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' of extracel l ular proteins (Q?Fjbrous Erotel ns,

COSMETI C OR PHARNMACEUTI CAL COVPCSI TI ONS COVPRI SI NG
VETALLOPROTEI NASE | NHI BI TORS FI ELD OF THE | NVENTI ON

WOTh®/1pé83ent invention refers to peptides capROTEPG09/001419

inhibiting the activity of matrix netal |l oprotei nases

(MW) and to cosnetic or pharmaceutical conpositions
contai ni ng such peptides which can be used in the

treatment and/or care of skin, nucosae and/or scalp,

pr eCESMEYIC OR PHARMAGEUWTIC AANCOMPOSIHONS COMRRISING

condi tions, di SQETALGPROTEIRABEINMHIBEFORE SkKi n,

mucosae and/or scalp resulting from MVP overexpression

or an increase in the MW activity. BACKGROUND OF THE

I NVENTI ON The skin is made up of two | ayers: epiderms

and derm s. The outer layer is the epiderm s which is

THE|! erati nocytes, nelanocytes and

THaNSREERNRvERiohSrefdte th{sephasd %aﬁéﬁlétdf%h:bﬁn]@; Qhé eécav.ﬂ, of matrix
body water, act as a barrier against chem cal |
mgjalapsotainagrs (MME) apdin sesmelicrfRirrmagesHtisal campqsitions cantaining
sG@Ilm 'prtﬂ{esrvﬁ'ﬁW ééd B8 uBELHARE SRatnldlft ahbB/op %a}ead?esrkm mucosae and/or

derms, formed by fibroblasts, adipocytes and

spaler opsiergbly fos the fRatment ends e ob thase cqndiionss disorders and/or
patHoRgks Bhﬁ(ubavﬁ%os%%r%d/&r?caﬁﬁ%shﬁmgQW'MMP BVBFXBHSsion or an
nerve endin whi ch provide tactile and tenperature
iRGEeaset indrsM Ragqvgy) houses hair follicles, sweat
gl ands, sebaceous gl ands, Apocrine G ands and bl ood
vessels, and one of its nain functions is to keep the

GRO Q BMNVENTION ance. The dernis al so

h%%l%i‘ﬁ'% ntnélfe ﬁﬁtéfat%| layybrF

ekhnis ah® BRSO StBURiyer is the

epideemisr whishris maade pponaiblyl 9ickeralin r@ﬁ'??&qYEﬁ&l and Langerhans
EHOGhH R basid furtE&P isStd Fbt§|hr652ﬂ/%§ter Gt C4 Hah?e‘i%alnst harmful
functioning and devel opnent depend on the right

chemisal peentsfastwell axagaipel pathegemagantse andPesfermreelipiag rgnovation
pr&&Hdkad i OI"THeOflnhérS I%)Pn@?’ﬁ/loékﬁ'ﬁﬁss [fUWRﬂ gb)P flbrgblﬁgfs Aaé?pocytes and

Wegener R, Paul ss Bat'eman J. Hei ne

rBRACMIRAgE lis MY qepoedpd t@t!mré%mlwrmfhﬂhprbafa'dﬁambrane and it

- Bh#licAim&bus aerEl éﬁdﬁ%@%ﬁéh Evald%anlléﬂanmtéfﬁCﬁéﬂamré ls&nsations. It

to both collagi W@ﬁq grecan ) .
ajspghalisgs Hais fol $S. S‘Fﬁét Q' g?aq%w{a@ﬁﬁ ARqsriga $Slands and blood

VRESHIS] 4 drid df N8 nfieh fudeBdrsub 86 kaY thi skl tagtielty aﬂ&ap&éadance
el astin, which are responsible for the nechani cal

propertles of the tissues such as the ability to

THRSH&Hnid 8RS lﬁaud&ofﬁér Safdceularcb RS Fdtirledt By 8Mffoup of extracellular
torsion. Proteoglycans have a structural and netabolic

m@.tﬁmsmﬁwoumrqt@n@-l gopreias 78d rretgegimeanshwhase principal function is
t8'kBE S Qkh sEBBEIre. \BYrtechfisstie functioning and development depend on the right

formation of the extracellular matrix and on the right regulation of its components
ﬂ/Vibérg C., Kiatt A.R., Wagener R., Paulsson M., Bateman J.F., Heinegard D. and
Morgelin M. (2003) “Complexes of matrilin-1 and biglycan or decorin connect collagen
VI microfibrils to both collagen Il and aggrecan” J. Biol. Chem. 278:37698-37704]. The

two most important fibrous proteins in the extracellular matrix are collagen and elastin,

‘which are responsible for the mechanical properties of the tissues such as the ability to

resist tension, compression, extensibility and torsion. Proteoglycans have a structural
and metabolic function, while glycoproteins, togethér with proteoglycans, work as a

union bridge between matrix components and cells [Aumailley M. and Gayraud B.
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uni on bridge between matrix conponents and cells
[Aunailley M and Gayraud B.(1998) "Structure and
woRkbwlegi4sal activity of the extracel |l ul ar nat PCX/EP3009/001419
Mol . Med. 76:253-265; Culav EM, Cdark CH and
Merrilees MJ. (1999) "Connective tissues: matrix
conposition and its rel evancesto physical therapy

Phys. Ther. 79:308-319; Scott J "El a t| C|t
(G990, Stiihire ane Digiadiodt aciiin ! iBa SGCElar " Yol. Med.
ma@im Gulst & MA FhidCerH M@Wﬂbé’s‘; andf [198gp r'd:orm@ﬁl/e tissues:

J. si ol ,. 553: 335- 343 are a

ate¥ d%’@%*@?’éuw ¢s ’?’ﬁlé negt f%eg?%#? dperray’y FEZ}’% hﬁef 79:308-319;
Sconsh £t @be3)jxEriieinf /ntéiﬁabélhﬂdr nidtek @hapdRRiuiel’ BraBR@drS cartilage,
Thay have been classified in nmore than 20 f§n1lles

ele- | %!ﬂ”tgrféfﬁ{‘%‘?g(}’PWgﬂ"Pﬂlﬁ"W’d’E{% JeRaysigh 215 335285 whi ch
fulfill specific functions in different tissues. The
mai n characteristic of collagen is its helicoida

(Qlingers,pe 7 GmibaObjbroHe PRRIEi9g; o4 the AXWCallap atrx that constitute

159} ¥P@Ritb@E pidié Rfask ik mdnﬂngbythm@@cbd@mﬂég@ﬂed in more than 20
Alterations in its am noacid conp03|t|on cau

fﬂ’?‘&’?ﬁl nek PBH‘eﬁhBaY'BQé”%‘f'dll"'%'§hﬁé§9tﬁéﬁf'%$alwhtﬁhofﬁg'|"tﬁpég'f'c functions in
({.@gm.sgué\g_ Cark CH and Merrilees MJ. (1999)

"Connective tissues: matrix conposition and its
rel evance to physical therapy" Phys. Ther.

The R8R-chafcteriEhE B cHRIgER P Itd EIShdéRﬁl Bfuctae f@ﬁﬁ&ﬁb@hﬁa association
one to the other and formfibr whi ch have a

ol thrset ePYRAPtide_chamEntiahn slyp@ﬁgarrd Broling, Alierations éuds @minoacid

dShfdoRiiBh @aSsd BysRHAHBR ahl S84 its EBanithirbpsrtiad Lpé\t EM., Clark
added into major structures, such as cabl e bunc

G canct Merlees i 1 ({989 Ceimectivay issuas cmalsito fymaestion and its

reRVhEAELId SHyRBREthBfapiFePYy ST THeP Wi 08531 @@Bdowp Mpﬁavé hains can
process is known as fibrill ogenesis |

oS seeons ol Ro e otk TP JSHEch v Bameiakof §p-3ponm and a
1&hgth 8 @Xtd AGRdredS AF MRtdmeterstin Mature Madues! Grhag- fﬁﬁ@ are often

Not all collag{ens have the ability to formfibri

s
asideg) Tnto, Mpjor SHUctures, s3iiehes caple Btchinge N GRR [Pespeen through

MMI@%I(EI"OQ&ddyl as é‘dﬂb% €ibers OF kY tmidRhietsrsi m dlameter This
basi cal | y fornmed b%g% rillar collagens

RIGPSS. 1S KgU™ a5 BN RgeRes's daalin MagngoGeTRuY s (1898 “Structure

&l br@ritap bty &eman é(tra@@ﬂtﬂéraHa)flx Y Mol Medl 178e53-265]. Not all
fibers feature a er, which correl ates

GRIBSPTISEVRIN Ay o Tl RS, bi At hipkicgkaSens, which are

Krdd-as MbiAgar dollagéfs| agen intervenes in tissue
extensibility, and as years go by, it is replaced by

type | collagen nol ecul es, process which is partly

AR SRRUNSHdthfis f‘sD'baQiBélH'f &;rﬁukzurt@ ABiilRY dofsferextypasi Ml @nd V. Type |
t han young ski ns. pe V collagen ass C|ates
0hlch

qalaerns) represant 180 i gtotal ecalipafe b the d defply (Geperally. type |
doliddeén fibedt @gyurefa tﬁlbﬁer%iérﬁeter e kateliteKwithng éﬂmﬂﬂioﬁ\bhthstand a
D.T., eds. Th Par n Publi shi ng G oup, 200

bigger’ mechamcal ype |l collagen intervenes in tissue exfenSIblllty and as
years go by, it is replaced by type | collagen molecules, process which is partly
responsible for mature skins being less extensible than young skins. Type V collagen
associates with types | and lll regulating the diameter of fibrils [“The Biology of the
Skin”, Freinkel R.K. and Woodley D.T., eds. The Parthenon Publishing Group, 2001,
Culav EM., Clark C.H. and Merrilees M.J. (1999) “Connective tissues: matrix

composition and its relevance to physical therapy” Phys. Ther. 79:308-319].



10

15

20

25

30

35

Culav EM, Cark CH and Merrilees M. (1999)
"Connective tissues: matrix conposition and its

wonrelvaveddse to physical therapy" Phys. Ther. PCT/EP2009/001419

79: 308-319] . Col | agen fibers are in constant renewal
process, but such renewal decreases wth age, causing
the thinning of derms. Besidgs, even though collagen
fibers organization provides collagen network with
great resistance, collagen fibers are sensitive to

G‘cﬁl/'\/gé\h fib&r8 AYERScIRR N réﬁeW@bfdcésé'ﬂbhﬁéu&%ﬁ&\ﬁél&%%reases with age,
MWPs belong to a famly ﬁloteolytlc enzynes

C@eﬁ'aapthsﬂeww) 0 PE‘P\'%@G?'QP% avea ugh o¢allages cﬁbﬁf& ggganization

p)’r‘b\FIJTbst EYI1I8Gers HEMWRN K Rith @PdH Wesistanék, @B V%eﬁ&lb@kbear@fsensmve to certain
hionine in its active center and

%ymeéthrwnyas desifis eetalienraipgses (MMP): MMBRARIaNG oM family of
dré@otid éﬁfﬁhééﬂeﬂ&omtéalsés)am& ESihEZziIRG 8 fm l:&sndra@ied with three

into'a neutral pH (collagen, elastin, etc.).
Gb’&‘i?lﬂeyfeéfdUﬁﬁﬁ"ﬁ)@r}?efe&!quéqudﬂéﬁ'ﬁ@ei i ity a%tﬁ’ief?%‘épf and which can,

c%ﬂé&h@l‘yngeér%dbtrﬁaérbmb@éddﬂa@'co?r'udBnleﬁ{s' Frrymatﬂg é)&n%cellular matrix and
substrat e Specificity [Wessner J. trix

frst e Respbieeinagdele aawﬂtqher'r(cqlha?b.etl @ e'ﬁ )connect i ve

tissue rermdel i ng" Faseb J. 5:2145-2154; Myazaki K

and Hi gashi (1996) "Matrix metall oprotei nases:

Ttheefamily cof @&tm E@tﬂﬁﬂr@%ﬁﬁ?ﬁl'ﬁﬁ?ss'ﬂﬂ Reepdippdp itsetichirpl similarity
drid |fsr§1b%trét@|®‘éc1h8t)1 [‘W@Hsshé‘rvﬁﬁ | @99 @)‘"Wd?ﬁ)? ﬁr%?aﬁfébﬁ)temases and their
Sei kagaku 68:1791-1807] hin_th

iphBFQsS 4P COPBPFNGetisyB s emﬂdewraf ngﬁ'S&é?eJ f 5 Bﬂ f’? &’F o oMYéﬁé’ﬁ K. and

Hityh&Hi 1501998} eNRtin 1rdbtalid)rbRBREES Cthe VBt Res and functions, with
neutroph|I col | agenase, -3 or coll agenase 3),

sperieht/efesaecs \ipi Bgird é@{?&d’@ fyper 1IRvasEy| fgdn mstadasis” Seikagaku

69 8y1-1sy7m Wnthﬁmeﬂ%t A g‘ é?‘i/ll\ﬁpé |tﬁ&%na|@'\/%ﬁa%eﬁéses which degrade
eIIatlnase A7 MWP-9 or gellatinase B 92kDa

92
e el gasm QMR 6 a8tz ekacanagh. MUPH8 or pepisophi caliagenase,

MMPe:'}to?‘éoﬁéTgehB& %%tééll‘éﬁhééélsahm&wdé Péder@é@'l\l"%oﬁé@"éh &Sany other
gl ycoproteins |ike Tibronectin or Tam nin an

fandt o geniuratized; roiaoest KMMP- ?WP%”@F"%?P&W@% end MMP-9 or
ds'@{alﬂasg @@2&@5}3@5%% _}/@lng itte Nl ]spéctﬂfmﬁffra@fm Y§'d’fected to the

matrilysin net al | oel ast ase ( MVP )
W@cmlr @ﬁglxwmm%pﬁl@heﬁ%@ycemmqs Aike mnﬁoqe@n wafnmm and
&oéagltyw% Bmbhg drkéral (VAP Bt astRmehsth I R g6l oaadomelysm 2 and

secrefed in an |nact|

VHELTT oL PRSI o5k HESbeP CNPET I aiHoei s (7-12) o the

h8RbtReméhlIdpicteRERMIPAR, MRP-25, MMP-{iSasEMamage). The
menbers of this protein fam |y can activate one

anot her. The MWP activity regulation can take place in

Métfafkﬂfrsfébsé@%% prb@t%é@éﬁd“%&@t@@ u?éﬁ'ir%%ﬁi/@(ﬂ/ay (proenzyme) which is
transcr%gtl on and transfer) g?ul ating inacti

I8tep @ethator: iny \VﬁthHﬁc‘?JW'adcﬁq"H@"T‘% b/ \Fed?lsst ﬂfethﬁcﬁrPP/%Pt'de region of

i3l f¥efaehce. MYBSMEMnBY¥rsadt thgﬂﬁét’éﬁﬁﬁan{" I9|c§n|d%t|¢étéfoﬁé%ﬂother The MMP
skin, nmucosae and/or scal p conditions and

activity regulation can take place in different ways: regulating gens expression
(transcription and transfer), regulatmg inactive process activation or acting locally on

the active process.

MMPs play an important role in different skin, mucosae and/or scalp conditions and
disorders in which there is a degradation and destruction of extracellular proteins

[Kahari V.M. and Saarialho-Kere U. (1997) “Matrix metalloproteinases in skin” EXp.
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di sorders in which there is a degradation and
destruction of extracellular proteins [Kahari V.M and

WO Zomrned4ho- Kere U. (1997) "Matrix netal | opr ot BRCHEB2®9/001419

skin" Exp.Dermatol. 6:199-213]. Anong the different
pat hol ogi es described in which there is a MWP

over expressi on or an |ncrease4of MVP act|V|ty in
connective tlssue cel #e find chronic ulce

Depmabdng: 189-2 {ﬂam}gath? differept pq{holgﬁ@s@(ﬁ%ﬁtﬁd ip which there is a
MMﬁQ)@)arex%ﬁé%@fdnCdrfﬂn |ﬁ£iﬁeﬁ§é of IOIi\/IFt h&tRME il BbHrRCtiw t|é%fue ceIIs we find

met al | opr ot ei nases- on chronic der mat

chronyse utegr dMivosh: @46K@%wfa JsoAP'asTsaT¢|Ka§F@lﬂ T (2005) “Beneficial
e%é&ﬂs' o gssull mﬁr’ﬁﬂor@ﬁﬁﬂéfhll@b@tﬁnaée%@@lﬂ/)iﬁ)f SEtchQJn/c dermatitis” J.

ﬁ riasis _treatmne asma concentrations
g

of
f9lo8¢: 8?@13#75]3@—59”% [E/{S%u% Mrliwiee 6t and ChOdynlea B. (2009)
Eﬁ’é&' bfoﬁ§d?Ia§Isnﬁ§é?mJBnt on }{5&' ma %ﬂ@ent@:’bﬁ@@'metyﬁdﬁb@mase4 and

-421; Suonel a S. riniem AL [ mp
tRﬁ‘HQ/ mtos of metafipproteigase!” Jubtasheas. ﬁermp@' t Kmegl 9:418-421;

%é@@oxéﬁmemw\ (2088d1a" yBtKdrrorspt 81! oshammaseu&ragmaa T,

is expressed by keratinoc tes in psoriasis" Acta Derm

Religagi ol . S@%r’ai’l%’(‘?[ﬂﬂ-’ ( ) Maf%megﬁ”e@méqmea@ is expressed by

I&'ré}ﬂiow/tbb% PEYtiaBRY e/, stnb%%yragl ﬂm P14], or8nshthBIb&iEE such as
(1997) "The functional bal an

sm'\at'?r (ﬂﬁ'F’oP%ﬂ%’ﬂ%‘ss Ry iofsi ik g Mﬁ/qu Ge (1997) “The functional

Bi%?fc@d&t m@ﬁﬂ?@}%es %ntdoln/%ii&rsQﬁtt}égb@%@%daﬁan I?elevance to oral
r ski n cancer

RRNGREEI ¥ CoHISigr R, 2185068 K FRBEGHNR Cof Homabeck W.

4Pt BérarEd dbonr %Iv@ﬁ%ﬁ?of(%)mét@l/ (BIAESES (MBPENABtaneous
progression” Pathol. Biol. (Paris) : 154- 159; Ker'kel a

rpelanoma SaHePYessien ke Pathy. (Bzglog)(Palm[t 52,154-159;," Kerkela E. and

SEIralHoOREet 8! (RRBH MBtr&WﬁEfall&Sr@&ﬂr%%%b Q/"ﬂ ‘turhBF léﬁog%‘ss:on focus on
basal and squanous cell skin can

b ahert Sauspatiscpal kR CAROEENan DRAI9b (1221085 25] pa o invasion
did merksiaRR [BatAd TKHRTRI dndMiyadfpios). (2895)93'«%3 of membrane-type

menbrane-type matrix netall oprotei nase-1 in
mﬁtaégv%@!/ogﬁaelﬂéf%réwa&ngor "eéﬂ%@eraf@dvetagtewﬁa@qefﬁa 96:212-217].
MWPs al so play a key role in different phy5| ol ogi cal
situations in which the extracellular matrix is

NMEE irauplay akey salen diffeesnt péxﬁdﬂosfga't%awr'%&@rth}harextrace"u'ar

Bk % 854HhEEd Yorl FecbRSAREd, NEichi BS| thei Barddehaibe matrlx proteolytic
nor phogenesi s duri ng devel opment, tissue repair and

fﬁﬁ@ﬂéﬂ&wég‘?@d'[‘%ﬁm OROGANESBadNINg ABVERRTBOTS, tisgusygpair and

eh¥siFFKMd PPVt RidNSERaIHoPK el (' (1§§19 “MAgixTReRllloproteinases in
9-213 In a art|cul ar vvai\g ar MVPs have a crucia

|
?ktﬂ"eE’FRw Rl P93 H o 7 ngay- AdMaisahgys, @ crucial role in
dIPRLERRS tléﬂuea?é’mﬁ@eglﬂﬁ e[ABrafatR0B) P&MIRBEChM Vit wsa'gage H (2005)

renmodel i ng: cross-talk between endothellns and

TONasttyBr SSHAadeRO0RNG: | ARSSdalkpragiReD| engoté,’e@"%wj’d matrix
ﬁv@fall&)ﬁr@i&ﬂa%e?m(t@ﬁeﬂ/éiﬁgrlaﬁ@*ﬁa@ﬁl bB MQ]THK&S éxXdfnple collagen

skin k winkled and acci d
w?qaépa&vév"wﬁs aakss e ﬂ%y 'OBkW@k@HtanPé'éwﬂs

i ncl udi ng exposure to

Likewise, MMPs participate in skin aging. Different factors, including exposure to
ultraviolet (UV) radiation, produce collagen dégradation, with all the consequences it
entails on skin structure and/or firmness, particularly on those skin areas exposed to

the solar light such as the face, ears, neck, scalp, arms and hands.
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ultraviolet (UV) radiation, produce coll agen
degradation, with all the consequences it entails on

woskidnoeus uct ure and/ or firmess, particul arl yPOWVEPRIO%/@01419

skin areas exposed to the solar light such as the
face, ears, neck, scalp, arnms and hands. Ski n damage
associated to chronl c exposition (repeti tive

irradiation) o 190 ex osition (str i rradiation A
Sk damagsay 'atﬁg %‘QVQ"'E%F’%%%‘ é‘?&?&' 'fraasﬂtaonbar @B%fxmsm“
($tkorigSirrk@iaueh)tthaIVA abtBr ILBWES rdyd Has H2Anatudidd; Qarticliatly ithé known

rays) with nore energetic wavel enght, especially
thatt ect epidermc cells (keratinocytes) acting over its

DNA. Uw&yeqzsocaéﬁn@%%ﬂto%%/qfa §)Okied midve BAYIGEtIE W4aeelenght,
a stron etration rade an act over r'mC
cel | §SB eFﬁ w'%me?@'Séh%raf'weégectfmweéaf%

gener an\mgaw E320-400r7R| 5% NI 8@y &IV rdysPIhang ed sedmyes Usehetration
to UVradlatlon articul ar UVA and/ or

I UVB
r adi SAEA P05 @‘é,erl\%ﬂfmé’x‘ﬁ%'é%%ﬁs (fier s gnd; they act indirectly

Datt@ege,gtmgﬁ}aéw&é@ V\ang Z.Q, Varani J., Kang S.
and Voorhees J.J. (1 96) " Mol ecuI ar basi s

'\Q‘Hﬁo‘felﬁdlﬁ’tﬁ‘éﬂr‘%deﬁé??ﬁ%e stoi HVagrdi Wé)”al’ﬂfwcé‘“quoFQj UVA and/or UVB
radléﬁiﬂﬂﬁinﬁﬂéteﬁ\wmp ré85i3R JFidhsY. G.bI, Paera I TaIMS Wang ZQ,

Q, Datta S, C ar ani Kan Land Voor hees
V(ai@ryﬂ “Kafih ophad oY eRfhees ph-b nﬁ@gﬁ) SMofPCHE nep Y oﬂf c%‘éﬂ -induced
HPHmHuFé %deola@émé-lzﬁﬁ reth@W Eﬂl@ o:ﬂsmwﬂ\lbtur3337déé\93§@9ﬁsher G.J,

V@ag’g %ré?‘gthtzQS C. Ké(ﬁ@anSJ éﬁegg\% anp{é?é@rf]}ee\c J{ 2(@%&75)”‘Pathopl§ys:ology

ofkdré,ﬁawr SkrtAdihdg Aliusbd B) UIPsViSIasEshtNel Bng. J. Med. 337 14191429;
net al oprote| nase-8 protein in hyman skinin v

RIhFB.S1.9, Ghonbh G BalarBsarge. 8610 SopBelas Whay 2 Q. Kéng . and

VB%TrIi’éésOQUaS(tZ@@ﬁ) ty@Rvibiet MBdihtidn ihbreSséss rR&tEx Oﬁveféﬂﬁprotelnase 8
onents of IJohotm nduced skin a |n hot oag

FRER MaPimaR KA GhihvoGo Invesh g2grmat gﬂ(’éﬁﬂ R

rﬁétﬁllwlas‘fé’s%QWS (WNI’PSIBI Thlé‘% B8 of\gR élﬂnﬁﬁ»’énts':’ﬁvphotomduced skin
705-720 known t hat

N8 (RIPObiaesa Ui o o8 &1 Caty (L0 (HeIIPhGuced signal

daB@écﬁ%S#pd dkﬁ)%jl rAg@:ﬁdP@@'RevgﬂO%JTZGFB%bﬂegtlt e rknown that MMP-
ntr| but es r.onol OI%I c skin a

iP5 s MR 9 SEfigRopeasss Wihiegs HAdhal thidRkIBasS: together with

o’é!]l Growes meeéletamonhlcshtnbfb& Y hreHEIbENRPEIRSE SRfind YBRBEUS 333 B1].
Ber gemann .., Harrison and Young

Slari S RRREER | 03 IS 128 B P aAGk | 49 i BRBEGiNHBIRRy WMPS are

dvafés@tess&? [Bam8FPIC., /ngélﬁénrs ki, NHamidbwrG S @Al PYoung A.R. (2001)
thoI g&l es or disord associ ate

A I TE I ML e

t he connect ive t | ssue IS acne [ Papakonst antinou E.

mvéﬁyéﬁ@ and,‘_qrrﬁc@qp ;@thologles og glsorders asgorcyastgg Poole%soverexpressmn
or to an increase of MMP activity in the connective tissue is acne [Papakonstantinou
E., Aletras A.J., Glass E., Tsogas P., Dionyssopoulos A., Adjaye J., Fimmel S,
Gouvousis P., Herwig R., Lehrach H., Zouboulis C.C. and Karakiulakis G. (2005)
“Matrix metalloproteinases of epithelial origin in facial sebum of patients with acne and
their regulation by isotretinoin” J. Invest. Dermatol. 125:673-684]. It is described that
skins affected by acne have high levels of MMP-1.

