-aging agents, NO-synthase

inhibiting agents, 5a-reductase inhibiting agents, lysyl- and/or prolyl hydroi(ylase‘

25 inhibiting agents, antioxidants, free radical scavengers and/or agents against
atmospheric pollution, reactive carbonyl specie scavengers, anti-glycation agents,
antihistamine agents, antiviral agents, antiparasitic agents, emulsifiers, emollients,

organic solvents, liquid propéllants, skin conditioners, humectants, substances that

retain moisture, alpha hydroxyacids, beta hydroxyacids, moisturizers, epidermal

30 hydrolytic enzymes, vitamins, amino acids, proteins, pigments or colorants, dyes,
gelling polymers, thickeners, surfactants, softening agents, anti-wrinkle agents,

agents able to reduce or treat bags under the eyes, exfoliating agents, antimicrobial

agents, antifungal agents, fungistatic agents, bactericidal agents, bacteriostatic

’
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sol utions, suspensions, enul sions, syrups, polysaccharide filns, jellies
and gel atwo=0113786€onposi ti on according to any of cl ai MPC2ZAEPL@0B0g454
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foundati on, make-up renoving |otions, nmake-up renoving ml ks, eye shadows,
lipsticks, lip gloss, |lip protectors and powders. 32. Conposition according
-to any of ‘éleﬁ’fsmé grﬁstsﬂn%%tlnghﬁé%%@l@é%ed? e'i‘m%lhﬁrt epi HSrnﬁlﬂ%é&Sm@fech%Qer al
fornu Ia(I) gteremsorre m’ xt ur es t ereo /or its cosnetically or
phar maceut |aﬂdldrycaaéblémfallﬂh@lt@91 @rs preiventingc Moqi%ﬁfé@?tloﬁt Golageapsynhesis-
non-woven fg 0 g d ORled&HPr Sinttksi@ cl aim
32, charact g;r?llr aq'él&. %b?ﬁtgt hgﬁﬂ Yﬁés%n%tﬁi%la@ lg‘;tl o gr madlgjcal device is
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| east one agmpeaents sl teets;wttimotmrnmngperammsnﬁattysé@d@f agris thafolpRibit
proteins, Qifigte g raég't eRkCiHAt %Mﬂlsh%ﬂgﬁn %‘e’gmaﬁbh NGa &€ &t inhibit
acetylchollne ecep aggregati on 1 nhi muscl e” contraction

i nHobi ti ng S&geelmtewﬁ& imﬂill an catpepsindenagente stistlayeg |flhfﬁbl!ﬁsﬁ ipfgfifergtien. s,
matri x net ro, me S ating
or inhibiti ﬁgﬂgge%&dﬁ [ t'{egra%tﬁ*gotc d@%ﬁ%ﬁa‘ﬁ?l n%&éﬁéﬂﬂ?ﬁrﬂh%ﬁ@%lgﬁ talﬁ%
agents,. selpfr0|tfalah®mg agguist §tln‘@lﬂtlnga@q@c@g@ntpgohfeq@t!g@/ntaggg@ mUl:ﬁt'DQng
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agai nst at mlph@cewlqbglln@terew $l@racrt3iaventcagmygly@%ml@ogéxf@!?eﬁg‘éh%ﬂs-

antjs- gl ycatdy %lﬁnﬂﬁnég%nté”%ﬁtfﬂ?ﬁérﬂ@?a‘&?slsaggg cBRbYIVA @lag@%ma%tlpsona&s _
antlpara3|t|c age I ers ent s organi c “sol vents, liquid
propel | ant §ge9t§|, PNAoregiairiagantss DNA pistecting @998@b§t?§'h%%’§, amfkitching agents,

moi stur e, aetﬁnfé qu{é)f%&ﬁieqf an8R} Rafty o %’éﬂéﬁﬁé &Rin, 'ﬁphfﬁbLHdeﬁﬁsr antiShe@ar mal 30
hydrol yti c €nzynes, famns, amno acids, proteins, pignents or colorants,
dyes, gell |rnykpagemsebmdlmmm@g@nt%r@gﬂmmmﬁe@m PERdustion dipalytin@gents
anti-winklg d rffberRgitsht WYdAls, aenkyes.
exfoliating a%%ﬁgsaugﬁtgﬁﬁ cﬁﬁi érglgéeeﬁtg’étgeag(néﬁ f unﬁ%e g‘gentggé fsungl gt atic
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i nhibiting. or preventlng hei r degradati on | agen synthe5|s stlnulatlng
agents, el agimingsgganissarti- @ﬂammaécerr/n@ncagreﬁnglgea@c@qnﬁs synasthaticsagqntsl at i ng

agents, |anqahf SUHGNES SpRbiyTHEFQiAtdA 2LPB ficrd&femtion, ayénitsestintiating
| angiogenesis,b agents that inhibit vascular permeability, venotonic agents, agents

25 acting on cell metabolism, agents to improv_e bdermal-epidermal junction, agents
inducing hair growth, hair growth inhibiting or retardant agents, hair loss retardant

agents, preservatives, perfumes, chelating agents, vegetable extracts, essential

oils, marine extracts, agents obtained from a bio-fermentation process, mineral

salts, cell extracts and sunscreens, organic or mineral photoprotective agents

30 active against ultraviolet A and/or B rays or mixtures thereof.