Likewise, rosacea is a skin and/or scalp pathology or disorder in which MMPs are also
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Gouvousis P., Herwg R, Lehrach H, Zouboulis CC. and
Kar aki ul akis G (2005) "Matrix netall oprotei nases of
woegidtihedd al origin in facial sebum of patient BCWMEP2N09/001419
acne and their regulation by isotretinoin” J. Invest.
Dermatol . 125:673-684]. It is described that skins
affected by acne have high leyels of MWP-1 . Likew se,

N A0 T AT —

A@@?{géﬁé@ﬁ iréfets Wtr@ptdtéé§®$ele?f bI@BQh/é@_ﬁél@Sbﬁnaﬁi@d and it includes

infla tion. i ogenesis fefers to the proc

DRB T RGO SuE G5 Tasarer a1 KRnant PrGSEsR SUdh pg gancer. Matrix

d@@féﬁdirfgl &&%nﬁ@cﬁreﬁ/g?tflﬁ&@g@@eﬂg&dmw ﬂi&ﬂ'ﬁ&fa&h@f@&ﬁ?ﬁgeness since
such_ as cancer ri x degradi ng en esent in

theys alipw dewy Bload YRsseisnix peseirate. the raatex. N@f%@é%@%@t a kind of

ePizfi6s tingyived | mw sieMv brdzeeseseslsabédlh OARENEFeRERME e R (2006)

matri x, MVPs represent a kind zZynmes i nyolve

ERtae g o A0Ba Tl peBioReRIN nfhaTL S dPIGAipSb o) Am. Acad.

Delgit 54@5@255}33 Nonantl biotic properties and their :

clinical inplications" J. Am Acad. Derm 54:258-265].
People with dermatitis, including contact dermatitis

Mgleal;v@lﬁ)ld‘érrﬂéﬂ' itERinduding %bﬁt@chéé’rﬂ\dﬁhg fénH&MSﬂ)l& défrmﬁﬁ’tiﬁi‘ also have
s [ Herouy Y Mellios P., Bandemr

@t eyt iof Fsomesé\{lMPs HHesony Nor Yglias B @ler E. chShmann S,

Ndcv&&lvammt |S@Ho;meSbﬁ§|I\$or§§&éF&F | (0be1)UnhRGhhafidrs ifVb8sis, dermatitis
MVP-13 expressl on . Dermatol . Sci

| @?%G%WP Te MNP« end MMP 'Wa??‘pf%?ﬁ'%eht%i’@’é@’ ASy 25:198-205;
D8 vidlers H@r o8k Woﬁ}@n@nﬂergew er Kidh Qeel%rﬁﬂnﬁk @ e Myidrt P.G. and

El evated level s of plasma mat
CS{@{UQ 2\ 5’p e g ngéeé(agd Iﬁvelggtqf @,lﬂsywﬁ/xamgfﬂlleprotemase@ in patients

wigr BRpict U§rma3/t/§+ bop//oistsmdy’ Shn. E@(@e:ﬂ@t@amlaﬂ 313; Miyoshi H.,
32:311-313; Kanekur a

ReRdi T 1 Aok 50370 18k &1 GODES 1ok Goigh oqcts g dssue innibitor of

rhél‘BI/é)ﬂr&t@fna@és-EfEEgMFDBf QBre| dhPSras - dertnBliti®- 2) Délrm‘é?blo FLB;.C346-353]
dernmatiti mat ol .. . 32: 346- 353 Dermati ti

BErTaike s deisgens Mas i Fondiins, glsopieis,cs painoiogies that cause

iRt RARE), ﬁﬁ:ll]dh\@tc&lw Gefrhdtltie NABpHic @Brmatie! S@l‘lsﬂ@e%ﬂiﬁtaﬁl@teczema
erna itis, se sitive skin

dermatitis,  at

Ibig Alsogknopn’ that '\gﬁe'gé %E%&mvﬁﬂéﬁ p iculardmateks Geg aF'?P and thus, in

Hw IoE@'SSb@llqclo%lly {T?}téklﬁesi %Ea aflatd ém%br?'ﬁn @rdvhgsfacﬂoﬂ §ﬂﬁiulate MMP-9
PECIT] Ca OKI nes an € €epl der

H*%‘i‘t‘%l?“é‘i fhalowee e é* FPEREETELOfi hai 1eet| %Wga meg‘a”'sm controls

dépl"téﬂefd"@b m&na@rﬁ Iaiifbelérlv@fi |h3élépdcfthJan®U§§b FECBaBhiB"S., Branchet

controls cap 0 ICLe I nvo I ONn erv

MCop Beranaen a/r o%@ Bé’eé‘?ﬂ Z emeda%bc/?ref‘"%ld”@he Y.F. (2001)

“Beingmtion J of %/ustéiedeaewsGm Bamb@ Nhéir , folfielenaéshoBsible b MMP-9

GelRaAVHG PP Ponsea s aissdRE Mg @opBiioRmbhgr growth mt”s! Bermatol

4esss-39) Prds; odsrekpriebyed mmtﬁme@rfr@ralb;m.c processes could be

erﬁ%gtlij\lealtnldepay%fg, Qr?tli éve%r gr\?aﬁvgntinlg%éir I%)'ss PEE,{, %9%' 549 B1].

Also, MMP activity is related to scar formation in tissues containing collagen. “Scar
formation is defined as the formation of an abnormal morphological collagen structure
due to previous injuries or due to the healing process of tissue containing collagen on
the skin.
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40: 385-392]. Thus, overexpressed MVP inhibition during

al opeci c processes could be effective in delaying, and
woegueriogreventi ng, hair loss [EP 1 076 549 Bl ] PCNER09/001419

MW activity is related to scar formation in tisSsues

contai ning collagen. "Scar formation is defined as the

formation of an abnormal norphol ogi cal col | agen

structure due to Vi ous i es_or due .he .
el AipcarsRacearais of Thran stadst LD g 2, ke, fpgmation and
(§)kt;s|%ué‘|$é‘r{nb6@|ngr AGREESSary etgesh teg héélfngeprﬁééﬂﬂ§ exﬁ'édellular matrix

i 'nfl ammat.i on

ue fo a tiss
degradaben: iy ord@rfﬁ%r)cteg §3V§/t°sera[1f§5=1tﬁ n he Vﬁfélfﬂd)ﬁﬂ G Bk egenerate it
ltl |§ n%%éés%@yema@ |trﬁaf extriceiiad@atrkdss degradated osd@h" dégradatih is made
Is to proliferate in the wounded area

tirpugnVIIPS. Fleaing FracasbcUades 1 HRgUIeRE i Gelanes bgiween the

diffrént MIPsdgst AdRdse deerSéeBeriRgr fdatanOskdess rmcmmphaamm causes
MWPs. Heal i ng process stages are regul ated by

DR LlET5e FOR EHATRIE. AN ErepremPsSMMH-E aacos asspciated to the

pafiogehbsd of Ny cﬁr@m%&@l@ér% kaeM@ AfdbeHt tulf:t—:'iasrﬁ‘'eifie!?%haracterlzed by a
chroni c ul cers. exanpl e, an overexpressj on of

pulpnged-infiam@ation (S’@F@Péa CP'!?gleﬁéYB'é‘Fﬁ'é GOHAGMMP lewg)s-

chronic ulcers. Likew se, diabetic ulcers are

characterized by a prol onged i nfl ammati on, decrease
M%tls&g@nc@]ﬁ'ﬁtf%s‘i‘@a%ﬁm 'H‘F@H”ﬁﬂhﬂa{llé\%@aé"zeﬁb%st wellgssan excess of

naq%rﬁecefs mbloﬁm@en%d@sw (ARG, BUtgenp IsHAdigsbedSburns, acne,
as an excess of col]agen. Scars have different

inaelions HcRHERIN asneElh POt BR) A e At e B Dlerent kinds of

. sR6R%ani b §slp&yin and accidents in general), but not
all scars are the sane. Different kinds of scars can

be grdifandipgle sqars forgiag 3R eesylt of e hogysagtiyal healing process.
result of the body's natural healing process. - Sunken
scars: ' fornmed by skin attached to deeper structures,

such ~s34nkeR éP%@nyBF'e%I b skip aftgehedsio degper siryciirgs iuch as muscles,

ti SSuRDue tBasR SFal H ifePnd! AEQFTLThbsY Scdrbars kédesséWinto the skin
are usuaIIy the result of an injury. - Hypertrophic

scar €n @ﬁééVaW%'%EOBBHV‘JWOduceS an excess of
col l agen during the healing process. These scars
el evate over the skin surface and: contaln i rregul arl

or gari RYRPTERN® GEATS: APREAT Ytens ey 200y BIPRHEESsan Expess, ¢t collagen

of anydrifgahafeRilihg prégesB! THESS isearsOélevdte | 3@ nhé Wkimgurface and
the heal i ng process. These scars not only el evate over

ski n%’ﬂﬁ%lﬁ'@guﬁ‘di’%ﬂa@&eph"@i}a% end beyond the boundary
of the original wound and can continue to grow

indefinitely. - Acne scars: med in skin affecte %/
acne. lﬁq{@d§ggr,s fp&wegéssqugl‘tl og@n imbalance in the productlon of collagen

during the healing process. These scars not only elevate over skin surface, but
also they extend beyond the boundary of the original wound and can continue

to grow indefinitely.

- Acne scars: formed in skin affected by acne. The scar can be sunken or

become a keloid. People who have had chicken pox can have similar scars.

- Stretched scars: occur when the skin around a healing wound is put under
tension during the healing process. Initially, the scar may appear normal but can

widen and thin over a period of weeks or months. This can occur when the
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becone a kel oid. People who have had chi cken pox can
have simlar scars. - Stretched scars: occur when the

wozkinoexdund a heal i ng wound i s put under ten8COMP2009/001419

during the healing process. Initially, the scar may

appear normal but can wi den and thin over a period of

weeks or months. This can occgr when thewound is close

to ajoint and is stretched, du novenent or il _nm

e dHETED Sote e RITIGas SHEENSS SYTRRVOENt HUb el be due to

or NBbérHdalihd Bécause I eiharhl iMAEKIEH odaxiaLwilomhen t he

skin is-stretched rapidly, for exanple during

pregnancy or the adol escent growth spurt. Therefore,

ski n. s CRAfetélt fhdrks: Odevetos atehatheeskivtié stre@iet h@pidly, for example

pat hol ogi cal point of view as healing during fibrotic

proces ing preaansy Pt the adgleseent cgr%‘%lhr?%uaf view, as in

the case of softening the aspect of scars caused by

acne or stretch marks. It has al so been dﬁscrlbed %

Therefarg #en perryeductionds desirable BethdfRin die paipgiRgical R of view, as

hWPr@ dUriRg BRI HPE RS86¢ dndiffrtmh tHe ddsmbtic pBrRk BBVIéw Pashin, the case of
S., Kobes S., Bogardus C. and Baier LJ. (2006)

SOleFf’l"lQalh@rﬂSPSl?t %ﬁﬁ?'é@l’%‘?p BY a¢hs " StrefRb B#KSpr ot ei nase 3

(MWP3) in preadi pocytes/stromal vascular cells from

nonobese nondj abeti c versus obese nondlaFetlc

1 el e DESThtslopebegs thal hirag adipoquis rAeratp and differentiation,
Ml\?llhé Bid é@aewréslseaqwuﬁb mwe@efrmana PH.bNERSS KYbRY &t Bogardus C.
ocytes differentiation. §E$C|a||¥glnt§ae8tlgﬁw
ol afelrsL {-HRPOGNPfarers/ ?6?@3‘%(?’% alrix petalapfoteingse S IMMP3) in

BBl \l'éslagﬂﬁnb&ﬂs”&fdﬁ?lﬁor(dbébéﬂ N@rﬁitéﬁb@l&) vbfsus obese
adi p ﬁryte culture eneest

nengliaeefia-Pipga /(721@05)0*&&?%&65 Heoralel l’"\ll%taal“r%?lal"@?% b soveral

B@&lfltplerlﬂ?tBréJBre@@htB%ﬁﬁpd Z&%ﬁg&%}lg&t%”ﬁﬂt espBbﬁWl&lférestlng fact is

tGatnBIR JrBotarm B dblreiibpieduse BR aoquBlialiont of dpesguc markers

(R cERR) e GdfRc é&ﬁﬂt@ré&e erBdiIEMmASNECD., d:lb/lanapt aMdl thyjnen H.R.
i S al so responsi e for the extracellular

(@908 Brtoat i WAt/ GRIPIeURS P PUERAN SRARP HpHsudevelopment

Bf@éh%ﬂl SBIOWHP& ' Reget&fmrﬂbﬁt 1320: 1@60090f] bhwdwmsﬁhl&ltors can be
passi ve vasodil atation whi ch |ves g ?c
ae'eaﬂl w aPtyC%lluélebelq%nﬁ@rtslhet'er%ﬂvgfe@a% %?e gfin aspec
couperosis. Besides, this mcrocapillary passive
di Latation .can cause | ocal blood ves§E% bursts, whic
r

MR grivéy pis aglg0 t §SBaRPIE N@E rthe hextiaretulayy metik dd—‘r%?f&atm that

duftobifds BARpHtIEI drid bRBavessHs! th‘mrd%terl&wfbnhél\b@narblood vessels
i nfl uence over vein wall nechanical pr

adaws nigk ey BRSRVE NagPdilatation MEvRe QiNest IP CPe‘iﬂj ‘ia(?"'taﬁ’e V's'b'“ty or

tglﬁﬁ%wgtﬁgﬁnbr Sdupeéndsis BeRides] this ml%lﬁ@dablllﬁl‘yoniﬁslsh@ dllalaalbh @Aan cause
tissue matrix degradatl on, %

lgqﬁljglgggé/assel bursts which can give place to bags undert e eyes or dark circles in

the periorbital area. Furthermore, MMPs have an influence over vein wall mechanical

properties, which can make veins fragile and consequently lead to the development of

varicose veins.

Apart from the relation of MMPs to tissue matrix degradation, it has been suggested
that MMPs are also involved in different pathologies that concur with an abnormal
metabolism of the connective tissue or basal membrane matrix such as arthritis

(rheumatoid arthritis, osteoarthritis, etc), bone diseases (osteoporosis, etc.), ectopic
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that Mws are also involved in different pathol ogies
that concur with an abnormal netabolism of the
woceomeesve ti ssue or basal nmenbrane matri x SBCIWER009/001419
arthritis (rheumatoid arthritis, osteoarthritis, etc),
bone di seases (osteoporosis, etc.),
ect opi cangi ogenesi s, nultiplegsclerosis tunors
net astasis and ti e ulcers (cornea, h,
ATGICGEPER'S, MR SonSoJmEy TBRFSEeeRR ofeiuea igeiR (comea.
stdthadh, teyde“rmtd &tdF [EPToegan 1641 B1]. tl'hér%fdré,gaﬁmdMP inhibitor could be
4%%event those atholo&pe ause an abq§{3f
FMoIn sthasing: ARd prevent Pi Rat ? Qf?s CAYS Yqanyabnormal
rﬁ@tawtsadoftth@t.séwé? mgtikVvity regulation is highly

i nportant for the basal nenbrane and extracel |l ul ar
matrix protection, as well as for preventing and

THER! 0V Widelyid@B6pted traeGIMMP dcnvuiyh@gmamrepsth@ﬂy infortant for the basal
’Er esent invention, the t refe

rs to chan
%’BB’@P@@@Q&"Hﬁc?'W?’thX\R[‘itﬁ"t ed %ygﬁ.aﬁd%w%%m ahd improving
sﬁdﬂ%r@mao.ael M}the @bNEKE of Ghe Resp ASiehticH) t@mah@hﬁagahmﬁ) refers to
due to envi onrrent al &Ents | i ke tobacco snok

PQ%?T%XR%'PBC byitheSife A v\emasns.%rvgar%wefﬁf@aqgmg) or due fo

Al expfoRitibh @hofdRling) iPNd@d do | dnvirbehestas a@blh’tsVllléia| BdbRicco smoke,
ext er nal chagges as well as. those gercepu bl

SUBER CUCH AU AYCARSInEIRIATa. FoRR, BINANE; AL pollution and i

IBQIER, alllAsiBle xR R4l Phngdd é‘s s ﬁgmdsetﬁe‘rd:@‘ﬁblél—byloa& such as for
winkles, thin lines, cracks, irregularities

AP EBY i APBATUIG SpBTe dgvEloPMERS O i fisepRtinuitips such as

writkfesO thifh ilih8%) esracks| Aesguritie SR irbi@Hess, | iB62adé of |b6re size, loss of
to . recu def ornmatj on, skin

e s ey %ﬁ%eof%%ﬁeebﬁ oL Faties TBfuperate after

défathiatios,NEKin r@rmgmgdsudhe% ,cheBrRMAagIngS a ﬁ;ﬁ&réﬁfd&oﬁ@t&@rpouches or
eyes or

as mark gs under t
‘g’b‘gga‘f%@é"%\g ‘Hb‘ffér f’g’ﬁ%ﬁt"z sk colan, SHC &8s Mpsksrgpgaening, bags
uhdef tRs kl@s oaﬂWGp@édiﬁﬁrSe of RpperbigHentld é@@ematasoage marks or
hyper kerati ni zati on, st 03|f§(? kerato

ora,n% (g)

f lﬁ REW0Eg o rthers,| éggﬁ\a rﬁle qhd?'@pﬁgﬁratm ation, eIastosns

Kerstb €1k Ograhge- péé'l%kﬂ\efﬁos@fofltobﬂagﬁnf?ﬁjémnfgfalﬂlﬂuﬁherQTstblbglcal changes
erms, .vascul ar system (for exa

‘gﬁb%a??rah’é’g CBeYpYy (9&Fh‘?/QPHE'SOFg'FEr"HﬁgYE’éEP'Qé |Sn§?mo{f°r gxample the

dppesrinté T UpRict veme. ort teldngrcBisia’) onBP fighset tiiRUs clbde to the skin,
cosnet|c and pharnaceutical sectors have identified

HOORS Y0&"Sconpounds and pl ant extracts which are
effectlve as MVWP inhibitors and there are different

i bl i ographic revisions in literature about MVPs
R AN Baartrokeiedl Sotiis havey BrENroa g GRS compounds and
plavei bxt@é‘adti; ng)th: afg Gélﬁe@tl@d’ldaé hame frﬁrewlwaﬁ _éﬁun thes & different
conpoun S an ant act 1T . .
SRR o 1oy SiBpa N JHerabits (aholit MMlps( Reieiase agsasiated to their
d@@dprése@ndcbrf their etivigPipE@ab&@ht aRs diﬁéré‘rﬁrfbllhﬂnbs MPR®mpounds and

3 Cttle\{(!(rggts use u‘ to thelg m?mrgaglon rI.[rlljth(:i‘ecsl%latgsof Lh evl)( there have been described
different approximations to control MPPs activity, including small molecules [Levy D.E.,
Lapierre E., Liang W., Ye W.,, Lange C.W., Li X., Grobelny D., Casabonne M., Tyrrell
D., Holme K., Nadzan A. and Galardy R.E. (1998) “Matrix metalloproteinase inhibitors:
A structure activity study” J. Med. Chem. 41:199-223; Wojtowicz-Praga S.M., Dickson
~R.B. and Hawkins M.J. (1997) “Matrix metalloproteinase inhibitors” Investigational new
Drugs 15:61-75; Duivenvuurden W.C.M., Hirte HW. and Singh G. (1997) “Use of
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Lapierre E., Liang W, Ye W, Lange CW , Li X,

G obelny D., Casabonne M, Tyrrell D., Holnme K,
woRBdA8684A. and Galardy R E. (1998) "Matrix  PCT/EP2009/001419
net al | oprotei'nase inhibitors: A structure activity
study" J. Med. Chem 41:199-223; W.‘)jtovvi cz-Praga S M

D ckson R B. and Hawkins M J. 10( 1997) "WMatrix

rretal rotein se | jtors” vestl atlonal n
AR IR S8 PRID LY BRI TrBloPUERRES Seivy Sotretkd bapfyman bone
ntastBsi@ng (chASer)cells)SBvadidreandmptds. Ne:3a3-320] pé’ﬂ’tidh:l ihBibitérs [Odake
matri x ritalloproteln actiyity secreted

t

Dol hs o M kgueate 41954 Vbt ot s e floagteinases by
pbzt/@y’kZhﬁﬂa)}anmepémg@"c Bidthemi t BibphisOlR&e éomni\/bmbgt1>(42-1446] or

ILnhi bition of matr

o AP Db MBS ISty ocirahegt By BABREIR ., Gukaart W, McMgeehan
BN ERThBhSBRER. RERS5) @VIHH&CI@!%? ahﬁﬂ&:ééé@&méﬁ human collagenase

anti bodi es a\gﬁu nst Becherer D., Edwards

200, SERRAT T RRMBeh AR AOR] CoRMHaInIB IR Made important
ffoR9% offd&namiPenRtivigNand #el &fe- Méd]ﬁissmm@rﬁbtlonahtv ]of extracellular

col I agenase and stronel ysin" Hybri doma 14: 383- 390

redExEeMEOneNit SeyspIysMMEse Balapes Paheesrrredydiop g@ngdidegeadation of

sMHpéss%ﬁﬁél\blérﬁolé&ﬂeé BecH a8 chfd g@heslolves swithf aging towards degradation
functionality of extracellular matrix components

REGRRSEES, HYMINIMS0S 15, T8 CEATBRIE VA EFOSSP SN FINGARE disorganization of

tﬁée%aﬁ.atmeh Ffo@k,w dsﬁﬁsrﬂab@auﬁbml abdb§Fert Y6faA8n of wrinkles.
| agen evolves with a aI? t owar ds degradati on
0¢

Tmewe@se@oswewoﬂ%a\u@c Moo edaiAy & PrevsN @draselar matrix

del3idiation wanHagh gcrro@@maaz aémara.amfeffé&teordﬁfamré SwiWsCdt on aged and/or
produces derms flaccid K)Oand a subsequent fornmation

%ptqmqqd%g\s Tﬂ'@\"’@ﬂgor“éemt Parially nesgevethitieh apEaRGab properties

(Qlﬁbﬁytyofle)ﬂﬁlﬁtv% fiireds Livhich aheyRbvéd Yost @Ik a8adde0sr ¥ bxposure
have a potential beneficjial effect on mature skins or

26f/o% gaurenTae TRl RNURBISANSINuR Shaw a eflgupRrRsaransiWith fewer wrinkles

4P 4 | sthdathdredi@ry elikdwise ”ﬁlMFathﬁ@ilorpiSOB%btérﬁﬁnportant aspect for the
(elasticity, flexi bilit and firnmness) which the

qoggIetigy E%th’bfoé@%p'l‘}?t'wt KpHen P@'aawa/ﬂaﬁ aging| |aP€4ﬂ‘rEfvi?'8rag'“9 such

d%okérubﬁé\hﬁleaﬁﬂlrt @‘%ﬁvtrS hﬁ@dlﬂath;ﬁht yeP 120mBes g ge oM dund treatments
snoot her is]kln Li kewi se, MW