35. Composition according to claim 34, characterized in that the adjuvant is synthetic in
origin or is a vegetable extract or comes from a biotechnological process or from a

combination of a synthetic process and a biotechnological process.
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acid synthesis-stinulating agents, fibronectin synthesis-stinulating
agents, sSwWOR0iwn43868t hesi s-stimul ati ng agents, agents st iPEUIERRINGOG4HE
synthesis of |ipids and conponents of the stratum corneum ceram des, fatty
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cathepsin G agents stinulating fibroblast proliferation, agents
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consi sting 9f i i , ks protein synthesis. 37.
Conposi ti onﬂgtgﬁgrqﬁ#%%ﬁ O@%@%\(&uﬁ@gﬁéﬁﬁgéé‘ﬁ%% 35 characterized in that the
adj.uvant ,5i s selected fromithe gr S| S o= M ' or

2! agi 78 Serinren oot e b B Ry dardeiialn agle SO, | |
t hat the ari$iseledteklfenanbé ogroapt conagting aigagends astieuatingc healinfr end/t e gr oup
consisting of Acetvl Hexapeptide-8 . .
Acet yl Hept aep?étB? laﬁé%@?zn@@ gtc%%%é‘tvgﬁlehﬁaf'%?%q/ﬁerﬁt%’p')tgsl't'a}lla?at-'oih?ge&t:sét yl .
Zg)e(? Slept hg.eéozépos%o%maggd%ig 't8“8¥i'm -Ergl Qﬁaorgclztgﬁ'\z_e%sin Tﬂa‘tptﬁgt Jaéjeef‘ft ]sQim(alét{nal line,
10Tet r apepthieddnd aAdlet yé-Epitpsiplization 30 Gondjuhantriesafog tapk/be tre sgpithé liatizat®e,

D net hyl met hoxy. Chr o |, D net hyl net hox r | _Pal m

Psgsdoal ter%%'ﬁ?ekégﬁefgﬁ?m@(‘? PIRUP CoRRP Q‘ﬁ)%fl sﬁegggglp%ﬂ@oé%é@e%r?é(fr?dr eti nol
and its derdnddlripeptide-i0icitamimee and its derivatives, Coenzynme QLO and its
derivatives, boswellic acid and its derivatives, GHK and its derivatives
and/ or sak .]E(Sorrr\]iﬁc&mtmhséd%ﬁrd]@ tlnﬂ@hy' ?}fsclﬁl&fsiallatbi mf ar?\@ﬁizangitwehwdmant

agoni sts of, chl ori channel s, the .m xtu 0 rolyz at _Protein,
o) ysed ISpIRIast G0 S SRR, EATTISLOf FRE IRF PHALGE a960Rngr ERs

Leci ti ne anadudingedit grdethl0 Citrulline and the m xture of Pseudoal t erononas
Ferment Extract, Hydrolyzed Weat Protein, Hydrolyzed Soy Protein,

Trizpept i dg-Génfedition ddcBriimgtd diy drdhimdesdlio Faradtongasintthatithaadpiaitng t o
any of clainms 34 to 35 characterized in that the adjuvant is selected from

the group ddASESERHPMINegIRYR CONSIStRGICAEYNSGTEFES1 i ng and/ re-



epithelialization and coadjuvant healing and/or re-epithelialization
agents. 40. Conposition according to claim39 characterized in that the
agent stiwol2atioagseReal i ng and/ or re-epithelialization opcrtEedyiowesiss heal i ng
and/ or re-epithelialization 25agent is selected fromthe group consisting
of Pseudoal teronpnas Ferment Extract ggd Tripeptide-10 Citrulline. 41
Conposi tion according to any’ of claims 34 to 35 characterized in that the
adjuvant is selected fromthe group consisting of hair |oss retardant
agents Ol AUSABSAUELRENGR] dnyasiWilifhe 3498 FchaFRABASIih Mat e abllag o any
of clalns 34'to é racterlz in that the ag'uvant i's sel ected fromthe
group consiiss¢lagtedfronetae gsmwrpﬁﬁﬂepﬁbeatmocmm tion according to claim
43 characterized in that siad heat shock protein is Hsp70.

44. Composition according to claim 43 characterized in that siad heat shock protein is

Hsp70.