IP%OW{Q%‘K"?%A& ‘ég 2833/%6%?@% aspect for the
cosnetic sector for applications other than del ayi ng

the agi ng and/ or phot o-agin such as for exanpl e
%"W&a} ByYmBer c[f@lsing)? Baundsgndiar exisarts. there is stlll B need to

|&érﬂih} A&R foré Effectle 4h8 LRItk MIMP HRibRER3/ 0166567 Al] .
Despite the great nunber of existing conpounds and/or
extracts, there is still a-need to identify new nore

Iﬁftf'nécérbé{&taﬁderﬁﬁhetﬁéieVﬁrdVUE’sérlb@U bpdptities wHicH Rfe RFfesRRt in MMP
i nvention there are descri benCF&'i'ePg des whic

ighipidian.i Putafipg \pP tPisnvey the ENAgILivup D\"E"P\/\}é‘? iitaes (TIMP,

rf1éltﬁi%trrhélé‘lId?:frotﬁiﬁ’qdﬁ@ﬁﬁ@kﬁnlMber?1 MHebpdpbite séa_ué\ﬁe dfﬂlﬁé invention is not
nmet al | opr ot ei nase \V@ﬁ ue inhibitor). The

Cé’@tﬁféﬁ'pc Rspenzymatic, iSEAUENCes H3uUC as the peBtlcPe sequences described
in US 2004/0127420 A1 and US 2003/0166567 A1. Sequences similar to the peptides

of the invention, without the citrulline residue on the carboxy-terminal (C-terminal), are

found in sequences of different enzymes or have enzymatic activity
[WO 2004/033668 A2; WO 99/00489 A1]; there is not any clue in the state of the art
that suggests the effectiveness of the peptides of the invention as MMP inhibitors, so a

person skilled in the art could not deduce the nature of the peptides which inhibit
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contained in proenzymati c MVWP sequences, such as the
pepti de sequences described in US 2004/0127420 A 1 and

WO RBIN0EE33 0166567 A 1. Sequences simlar to theCpEpIOges419

of the invention, without the citrulline residue on
the carboxy-termnal (C-termnal), are found in
sequences of different enzyneg.or have enzymatic
activity [ WD 2004/ 033668 A2; WD 99/00489 Al]; there is
Sany clue in the state of the art that suggests the
ef fectiveness of the peptides of the invention as MW

i nhi bitors, so a ﬁer q,n skilled in the art could not
%&M&Mpepu des whi ch inhi bitMvPs.
THeSER SRRt Giw&XtiohHBrd N4sNE @¥idtia Wéeﬁxéntabb%/eﬁ\bhﬁkihed problem.
£’UOV| des a solution to the above nmentioned é)r obl e

RHSIGY. ni e yaprliernt 55 fhe RARsend finyentiop Mas Sppn ﬁk}aénft‘%ftﬁ'ﬂ peptides,
Widtef fHiNG ddthbeGirical dbeRemiti dieve MR TRLAST PRJUAS] Hre capable of

sequence does not derive from natural products are
RipiERg MMETs. mainlyhemag MIBsT. MMP YIMRt3endfaudIMP-9.
MWP-2, MWP-3 and/or MWP-9. Therefore, peptides in the
resent invention provide a sinple and effective and
esgione; peptides i V’GrP'P%ﬁ“th@”F?’e&'PM@ﬁta simBlegndeffestivsy and risk-free

s%KJtlﬁn ORI IRArABKL SHd/SrCtr® onBkif 'mEessdel SRfort d¥@Ip which comprises
plication on the skin, nucosae and/or scalp or

t he

tB? a*PPRi'PattP&‘r Rt dhey 5%rrf‘?+l°§§?9at@"lﬂ’\oroisc%ippebttf‘ﬁe%ﬁ' or parenteral
éli@rﬂﬁiéﬁétldcncﬁf 'élﬂe%tléé bf §éheRallTBAMES (1) BSa hanintal &Sk Id Reribed below.

bel ow. first aspect, the invention refers to a

pepti de accordl ng to the general formula (1)
IRb- fMJasaea HeInviiMioRPefbrs)to Bl fiphdé 86¢BRIRg tdtHeStineral formula (n
m xtures thereof or the cosnetically or

phar maceutl cal |y acceptffheAaMsA(Be eof |

characterized in that: AA2 |S|)sel ected fromthe gr oup
consisting of - -H s- and -Asn-; AA3 AA2 is selected

fromthe group consisting of ‘H's- and -Arg-; AMis

stérebisomBrs itRerg8f, emhx@sres I Pi8rddi Cod it PedsRittically 8 Pharmaceutically
substituted or non-substituted noncyclic aliphatic

35eeripblesalis theref eenasectaitredsil @t tuted al i cycl yl,
substA, tigitggg--or nonsubstituted heterocyclyl,
substituted or non-substituted he eroarylalkyl
subWAeig selected fraBthe 9rRYA Gqnsisting Pl His-asASPut ed or

- NoN-pAAUA, ii¢ Séiestedrdhiink graiflcdreistiky of Misl dRIZAVG:;

sel ected fromthe group consisting of -NR3R4, -OR3 and
- SRk n R3 and R4 are independently sel ected

f r o tif18elgERH BrofP thel Srbup dofdistiilg sTURSubstittied d?non-substituted non-
cyclic aliphatic group, substituted or non-substituted alicyclyl, substituted or non-

substituted heterocyclyl, substituted or non-substituted heteroarylalkyl, substituted
or non-substituted aryl, substituted or non-substituted aralkyl, and Rs-CO-; and

" R ,is selected from the group consisting of -NR;R4, -OR;3 and -SRj; wh'_erein R;
and R_4 are independently selected from the group consisting of H, substituted or
non-substituted non-cyclic aliphatic group, substituted or non-substituted alyciclyl,
‘substituted or non-substituted heterocyclyl, substituted or non-substituted
heteroarylalkyl, substituted or non-substituted aryl and substituted or non-

substituted aralkyl;

wherein Rs is selected from the group consisting of H, substituted or non-
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non- substituted non-cyclic aliphatic group,
substituted or non-substituted al yciclyl, substituted

WwO0@p0ornoes4substi t ut ed heterocyclyl, substitut edPGI/EP2009/001419

non- substituted heteroaryl al kyl, substituted or
non-substituted aryl and substituted or nonsubstituted
aral kyl; wherein R5 is selectgd fromthe group

consi sting of H, substltut ed or nonsubstitut

ed
non se%qtqted d}qnpqygllq, A '@P%tlfp graupp SuUpstifvted ¢y non-substituted alyciclyl,

nonsgbdRited Ube OnaH- é(l.ﬁbs‘ﬁ{déd sybsbubsatudsd oér non- substltuted aralkyl,
non-substituted aryl, substituted or non-substitut

ar aIsHVrt't“tg@lk%'t P?%P%th'&te%d'}?t%ﬁ@é%' telﬂdeaUtPFé'f‘é?%éVc'P%'S“bSt't”ted
and heithsdriiamied or non-substituted heteroaryl al kyl .

Anot her aspect of this invention is a process to

obtai n these peptides of general formula (1). Another

ARGt aPlect BE thit NRIMbRANs | 6 prddERSE 18t otaifOhEES igeplidles of general
pharnaceutlcal conposition conprising a cosnetic or
fomafatleeuti cal effective anount of at |east one

peptide of general fornula (I), stereoisoners thereof,

m xtures thereof or the cosnetically or

Aneiharaseestiaf dhis jnvaptienpisaaimed Bt %OSFW@F &b phargipgeytical composition
dofRibRising e cEMER! dristdrinaBéutRBPEMEE0S biioint ¥f ACRES G Beptide ' of
exci pi ent or adjuvant. In another aspect, the

genehtfommia {Dajs @Iﬁ@m?ﬁeth%@fom'ﬁurﬁépﬂﬁﬁt?@fﬁ theneqsaetically or
Jh@r‘l’ﬂy&é'lljtléélw a%ESﬁtSQIbS%%StHéﬂé‘dfeoénd A tEE RS oh@ercS%etlcally or
or the cosneti cal arnaceutlcally accept abl

%@rmgcwé@'b{cﬁccemﬁb%@cwﬁﬁaf adiveantof a cosnetic or

phar maceuti cal conposition for the treatnment and/or

care of skin, mucosae and/or scal p. DETAILED

InEgethepFsrRaqt dhe TMEniosNImen|atie yseptfiaieeptige of general formula (1),

été}‘éS’%l‘n@& W&rebEPMLEREs NPerdd?T b Ak f ERMHBAIN dF pharmaceutically
products; which have an inportant MW inhibiting

arcepiable, Salitl 1RSS!, ihlpeaPERASIRG of of PRRINGYCo A nghmaceutical

RRHRItiok #8rah&re AthRHe aRGBH LAre O Skin hESI AR hdRN SEAIP.
pat hol ogi es of the skin, nucosae and/or scalp

resulting froman MWP. overexpression or from an

- DETAREDOESORIPIONOETHEDNVENTION'S For a better

understanding of The present invention, there are
Her @W'dpﬁ of der d“’leﬁgo'h@% PRBlidestna Slesved from payral products; which

VBl RSipgonant MMP Fbitiny bWty Anbakts, they BRe LSsfBINfor @b treatment
I'n the present description, the abbreviations used for

A AFoRaKe [ 495 FONHANS. (AAGELETS (arO(@D AENARSICB Phtas P, mucosae

M/ d3isealp i i Mﬁ%ﬂ%lﬂplﬂv@ré@%ﬁsfdn@ flohh & Increbsed MMP activity.
Bi ochem (1984% 138:9-37 and in J. Biol. Chem (1989)

264: 633-673.
Definitions

For a better understanding of the present invention, there are hereby included the

meanings of some terms and expressions, as used in the context of the invention.

In the present description, the abbreviations used for amino acids follow the rules of
IUPAC-IUB Commission on Biochemical Nomenclature specified in Eur. J. Biochem.
(1984) 138:9-37 and in J. Biol. Chem. (1989) 264.633-673.

So, for example Gly represents NH,-CH,-COOH, Gly- represents NH,-CH,-CO-, -Gly
represents -NH-CH,-COOH and -Gly- represents -NH-CH,-CO-. Therefore, the dash



10

15

20

So,

represents NH2- CH2- CO-,
WO 209/ 10634 -
dashrepresenting the peptide bond,
fromthe 1-carboxyl
represented in the conventiongl
is placed to the ri
SERTHROAES (Replive fopth EHENgtesriNO

atfihdl a¥ gRereln r‘eﬁrdébﬁtéﬁdn iﬁé Ediveh@drial AbN-idMRzeRYIBRR) whéiPlt & placed

ied to the sane synbol

1ar]dn|t pﬁp@aﬁa@éh@ ,I-bf[rqrg ihe gh':)émno gro(up of the amino
aRIONISH s 51ce"dAS'tHe le%t 31988 syrAbsleBdta iddifidaliSn6 bd a
the abbreviation "
gr oup (CHB (CH2 14-CO).

is used in the
for exanple and in a
linear or branch al kyl,

it

nodi ficati ons can
te the dght yof thersmmbol,

group

semectysiaghtsee takle 1
term "non-cyclic aliphatic group”
i nvention to cover,

prese

non;liniting sense,

nt

ght of t

an
-t oyl

eli

for exanple Gy represents NH2- CH2- COOH, G y-
-A@y represents -NH CH2- COOH
represents -NH CH2- CO- . Ther ef or e, PCHAEP2009/001419

m nates the OH

group of the amino acid (herein
non-ioni zed forn) when

he synpol ,
é f&m the 1-errbgpil (ggoup of the

and it

Palm" is use

The

al kenyl

%plled to the

and a e 1HEe term gr " JeEf ers 1o g
l'i nea éyrﬂM Ira E ﬂguesatur at ed jsmde%%ldhﬁeq bet ween
1 and ZHQ pre -&itd 16,| mor g pr@f er abl y
betwepen 1 and ef erabl y bep :and
12, eyen nore 3, 4, § or? 6 garbbn,

at ons| and whi e rest qf the ol ecul e
by a single bpnd, including, flor exanple apd in a
non-ljmting ge , methyl, etihyl, isdpripyl,

i'sobut yl , tercﬂe xl heptyl octyl, ceéykmﬁpodecyl,

| aury|, hexadpcyl, o@tadecyl anyl, 2-lethylhéxyl, 2-
met hy[IRIEYT, pb- net hy hexyl and -aBg- 1 Ke. The derm

"al kepyl group’ Nefels to a grioup haviin et n 2 and
24, preferabl yybetfveen 2 and 16, nore |pfefarabty

bet ween 2 and| 14, nor e prieferably bet 2 and
12, elen nore| preferablNu 2, 3, 4, 5 or| 6 carpon atons
with pne or nbre cafSshcarbon |doubl e Honds, Nreferably
W th I7—2or—3Ttonjugated or non=conjugat ed

car boncar bon doubl e bonds, and which is bound to the

rest of the nolecule by a sTaged bond, including, for
exanple and in a non-limting sense,,vinyl ol eyl ,

linoleyl group and the like. The term' aIkynyI gr oup”

In ethisr desesiptionyr thep abbreviagonePaeeis 2serhdo 2dpsignats dheydoptyl group

(Eﬂ% Znd ] 19&)%@95 orP " hafth ablsy a:gsg"\fée'?!eglgﬁgfé Faimitoyl group

re pre era t ween even nor
(@Hsf(GHahJ-S;O?) 3, 4, 5 or 6 car bon atons, with one or
nore conj ugated or non-conjugated car bon- car bon triple
bonds, preferably with 1, 2 or 3 conjugated or
Tentesonjnegaayelit ééﬂ@@ﬁ grewmois wsedpinethgopresentanventiencte cover, for

éx%n*b‘i’éjgﬁd in% ﬁcﬂ?—llmltmg sense, linear or branch alkyl, alkenyl and alkynyl groups.

The term “alkyl group” refers to a linear or branched saturated group, which has
between 1 and 24, preferably between 1 and 16, more preferably between 1 and 14, -
even more preferably between 1 and 12, even more preferably 1, 2, 3, 4, 5 or 6 carbon,
atoms and which is bound to the rest of the molecule by a single bond, including, for
isobutyl, terc-butyl,
2-

example and in a non-lirhiting sense, methyl, ethyl,

heptyl, octyl,
methylbutyl, 5-methylhexyl and the like.

isopropyl,

decyl, dodecyl, lauryl, hexadecyl, octadecyl, amyl, 2-ethylhexyl,
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rest of the nolecule by a single bond, including, for
exanple and in a non-limting sense, ethynyl,

wWO2eree4#ayl , 2- propynyl, 1-butynyl, 2-butynyl PCT/EP2009/001419

3-butynyl, pentynyl group, such as for exanple
1-pentynyl and the like. The term"alicyclic group” is
used in the present inventiongso cover, for exanple
and in a non-limting sense, cycloalkyl, cycloalkenyl
or cycl oal kyl nyl groups. The term "cycl oal kyl" refers

THe ferindtdietlyr C}‘efe% 904 YFoisd hviR | BENREE 20BRYIR4, pref bi
whi cr: has e@gt \%(redeur%HS 24, )ggrlgdf erag?y bet ween 3 preterably

and
betweqros angr ey ’@P'%i’cﬂ@felﬁ%tl')&@%weﬁn Zrndi i, exgR MoRY P@ferabw between 2

a‘?{de‘fze 3Bk Yncb@tp‘l‘@’@ﬂabﬁ/ angl 4125 ot %Brb@iﬁ raQorﬁé Qﬁ/i‘ﬁ" ahé Y%r #hore carbon-
5'0or 6 carbon atoms, and which is bound to the rest

C@qum@qﬂﬁ Bendse Pb%fe%@bbﬁ wigh d. Bowd® cqnikgaled agnhop-gpnjugated carbon-
RYIPASILRNEord?, 8nd Whidh |§fbbhﬁt9tost%5r83t dmé AR by a single bond,
cycl obutyl, cyclopentyl, cyclohexyl, cyclohepty,
m@ycﬂwg f@g,@p(@mglqund o q}r@pﬁs}lmltagﬁ@ﬁ@xypyl oleyl, linoleyl group and the
iRet ahydr oi ndene, decahydronapht hal ene,
dodecahydr ophenal ene and the like. The term
"cycl oal kenyl group” refers to a non-aronatic nono- or
gty Yé‘rwiéu@yﬂl gRipk 'r@feﬁlé %'pa \@%lﬁh hB@fg NEEN D apd L %preferably
preferably befween 6, ref erably between 5
tmuequ aes’/éﬁ rﬁefeeorsfeé@léy BBWeBé’t %@M BVah !‘POI? preferahly between 2

dHar QZP%@ér?rrﬁ&EYpr%fé?ébl gagbgn @bp@camoﬁwha@ﬂ% CWItH“éhS or more
car bon-car bon do onds, preferably

th 3
cOOigatask e nen- cwahg%teﬁ jqaghancerben inke é’af‘%npf&fﬂﬁ%tl")é with 1,20r3

,&ﬂﬂ%%tededm&mdée@eé'rrb@nlc‘arﬂdﬁetnbl%sﬁorﬂg En@ wWHHEBWdRind to the

by a single ond including, for exanple and in a

: rﬁétnoii thei Molegglenke a @Wlpotpﬂmt including; -for exarpplg 2t in Aenon-limiting

denkE - ethi®/1,I £pOpyaICH %?dd&MVIYH L'QJWP 2-B YR, 3-bGtyAyl, pentyrF]yI group,

non-ar omat’i ¢ mono- clic aliphatic group

el agdenmampie éﬁentxny' ags\dé?:@i/lsﬂu y between 5 and 16,

nore preferably between 5 and 14, even nore preferably
between 5 and 12, even nore preferabl¥ 5 or 6 carbon
Theoterm “aoyplicosreun’is sed i hiepyaset inyeAtien fpeevendapgxample and in

PH&T-BHMAL Yedse, %yé%alﬁylC%%?@rﬂclﬁ&ﬂyiﬁﬂ@r&% ed

triple bonds carbon-carbon ch 1s” bound to the
rest of the nolecule by a single bond,. including, for

TREA e c%]galk)n ﬂafé‘r@%'é Shiur4ied W,or po _P/cycllc aliphatic group which
cycl ohex-1 1 ﬁgrou and the lik erm"ar
P&

fgqs&ﬂswe%ﬁa@ S eeabhhaetiveer ol i mﬁr%%rgf%@b'm@egfve@n 3 and

ﬁ’ﬂ%vé@ md?é %F&él%mbeé?\%&?grhn@ @@véﬁ madi® 'bﬂef@rraﬁfyes‘ af3|5yor 6 carbon
bet ween 10, erably between

afamﬁoﬁnchwawﬁ is eewrﬁ F%Shegreit ofgthe 3nq£$c%e BY éntingle bﬁue| 'epludmg for
Sy Bid an %%&Plﬂﬂiﬁﬁé Q@Hs@%}@l’opﬂfpyf lé?@lgbutyﬂ Q:E/élgbé}ﬂyl cyclohexyl,

for exanple and non-limti n% sense,
Al

walohep., dl"ﬂﬂ*BHyl qu'fa\@ﬁyh k hr wc'fenexaht hr%ﬁm\ydromdene
FIPRRGIrehapHRaler, d@Be@dl’@Hl@b'henalene and the like.

The term “cycloalkenyl group” refers to a non-aromatic mono- or polycyclic aliphatic
group which has between 5 and 24, preferably between 5 and 16, more preferably
between 5 and 14, even more preferably between 5 and 12, even more preferably 5 or
6 carbon atoms, with one or more carbon-carbon double bonds, preferably with 1, 2 or

3 conjugated or non-conjugated carbon-carbon double bonds, and which is bound to

‘the rest of the molecule by a single bond, including, for example and in a non-limiting
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group. The term "aral kyl group"” refers to an al kyl

group substituted with an aromatic group, having
woRewneerts 7 and 24 carbon atons and i ncl udi ng, PEBEP2009/001419

exanple and in a nonlimting sense, -(CH2)i-6-phenyl,

-(CH2)i-6-(1 -naphtyl), -(CH2)i-6-(2-naphtyl),

-(CH2) i - 6- CH(phenyI) 2 and thg.like. The term

"het er cly ref 0o a 3-10 nenber
Sﬁ%‘?’é‘é“gi’% 1r‘?'ﬁ VSW Hﬁ%h ‘or nore of the atoms of
: the ring, preferably 1, 2 or 3 atons of the ring, are
| ement.s han g¢arbon, such as nj.trogen, oxygen. . .
Sl et SR o S Pl B oSG et
' g'F(QIp g/h@hm&spsa%eﬁfs ahd 24i :’pv&fétabtynbethén Iehed qeyahﬁe preferably
can be_a nmpnoc clic or tri
S ARaEYR S0 A e e A ptaby Belingh 1o L FVER S pepfgrably 5 or

¢ b&rbbh td’(élﬂ@ﬁmtrOKMlQﬂ Pbres ué.burr catmﬁstngranbmsoptef@rraalyl Y, 2 or 3
oxjdized in the hete éhglc rad cal ; the

copivaRted Pr upnocpgmqg@gq on gﬁ&ogr,h@d w‘wrcﬂ is bound to the

réat arm@yrﬁbnéburéa@ aadmglarbohe mradr@l lfor @%arfsieTdreit @l ¥ non-limiting
saturated or romatic term heterocyclyl nore

SﬁF‘%? &Y elphex- i“é’f‘er@gtr%“paa%dg‘re @ €nenber ring. The term

"heteroaryl al kyl group" refers to an al kyl group
substi tuted mrthy%?substrtuted or _non

S
TheoRED, Bl BB L AIE S| 1 PB Ao GHIGIEEP WhER RS [PeBieRR, 6 and 30
piéferablyl Bethe6R 6 RMA 1@, Ate @mertab@ bREEEH 6 Bndl 8D S8\RGYRNE! preferably
group has hetween 2 to arbon atonsand from 3
SROGAD 01011 DT AR LB it PLd FigmeRigptciel, bound by a
c%&%@éé?bcﬁﬂ@oh@ 8r RRdi Mdlidity, SleN®Rample and in a non-limiting sense,

ph%m@grq:prgyll (FTPSW? |Xd?rm_|%ﬁgz%ntp[y t9[r gr?tﬁ%@ﬁ@ﬂor@ others; or an aralkyl

goyiig.ol idinyl and the like. As it is understood in this
technical area, there can be a certain | evel of
substitution on the above defined radicals. Thus,

TtHeetefm Caralkye gFoups réfert {00an iakyﬂ@bbuﬁfsubbﬁu%wmﬁ ahrarbMatic group,
h%}fesent [ nve7nt|(8 . Th |bs docunent relf gr en | q

BO: PIPER Ty PBR S FAIDBREIGID.Y BEUERG. rew@Ple and in a non-
linfitRpt | Qéhée”d' CéﬂHfz)t hetlenyhe sE1a))fd@chapadincal -@GHy)Qe2-naphtyl),
aﬁgstﬁéﬁgh | one orknnre avai |l abl e positions by one

EY WH{‘%'%referablyrnl 2 or 3 :

positions, nore preferably in 1 or 2 positions, and

en npre r ef er abl 1 posi Saj d, substi tuents
ThecPuBane BV At el 168 3 T REmpaf brrBEaBRa 8, i Suhich one
delméré cflLtH?/ Eatocr)r!iéldf tzlé}’ringbﬁﬁeflé%bm kX pt 3 atbsrh$ of tflnr@} are elements

nm noa ; - car bonyl o ar bonyl
rofan SHthon. S4oF fe, SRicREN. RRCBRIGTSINg: 9 HB g os saturated or
Ur@dluﬁﬁed Cﬁ’@tﬁﬁe lpEn:ltdsﬁs oﬁmrﬂmve%%@ﬂkwr&ylﬁlbm’aﬂ be a monocyclic,
thio ryl ox e

R B G HBES SPIERe Gt i it s STero G e ingss and the
ried Rl eszlyg‘erncrm dulifer gtbmpcawms bptidnagdy okidided & tHedhetbloglclic radical;
thCe2 ni rog%n atorwcan(%e optionally quaternized, and the heterocyclyl radical can be
partially or completely saturated or be aromatic. The term heterocyclyl more preferably

refers to a 5 or 6 member ring.

The term “heteroarylalkyl group” refers to an alkyl group substituted with a substituted
or non-substituted aromatic heterocyclyl group, wherein the alkyl group has 1 to 6

carbon atoms and the aromatic heterocyclyl group has between 2 to 24 carbon atoms



10

15

20

25

30

35

al kynyl, C3-C10 cycl oal kyl, C6-C18 aryl, Cr7-C17
aral kyl, 3-10 nenber heterocyclyl or protective group
WO @09t1hed4am no group. Conpounds of the inventi BAT/ER209/001419
conpounds of the invention are defined by the genera
formula (1) R1-AAl- AA2- AA3-AA4-R2 (1) wherein R1, AAL,
AA2, AA3, AA4 and R2have t he jgrevi ously defined
[ The Rl an groups -are, bound t

agRTToen 1 dp ﬁ‘%ﬁ'l“s(dlff\?é?'?ﬁff%‘l‘ Faen. 8ag %W'Qge?% gxgmple and in a non-
liffemige sénsaal- OCI-%W_%SnﬁHaszE -@GHL)HQ@@%@IS}HG‘-(GHZ),MMW {OH,),5-furyl,

to an enbodi nent of the present i nventi on,
-iadet RYTQHABYY anfbthglik®p consisting of H or R5 CO

A ek IndeRBoddin 36k f6dnPital £RA) tHefe B84PHE a%yaeirsrbva%f alibstitution on
the substituted or non-substituted Cl-C24 a

tm%ab%v@l defiggd sadicqls.cthusy thesm can B8 SuPslitulipras. Ettmpf the groups in the

p?éééﬁﬂ%entﬁiﬁb$histdgcﬁﬂ\eﬁf re‘?&@n&éh%tdubb'ﬁtﬁ@d% Lgﬁn the groups of the

yl, substjtuted or non-substituted

pcgﬁﬂ'\{\bmvmon igdieatel that e speciisd radierl igap et betuterdhin one or more
aQ&@Jb%a‘a&ﬁfBHs  bySeHshi hbfeeslisRtitueAts; predshblyus ad Z%Q&ltlons more

cycl oal kyn substituted or non-substituted C5-C3
Pagferablysin Hstm RRSiPNS anbAVRILIBLS Rrgfesabcin tms'a?ww substituents

SRR, *férUéx%%p%! aR@%h §%§II|Hlﬁﬂge§er%elcb1E@ﬁQIﬁfll hydro>g/l C1-C, alkoxyl;

het er oc clyl', and substituted or non-su bstitute

IR Ba I%’P'RW"‘W £irGar etbonviaxyh Lcar 95YCHPIWE dalpgen such as

fIfJBt‘?r‘fB 1chtIthn% drSme Hrid RafRt Lamh KR bQﬂd@né ) éﬂ)‘fédlfonyl thiol;
chain of 1 to6 carbon atons. Mre gre er ab

- Gelbcaidirion Ao siebeasy Phep@y: -BifRy b)N'ﬁ@caWB?'lem Re and R, are
.&éﬁ%ﬁ&%@%%@d frorﬁmé &oay @aﬁgﬁrr@cam Cy cmtaﬁmyct,q alkenyl, C,-C,

decanb | aur o nyristo almto st ear oy

a&yewyﬁy rrd qwﬁeﬁébﬁs'cﬁmyrﬁwaﬂm@ﬂy%ﬂ9/ mw‘bfprshﬂerocyc'y' or
pREEENKe grb@ 60Kk anfitd youpy! or palmtoyl. In an even

nore preferred enbodinment, radicals R are H, acetyl

or palmtoyl. According to anot her preferred

IindB Bt theRRvention \R3R4, -OR 3 or -SR 3 wherein R3
and R are 1 ndependently selected fromthe g

ThsrrompounRgs effthﬂmvemm prededined by Hsnaenssali f?rm%ﬁtl c2

-BI1 Cyl, substituted @-AMQuaRURRLAANRSD C2- C24

al kenyl, substituted or non- substltut ed C2-C24

al kynyl, substituted or non- stostituted C3-C24

PIFEIATL, KX, APUDAA] T, 8Fld B, nBRIHS HEVibidh 86Kirea rReshing.
cycloalkenyl substituted or non-substituted C5-C24

cycl oal kynyl , substituted or non-substituted C6-C30

THeYR, arkd! §g|rc§dﬁseé}e Qiouﬂ@'?éléhﬁﬁd {einfal Wt&aﬁnél)' ahd ¥arboxy-terminal

substitute non- substituted 3-10 nenb
(reeripely ends of the AerlidssIqaUEPe’ or non- substltut ed
heteroarylal kyl with from2 to 24 carbon atons and

According to an embodiment of the present invention, R, is selected from the group
consisting of H or Rs-CO-, wherein R; is selected from the group consisting of the
substituted or non-substituted C,-C,, alkyl radical, substituted or non-substituted C,-C,4
alkenyl, substituted or non-substituted C,-Ca4 alkynyl, substituted or non-substituted
Ci-C,4 cycloalkyl, substituted or non-substituted Cs-C,4 cycloalkenyl, substituted or
non-substituted Cs-C,4 cycloalkynyl, substituted or non-substituted Cg-Csp aryl,
substituted or non-substituted C,-C,4 aralkyl, substituted or non-substituted 3-10
member heterocyclyl, and substituted or non-substituted heteroarylalkyl with from 2 to

24 carbon atoms and from 1 to 3 atoms different from carbon and an alkyl chain of 1 to
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Arepriing tegpgther peefgred amledipens,

froml to 3 atons different from carbon and an al kyl
chain of 1 to 6 carbon atons. Optionally, R3 and R4

woceam/iees4bound by a saturated or unsaturated PCI/EP2009/001419

carbon-carbon bond, fornming a cycle with the nitrogen
atom More preferably R2 is -NR 3R4 or -OR 3, wherein
R3 and R4 are independently selected fromthe group
conglstlng uted or non-substitute

pn amﬁqr%"b efa vném isssairgted fiemd. @Eemefégumyﬁz hexanoyl,

BhletylHenbRsl|,0r cytesatstaloxyed o@t%n@ﬂ”r aédanayl, 3 |auroy| myristoyl,
substituted or non-substituted - C10 cycl oal k

Ry tiearayloPleR¥RN Y %qvbt%&ncceorelﬁsesﬁny T ', acetyl, lauroy!,
rAyHREdyl bEPAFhitBYI. MOsl SWEPSTbieibrefbrdd EBBRIMENt, radicals R, are H, acetyl
heterocrclyl and substituted or non-substituted

ylalkyl with a 3 to 10 nenbers ring and an
al kyl chain.of 1 to 6 carbon atons. Mire preferably,

R3 and R4 ar'e selected fromthe Igroug{ﬁ;on& SFtR;;)ng ol wheren R
Bx: Ple->hs In R3

éifdaizﬁa@hhuepe%aehﬂw é‘él@élgd Réni me%ﬁb@&b&%.étrnereftrh%u%mu&d or non-
consi sting et hyl Xyl , dodecy

%ﬁ%{a@éy@rcmelbyld §Hest¥lgegrpré1p@nsqtp§ptgte}gr Gy gl&enyl substituted or
RIRebs iR @2@43 a&?h)ﬂCtsﬁ!@sﬁthfé@ 'og‘héﬁlgubdﬂﬁjté’d Ey : cycIoaIkyI

nor e Pr ef era an IS Accor

ng
gu§stity e@'l’rﬁbd"%?ﬂbsﬂwtqdn&%@%S@Hoq"ﬁ%ht $l&$ﬂw}ﬂ* i non -substituted
cAt-¢ cﬁs‘éa(yhﬂ -JubStitute0ASr 'nénsubﬁtﬁuteérde—éﬁdfaiyﬁ s@shtuted or non-

Accor n to an enbodl ment  of gresent |nvent|
&24 anaiyl, i gu shgjltfed omgn-lsg %hgte andO Ay}\grmpgr heterocyclyl,

arfd éubsmﬁf&pérdhdigsduét.@m Reterdarar| rmmt fréth 2 R2PESBBAEtoms and

|nvent| on, RL is selected fromthe ou conS|st| ng of
frpm éC@t%atomggﬁﬂﬁnt ffﬁ;p icgfhsay angd ap in of dato pcarbon atoms.

Oﬂ)troﬁ"aﬂy Rﬁtﬁa R Scanlbdhoemd b@ﬂ“égsétﬁratédé'ﬂ &satuﬁﬂéd Ic§rbon carbon bond,
-L-Cit- and R2 is -NR3R4 -OR3 wherein R3 a

R4
 PHUBR Gk Wi Y WiEeqan F1oBMate PErigab B yﬁsrﬁgobfo& wherein

REARY R, b hﬂdepeh@éMly, sé]@&@d?}'r‘orrﬁﬂ*{é @ﬁﬁé%ﬁé’ btirly QMHS substituted or
preferably nore prefer

R1
nan-gHbet SVFedaﬁﬁCRzaM S@frt't%%%ef aP’h@U’?%'“&ﬁ%tQa&u Skehi, Substitutec

SReslsiEsituted ¢1E,,PAIRFENT siitbiRAéd dn idh- stﬁ)sﬁﬁhéiﬁ(ﬁftm cycloalkyl,
fromthe group conS|st|n of Hl acet I,

Wﬁltg{eéiyp d}onpsélpﬁqtt,lw| alr)g aqg AH lu’tg\gkzorI éon substituted 3-10
mbmﬂéﬂhete%%lyls anéd-sﬁ!&a‘.lrtutetﬁ\'ﬁﬂJr nbﬁ substftiited I'\%ﬂﬁoﬁgllal@l with a 3 to 10

- NR3R4 or - erein and. R4 are i ndependen

BeMBeSIiNG ?’Eﬁﬁ"f‘ @g‘yb FRAIP Oéanté’l & F3rREN Gfoms- M@’FWP}”XNY Rs and R,
eﬁb |%)é|ectéaiﬁ‘?6h|1 thslgeap bbnﬁ@tﬂwd@%dﬁ&bﬂ/l Stholy ﬁéxyl Flicﬂﬁaey'laﬁ'h\éxadecyl

nor e Preferably, IS, aceg/
'ﬂﬂ'& W?fqrgb'ycﬁp i { %{‘dpﬁef'%rsla'éa eqelfom (the JEIRBRNFIRIINgfSf H, methyl,
dtRYINMdX31, dodledy! Br R&aRet@d from the group consisting

According to an even more preferred embodiment, R; is selected from -OH and -NH,. ‘
Even more preferably, R, is acetyl and R, is -OH.

According to an embodiment of the present invention AA, is -Arg-, AA; is -His-, AA; is -
His- and AA, is -Cit-. |

According to an embodiment of the present invention, AA; is -Arg-, AA; is -Asn-, AA; is
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of: Ac-Arg-H s-H s-Cit-OH Ac-Arg-Asn-Arg-Cit-OH,
Ac-Arg-Asn-H s-Cit-OH Ac-Arg-H s-Arg-Cit-0H,

WORMIMOAY- Hi s- Hi s-Ci t- OH, Pal m Ar g- Asn- Ar g- Ci PCTEP2009/001419

Pal m Arg- Asn-His-Cit-OH, PalmArg-H s-Arg-Gt-0OH,
Ac-Arg-Hi s-H s-Ct-NH(CH 2)i 5-CHS,

Ac- Arg- Asn- Arg-Gi t - NH (CH 2) 13- CH3,

HArg-H s-H s-Cit-NH 2, and H Arg-Asn-Arg-Cit-NH 2,
-figz e0d 84 isr&titeof or cosnetical ly or pharmaceutically
acceptabl e salts thereof. The peptides of the present
i nvention can exist as stereoisomers or _mxtures

Ascending; tooargtier empodimenp(ob the Resseghinyentian. du 'ﬁh%ﬁ'e%q fifom the
g?&ﬁﬁbmtlhg‘é&elﬁ gﬁ?t?/lmmgylgkﬁyﬁtsﬂo?ﬂopbaH%I G\ REL-Arg-, AA, is

racemc I n from one anot her erefore, it

-+Higy0h4s isl - *t"é' AMeds nL'ithofEiﬁﬁ1 iRe iR -QRawhereigRs and R, are
|ﬁd%$@ﬁbé‘ntl9rse‘igc@e°d %ﬁpfﬁgerér%uﬁ"déhéﬁﬁﬁgj HU"rr?ethyI eth?{ll hexyl, docecyl
di ast ere0i soners or enanti oners ependi ng o
aﬁd fgxadesy! groypsravelerabbaRyismOHer Nbh: E\)i‘ﬁrbfﬁofesléfﬁf.ﬁ@b'er1 is acetyl
iug (M xtures are present. Preferred structures
or the peptides of the invention are pure isoners,
that is to say, .enantionmers or diastereoi soners. For
ﬁﬁ:’é@l’&}lgetd"'gﬁ&hélt elmbodinddrit bftthatpréint cﬁfénh@n R - seléétedl §rom the
understood that AAlL Is selected from-L- ? R
appuR gersitingorf Hoacetil dadreyinimurigioxt Obpamm fiAr ﬁeTh rg-, AAz is
i: AW A58 s WHAR Fq hAL & -ff;a(’)l@- ér{&qf( @AQRQRPOP-Q)RJ'Wﬁaem' II23 éﬁd R, are

ef'st ood t it can be -L- H s- or race

"@ﬁepﬁﬁﬂeﬁtb{cﬁé\ﬁcéednffféﬂuﬂ’@sg@ﬂpb@ﬂﬁ'sbﬂ'g phbimmerhié ﬁﬂwhmyl docecyl
a‘é&ﬁ%ﬁé@&@l ér@ub?%r%%‘h% go@l'{r@rle-ﬁl EQWM fbBfe preferably, R, is acetyl

'n"the art to obtain each of the stereoisomers
apf Rie-@dpt i de of the invention by choosing the am no

| Iﬁ%‘ pﬁ'ﬁ ¢ 0HEA whl) ethe EohpB LRI S B YbHAuA &) b%elé@té&‘frﬁmﬁh@ gﬁﬁ.@%nsstmg

present invention, there are also include
afosnetically or

Ac-Arg-His-His-Cit-OH,

Ac-Arg-Asn-Arg-Cit-OH,

Ac-Arg-Asn-His-Cit-OH,

Ac-Arg-His-Arg-Cit-OH,

Palm-Arg-His-His-Cit-OH,

Palm-Arg-Asn-Arg-Cit-OH,

Palm-Arg-Asn-His-Cit-OH,

Paim-Arg-His-Arg-Cit-OH,

Ac-Arg-His-His-Cit-NH-(CH,)5-CHs,

Ac-Arg-Asn-Arg-Cit-NH-(CH,)1s-CHs,

H-Arg-His-His-Cit-NH,,
and

H -Arg-Asn- Arg -Cit-NH_, _ ,
mixtures thereof or cosmetically or pharmaceutlcally acceptable salts thereof.
The peptides of the present invention can exist as stereoisomers or mixtures of
stereoisomers; for example, the amino acids that form them can have a L-, D-
configuration or they can be racemic independently from one another. Therefore, it is

possible to obtain isomeric mixtures as well as racemic or diastereomeric mixtures or
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pharmaceutically acceptable salts of peptides provided

by this invention. The term "cosnetically or
wophrinessaut i cal |y acceptabl e salts" neans a SBCT/EP2009/001419

generally recognized for its use in animals, and nore

particularly in human beings, and it includes the

salts used to form base addllmon salts, either

i norgani c,, such as for exanp in anonlimtin
PyE SHAStCTEPISAMERR o5 RNAMIPMBEY deselinocar gy gJnak agymmetric

caFboRk WHdNbrHwhic EdiBerat diasSmety mdt@raBidte fb%‘dénﬁﬂ’r&féfred structures
exanple and in a non-limting sense, eth

feri Erenpertiven of @?HQY%’H'@& i Puléfe I§PMSITo B 'ﬁet° say’ enantiomers or
distdrBgiBemars ne, arginine, |ysine, histidine, or

pi perazine anong others; or acid addition salts,

ei ther organic, such as for exanple and in a

FOP el WhBn SETS StateRf BiaAt A, 6art bat frgl, aClsalifderstood that AA, is
mal onat-e, naleate, tartrate , fumarate, benzoate

sglestad: f&@r@ Lefrgt aPa’ﬁ@ of [AERiIGt ¥ NN @gpgnc mixtures of both of them.

Likewide iHRAGEIsadafd tHaX AlAdtc@n HeauMat @ |§Un@ér§@>@8&hﬁ .aa&mge -L-His-,
ot hers, or i norgani c, such as for exanpl e _an

-Rdis1 QI’nﬁapﬁrﬁtj gré'}ﬁ)ggacgrmcdplp(}%es gf@qtl&p@theﬂ'brTQ@énetgpds described in

tﬁ@rd?eg@ﬂed&ﬁﬁ%t Qatllbﬁrﬁre PBRoASKIER N tﬁ@%rﬁ%toﬂtén Ngdch of the
critical, as I's cosneticall or

as

SHRTaPIRRPEG Pfcmel 9e%t@ee<eft S| igventios %§h%<ﬁ"a,9a|th%/ agyino acid with the
fhabIBReMgursdnl Y acceptable salts of the peptides the

i nvention can be obtained by conventional nethods well

known in the state of the art [Berge S.M, Bighley LD

&n Nﬁ@"sh:@HéQ)th Qpréée(mnwerﬁ’ BRI IRES Hre Ceﬁéo Frldded e]osmetucally or

Pharm . ScL 6 Prepar ation nethods |nventio
%@ﬂﬂa%@c@wm@e selts &f @eBiAasoRBegy by s invention. The term

Q&ﬁfﬁkbﬁ)abrl Mh&taBERICARF Qbddptadié ¥ales GReErRbA Salb Qérﬁéiaﬁ/afécognlzed
be made by neans of conventional nethods, known.in

fef it e It ARy and mare Ratisylapk it hewag AsingssaRd A q1+54f§ ‘the salts
UsBd 38 féreh BESRS8ddifre¥ats! eithdf inGidEni¥o8ih ds Rr dxhfRPA and in a non-

Sol i d Phase Peptide Synthesis, 2nd edition" Pierce.
lioHiéng sensecditidny SodigpKpPIpssium| FaIFBMs maghgsiHg s RyalNMiniR, among

o%ﬁ’é*@néﬁl@fgeﬁmc (sL@B4s tdrhexdinpiet ae iPfa Rerdinftihg sense, ethylamine,
Synt hesi s Sprl n er Vehaeiml\lew Cork; Lloyd-WIIians

Rt | elyienediamings 1 noéammgg#')etheeﬁ@m"a%| arginine,  lysine,

HRRirRA6P Bpetirdel s biREE; or 8éid BRBlbA |aItARMNEF @rb@hlﬁssuch as for
CRC, Boca Raton, FL USA], sol ution_ synt hesi s,

SaMAnENAdA 3 ramieiling jsense| PeetRRacitrdiet I@&tfée-awa'qnﬁte maleate,

t5fatd | RimdrateC BENZBAd, CaspuAAiRE §lutarbdts] buiEiHateN olét88PHuoroacetate,
"Prot eases as cat ala§ts for enzym c synt heses of

plalE PAFAFHS Begluconas gmopg ofers sy igyganigosysh aspapexafele and in

& Abh-imfifg RRnsdtchidiRid, bifda WRatedbr drbehdte faPidigNdtRérsOhe nature
nodi fi ed or not, by genetlc engi neering so as to

afdbeisalt us’n@otd@glpale gs denguen #ds cosmpticaliv ionphaspacesgeally| acceptable.
'ﬂ{ oéo%'r‘r%h%&&torr J@GﬂEtha%'céptaEI'ées fi& gpih\é pe%ggésa{he invention can

51 €58 ng pepti ragrre t's con
be obtained by conventlonal methods well known in the state of the art [Berge S.M.,

Bighley L.D. and Monkhouse D._ C. (1977) "Pharmaceutical Salts" J. Pharm. Sci.
66:1-19].

Preparation methods

Invention peptides synthesis, its stereoisomers or its cosmetically or pharmaceutically

acceptable salts can be made by means of conventional methods, known in the state
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at |l east the desired sequence. For exanple, a nethod
for obtaining the peptides of the invention having the
WO 000/1pexsrul a, i ncludes the foll owi ng stages: PCaiEPRN99/001419
acid coupling, having the L/-term nal end protected
and C-termnal free, on an amno acid with its
L/-termnal end free and the Jg-term nal end protected
0 oined to solid su ort; - rotectl rou
°é|th41@ﬁatsvﬁh a tbynpetide ity Fisttiags SO"QOQI%P?r@fewa" J-M. and
YORAYENDE (1908 iSoli@ PHEe Pépﬁo%r symabs@nénal edifionatPiefte Chemical

Gy FRaD ot HAcRaE ot St Boren ey & 1A “Togypractice of

Pébna@lsy%ﬁ@smmﬂnn?éﬁ lV%H@@ Né’wetsmawaydwrmaafm ahibenslo F. and
oined_to rt and the proc

Giial-8 (7692b P ehorpieab Appiases 1 TheSpPiHess. onBerlifRoand Proteins
GRC, BE@URAtbA FIMUSA] L dHutloWByyRineais, @e&hsmbﬁ& wmh@mntéaﬁd phase

Ctermnal free end on an amno acid wit .
metheds Anchin selulien QhgnEYBats. ﬁé}ﬂaﬁsaﬁa{Kq”m%@dVVt 41980) “Proteases as

CRRINSIE fbiC eﬁi%ﬁ@@yntﬁérs@&e&ﬁ bhBidIpeptiRiest iBiBREACH Esa 81234 8238].
the L/-term™nal end repetition of this sequenc

Feptidem gan jalkss basoqﬁ%@%%@yu?athaé stratry %@smaaen irgodified or not, by

g@héﬁ’d Eﬁ@\neaﬂ@ &5 raaltbyoatsm tAE Iddsiéd sBQUSHERE gt HUBRIATAL or vegetal
ynt hesi zed de i s renoved through exci sion.

pmlﬁ@tqoaﬁa!'edd?v&ﬁixs'$ Preferatly vrgeta! Selsasipgpeptidg fragments containing

ot RRYEReYebired Bsqleféed by tenporal or pernanent
protecting groups throughout the synthesis, and can

si mul taneously or orthogonally be unprotected to the

FP| KBRIPIE & URGRBA f@:efébta(ﬂﬁngf%ﬁé Peplide bENMRY liRinkon FAVING the (1)
phase sy nt hesi s can take pl ace via a convergent

f%fm%’i‘ é@%’“%db?f‘ﬂ'ﬁwﬁ‘goﬁt?%tl de or a tripeptide over the

pol y MRyrhifo SBIBRBUPIIMRY, hQﬁnQ trﬂé RaEiniAf &id FrBledR:dadHddlC- termlnal free,
previously joined to th ymeri ¢ support._ Conver

synt REASAWINOACK R s NI §nifisRmngyhe Ghiegenal | & protected

experdr%.,@émtoegg,ha%@gbbﬂped in LI oyd-W I lianms P.
Al bericio F. and Gralt en Convergent sol i d phase

pept i &é°§9tm9§§11%e"f("f9@%) ffﬁr'@ttP%\NetSFUHa@ 11065- 11133.

The pPrREpify SajuchbdPépetiforndfd tN-Rtdinab bAG@EmMatibn ahtil the desired
L/-term nal” and Cterm nal unprotection and/or random

or derPephs sRqUeRce isRiRiNedept i de exci si on, using

stan d%’r&’te@ﬁr@%ﬁéé}@éllrﬂmdtlé‘d@ﬁ&htth@ St kHRANerid oridaRd Busddh excision.
after which e functional groups of said ends can be

nodi fied. Optional LMerm nal and C-term nal ends

PreRrdbiy at-tdrmikad2n88s MR W 4 Bod E@Spo and the ;ﬂ@@éslsdl@kes place in
anchored to the polyneric support or once thel\P F

solid phase, thus, it compnses the amin aC|d coupling with the termlna protected
end and the C-terminal free end on an amino acid with its N-terminal free and the
C-terminal joined to a polymeric support; protecting group elimination from the
N-terminal end; and repetition of this sequence as many times as needed until a
tetrapeptide is obtained, and finally the original polymeric support synthesized peptide

is removed through excision.

Functional groups in amino acid side chains are conveniently protected by temporal or
permanent protecting groups throughout the synthesis, and can simultaneously or

orthogonally be unprotected to the polymeric support peptide excision."
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has been renoved fromthe pol yneric support.
Optionally, R can be introduced through the
WOLRMI 166398 nal end reaction of the peptide of tRET/EP2009/001419
invention with a R1-X wherein Rl has the above
menti oned nmeaning and X is a salient group, such as
for exanple and in a non-linm4i.ng sense, tosyl group,

nmesyl group and hal ogen groups anong. others, by a _
"Wﬁfﬂa@tﬁ%}’n sqlig Phape syptiesis sap daka Plare Viare ﬁ?'é‘éeég\%% sgptagyesoupling
al digptidBast e tripBpticPb VR the p@%éﬁﬁ%ﬁbéﬁ 8H6h of dipedRfdt &r amino acid
have those functional grou do not participate

prwwsty ot to é'ﬂfhﬁ?‘b/@ﬁf'c éeawhuféfwsgem Bnthqsiziststegies are widely

kES\WpCHyaéutgéctpé(pgﬁﬁ‘eﬁﬂd BreOHESBED Gh QW-W%@W' Nt’)erlmo F. and
/or additional R2 radi cal s can be introduced

GirgRE. cmpoGﬁavefraa@tt i Hdhasei peptive; synthrsis” - (IR9R4 S?tfahedfon
495HP65W14B3.a conpl enentary fragnment corresponding to

the formula (1) peptide wherein R2 is'-OH in the

presence of the right solvent and base such as for

THEAPRICEss Mol ey QRMlighAly LBBEOSUER 39 INEIGRARN A1l @-terminal
~an additive such as 1-hydroxybenzotriazol e (HOB

uﬁ'pmt@;tryn EAngiar rRRgn @raemlym%rrrdswp@étmﬂwsﬁtexa'g@ﬁ% ugipg standard

pPScesSEd BRA LbMiflhs IBHdbWH ANthe Ter@kiter @hl@ﬁ@ﬁé’hﬁf&héﬁﬁl%ﬁps of said
or an am diniumsalt, anong others or by previous

ends FRAPeamodiipn. PRIPRR! Nrterminal éndiarpiinal andp cm%"flcat'on can be
o‘(bhle %fhdéaforﬁlglaafl‘) ;Sébtlagta(i‘l'cﬂor@d RE M V\E&yrﬁ&n&i §l‘]‘§‘pfoﬂ orf HdELthe peptide

accord he I nvent 1 on, erein such fragnen S
h?ﬁé’@émfe’ﬂﬂ‘@é’effqruﬁtq PYVAENGPUARSE. t hat do not

participate in NNC bond formation, conveniently

cg{;ot ected by tenporal or permanent protected ougs or
tioBriaFaype BReHCoRzniaa s &-ierminglerhisas etingypeptide of

the MUehfOE QiR d RGH RAERIA &) Ha@ th8 &bBUO pRsHtioREd PRIaWRY fd X is a
support peptide excision. ubj ect expert will easi

y
sahiertr gredmasyoa@s @rtwmwanan'a a nopdimiingafensggddosyl group, mesyl

IR 8hE HaldRherelisd @mhotgaatRersaBy d hiclbépiic substitution reaction, in
derivati zation can take place in any order, accordi

Aresece < sthe gighh dases mndhzolyends @ng smetrwn Jychefragents have those
fifdtioRal érodp}sgalﬂbch ¥Br /Y %ar@i@‘b@t@@rﬁj m%hé fRaRiisH, ' Yonveniently

Reactions, Mechanisns and Structure", 5th Edition,
Ryeeatediby dgmBoraharpern@nent Protestad eiiPSor ot ect i ng gr oup”
refers to a group which bl ocks an organic functl onal
Qgrou and can be elimnated under controll
Riieaaly gnd/or mdditiepalivaRyrasligals ceRhe "rt@daﬁwéw a HR. compound

reS&ohl Whbidi$ Fﬁzﬁds UQSR30 QUNH,RI, 08FS Sﬂﬁeﬁntl’{\'ﬁé thbrﬁﬂl@%eﬁtb%y fragment

inert are known t he suk()jjgect expert.

GogisERRNEiNGO; the fwmaeei PeRf rvemsgmf"arts P8 'agﬁﬂ ar@ﬁeaa?, of the right
VenPahdIBSseSIch 2AFor SntSe a¢ AL cﬁﬁs@pro?ﬂ@ﬁx?l%hﬁn@ﬂi #i8thylamine or an

pi val at e am de; carbanmates such

additive such as 1-hydroxybenzotriazole (HOBt) or hydroxybenzotriazole (HOAt) and a
dehydrant agent such as, carbodiimide, an uranium salt, a phosphonium salt or an
amidinium salt, among others or by previously forming an acyl halide with, for example,
thionyl chloride, so as to obtain a peptide of general formula (l) according to the
invention, wherein such fragments present those functional groups that do not
participate in N-C bond formation, conveniently protected by temporal or permanent
protected groups or alternatively, other R; radicals can be introduced by simultaneous

incorporation to the process of polymeric support peptide excision.
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bencyl oxycar bonyl (Cbz), para-nitrobenzyl oxycarbonyl
(pNZ2), terc-butyl oxycarbony! (Boc),

WO20@/1B6348 i chl or oet hoxycar bonyl (Troc), PCT/EP2009/001419

2-(trinmethylsilyl)ethoxycarbonyl (Teoc), 9-
f I uor enyl net hyl oxi car bonyl (Fnoc), alyl oxycarbonyl
(Al'loc), anong others; preferahly, Boc or Fnoc.

Exanpl es of representative %ﬂéups for t he car box I}l/
Pyrepbiechr exnesk Vil gl yederstand. Aty (C-iegpipal (qnsl,)N-terminal ends

uRblottctidfleREisiofl ét&gest Hhd RE Nyt Mebhvdtiz86drE Earl tdket Mlace in any order,
ester, Trt), cyclohexyl ester

aceprdingdo rnr@qe%%&mwrw toe fiejd Eﬁ”i?’f’blﬁ)ér?zﬁ"dé‘éi’féf’ J. p(i 999) “March’s
ABvahEew ORI CRéthRiry ReBbiiBHsWleshhnism§ ah@ StrudfiéYdsth Edition, John
ot hers; i1 nvention pr eferred protecting groups are Al
Wiy & 8PB%,2087]. and Trt esters. Trifunctional anino
aci ds can be protected during synthetic process with _
tenporal or permanent orthogonal protecting groups to
The-teen npratactingharogpt eafersriala arREP whishdlecks ngeraapis functional group
ANd9¢dH BE dirimdtdd NRdeF eURraRA &%dﬂfoﬁ& ePF&é’cthté}oups their relative
2, , 8- pent anet hyl croman- 6-sul fonyl (Pnt) group,

reaciivifies artdptéﬂt@newﬁw 4nAsiawbish they siexrines aie Keawn by the subject
e(xggm par at ol uenesul fonyl (tosyl, Tos) or

4-met oxi -2, 3, 6-tri nmet hyl benzenesul fonyl (Mr), anong

others; the , histidine imnmdazole group can be

H%(amp‘i’é‘st &q'eWeEQntE{?\%’bro%c@Hé’ gkd -Ugﬁ,)for the amino group are amides such as,
terc-butyl oxycar bonyl group trityl “group Trt)

angidey | agetatg, Qe@m@tq quylder pwalaze4 "(ﬂ“‘ﬁ?vt r 63 such as,

HEneHBxyfc Ry PTBRS), Ob%rrﬁrouangylsmamw PE R gﬁgloxycarbonvl
(gg up ‘can be pr ot ec trit group Trt

a 132, 2gmmoetkamcamorwbmgchs?e r'w&hmwl)eﬁmve%@?@ﬂ (Teoc), 9-
ffuB%myFrﬁ@h 5%iElS bR Y PmioR), aalﬂ{))@)fcﬁﬂfo% | @MBedidiksHg othBR; preferably,

roup protection strategy used he strategy in

@HM®[ - no groups are protect ed t hrough Boc, carboxyl
groups are protected through Bzl, cHex or AII t he
arginine side chain is protected wth Mr or Tos th
Bxemnleneiifererantativesareyps faritieerrbops ef%@tareﬁsmsmeas terc-butyl
diket ft %ﬁu)"‘%llﬂh@ét@r K@II)PErﬁJh‘éﬁ?l%th té%te-l:o(‘{’ntw edtBD- TrhN cyclohexyl ester

anot referred di nent .group protection

(s @gyzsuﬁaar.@zk) hengiqbaﬂeﬁ,yesqu Ritvteabenzy! RSty fuprethoxybenzyl

&titér, an%tﬁﬂ&@/ﬂe&tg gr W6rs; FeRRNY preiéfeiPSrofdc@ing groups are All,
or frt, the arginine side

Er ot ected w'th
tBHasHeX: §Zb?’lﬁ'5'é?§'6r§f\nth Prc or Pbf, the asparagine

chain is protected with Trt and hi stl di ne chain with

Trt or Mt | es of these and ot her additional
Brfm%'eﬂalr@mgpcﬁ@ can e iprateeigd uring synptetis praceas iR temporal or

cifhaRént! GHHYoRASSEBIERARG GFodpST t8ENRerfiMal 2id (Wﬂéﬁmﬁ’al% protecting

(1999) "Protective groups in organic synthesis"
APYRS A&Q'StSﬁsQU"Nlé'\WP‘%?llkp Cap herreioiBd witti2 @rfebéaﬁed'tw@hvlcroman-
d-39R) %P{ﬁ%):%i’oﬂ‘323234%eﬂbélﬁ’tﬁnéw&?%r@oeréoﬁﬁﬁﬁslsﬁﬁéml (Pbf), para-

Ejeag&cl:fonyl (tosyl, Tos) or 4-metoxi-2,3,6-trimethylbenzenesulfonyl (Mtr), among
others; the . histidine imidazole group can be protected with tosyl group (Tos),
terc-butyloxycarbonyl group (Bac), trityl group (Trt), methyltrityl group (Mtt) or the
2,4-dinitrophenyl group (Dnp) among others; and the asparagine amide group can pe
protected with trityl group (Trt) or the xanthyl group (Xan) or being used without

protection from the amide group. .
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Oxford University Press]. The term "protecting groups”
i ncl udes al so pol yneric supports enployed in solid

wophesiecBynt hesi s. When the synthesis is total PgT@P2009/001419

partially done in solid phase, sone of the solid

supports to be used in the invention nethod, are

polystyrene supports, polyethyl engl ycol engrafted |n
ol ystyrene and sim|ar ones, such as for exanp

I} A RESTRBRY EMHOLITRItoBR GEOUR PIRRHIGR BlEAERY HFsH K PaesTratoty in which
ahfise BroupYBIprbtbetea Urdagh Hic, @é‘r%oﬁ}l%f@uds di¥l profefet) thrdhgh Bzl,

meth I benzhydryl am ne resin for | nproved solid-phase

XoRA&d, the @fgu@lggﬂd&éhgm laggoteq:iggwta ror j@s, 5?@3 asparagine chain is
uSed WltﬁétﬂtrfrthEﬂlor{ & the nidiaineQhalh is pFeAéQ&d With Téa ok Dh? S
J., Papap otlu G, Sotiriu P.,. Wenqging Y. and Scha
W (1989) "Darstellung geschtzter Pepti d-fragnente
I8 BhEtheFhieed A &HQ&]lh\EH! Qﬁé gfougrdr@tﬁéﬁbﬂ SRItEYY udtdf i€ 8he strategy in
Tetrahedron Lett ; Barl os K., Gatos D.
“KE\‘BbP'@ﬁ‘OSJFOUP%EEﬂ)ﬁM?QBe@hFO%EF‘@P Qrbax ovRuRi 31§ Pyotected with

t8d. ORPbr THE 115S bRJIMIRG siHRNcA §d Bldte &P WthZ2RB or Pbf, the asparagine
Peptid-fragnenten nit Harzen. Einsatz von

chaigtis equ@qted yite Arit@nddistigineghainwite T OAMteu15 - gastrin

|" Tetrahedron Lett. 30:3947-3951], TentaGel (r)

resins (Rapp Pol ynere Grrb%dwenwatnx(r) resin

Fowmpiesx of nhesitarnsh othesc pdg aé.more&iim@rﬂareupwt%wnﬁa%cﬂon and

e%.rrmsnn&ln 'H%leétﬁh% @eéérmehelrﬁlt}éﬁééfnesm Fnd_Wuts P.GM. (1999)

D-(4-am nomet hyl - di met h enoxy) valeric acid

(’mAeqtlvFAurw| ig PEQaP’C smﬂmsw A @f‘lﬂér& %ns Bewn¥aftcattherton B. and
e’gggfy & ¢t (19495 adaidRAnase Hbléi)?@@ SYntRess: B@r@fﬁryt/c@ approach” IRL

ng ‘Preparation_and application of the

forg. (tbvwem r ErgSShetTR | 9X¥Ic RBISEHNG ArPwRsetnsudes, alsq; pelymeric
s%bpae@/érﬂb%pedwso\nalpﬁés&smh&4PAL) handl e for the

sol i d- phasé synthesis of” C:term nal peptide am des

under mldconditions” J. Org. Chem 55:3730-3743], the

\@hérﬁ"tk@@yﬂ%@fshy {oﬁI@{ cﬁéﬂh@? ey Py lphhse %H\@‘dﬁ%@&élﬁi supports
aci d Saol i d- Phase synt hesi s

f
torbg é@pgdlnpgﬁ ||r§y@npqara pd, gL mglystyrene ‘supports, polyethylenglycol

drigh a0 Yo &an&"%‘rﬁlﬁr%@sdc%séé"for%hﬂf@gﬁ@rh a non-limiting
Lett 28: 3 8 -3790], Wang |

Seps@ Rmbghgrﬂhygmy Be Reies r{rl\]/%\y\) [Mzgtsged%) G.R. and Stewart J.M.
@98y )kﬂ?l%ﬂmﬂeﬂ%ﬂﬁﬁﬁbmmél rRYRITaZintHPoVBaolia-pABseSSYritRksis of peptide

nt hési s of Protected Peptide Fragnents

Phase
amifs CRERidSse 2 452013 2ehiesgtsify! HRAINS | (Barias IondSatasi B Kalltsis ..,
Péb'é?)h@tuﬁ M dtAD &0 UWeHBPI Ort’ el SUharrIVENOBS) Darstblidridegeschiitzter

yneric suppor Cosnetjic or phar maceuti c
M&@m% umtee Eﬁ@ﬁ? 2 sibstiferiend phe/BipSGH-Gaise bietrahedron Lett.

ﬁﬁ@@w-%@r shidc® knNhihics HVPRapblofYY, PRpasShdKGNISchafer W. and

contact of the tldes with the. site of action
Weaqiagt Vi (1958 Dégsterung wemrartiell geseliiziey) /ﬁ%mmragmenten mit

/b@f'zé'ﬂsaE/ﬁé%@z Horf @C%Wrmlﬁﬁch%rlao YRR S BhtABse OV (A8 -gastrin 1”7
Tetr%’.-zrl?edron Lett 30:3947-3951], TentaGel® resins (Rapp Polymere GmbH),
ChemMatrix® resins (Matrix Innovation, Inc) and similar ones, which 'may or may not
include a labile spacer such as, 5-(4-aminomethyl-3,5-dimethoxy-phenoxy) valeric acid
(PAL) [Albericio F., Kneib-Cordonier N., Biancalana S., Gera L., Masada R.I., Hudson
D. and Barany G. (1990) ‘Preparation and application of the
5-(4-(9-fluorenylmethyloxycarbonyl)aminomethyl-3, 5-dimethoxy-phenoxy)-valeric  acid

(PAL) handle for the solid-phase synthesis of C-terminal peptide amides under mild
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In this sense anot her aspect of the invention is a
cosneti c or pharmaceutical conposition conprising at

woewsiedme peptide of general fornula (1), PCT/EP2009/001419

stereoi soners thereof, mxtures thereof or its
cosnetically or pharmaceutically acceptable salts wth
at | east one cosnetically or pmarnaceutlcally

These conpasitions can

acceptable adj uva
Grapareq. Qo B ST T BB AR NS BPEGdimethoxyphenyl)

ngﬂ)*%%el(ldz“ SIC:;B )G(AM) te[g[enr M\/{ 8% ) @Iﬁkﬁiﬂa@@ |s§ﬂtf‘)es:s Eif Sﬂﬁétected peptide

feaggenty, using aReﬁ’i’ﬁ*f’@Q"drf””’?W"@@F’@’f?cs?’ anE?sF”f"ac{r ?f.f%h%fr on Left

féwa“ra@zg dsts opy 97301 A eAzy\ Riconed. R d
ppi ncott I | i arrs & \ﬁ W Phlpl g%e@)ﬂ?a Z}A 0O‘r esin an

B lkor ez Elpryceb oy By diazidenRRsD | OF Sl o iesea Sy lspes of Protected

| PEPtRE - SabMBhist tJyAm@ﬂem S}bé1995 @3iél¢33@térhﬁesnﬁ‘\fllart BRéS which enable

sequence or the possible nodifications they have at
YmeltaneersRBotestian apd ex¢igiphichtle RohRericvePRRt feRlide: he
peptides of the present invention can be incorporated

into the corrp03| t_| ons by ,rreans of aqueous sol ution,

205 meticor phapmageutical camposiens -sol ubl e can be

AR popdesest the |ﬁ@éﬁfi%ﬂtéé?ﬂ% SfABler& td Ynl'ﬁ’dlt MMPs by any means
phar maceuti cal | y acceptabl e sol vents, suc fo

raaking centasicpfithe Beptisies with the sije sbagtion tB?'FFahl@I the body of a mammal,
RERPANhumb® BQi‘n@Q Ml i in the fbﬁ%'o@ Q%ompl%l%n c&ﬁt%ﬁﬁfg' tHem.

but yl ene gl ycol "or polyethyl ene glycol or any

conbi nation thereof. The cosnetically or

IRhEHidReRM, | SRdthyr %H)@&t bt e R0 fis td & oBRRtiE d&S pRhrmaceutical
the invention to be adm nistered to treat a condition, ,
eAnpastion careprisingoat IRAsbne Beptiel of genaralefarmylss Hyestereoisomers
tWé}e'of Q‘lﬁ%ﬂ% tﬁ@re@f YEi fss&sf'\ﬂﬁkgﬁysor ﬂrﬁﬁhé@dﬂ%ﬁyf&céﬁ@ble salts with at

condi'tion of patient, the severity of the disorder
Igastmmsg@gﬂcalﬂm@r pharmacsHtically @&ggﬁggleo?rdjuvant These compositions

Gbd brddardd BY céﬁ‘\%n‘ﬂaﬁﬂ%%wé %Ho% pErédHseskifed! iRGhe art [‘Harry’s
geptl des to be use net i CaM or pharnaceuti cal
€

BROY S o055 (3008 RiSEon Ullo CmNEY Vark Chemcal Pub., NY,

@sptpeé#%g nwi‘me hSé/énc%nﬁh@ fprba/c@r&vw&niaeﬁ drwé,ﬂ@ﬁ: edltlon (2003)
f ect eptl es of he invention are used in the

EsRereA R 6¢. ﬁﬁ?&ﬂ?ﬁgw’{/’ﬁ&@&%ﬁiﬁ@sp bilagglogie. Usé present
i nvention at. concentrations than are cosnetically or
har maceut i cal | y effective to obtain the desired
§ Eﬁﬁt’deﬁloéf"@r%ﬁﬁt "P‘@@HP@I F‘ﬁl’,)e  yafiple t"‘@tt%frs%ttI"lﬁYrtacﬁP’d'”g to the

r‘ieﬁ@recmm@fr' ééq@n@nc@ F Wﬁ@%o@s@@%’l@@ﬁé&ﬁoﬁ@%h@?'lﬁbé )ataRE N-terminal
20% ( pytevve ght); preferabl 3/h bet ween 0. 0000 )

/e Hﬂ'&a'ZG%’S( byherefasei She peplides, ef &%@r%ﬁeaétlm@é'ﬂon can be

|ﬂc era%d iBi6 fh@'c@mpbsiﬁﬁﬁ’s ﬂ)?%e(am{ oG EEYus s%ﬂfﬁoﬁV&Ri {RBEE which are
erably between 0001% (by wei ght) and 5%(

W&%@}SOW% cAB S %gb'ﬁedt 'ﬁecqnﬁg'étfﬂ”?bﬁo%%m'ca")é 8r Bgarmaceutlcally
hdteplabR 8bREntsNtsACK ORé exsrhplehandBs ealtddmlmiting sense, ethanol,

propanol, isopropanol, propylene glycol, glycerin, butylene glycol or polyethylene glycol

or any combination thereof.

The cosmetically or pharmaceutically effective amount of the peptides of the invention
to be administered to treat a condition, disorder and/or pathology, as well as their
dosage, will depend on diverse factors, including the age, condition of the patient, the

severity of the disorder or pathology, the route and frequency of administration and on
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delivery systens and/or sustained rel ease systens. The
term"delivery systens" refers to a diluent, adjuvant,
WOeNoilpsdht or carrier with which the peptide BETER2009/001419
invention is adm nistered. Such cosnetic or )
phar maceutical carriers can be |liquids; such as water,
oils or surfactants, including.the ones with
trollfe nt or, synthetic origin; such
p?rﬂ?”'%r%??‘rwﬁé’fgfﬁjp‘?%'dﬁg%a% €54t ng sense peanut oil,
soybean oil, mneral oil, sesane oil, castor oils,
qgﬂat es, sorbitan esters, ether, sulfate
ﬁ? elically asepharmaseutigpllic sHPEHe, amghinty NSRS, af%ﬁ”t {pxic. amount of
bﬁd&ﬂ@j wmcnwsmu@al t8, pr@@di@m'w@éﬁed Memopyégtmd @rrtaé ,nnventlon are

yet hyl ene gl ycol extrose, G digito
Bra o rBb) Frndlonor F‘?i‘ﬁf’ﬂ@?%ﬂ‘%' baripghitEanof dhie Sseelicmyention at
cBhcdntrdtiondihiah Bre EohdticAlLoShatMAtSuticalll eifeblive tdbbtain the desired
exci pi ents descri bed as SU|tabIe carrgﬁ ﬁ@ The term
tFon

et | BiEfRia0Y . re9RTEING; 40 e oAl Aveiafiy SPmpgRgan. between

orcm‘mogom Zv&b@ﬂb la¥@r20% Y6y NEidH?): paef@ﬁamouatween o ooooo1% (by
pr ovidln

radual release.of said yn&) 9 o

sm%}?% ot (by fheraiiy MR PERISIRADY %tW?ﬁ'aﬁgdﬂ%ﬁ y weighty and 10%
D)ﬁf\‘n%‘i@rﬂf lahl , evét Mofd prdfarbly BE@Ieen Of. oo@mocbpdwé.ghgm 5% (by

roughout a period of tine. Exanples of delivery

kns or sustained rel ease systens are |iposones,

nlxed | i posonmes, mlliparticles, nicroparticles
nanopartlcles 'solid |IgIdIC nanopart.icl es,
TopReplidss fithe inveatign pasalsapedng retediFta SOsmEIHPLRRArmaceutical

d&live) kpstemBRAgRA8litaingd w16 as sy3tenid. xed ni cel | es,
m | lispheres, mcrospheres, nanospheres

Theﬁgg’rb [fgerhé%ryﬁyﬁtpfr@a ﬁqsetg a diuepty adiv¥afite §x0|p|ent or carrier with which

tRE PESIRIESH tRE inv@htioe sl adiniteté® eS0thsdogRetia i pharmaceutlcal carriers
nanoenuIS|ons whi ch can be added in ordegﬁto 0

cgn s isidse sy 2t Waler AAiisiaTSUFRetADtE. Inflying;t Ehgh B pepgiterous,

aniRAIO beank to? sg%hﬂfeﬂ‘élc‘d?igirﬂegl.icﬁ @ EorPEAINEAE AMANANA thon- I|m|t|ng sense
pr opertl es. The sustained release formul ations c

AsABRLPE SIPeRR Ails PR PHodeSAMRWM: CRSIPHEIS: BRI at??resmb'ta“
e%([jérs %‘ﬂ?art Bﬁlf&?mﬁﬁétbborﬂietéiﬁég ?gmw@?édﬂgmauaﬂd@@ fatty alcohols,
adm ni stered, for e opi ¢ adni ni

n%ermfsfngo HEMETh RS Yfg};’ﬁg\yt?ﬁsé aﬁuetﬁwﬁn%m xir638, glycerol,
dq@toﬁh\e@@tng likd.croel ectric patches, or by systemc :

adm ni stration, such as for exanple and in a

non-limting sense, by oral, nasal, rectal route,
16 UtR&hRBRAES Ph@ﬁh@d&ma/osmhcwj aytEw Nirtifli tiesie are solvents,

i mpl ant ati on. or ect on i.n ecific part of the
aéjgg’)?"tseﬁwxc'ﬁle@fse‘?eéjﬁf'?ﬁ ?%E@itqt?%v‘ééorf'%'sr el egse a

rel atively constant amount of the peptides of the

nventi on amount. of tide coptained in the
-llél?sieﬂf‘néﬂs"?'éﬁga{glga?%r'ﬁl}{sﬁ E@ wprrvlentlonal sense refernng to a delivery

system for a compound providing the gradual release of said compound during a
period of time and preferably, although not necessarily, with constant levels of

compound release throughout a period of time.

Examples of delivery systems or sustained release systems are liposomes, mixed
liposomes, milliparticles, microparticles, nanoparticles, solid lipidic nanoparticles,
sponges, cyclodextrins, vesicles, micelles, surfactant mixed micelles, phospholipid- -

surfactant mixed micelles, millispheres, microspheres, nanospheres, lipospheres,
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depend, for exanple, on the site of adm nistration,
the kinetics and the duration of the rel ease of the

wopeptinekds of the invention, as well as the nat BE®EB200D/O&419

condi tion, disorder and/or pathology to be treated or
prevented. The peptides of the present invention can
al so be absorbed on solid orggnic polyners or solid

nm neral supports, such as for exanple and in a
miljeRsUlRS: | AHCTOERRSYIES; aNBIRAAREWEST , a%heWelhnAE e Migjaemuisions  and

nah8&mbisRRY, WhichQsdXbe iadd 8 @rdtlr 6T cbtaid NE gRRIr petrdtion of the
the invention can also be i ncorporated into fabrics,

astye vibgrefienhANNY & FRIPYe itsddhpreacainelit apd pharmacodynamic
&ds. contact with the skin, nucosae and/or the

scal p, so that they rel ease the pepti des of the

i nvention either by biodegradation of the anchorage

THESdRBINY Fer@asfea\‘gfmlﬂatlé}%ncéﬁpyé Brép’%lPéd By ‘Pr'ied?‘\%ddfcrﬁéthods known in
devices or by the friction of the latter with

the §iate 19§ tfafbagl ABd dbeicemppgitipns eentaiRingstopm ean 15'9 a%wplstered for
etXSFﬁBPer By UbSicallddrflistStior, il S a @i iVaOPatWREAnd non-adhesive

fabri¢s can be used to nmake garments which are in
patqhee and gpicenelectiic: patehas. BolY Systemicegdapniptrations spglhap daf, example

2haMNn ‘éoch?rﬂllrf\ﬁH% iseRs ) dradinaghl, ARY ¢6te COBRtANBOs ﬁnl?ﬁlantatlon or

peptides of e invention are used for the treatnent
inigeliodr A afieecdtimpiasiationo AEiRipeten, inias speific parldobrthe body, and,

.p‘Pé\‘EFHB'IPQh@yS the i Relsddda rBIAEOSRR0ARANCEMbIRL SCMkPpeptides of the

whi ch resdlt from MVP overexpression or an I ncrease i1 n
inveationFThe emeupt of PsRtids! cantaifed dbihecaustaiped FRjease formulation will

ofeﬁgﬁél Cfév e%ﬁ@ %@the@@' Sl dnflS¥ir&lom, ﬂ{édklﬁaﬂ'gsarfdothe duration of the

I rmobi |1 zi ng des to them i ncludin
relepse ef Shesﬂﬁﬁ'é?r@f PWntS’OSF%W&@Sﬁ@F aakie 9 b‘teecmg\dltlon disorder

ABRF paRIbHIOBE tre@icd SHGF&VdnRef 1n the literature and
are known T n thestate of the art [Schaab CK. (1986)

"I nmpregnating Fabrics Wth M crocapsul es", HAPPI My
THa86sptibed §Pfﬂe%re§e2@%)entlcﬁp%ﬁ QQB'b%th%Brbed on solid organic polymers
m croencapsul ation in textile . Pharm
op gplid gnigeral 'spppgrisn GUED Asl for é%ﬁmpl?sa%d“ #heorsliiiing sense, talcum
do%@ﬁ)be%nﬁte ﬁ‘débgtardﬂeémghodéx??% anibriyf Gthetd: €. and
Ei sner P., Karger AG Basel, Swtzerl and,
Mal com R K., l\/bCuI lagh S.D., W)olfson A. D., Gorman
ﬁ’reppeptlégi‘ Sﬁth@ |§\verﬁ89 cSHA6 l:’]e wﬁzg%@ted @%‘tfé&'cg eﬁ?on-woven fabrics
rel ease of a nodel antibacterial drug froma novel
os angdical Ieyiees Whigh s incdirret Beiastwdih e skin, musasae and/or the scalp,
sBe h%@ﬁl%ﬁ?el@és% a'%ol)ept%egf&r fh%dln(/@fmdnce?lthé? %\ﬂ@&radatlon of the

fabrics, garnent s, nedi cal devices are ages,

a@gb@l’@ge systgm iiottge f%@kgonwgly ffﬁpg@ orm@q{,@gmces or by the friction
dVittlagsr wih mée&dydb)aﬁ&ﬁ)ﬁmo%ﬂﬂét By yH BRE dkin obyEBSdy¥@mperature. -

bedcovers ydr ogel s, adhesi ve pat ches,
Likesyiged H'é%fe\'i’é'%éf‘é |ﬁ‘@§ WQ’YieE ﬁ%@cé(ﬂaﬂlt@ mdctﬁégal@n@qrments which are

ih AfrBctiEdhteRt m&ﬁstﬁgbb@y qfrefé'f‘é’dhﬂﬁﬁ@ %Brfé@' ndH-KBAERIdbABS and medical
contai ning t peptides of resen

devices containing the peptides of the lnventlon are used for the treatment and/or care
of those conditions, disorders and/or pathologies of the skin, mucosae and/or the scalp,

which result from MMP overexpression or an increase in the MMP activity.

Examples of fabrics, non-woven fabrics, garments, medical devices and means for

~ immobilizing the peptides to them, including the delivery systems and/or sustained

release systems described above, are described in the literature and are known in the
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I nvention, stereoisoners thereof, mxtures thereof or
the cosnetically or pharmaceutically acceptable salts
woRb®riee¥43 can be used in different types of  PCI/EP2009/001419

formul ati ons of topical or transdermal application
which will include, optionally, the cosnetically or
phar maceuti cal | y accept abl e exci pi ents necessary for

the fornmul ati on of t ired dos [[Fauli i
Sials pbhe T\ Bsbsgp Pric (1588 Simpragratap abrics WA Mipiogepsules’, HAPPI
Nz 3986, Nglsén @d I(ZUOIW eRpphbeibh df. mithseric@psBationOin textlles" Int. J.

transder na lon_formul ati ons can be E esent ed

P’}?"Hnﬁ“%éﬁﬁé 'P%{GFQP”@! Tedfles aeq (e alearIOPbIMT St Dermatol.

V233, fHIple EYTIARY BI8Her A, ad§10$1 kérgb,t ABY B§§é7$ SWItQérﬁ:ﬁl@s Malcom R.K.,
nultlple emul si ons such for exanp in

Mefrillaghi $0ng Valfs@ e sﬁ@ﬁ@a’bf 5’|:I J%‘?é/ Qrs s?’l’q’ oHldyi 4 (2004)

WRhRblledrE1Eask QRS ,%dwér%abt@nal drug’l%hpa vl §&W8bricating silicone
emul sions of the water/oil/ or

hirrateriall | 4 c6aaY Vﬁqlg?sq ﬁ]@@ny@nﬁ@f}agﬂd Jebfigse non-woven fabrics,

ArmeN@! ahé@tal Qbvigkd | &RNHAREKIsS éd&@é‘ Ty EHints, 2 RBYKY, OpSntyhose,
conposi tions, aqueous di spersions, oils, mlKs,

Undeaaas, 9F‘3J8$r59'°¥?ﬁ i digrers gaarytany Féa'ﬁﬁ‘i; e‘l"§$s'“gs bedcovers, wipes,
HydrIgRR) GBRGICptBhaY, InBRSANBYIUS BEIcHES rhisrceRlcHid 9iBhes andior face
I"iniments, saline solutions, soaps, shampoos,

’B@ﬂﬁltloners sera, polysaccharlde films, unguents,

nousses, ointnments, powders, bars, pencils and

aerosols or sprays, including Ieave on formul ati ons
(e@Rneticn Sk -RPRMaGsUYEA! aPT%éat'O‘Fﬁe%%‘t%'@Dg cthp Beptides of the present

ihveMioner SRtecidiiMdrs attheraof Or fbthAdd ORferésiN &€ the cosmetically or
i ncor porated by techni ques known by the person skill

ed
Rharpaceulically, @caentablee selts yihgteohs cab| ba HeedsBordiistent types of

fotdlatohst & topicalMBl QranBdernthl Sappfitiatioh TWHIER Qvif 8Ad&de, optionally, the
wi pes, hydrogel s, adhesive patches, nonadhesive

%mﬁ@'y arpbAGeaceshisally aﬁé?'&‘ﬁ%@ eXFiPleAlSN9RESRATY frthe fRripulation of

thé raebieed B694gROfoRh e aliP | Oirifib & qAY9IYBik EWRathdd Be IFpMU6 SGalénica’,
such as makeup foundations; such as for exanple

quzaﬂéofs'%(ﬁq’ciﬂo’??éké(’t?ﬂ”ﬂoundat| ons, nakeup renoval
| oti ons, nakeup renoval nllks under eye concealers

eye shadoms psti cks, P protectors, lip g
%oaﬁmrtgansgm agglwgpgn ormulatigRs,ean tae pyese ted |n any solid, liquid

FRIMBeRY Hbse PAAPSSIH AOFST Sbripheahd WEA tloRNinfifiiy sense, creams,
i ncl ude agents which increase the percutaneous

BHLP AT IROBE SuFlE 3pdpk PRTPIBTaNCE % PRR ERMINGRREE i Ghtisions of ol

&idrdt ﬁﬁcohermwerplé?n@@lans bf vl inl b.mahuleg sHieBSE, emulsions of the
di et hyl sul f oxi de, _di net hyl acet ami de,

Wtﬁ%?'ﬁ‘y?tﬁbr?farwaé%fls'@ef‘ﬁ eofmt)g)e @?gngmulsmn of the oil/water/oil or
dilicof RRSYdiIRBACY B, Ogﬁ%%hﬁc&ﬁﬁésm@isc@aQéousUEIEQersmns oils, milks,

ethoxydlglycol acet one, propylengly
baltams, HipREISgIIQtans. 9lsn£rEeMepes. Dvweahceeo"q Relutiensyetydeoglycolic

SlutiRRar ”ﬁﬁﬁéﬁﬂscagalﬁ@m%ut‘idr@ns s8R Clsh@inpbbE PEsRIRIBhers, sera,
i nvention can be applied to | ocal areas to be treated

Wyﬁaé?h%ﬁﬁof'lgéﬁ s”ngé‘SH(§pHBP‘é%sP§ ointments, powders, bars, pencils and

aerosols or sprays, including leave-on formulations and rinse-off formulations. These
topical or transdermal application formulations can be incorporated by techniques
known by the person skilled in the art to different types of solid accessories, such as for
example and in a non-limiting sense, wipes, hydrogels, adhesive patches, non-
adhesive patches, microelectric patches or face masks; or they can be incorporated to ‘

different makeup line products such as makeup foundations; such as for example fluid
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el ectroporation, mcroelectric patches, nmechanic
pressure, osnotic pressure gradient, occlusive

WOoRN@aesat , mcroi njections, or pressure needPETEP2@®I/001419

i njections by neans of pressure, such as for exanple,
oxygen pressure injections, or any conbination

thereof, for the purpose of aghieving greater
enetratlon of the peptide of the invention.

owsllq! akedn faundatigns. | makeupeieatayahiobons, mﬂ@UHameOéa'om"ks under
dyBeoneslinsi ek sHlidersdRistiaksliippraiaétbr, f9YlokSePsnd powders, among
. prevented or treated. Likewi se, the cosnetic
osi tions containing the peptides of the present
i nventi on, stereoisoners t hereof, m xtures thereof or
t he cosnetically Fharnaceutlcally acceptable salts
Theeresoreticanr Baarasaéeu | ciomrositinps 1af e iBYentigh niAnatichs agents
Hiéh IeRidse AhélperUEHR0ES ra@tsbr?ﬂo)n Bf ﬂfee{)@&idlés iof the Srefs@ﬁt”'hventlon
of oral cosnetics, such or exa e and in
sw6h 25 ifor exaRplesaitsv, a perplimitieg sensky |dua¢tﬁglseéqxaiei H'methylacetamlde
dﬁﬁ@ﬁn%&%arﬁt@@l %hﬁ‘actbﬂt%l ughong ?M@Beé&@ﬁa@%lé%‘tﬁ@one) alcohol,
erswﬂ%ranu ated fornms, chew ng guns, solutio
‘%@%péﬂ‘@ glycalmacsiophs, Pf@WﬂwcobcﬂfyB%%thé'Pﬂﬁié%o'f?'I"ﬁﬁg others.
LilkdwWid€ Ih@ bodRe Rl brishaih akBlticaPSorApbkitht ¥bjdRf 66 @RLFESEHT invention
known by a person skilled in the art. Particul arly,
8Re bpegoPlinss tof locple arerseripi BR FameBe by nioplophPEesisd senaphoresis,
MBrobBFbRf mfdrwéétﬁé‘ﬁ!atcﬂés frﬁééﬂdcnicﬁgreggﬂg §§fﬁ8t|@§re§§\§re gradient,
exanple and 1n a non-1imting sense, diet bars or
asshiskie ttrentmABin TRiBIREIRAtIOPB RN PresSBEeasiRities dniegionpdy means of
p?@ééﬂ?é |dueR ds ifdt é’)@hﬁﬂe oxPSkh prd8sdr¥ iffEQARBHE L S a@%mblnatlon thereof,
derivatives, or they can be incorporated into diet
fpthe, pwﬁ@sepebapfu@gnmr%@r penadration jof i pertideceinthgdnvention. The

doplicationt &da Wil rbeeﬂéieﬁhﬁx%ﬁsbyaﬂﬂa Adiur JntiRe WBHditiod, Odisorder and/or
oral conpositions or d suppl enents such as for

F@k’mi?ﬂYetoé}%PfPYﬁf‘ée%‘érntf%tﬁ‘i’tl ng sense, fat conponents,
aqueous components, humect ant s, preservatives
texturizing agents, flavors, aromas, antioxidants and

éksvdserthe cosmftmPYMPeRItRNS sPntaiaing dori Peplifles Gt yhepearent tvention,

&ére@ﬁ@h@?& QHE6R! MBAMRE S tHek TS of QRS akd¥mMWichiRe dpepharfiiteutically
of the present i nventi on, stereoisonmers thereof

arceptablessaltstharsof gan theeusass e differant yings of formulations for their oral
SUPARERERH, Ip@éb.lamyaﬁ%@tf&m 6f &ral E&ﬁ&%eguchcﬁ‘fd?%xample and in a
adm ni strated, not only by transdermal or topical

nAeOHreiing penseaFarRsulnp. e dmgr&eﬂattrw?@%lﬁs@,tabl@b?orr@'qdm%gar coated

tEQIEtseéaﬂBér% Eﬂéngfaﬁéd @Fm@a&%ﬂﬁrﬁj ?umﬁ Q4 Rion OSuspBhsibhs, emulsions,
ey W || include t phar maceutical |y acceptabl e

wspnnmsgcm'eg%,éﬂrysw@weﬂ@ gelriin a¢ (WAl 8% Aedther presentation

IRV R 0a GesRaeskiiRs tHéTaltt hﬁa&@@bwtthé’bebﬁ&sRﬁQﬁ@I'htventlon can be.
i nvention, the term' i ncl udes nasal route;

||:1@gpgr|atqdomcban)s(%@ﬁf6m@@@§al q)rnfpftglgglfﬂ%q sysh as for example and in a

AJHLITAMAS SHhSY, didtibafd bOBSMpSdt O ndh-coRfpadl SeWdEss. Such powders can
intramuscular, intravitreal, spinal, intracrania

tPems,og&llgp@ulpayvatqrms‘og@héi@gy prodicts, 'soy derivatives, or they can be

incorporated into diet bars. The peptides of the present invention can be formulated

with excipients and adjuvants usual for oral compositions or food supplements such as
for example and in a non-limiting sense, fat components, aqueous components,
humectants, preservatives, texturizing agents, flavors, aromas, antioxidants and

colorants commonly found in the food industry.
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I ntraperitoneal injections; as well as any ot her
simlar injection or infusion technique, A revision of

wOouhw/1dé348 er ent phar maceuti cal dosage form of BCTIEP2009/001419

i ngredi ents and of the necessary excipients for

obt ai ning said dosage formcan be found in "Tratado de
Farmacia Galenica", C. Fauli_jg Trillo, 1993, Luzan 5,
S. A _Edi ci ones, Madri d. Anpng the cosnetically or

W%c@uphemwus@&emm%@aj FRIARIPET Gbec PERIES; of fhes present

iNREEMt StBMRIMonRls RGeS, alrfixiunéd UtRFestddbr | preal cosmetlcally or
i ngredi ents common] y used in conpositions for th

RhpEERGRMICalkin ACEePIERIF e Safs stereof nfigbshe adnisraieh, pot only by

L Bpfop@é@mt& dtl aisB by a\?@"b‘(hér’f%é Bﬂsﬁ%%erouﬂat & example
agents inhi |t|n ents stinulatin

byraber pasentaal seH ﬁefog yyﬁ[c%égqa)é willjaclude thegP maceutlcally acceptable
é;(@iﬁiéa\@ﬂéée@,gaﬁ%mh% foRhQBRIIGHBN{HedksREE rdlb§age form. In the context of
sel f-tanni ng agents, anti-age agents, NO synthase

thehPSEENtn NVERLGN: sthea ieTbx PaRRteraly dRelades asal gauten rgctal route;

s%ﬁéﬂtﬁﬂ&ﬁfss AHIRmANt b alhﬁ?\%%'&ﬁfai' C ig&dtions; osuchgesd Smtravenous
ant i - Ycatl on agents, enulsifying agent, enollients,

'W@Eﬁﬁ@ ago| \nevigreal, | cﬁW@' prippaceaiat s, intsgarticular, intrathecal, and
rﬁdr\%ﬁﬁh{%cﬁ&g‘ a8 SwdldE st Pother snﬁMQﬁhﬁa‘&ﬁ@ﬁ of R¥@idH 18hnique, A

rml sture g‘P dr oxyaci ds, betahydroxyaci ds

regpion afithe d er%rm!r@rrﬁa%eqﬁlyalr @%Péo@hﬂﬁ‘égve fesignts and of the

r@cgm Sxeibich® fradhtainindy §5d ddhbe N8P YaNnBE Sound in “Tratado de
hi ckeners, surfactants, softeners, anti-winkle .

%@'@ﬁp@ Galgripa's Cchpdlbl Billsr 199 brarS.or At Feisionas /\g@cgg
under the eyes, exfoliating agents, antim crobi al

agents, fungicide agents, fungistatic agents,
Asaeng the icaemaliraily or Rhacmasesicalt PECERiRiNe @dlla@@ﬁ"t described in the

preddht! RlERDN NBery HrbeRicRIded Q&!lfﬁﬂal QH?%@iéﬁ@J r('!i‘almmonly used in
macronol ecul es and/ or agents ca preventing

qqmﬂ%lﬂpnﬁéortthéutr@atﬂwtm{qrmre agélﬂ'ﬂvsm%%?ﬁl%ld/‘?fgsca'i’ such as for

S@PRISAd Y BIHRASInSitin 981YeS oftler Hdkals iNIbRhGMNMP, agents stimulating
synthesi s, agents stinulating décorine synthesis,

yBhibgings ielanie RYthesiS. ey IREsfepigmenititgsagents, propigmenting

ai‘{gle'n@l abiih eAlsdrits, S MIRRR! SageR®e NIND-SYAtAAet inABiting  agents,
aperone synthesls, agents st ml atln?@t quapor.i n

%N'ﬁt"ﬁé%ti agen é'i@fesragpﬁmcawwrwaﬁ/ef aAf ra%%pa'eﬂc pollution agents,
a%hgljlﬁ%‘ﬁbﬁ a@aﬁ@tseﬁusrwilngtlarg@nt heniIREneS | stgic | isBvEfts, liquid -

onponents of the Stratum corneum (ceram des,
Arapelianisei ki cepditionersisveh agydmeciants: pubsiAgCes rplaling moisture,

lSreHreRIxd Qfﬂds apeBhydroVicRist | ABiskIrigsrhsi NEHidHriAtHy8fdiytic enzymes,

agents stimul'ating fibroblast proliferation, agents

GBI, 2PIBRENIee Okt SOKRTagISe Bies i dalingt PENMezRy o fickeners, surfactants,

sffeAtisabhfdrinkle RieWise aBeAlsi daphbiel Gred @G/ bF treating bags under the
stinmul ati ng nel anocyte proliferation, agents

SESEKRIRiNg REsHE; ABIICEONRIFIG8En  HRYIFGR, ageiin lungistatic agents,
isdctehdidRt éd’&!t@@b@l@ﬁ?ﬁét%@béérﬂé edYfenfd étﬁrﬂ.ulatﬁ@etﬁé %ynthesns of dermal or

i nhi bi ting acetyl cholinesterase, dernorelaxing
%Fg‘é?ﬂ"sﬂ' JndGreMmalerygs gﬁ%sﬂ%rﬁ%g‘}a?éﬁ'ﬁ %fyﬁfeh@@‘"%g %Nﬂ\h'b't'”g their

dePAdtioRY A Sstinkhétin®) Addhagém Is@IRdYiss, agBhts- istifidlielg elastin
agents, agents for the treatnent and/or care of

g@ﬁgstsl ggents stimulating decorine synthesis, agents stimulating laminin synthesis,
agents stimulating defensin synthesis, agents stimulating chaperone synthesis, agents
stimulating aquaporin synthesis, agents stimulating hyaluronic acid synthesis, agents
stimulating the synthesis of lipids and components of the stratum corneum (ceramides,

fatty acids, etc.), other agents inhibiting collagen degradation, agents inhibiting elastin



skin, firmng agents, anti-stretch mark agents,
astringent agents, agents regul ati ng sebum producti on,

woagnnes4st i mul ating |ipolysis, anticelluliticPaf@Ere®9/001419

agents stinul ating healing, coadjutant healing agents,
agents stinulating reepithelizing, coadjutant
reepithelizing agents, cyt okiype growt h factors,

dggfqrgﬁgg%@%@gfﬁ%qnﬁ%p {hfﬂﬁranf? %a{fémglg:]atgsents gtlmula'ung keratinocyte
p%l[fér@ﬁd)rf Gdlents! Qm;ulétq@nécﬁp@dywp}omerét@naagemg fifsilaling melanocyte

ents inhibitin scul er mea ents acti
iferafion, 1 @OsBs | 'fﬁ“ @@nﬂge &H’PEﬁSedJ'ff%gml?ﬁngeaqeﬁ‘és Stgm“'at'ng

FARoBe-diRdrepiaBh, Agutié irﬁfbltw@é’é’gtﬂchdﬂﬁb@éf&e h@érfnorelaxmg agents,

. growth, ents inhibiting or del ayi ng ir
5 a@ﬁ@%ﬁ&l%ﬁ\ﬂ@g %P?%m@eggew syt '%g&h? bqugmng agents, DNA

10

15

20

25

30

35

pRotbEtHY! Sgents SAtHittRhg @igkhts, B8t forad trasthfent aB@BE ﬁare of sensitive
comng froma bi o-f er ment ati on rocess, mnmineral sa

ki IMNBing; 3gaes. Al A1 ek 2qegisy AT INgsPt ﬁgﬁ@ﬁapgents “fegulating

seB@haRbiBh! é@arﬁggﬂhﬁlahﬁ@h Gy s, @ﬁleﬁxllﬁkgagé\ﬁé agents stlmulatlng
ultraviolet A and/ rays anong ot hers,

healilg. aPeadivigal dwal 'gs a?ﬂf“@weﬁg?ﬂ# | ?'%ﬂ‘ﬁ& rs?%ﬂ\ﬁi'%'ﬂgt ﬁeadwtam

reEeling SGEMRONeRbKin®T groih aasBRsSI édlrﬂlhga@@eﬁ@e(ériﬁl-lhﬁ’ammatory
with the peptides of general for nul a r@){prcom alned in

agRBtSe FRFES 19BAI 0PNt FEPIANYs e FircHIANRShraNSYRr MiReRirQdation, agents

stifRIdtiag Wn |0@Enésh§Sa%eﬁfédihhlbmﬁg|vabélﬁlér9($8rﬁ1@b§|h§hQg@rﬂs @@ﬁng on cell
unaccepta alter the benefits of gﬂftldes of

mpetakelism. i ﬂ%ﬁ?l iptended; tp denaraveotha qeﬁ@? idermal CJéEHCtb’é‘ agents
||$dUHrf§}9r§dergr@th%béﬁt@'lnrﬁblﬁrh‘gbéﬁdéléy‘ inEX@RGloWth | R8dervatives, perfumes,

extracts, or cone froma bio-fernentation process.
RIS SRR, SRR SKERCtBAPR35EtA AR MRANE Frke RS ARRNTE coming from a

Hid\redh@nbn HRBERR0 kninbla Vs h cBili dxirabts( 89 Bunsér@ens (organic or
addi ti onal aspect of the present invention refer

reipg A tPhetoprotatingnagess tea: areRRiYe iagasist MBrRviglet; /hgarzg?or B rays),
aﬁﬁ&@?bth‘é?é | a6 WIngPASRREE ek |pﬁ9§.lbéﬂye§rﬁcﬁ%héMQ:aﬂyT%ﬁipaﬂlﬁle with the

| east one peptide of the 1 nvention, stereoisoner

eReaS companebe! fecFmposHon s sedll; wi fp gfPlides of general

ORI ARG %Hﬁt'aﬁﬁéh'lb! tl@& e6Pbaditiéh sRihbrédt afentdidl Lﬁllé?:@s@ the nature
cosneti cal ?fgr maceutically effective a

oétthpé%ﬁddawaa'sm BRE b AChiunancaRiRRlY altef { Ahg bgieits of the

AUpRESEE tof fth@rprbéecm ahVENtibAL ISARl BHGIGETS .Mgrte&eaca cah the synthetic or
i nhi biting such as for exanple and in

nadial suant %@r%ﬁ@@'e plapt PHracks: o sere fmtaaP'ﬁrfﬁf@nentatlon process.

AddInaF exdthles i8R lef60RESn IOTIFA Q68theficeingredibif IHRidbBok, Eleventh
carotenoid, |ycophene, soybean extract, blueberry

Edi§au@006k oseiary extract, Trifolium prat ense (red
cl over) extract, Phorm umtenax(form o) extract,
kakkon-to extract sal via extract, retinol and i

ATb PRQETA) GSPEFcR e PLoSRIY I EANON T/eTadi 4 APPUELS of pharmaceutica

CONPRBRIBh RBNEHIMY ascoﬁﬁhbtléé(@fﬂi|p¢1aﬁﬁébéuﬂc@lyr6¥lécll\kmﬁ1b0|§t of at least
sense, gl osgeni n, eco enin, . sm | ageni n sarsagogtﬁ
) ereof or the

qqeg(pézgﬁ é%g@M?WIOQndstﬁ[?@ﬁg}ﬁr!ﬁ t ereof, mixtur

cosmetically or pharmaceutically acceptable salts thereof and also a cosmetically or
pharmaceutically effective amount of at least one synthetic component, natural extract
or product from biofermentation process with activity inhibiting MMP such as for
example and in a non-limiting sense, natural extracts containing ursolic acid,
isoflavones like genistein, quercetin, carotenoid, lycophene, soybean extract, blueberry

extract, rosemary extract, Trifolium pratense (red clover) extract, Phormium tenax
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anmong others, Collalift(r) [INC: Hydrolyzed Mlt
Extract], Juvenesce [INClI: Ethoxydiglicol and Caprylic

WO Zpi9gbesadri de, Retinol, Ursolic Acid, PhytonaBComg2009/001419

| lomastat] or Equi Stat [INCI Pyrus Malus Fruit

Extract, dycine Soja Seed Extract] marketed by

Col et i cal Engel hard Pepha(r) 3'[| np [ NCl: Human

ai gopePtl de- 20], . Hydrolyzed Rice Bran
(foFrpio iextracty iié'ﬂi?@ "So? ap@ é@é"% ex'@&td bet'REHéB‘? é@e‘iﬁ”"@?"es retinoic
kRl dHdit déhMtles, 'ﬂ%ﬁg&rﬂ HLSUdR ELTIPIeRb DR arﬁ'ﬂifnkﬁhéﬁi-hmﬁmg sense,
Pent apharm Li pept| Hydr ol yzed veget abl
dinsgerinniecpgeriat é’&"%ﬂﬁ"ﬁ? ﬁafS@eogezw ctlﬂoﬁéf"ﬁ( Y@fj‘OSEQ"I\K:P"d yucagenin

aHJﬁgh'ot@}’sneﬁéllaﬂlftPer[lmr PH éﬁo‘ﬁ@&] NIt AEQl?éBﬂ (tJm/enesce [INCI:
ani a Spinosa Leaf Extract] marketed

thoxydigtient |a@§ C@@n@w@gb@e@ﬂmﬁe@a@h P§°hmc'dc6’ﬁm0@§@95\e llomastat]

or |E|HG|StatgﬂlN@Pﬁ§be Whé’ ER0E ExtPhct E@be?\"eofaﬁﬁtSéeH) E)[tHH@' marketed by
ter (Aqua),” Dextran TI‘IEG ptid mar ket ed

Cmtucaéﬁrugﬁwétﬁht Pepha - THaRalNGE lrlwmm We&deaagllgd%ﬁgys/*ge [INCI:
I—ﬂ}dHSNz%d R HEraf Prdtdit | GFEhE Yo Qafrgteﬁ?(tdiﬂt% RMEHSE] Dr Colhibin

ol i ance, meost at 1 ne Ent er onor pha

ngb(zetaec@a?rstmnlangﬂspgﬁsstaq PertaRRarey Lingpiide, NCK| Hydrolyzed

v%@bl@?ﬂ%ﬁéﬁg r{[:gt?(%gztgﬁurbl@h,_ ngﬁ&r#tngwggﬁ?ﬁ@hlﬁn&s pericarp

extartboedraanyl nilING e dcgania |S@8§>sa|tm20 trﬁvtmark@esttbrya}fﬁboratorles

'S-Errd)l; &IH&HQ@&@BQ{I‘NSt KADP %nﬁﬂ@x@ﬂlNGﬂrd‘fﬁto%gm%g d}%%é]t 61 ECM-Protect®

Eur opeen de Biol ogie lul alre, Acti

[{Nerd’VatWéﬂew% rere»pTrmspw%?bmarkeﬁ%ﬁ mét/’éra"wnnovatlons Dakaline
(IRA2RSGIRNGRYEENGE YuRid, S&no \éisrsﬁg%l%ér})u£ | ek exﬁb@t@hﬁ%rketed by
Water (Aqua), dycerin, Hydrolyzed R ce Protein,

Seljangen| Hemepsiating t [lN§bd|Emtﬁr9mmf@t €COMBERRSFM Caesa'p'ma Spinosa]
nrarkéeal B HroViRl, k%epdp@p(ndaamop&@apm@nmcemtmwebﬂ.d@ or ECM

and its derivatives such m nocyclin

Mesuline tprapgeed MICH: cﬁﬁlraﬁexé&rlpa@tm m@ketﬁét%wnﬁ% Activos, 1P2000

[N BekRsrY, el*rifiﬂ@roag&gb’t‘?&ﬁ@bﬁdéeﬂ rﬁSr’i@&JdO&W fHstift® ERRSpeeh e Biologie
salts, Batinast g hydr oXyam

Ceilp}alrpsﬁgm\@ﬂ 9.3 g{JI%@h,I-tygf%\ﬁzed Luplne Protéin] mark)eted by Expanscience

La%oﬂé't&rhs'sogﬁnfahéﬁrﬁ@Lﬁ[/gﬁl%@%%ﬂtd g{gég’){ %ﬁé@gs@{cenn Hydrolxzed Rice

Pratgjn, l@M/ﬁwfzﬂ'wnn@ftm §°d'?ﬁ?eVWIaé¢n ﬁ%ambgf%anyb qigv?']keted by
RaHnl adé’pakg'ﬁeh)(é*ltééz&lm% a(r%'lﬂéiwhﬁ\'ié%pédc)w RUKMRIEIHE, Rtitetracycline,

anong ot hers ewi se, the cosnetic or pharnmaceuti cal
chloms8arxdlinps W@ﬁaqva'@epr@@@%&acvﬂ%ntdmsmew adRmesienygling and its

ROt ai BatndRTeBBGA:! v 2L (wad;@s@mé)cal bm-isdbLBFt | VES-(thiophen
amount of at | east one anal gesic' and

-ZnithiometyARweinAlyL-c orRRYIRIiTer g et lamidRlc MPrisastat {BB2516;

[BOGNA(R) DAY BS]]LAﬂ?é@Jairﬁétﬁﬁ 1- Rnétﬂfllbﬁmbﬂfo)ﬁylﬁﬁrgﬁﬁ]sses -N1,2-
wher ei n there | S over expressi on and

dimer e 3-(3- wthymV@ Q%@w'%ﬁﬁbamgw@%n hi ghl i ght
synt heti ¢ conpounds such as hydrocortisone,
cl.obet asol, dexanet hasone, prednisone, paracetanol,

- Likexisa, staqa|(:@§||n|egc or pharmaceutical compositions of the present invention can

additionally contain a cosmetically or pharmaceutically effective amount of at least one
analgesic and/or anti-inflammatory compound aiming at reducing swelling and irritation
assoc;iated to inflammatory processes wherein there is MMP overexpression and/or
overactivity. Among these compounds we can highlight synthetic compounds such as
hydrocortisone, clobetasol, dexamethasone, prednisone, paracetamol, acetylsalicylic

acid, amoxiprin, benorilate, choline salicylate, diflunisal, faislamine, methyl salicylate,
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acid, amoxiprin, benorilate, choline salicylate,
di flunisal, faislamne, nethyl salicyl ate, magnesi um

wogeldiiesd4at e, sal sal ate, diclofenac, acecl of enBCT/EP2009/001419

acenet aci n, bronfenac, etodol ac, |ndonethaC|n
sulindac, tolnetin, ibuprofen, carprofen, fenbufen,
f enopr of en, qurbiprofen ketgpprofen, ketorolac,
onoprofen roxen, oxaprozine, tiaprofenic aC|d

raagsesiugh sajieH BfasAlsalats, qdiclofenass @ssratesac, acemetagay kromfenac,

ed¢dothc, ﬁrﬁioﬂr@ﬁl@dﬂlrﬁ safindhc, ftﬂr’ﬁéfﬁ‘tl@u&ﬁofeﬁhEMP&éﬁ FéRb\Fen, fenoprofen,
azapr opazone, netam zol e henbut azone,

" TR IRGy KEIPBIRieN. elosRIRE oIoOP BIRg: PERIGKeReiRr i, tiaprofenic acid

suBrSRer, C Bferfe®hi6 CAvid, b,m&ﬂ&éhé}ﬁé(tbb’méél%h%@“ééld tolfenamic acid,
parecoxi b, rofecoxib, valdecoxib, nimesulid
nebemetansne PheRUEHEZ0M R t 9Z3REPRAZIAE, | metemts'-ﬁi@t ab¥fyPherbutazone,

sm?l'hBWaE@ne CARKIAR, 18MNOXRAM) SnelBXEARC &Y Ram, celecoxib, etoricoxib,
di anor phi ne, pethidine, tranmadol, brupenorphlne

Iyaifacsib rRaresqxio Jafasaxibc NplgreRil caimesUlidest licatelarive omega-3 fatty

a‘%fooé}ﬂi lfheblohéia%kﬂ&leé %%ﬁlr@e%ﬁﬁﬁ% od@ﬂ”étﬁyd%dddbﬁé diamorphine,
car bamazepi ne, gabapentin, pregaba sabol ol

qgmw'n@ntﬁmaqﬁ'obruaenqrablash@mocwaarlmca'@a' ghlptspscgine, tetracaine,

prb@Rhat @cydt S OfhitiBpreSs4tOP! &Rikri e n%arbamazeplne gabapentln,
nor di hydrogual aretic acid, Neutrazen{tm [INC: Wate

Rregabajin, Bal@cg}pler@ﬁt@w:otploteretppp%{wrylp@pﬁmrw'proplonate phosphate,
de@d‘ﬁPeEklogﬁoﬁ]olﬁfnbgter%%Wd Jdlé?@ilé "H&Q)Valtlé@t'ihgzenm [INCI: Water

prene(r) [l xtran ceté_ §P tide-1]
(havetRdylggen r@Y‘FQLuPeEIE?'prélﬁ“'M' ieYPBeR I F@ﬂ‘@l’@% by Atrium
IRRKBEIRE Kl brefeafINE: %&ﬁ%’n0|Ac%ﬁh¢T§otaﬂé'ot|8@11Wn@érketed by Institut
extracts or essential oils with analgesic and/
Eiepeam fe Biaoisr (relidaire egengyma QL0 f%ra'%xl@mre' aW&fﬁ rPr natural
ktrae8-drl é@s%h@ &I?Wﬁﬁv aﬁ@i 85?@%%8[6’:’ @Riti- uﬁl-“a'i‘r'lrﬂ%wﬁatlw such as for
amaranth seed ,. sanda oil, placenta éextrac
Parele apdin Pé‘é‘f‘ '@%ﬂ%é@“seAm?@eG%?SQS'dﬁr ﬂ?’ﬁ'&a%ta@?’ﬂiamh seed oil,

AhbEWosH %lIVHiagétha%xt%ta BEH&HTﬂféé NN extrab€ 188 Pera, Amica montana,
of ficinalis, psi cum nti peda cunnl ngham i

ATteaie A vql/aafvscecﬁfary@ Mamth SAledula, efficnatgmélapsicum, Centipeda

dUnhﬂ)bHé/ﬁﬁ' a, ChhBAHaP ebyry Pr ORMIRe "b%tatlbblrﬁe I HetBmelis  virginiana,
perforatum Lilium candi dum Malva sylvestris,

higtpagerivtim,| PEICHMOEN$ o, HXREr§HHU rﬁ%fﬂfaﬂl@naw@m i sangiqun, Malva

sPIVe¥ B4 MVBR b RAUMerrifoa.C @tnymunﬁrfhasmna msalix Yvaasigbum marianum,
U|anenS|s among others. Additionally, the present
ANREHUTORAMhENEANE O Ynearecupaneng’sopmphmPgER Ut | cal
conposition conprising a cosnetically or

har rraceutl cally effective amount of at |east one
{anglly. dhe geasephinverfiameiers itg a cosmelisos pharmacertical gpmposition

dImpridin@Sa EOh&RhIP6r pHERMERSINREINE affé iive amount of at Ieast one peptide

phar maceutical | y ‘acceptabl e salts thereof and
Cgc%%‘éfql cf%ﬂ"!‘ﬂ}a & ﬁﬂ'&ofﬁ%&% i”??&P‘Pf MbrtpEest V‘@@O&%G’Pﬁ °6?met'°a"y or

@Iarhﬁ@éltlcgg%&ébfa@@ sdlls tA&lcbfehd GRBY Badrhéitaly bPpharmaceutically

heal i n /or reepithelizing activity or effectlive as
ef@a@rfwmwgt oh ah dastst ﬁgea%r/aeg Of @éﬁ?qth@m%ﬁ@npw& dwaling and/or
rééﬁtheﬁﬁngxéd'tﬁw Sorokfféetiol ehd Toadjudntsan ResmgNBREBAepithelizing
p%gcésgggeguch as extracts of Centella asiatica, Rosa moschata, Echinacea
angustifolia, Symphytum officinal, Equisetum arvense, Hypericum perforatum, Mimosa
tenuiflora, Aloe vera, Polyplant® Epithelizing [INCI: Calendula Officinalis, Hypericum
Perforatum, Chamomilla Recutita, Rosmarinus Officinalis] marketed by Provital,

Cytokinol® LS 9028 [INCI: Hydrolyzed Casein, Hydrolyzed Yeast Protein, Lysine HCI]
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angustifolia, Synphytum officinal, Equisetum arvense,

Hypericum perforatum M nosa tenuiflora, Al oe vera,
WORIMpémt (r) Epithelizing [INC: Cal endula PCT/EP2009/001419

Oficinalis, Hypericum Perforatum Chanonilla

Recutita, Rosmarinus Oficinalis] marketed by

Provital, Cytokinol(r) LS 9028 _[INCl: Hydrol yzed

drol yzed _Yeast P L
Sy e e et DO BN 58 Fhy (cor

Pie'rrll\gl:Extrg& miAetd Cbleﬁ@é/Eﬁ elR¥idraaedrlg dtREMsEChRIoPY cosmetically or

Col eti ca/ nge| ha anon ers, and/or a cosmetically
PGWWH%@%U‘FW@&V‘F \ABRY cQ i %fe'eaﬁbeﬁ? nthatic| earapoysde extract or

p?UdUchS&rhﬁg GRAPA %Wernﬁ?fét‘ol’hcﬁro@éssmh@m&'hng QRH/RE rddpRAtIZing activity
bi of ermet at i on process wi th healin

oF esfertivee PP Goagiuyaptsying healing candiern rqsa@'ﬂa@zwaarqmﬁﬂsssww as for

R8RbleN SR RAHor-FRiRhG %héé' HYNBFRS q.s@gﬁnss lééiécﬁﬁs f aluronic acid
exanple and in a non- |mt|n sense, cadherins,

reoRRUYS: ITmUNAGIRRUiITT JioraRest GroMhdagielsd CORRRAEF@ issue growth factor,

dldfméf‘%%vﬂhuﬂabf&? ehddihaRl %Ecxﬂéroﬁfdvvﬂf\ ‘?Sétef Sep@@rﬂ{b@(‘érb\)éﬁ\ factor,
tissue growth factor, platelet factor,

inswdiedike | gramtty JfasiorakegrtoReyie afﬁwsh faétﬂrd oly-ginsiiating  factors,

tﬂ‘a‘?\Qfoﬁ'ﬁrn]g'dﬁMH ﬁi'c{drlb%teﬂ oMb nb&esie rfactlSreélﬁﬁé NAfeYfefons, interleukins,
row h Tactor, colony-stimnulating factors,

atgmgﬂqgallqpf@ewfptplgCtyggsmge@rg)sph@,tﬁg? reeapieys; Antarcticine® [INCI:
ﬁs@ﬁ&&ﬂt‘e%rﬁ&@as FateddteE ARy bMbeEFHIMINCIBtrpebtide-10 Citrulline],

met al | opr ot eases, protein tyrosine phosphatase

m%b@tsﬂ@wélpom Mg @thRss(r) " [INCI : Pseudoal t er ononas
Ferment Extract] or Decorinyl(tm) [INC : Tripeptide-10

Citrulline], marketed by Lipotec, anong others. An
Addé‘#‘i'i'%]%lasa%%éﬁtth%fpf?s@@t Brestian referSdAta EPSMPelicePks Plagrmaceutical

SRPIBkibE thpﬁQﬁ(j EB&%H{e'tlﬁéﬂy &%ﬂﬁéééuﬂ@al&%ﬁﬁé B@oént of at least
cosneti cal ff armaceutically effective amount of

ORE PpeRiigle @‘ngerpﬁg qreulsr (Iyepteragisomarentherepf, ymixtures thereof or the

&Eﬁ%ﬁé&ll?%ﬁrhﬁ@étﬁ@gﬂy Biodpts shife tRMof Und! B18o a cosmetically or
cosnetically or pharmaceutically acceptable salts

RhaePasutioalty” affedive 2BewRit Plcat |'<§,asér°q§ha¥tméw£h @arwmk'e and/for

#bGRY a\éﬁwm a®fforabxdfgigtardN® £ HohaRlitin Ebnse, extracts of Vitis
~anti-winkl'e and/or antiaging activity such as for

vinitereh IROSA@NINA. GUFRYAIA IPRYY. i IFg PG d herbromactasagt Gfmke? diloba, or

Dby §alm@0§ﬁ10§;@r’étﬂérs Qda/%urémééa,n%e dyhineti®@bhipdand, extract or
Theobr onma cacao, or Dunaliella salina,

REASHISG ComingITEom arm?ferfm%@t'qrb&@f:eﬁﬁn\@'ﬂsWrwwﬂ% apg/epantirging activity

s%ﬁragtfo?re%rﬁaactaneom rbg rﬁdrplmuan@sér@émmaﬁ.kgﬂ [INCI Palmitoyl
rocess with an [ or anti agln

e@§d$ 4 ex aM?FrBWlanaO(?% dNeh- Ipallﬂ“fthg%§6ﬁ%@t'de 3, Palmitoyl
Harl[ét&@b S%Gbm\é OWhloReINER SRintapepide-8] or Syn-ake® [INCI:

Mat ri xyl ~ 3000 Pal m t oyl Tetrapeptide
@B?Pﬂdﬁqu)'al'ﬂ"&ég’éw| Renzyamida e 'aﬁ?tag‘édé‘i‘ﬁ‘fhete% aﬁyox'f‘?’)tapharm
E%MOITMFIW@@W%Fél%d?’ﬂ-l|b%rcu§)E%c@IERﬁJ‘s)E){tr|aW ma@éféﬁpéy d&voratoires

am nobut yro Benzyl am de_Di acet ate] narkete
wﬁ?'aﬁsmvﬁ?/%wi ncﬁ'Q'?H‘ﬁ‘ [ ERa HN%drMPWét!ﬁnq' bi Mewronatel or
HrdrdhlyRdliditarni N qiNCImandRYISthnY HydkskypioRhé &8spartate] marketed by

. Exsymol, Argireline® [INCI: Acetyl Hexapeptide-8] (Acetyl hexapeptide-8), Leuphasyl®
>[INCI: Pentapeptide-18] (Pentapéptido-18), Aldenine® [INCI: Hydrolized wheat protein,
hydrolized soy protein, tripeptide-1], TrylagenTM [INCI: Pseudoalteromonas Ferment
Extract, Hydrolyzed Wheat Protein, Hydrolyzed Soy Protein, Tripeptide-10 Citrulline,
Tripeptide-1]; Eyeseryl® [INCI: Acetyl Tetrapeptide-5] or Lipochroman-6 [INCI:
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Ser obi ol ogi ques/ Cogni s, Al gisum C(r) [INCl:
Met hyl si | anol Mannuronate] or Hydroxyprolisilane CN(r)

WO R0IYA@N6348/kt hyl si | anol Hydr oxyprol i ne Aspart at B{T/EP2009/001419

mar ket ed by Exsynol, Argireline(r) [INCl: Acetyl

Hexapepti de-8] (Acetyl hexapeptide-8), Leuphasyl(r)

[ NCl: Pentapeptide-18] (Pentapeptido-18), Al denine(r)
INCl: Hﬁdrol i zed wheat protein, hydrolized s l)( ) .
methyimethexy M@ma@olh]markpvpaaénl(lpmac[ Ketgren™ [INCI: Tripeptide-1,

ﬁé&%ﬁp%é&é@@ﬁ?slngﬁhMroE&ér{&fé B.dnbsgtéobéms.ré/\hwlaxw@ [INCI:
Protel n zd§9¥l Pr ot ei n, Trlp

Hﬁ@pawtvden%] orﬁwp@ﬁﬁlnae NC!: Watere Bytyleng @'vm D'R&@B@%‘rl“] marketed

b ih@@ﬁ@é ' E)@N’i*lL Péptldepfbﬁ?&ﬁdgaanNﬁzl [Mﬂutoﬁ' Hsié[?adéklfuia’é]hﬁébketed by
r omanol ] keted by Lipotec, Kollaren(r)

Infinitge fictivas. Pa Bé‘)@ﬂf‘%lrﬂntﬁ%n!é‘& %léPhb%ﬁ alygyine; angapress<y inagnesium

SAfts Eé!e?tlaﬁlgée%o%ry 'é" ﬂérﬁ affhd 2 ¥tInol Anc{ ﬁsh@nvatwes idebenone and its

Hexapept i de- 9] escine(r) [I'NCl:

deyivalivene cef%'me Qj éﬁtjl %lV@]'V%rb@WQH'Cb?CW 41’9 #pcderivatives or

N bt SRRIdeAPahRUORABRGIoYR - Pal m Loyl Hexapept i de]

mar keted by I nfinitec Activos, Ca2+ channel

ant agoni sts such as al veri ne, nmanganese or magnesi um

ARId8itioR8" 5Kt GRS YinPentioRT fekéts Vo2 difhetiE 88 PRArmaceutical
and its derivatives, idebenone and its derivatives,

cosnesiing Comerising acwsmelicallyea, Phasaarauticellygifegtighampuat of at least
d#érde‘bﬂ&é ES?gcer%rl'aIQ&?rmIé( Fnd AN ESn&RaINS phariiBBELtically effective

t1onal aspect of present” invention
arr@?w @f @b le@S& egwtrectoqr somhingtion afi edrciEoMBbL Esfirmisg. rethickening
éi'faymrré&Jngrf?lg(‘a‘%ﬁW b&&l éé’ foP exARple EESH birfoRliiniting sense, Malpighia
fective anmbunt | east one peptide of general
gL@,qufgql:a Cynara m/ygp% @ossygivat ihedacguryy Aloe Barbadensis, Panicum

AMaETRS e bRl \nigra! f 8684ntemanBuitimOf GBLinkeasly, OfRticum vulgare,
extract or conmbihation of extracts wth refiirm ng

Rrepalpe k Bafifng it dINGs tTritieynn ryuigare.c Bilybuny | M%’@BHmasGWC'“e Soy,

é&ﬁse@%ﬁ”ﬁh@n%‘dAIcﬂeﬁnIBO%b’aﬁkt 'M&lC%@BSSatldgalﬂ?épgﬁhﬁs Sativus] or
unicitolia, nara _scoly pi um her baceum

IRes R fiaeing [ICIFaARaer 4\$Ia*¢6e9ﬁﬁ1teﬂmrFu§um prmigreek] marketed

@Eﬁw LMW[I@IY@OF&'{OFQM ael Ekﬁé&%’ﬁﬁbM&é‘t&ﬁBFAtnum Innovations,
len(r) Refirmn : Triticum vulgare

ReAhg uwwwmumat@ﬁwglo[soyacfeaum@mqﬁﬁ kv BRatapharm, or plant

HrabRMEdrt&niM |96T|'a'v§neslv%?“e¢5%99t faakf Bﬁe I\éﬁfﬁ@ﬁ@%mpound extract or
Sativus] or Polyplant(r) Refirm ng I ower

prgdygt conipe ¢ fEam 22 W@G&etawh@g?@éﬁ]w%m@ﬂww bigthickening and/or
rBEt?tYdtLtirﬁ‘l adﬁ@?}al%héi? && Yorlxdflple S l?\' 3 ﬁJ)n IuNtﬁ@%eﬁéé rm&'\%éptlde EL™

mar ket e mi/ triuml nnovatlons TM RI Nut ®
[Rie 1 Paimikayl Qligeraptical: BiPRentide kb e HNGy: B@lmltawh@pgﬁpeepdel Vexel

NGt waxdr @&dlﬁ)cm&wléwgs?é&f | | B¢ARRS mﬁ@%esepaﬁm{o?asctam.tme]
one s¥nthet|c co

, ract or product CO
Matpixyf e dliNtlat Palmikbc Esstapeptide-ak i Matryy! r3008; ck{&'ﬁ:'ng Palmitoy!

?éiﬁé(pebude%”lﬁélwtbﬁg @ﬂfgb% ;Stwe]suslh aélofmrstﬁmmlmlandelyceryl
In a non-limting sense, Biopeptid

Pelymethagylaty. @%@Hﬁ%@] Pr@ew'pgﬁfm%m @La(t?rniAq[qucPropylene Glycol,
E9t&Rd, oy pELLgOPEPEINHRYI VeXNRbpEPtide] marketed by  Sederma,

Dermosaccharides® HC [INCI:  Glycerin, Water (Aqua), Glycosaminoglycans,
Glycogen], Aglyca.l® [INCI: Mannitol, Cyclodextrin, Glycogen, Aratostaphylos Uva Ursi
Leaf Extract], Cytokinol® LS [INCI: Hydrolyzed Casein, Hydrolyzed Yeast Protein,
Lysine HCL] or Firmiderm® LS9120 [INCI: Terminalia Catappa Leaf extract, Sambucus
Negra Flower Extract, PVP, Tannic Acid] marketed by Laboratoires



10

15

20

25

30

35

[INCl: Water (Aqua), Propylene dycol, Lecithin,
Caffeine, Palmtoyl Carnitine], Matrixyl(r) [INCl:

WO R963dy| Pent apeptide-3], Matrixyl 3000(r) PCREP2009/001419

Pal mi toyl Tetrapeptide-3, Palmtoyl O igopeptide] or
Bi o-Bustyl (tm) [INCI: Gyceryl Polynethacryl ate,
Rahnel | a Soy Protei n Fernent,3s\\ater (Aqua), Propylene

i o bt PSS ek e Sur b Blatermin v

I-EdycﬂﬁiddnSomcﬁfr] MRt@)usseGb?qﬂsamyz@als&/anmte.q baeessd by Silab,

yca|®( bhﬁ[l oé‘eﬁﬁ%%anHtoﬁe%'f @te[mi r[lll\&}t % ﬁf{% ?0 | Sitrulline]

rﬁérk@tbd UyM_Gbcﬂéé’ Mol@@ﬁ%@ f]I.NCHV Qé&ﬂh}hz Qﬁ‘soY e id, I55(téllb@¢ll%,c_;en Xanthan

LyS| g n'%)o S '3 I\IFQ:I Ter m nal
-ap??g“-l_"éa@h%')&r?'%t ulégiel F  Sol@ligr alli b\/\é‘b’dmz?gc{v'a" Extract]
niafReted BYCHethsd/Elgdfr eEAP-OvII [INCI: Palmlto I Tnpeptlde 5] marketed by

Labor at Oi resSer I ol ogl gues/ Cogni s, SN%F% é
W&ﬂ- {Be Hydnams Q{e ter (ﬁgpgb@yqpéewnqgl clerotium Gum]
HTé/rﬁét@B)ﬁ/eﬂtn@HNInEb\%ﬁb}\s@’r IFEQ@M NRSE Bextran] Wﬂifo@d)ébé tripeptide-2]
Soy Protei n]_t mar ket ed Silab, Serilesi ne?r)
prrkelsd byilortitutdurepe 'PWle(@ﬂ'iU'q"eP\EI"O"QP ’}?é?)tl de- 10
Ctrulline] marketed by Lipotec, Ursolisone(r) [INC:
Lecithin, Usolic Acid, Atelocollagen, Xanthan Gum
ondroitin Sulfate] or Collalift(r) [INC:

AnbiHer lagpest dvid p@éﬁtﬁﬂdnﬂﬂﬁ?@f@?sﬂ@ éJUosmetlc or pharmaceutlcal method

Coletlca/En el hard, é%n(r) Col | [INCI: Pal

fory ihﬁéfﬁqt@én%?"qﬁfr ‘F?é? t'B%ﬁeP“é?ﬂdﬁﬁﬁarﬂ'f‘Orﬂﬁffr ?'HH%’ P‘?tho'og'es of the

dknNfrlucos¥E&d/of LaWPAih mémbHals Prareslyye anman%%hr@rsoww Benefit from
mar ket ed by rium | nnovations or 2000 NC] :

S PRRIONT; FOmEHh 18 SRMINSBURR (A Enoq Tapkid amaUnbgt at east one

depfdé bHbeftaORARNadD, SefddidinferSahdribRiniifureaNBB&of or cosmetically
ot hers. "Applications Anot her aspect of the pr esent

9 BRI IRl <aqeePigbleg seAlts i BYeohh At RigERlY | Mg @ cosmetic  or

pRRFRacbUtiesl ddMepdsitRAt coMtdiniAg dhern. ThE Grederit N tion also provides a
condi ti ons, disorders and/or pathologies of the

REmEtiaer Rhamsceyticl prathedigirhicd MMPst B%P?'Yuﬁlf'% miﬁﬁsae and/or
fapngmpswho benefit from MVP inhibition; conprising

the adm nistration of an effective anmount of at | east

one peptide of general forrmula (1), stereoisoners

LikeNienT the Npré&antEibvdritioh esroviges GO SEhetA b hafmaceutlcal method for
phar maceutically acceptable salts thereo

ffeptraeRiAdAr @re pf BW&‘Pﬁ%&@U‘F ions. disoRIRSS ANFiSR %%E\?f%'% ‘gfg'he skin,

rﬁ@&ﬂbe "HRE/oP 58S WhidHARNddU8Ed Bl MMPTVeéiiPresBioh s Bt drfincrease in
har maceuti cal nmethod to jnhibit MWSs, greffrabl

tQT( P Gielyacomprifing thecaprlicatgpon skikdNpeasae @y %PE%'\érﬂ' the oral

dr'b‘éﬁéﬁtér@na&hmﬁtr@ﬁ@n af §@Sﬁﬁbll@o@éhé?hﬂb&ﬁpcﬁ%drﬁp%sm&lt&m@amlng at
for treatnent and/or care of of those condi

Iggsd oPRRr REPYAR) BY PRt RUPYipNe sStBfeoisRmeski t ereo} mlxtures thereof or

cosmetically or pharmaceutically acceptable salts thereof.

Preferably, among the conditions, disorders and/or pathologies of the ékin, mucosae
and/or scalp to be treated and/or cared caused by MMP overexpression or by an
increase of MMP activity, there are included acne, rosacea, psoriasis, dermatitis, atopic
dermatitis, eczema, sensitive skins, gingivitis, periodontitis, skin cancer, tumor
invasions, aging skin, photoaging skin, wrinkles, expression wrinkles, stretch marks,

keloids, hypertrophic scars, cellulitis, orange peel skin, tumor metastasis, ulcers,
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mucosae and/ or scal p which are caused by MW
overexpression or by an increase in the MW activity,

woeuypnéssng the application on skin, nucosae BATED2009/001419

scalp or the oral or parenteral adm nistration of a
cosnetic or pharmaceutical conposition containing at

| east one peptide of the invegtion, stereoisoners

t hereof, m xtures thereof or caosnetical 0 )

el R BN SO BURCHPREI S8 Gt R SV CPFt pisiem bpgs under
tRE1B aldpBcia fdiHairddss. di sorders and/or pat hol ogi €s of

the skin, nucosae and/or scalp to be treated and/ or

cared caused by MWP overexpreSS|on or by an increase

C?meﬁoﬁ@bbNt‘atrﬁ/ng fheegeptiass of thel prdssht %Wéﬂtlorﬁ Oﬁaf‘eai%omers thereof,
psoriasis, dermatitis, atopic dermatitis,

TS POOS BT e ceimically pE phﬁ@?qcsam'v giceePtaRiE alts thereof can

bedppfiéd oh YRR mubYsH sHdfer RAIP'E ekbrally SMiedreAet a‘éihiuﬁlstrated as
wri nkl es, expression wink|es, stretch narks el oi ds

reqHERtte HEAY @%@aqaée fog 8| qoppitien.<disQsperans/qspathalogy,
tunor metastasi s, ulcers, di abetic ul cers,
t el angi ectasi a, cuperosis, varicose veins, eye d

Appligaties or aa@m's}f?a'en freRuSRSyanaappWidely. dpRENdTg o 6%@ individual’s,

needPOfhktd BBMgCaAYgRERUNSN tdppliriBhi slegdinistaBoR rafgd from once a
i nventi on, stereol somers thereof, mxtures thereof or

maqnth ¥B4ovian e 9 day. &sﬁf@fa\bdxcﬁam Qg3 weRlcdiofopptimgs pglay, more
ptré‘f@fa%ﬁlffr&ﬁ%rt% tirieBld ELKOID fokthibe tIMELOS a8y, ANVEH Piors Adferably, once
or be'orally or parenterally adnmini strated, as
oF 8¥E® AE@Yt o treat and/or care for a condition,

di sorder and/or pathol ogy. Application or

adm ni stration frequency can vary w dely, depending
Aeerdditional Jsneghef tae pf@@ﬂgmvwfane'e%ﬁ feghe 188 ol pilgastpne “pepide of

g%neédl CRFhQE . Y, 3dreAssthemt fftedRNERITEONERGE & rB@BltnBtlcally or
to ten tinmes a day, preferably from once, a
t? nggmetm or

nharm@qﬁut'w'wegaéﬁnﬂ%fg}e sitise tharedleriBping PrRAARNANCQ

phatB&deutiBalt SoripUsRRnt fofBRe ardd@ente®ilorTBAr@ &F SHiR Alkcy¥sae and/or
once or twce a day. An additional aspect of t he

sfSF'@sent invention refers to the use of at |east one

pepti de of general fornula (1), stereoisoners t her eof

m xtures thereof or cpsnetical harnaceutlcallg
Additiopalih te BEasest inMentionsrefary T ke B@m (PN peptide of general

SRSUIE 1), StéreoiRBME FPEBHEIOF, GRixtUEES REdJF bP BodriéticalNEor pharmaceutically
treat ment and/or care of ski n, nucosae and/or sca

asgeptablgn apity theteel.p i bRt PIeRRERIONO AT r 21 BRSNGls O ePharmaceutical

QpRkitib® ASFIMIAPENIRBIRGH, {Refefatliesien dhudosb&dhd/ot dalp MMPs.
stereoi soners thereof, mxtures thereof or

cosnetically or pharnaceutlcally acceptable salts

Likevign fandtert dxpebt G“Pﬁfeabl*eléentofnvé\ntﬁﬁsr'@érb QoCthe use of at least one
phar maceutical conpgosition for i nhi b

Aertife phgeRerakiomula (Do stgrecisimess t@%’ﬁP "M?pges thereof or cosmetically

or pharmaceutically acceptable salts thereof, in the preparation of a cosmetic or
pharmaceutical composition for the treatment and/or care of skin, mucosae and/or
those conditions, disorders and/or pathologies of the scalp caused by a MMP
overexpression or by an increased MMP activity. Preferably, cosmetic~ or
pharmaceutical compositions are created to treat and/or care those skin, mucosae
and/or scalp areas affected by acne, rosacea, psoriasis, dermatitis, atopic dermatitis,
eczema, sensitive skins, gingivitis, periodontitis, skin cancer, tumor invasions, aging

skin, photoaging skin, wrinkles, expression wrinkles, stretch marks, keloids,
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Li kewi se, anot her aspect of the present invention

refers to the use of at | east one peptide of general
wOoRIM6A3 (1), stereoisomers thereof, m xturesPCH&EP2WH/001419

or cosnetically or pharmaceutically acceptable salts

thereof, in the preparation of a cosnetic or ’

phar maceuti cal conposition fo3r7 the treatnent and/or

care of skin, mucgsae and/ or eﬁ) se conditions,

f

hypedioRkipsseafR/ GeIUNliS nOPBEF & Ko U105 pelagiasisa Usprs, diabetic
UM¥s, Qé’lSﬁ?é&éﬁé Séuprédis, Rriedsel vesise apedalMitcre! bagst shder the eyes,
Preferab cosnmetic or pharnaceutical conpositions

cigr '@d’ P¥-treat and/or care those skin, nucosae
and/or scal p areas affected by acne, rosacea

soriasis, dermatitis, atopic dermatitis,
AEting iR aBRNAS IMRAMEH FSPed, theepreBeRInnYETIign e to the use of a

deRiGEIof JhBRl foRV@S! ONf triw bﬂﬂwaﬁéﬂbﬁ ofPh Oéd%?fﬁa'tlﬁ JorS fhdtmaceutical
wr i nkl es, expression winkles, stretch marks,

qeBIRgRItien HypekR tsatments¥aing at tgduging: Aglaying Anglor gugyenting aging
aMdi ghotdadiHf sighkt astasi s, ul cers, diabetic ulcers,

t el'angi éct asl a, cuperosis, vari cose vei ns, eye dar k

circles, bags under the eyes, al opecia and hair | o0ss.

Iﬁ%ﬂoédi'i'itf&ﬂai EmBEIBRL, théTB%rsbﬁﬂhvé}ﬁlBﬁ%feré Rethergeeditat least one of
invention refers to the use of pepti de of gener al

the r prAtdes | 9f gANeRE fﬁmﬂarﬁl | SRresisomarnhiEtaol gixtures thereof or

JBRIBASG U Bﬁérn%@ﬂﬁ’csdllﬁ/' &itep@bles Khis ttﬁeﬁééﬂ"ﬁﬁ‘tthé“ rS'FbBQatton of a
at reducCi ng, delaying and/or preventing agi ng

qoRmetasr ﬁga@nafﬁgtlcql ﬁoﬁ‘ﬁoﬁ'ﬂﬁ“ farcgual tr%qmsai wehxglert% &referably, the

dOsRRROt of DHERhALtiEST %rﬁPthldrh s U§§%d0fforatglr{gﬁiﬁt$§ #P8e pefiodontitis
the peptides of general tormula (1), stereoisoners

traaipaRlf or npreventiod. + el eBygiene OSMEti cal |Rhagpaceut|cal composition
@@ﬁfd@cﬁﬁbHGQBbﬂ’\pﬁé’(@eBFé&‘@hﬁrsSﬂirtrﬁo&thei*r%fﬂ"fg of Bhéwifig gum, among
preparation of a cosnetic or pharnaceuti cal

tBeffosition for oral treatnent or. hygi ene. Preferably,

the cosmetic or pharmaceutical conposition is used for

;%i, gl vitis and periodontitis treatnment or prevention.

anditignnl @seeeisy Hae ipcesant gyaPtiel Efersdalthe srpliatileast one of the

SRR stgéd'é‘iéllfé’rﬁ'\lﬂ@ 95 tBi’é\f?—:bi@.om@l‘sﬁ\dheﬁ‘-:lolf XhixturéDtherddfoh cosmetically
rinsing or_ch nong others. An addjtiona

qsa*&rmaeﬁuttq@&y ;ﬂcegréable. $ai8n NG9ty &t dhes ArePATRlioN, 9 fposmetic. or

sHarm8asUticaNsonMositidd fBE RAiF destnRint @8 R9Gidhe f RrierathBty (thk, cosmetic or
stereoi soners thereof, mxtures thereof or

RGEMaceispl FompPogial i csuRioyed for alopereadick hal logs treatment or

SrBgdrsh, Hal Rydferr &ssmiatic &n?@érrrﬁacé@tﬁéﬁfcbﬁ'npeéltlon examples include
pharmaceuti cal conmposition for hair treatnment or

HipgirenehalppeiidionsIsy hay fpliops dialttPRIcHPr 7R MRSt AMoRe others.
conposition is enployed for alopeC|a and hair |ass
treatment or prevention. Hair gi ene cosnet |

Metheraseast of dhe em@gpyqrﬁlﬁn ég(fgfﬁ)tpége Use pﬁ@teleast t one of the peptides

of general formula (l), stereoisomers thereof, mixtures thereof or cosmetically or
pharmaceutically acceptable salts thereof, in the preparation of a cosmetic or

pharmaceutical composition for body treatment or hygiene.

The following specific examples are useful in illustrating the nature of the present
invention. These examples are solely included for illustrative purposes and are not to

be interpreted as limitations to the herein claimed invention.
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shanpoo, hair conditioners, hair lotions, hair tonics
or scal p masks, anong others. Another aspect of the

wopt@seed43i nvention refers to the use of at | eR6T/EO2®9/061419

the peptides of general formula (1), stereoisoners
t hereof, m xtures thereof or cosnetically or
pharmaceutically acceptable sglts thereof, in the

reparation of a cosmetic or pharmaceuti cal
ﬁiﬁé&kﬁ§ion for body treatnment or hygiene. The
At AWMditodsy! fic exanples are useful in ill ustrati ng
the nature of the present invention. These exanple

Adlrreagents|and; m!vqm%arq synthetic, gualiy japd Harysssewithaw a&weadd'tlona'
tle@imdr. be interpreted as linmtations to the herein
claimed invention. EXAMPLES Ceneral Methodol ogy All
reagents and solvents are synthetic quality and are
A%péj,,é%hgout any additional treatnent. Abbreviations

apbbrevi ati ons used for amno acids follow the

ﬂhQPAQPﬂewBt'QIéﬁnﬁsgélf@h HAing; aeiHenfolew RenEHfAGHYBeCommission on
m%h'ﬁ?a?q\ldnﬁ]er@lﬁture spaifR@NREur ¥9BchdRB (P98 ‘PEBGb Qﬁ and en J.
. Bo %\% 64:633-673. Ac, acetyl; Al
EdglyChem) (1989) %ﬁ"yﬁ}&? rbonyl; AM 2- [ 4- ani nomet hyl
(2,4 dinet hoxyphenyl)] acid; Arg, arginine; Asn
asparag‘h Boc, terc-butyl oxycarbonyl Bzl nzyI
Achz ,acsBizy Axy @ltiboAes. caldexyeakanykiexhM, @{4-ammomethyl (2,4

o‘ﬁh&tﬁHJ()lthﬁyl)]an& . Aﬁd )arg%ln‘éhlA%rnOtarsbﬁﬁébln%ede% téreSutyloxycarbonyl;
cent | poi se: G . carboxy-termnal ;

DCM
Eﬁii chpezsdnéﬁwanéen@icg&carbpnu X5 ORYIPPKYiantthe citrulline;  CITrt-®,

&Plgylu |n d'cb§°prdéﬂﬁﬂ>&§é bo‘b{eﬁ‘nﬂ\%l DiBsboxy-terminal;  DCM,
L é f or mam de; 4-dinitro henl DPPC,

dmfﬁmpwptr@wp Hfpo HAAN- @VPEWF%"eteFQD' & %pempy'carbod"m'de
ot - VB, Nﬁ%ﬁrﬁ&ﬁ?fd?%ah@d& zati opppBss SPACdiGirBbHenyl; DPPC,
Fnoc, ["'uor eni I net hyl oxycar bonyl ; H s, histidine;
qq@kmtoylphgmh@tjgyb@ﬁm r PAYY| ©au ESI-MS, electrospray ionization
maddy A REdRERR! an?c?cm @»flddPéeréﬂhﬂJkye&beﬁylﬂamse IHigtidird; HOA,
chr omat ogr aphy I nternational Nonencl at ure

1@&@)1%@(7{@@7@&9 é—IQBtS1 -hydrgxybenzetripzole; HPLC, high- perfofrmance |IQUId
d%&ﬁét@b#&%ﬂ?hwtmy'nﬁe}rﬁﬁoﬁaSN&neh@me %F@d%metn&ylhgrewﬁﬂé MBHA

| am nar vesicles; MWP,
rﬁ@papﬂ@ﬁ;al@g@%[yggflaqu rqp_queMgg)u, gcgogltryl MeOH methanol mLV

ditiERiAR DRIMTERES WikienY Imathtk t . mERIEPFbichsey!| s Mtr,  4-methoxy-2,3,6
L/-term nal, am no-term nal

tametthenrgnesylfonyli Mt hﬂWMH@beQ’)teV&'g‘élr i amigertgrmipal PAL, 5-(4-

MH%E@?'I&SP&%eth%x HenBxy)- valeric acid; Palm palmitoyl; Pbf, 2,2,4,6,7-
ent ane dr obenzof’ur an- 5- suI fonl :

Pntc
q,_engargetwlg%ygj@hgrgpéqrﬁyﬁ -sylfoRihn-6Pme, 2,2,5,7,8- pentamethyl-croman-6-
sulfonic; pNZ, p-nitrobenzyloxycarbonyl, ®, resin; tBu, terc-butyl, Teoc,

2-(trimethylsilyl)ethoxycarbonyl; TFA, trifluoroacetic acid; THF, tetrahydrofuran; TIMP,
tissue inhibitor of metalloproteases matrix; TIS, triisopropylsilane; Tos,
para-toluenesulfonyl or tosyl; Troc, 2,2,2- tricloroethyl-oxicarbonyl; Trt, triphenylmethyl

or trityl; ULV, unilaminar vesicles; UV, ultraviolet; Xan, xanthyl.

Chemical synthesis

All synthetic processes are performed with polypropylene syringes equipped with
porous polyethylene discs or in Pyrex® reactors equipped with a porous plate. Soluble

solvents and reagents are eliminated by suction. Fmoc group elimination is carried out
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sul fonic; pNZ, p-nitrobenzyl oxycarbonyl; (r), resin;
tBu, terc-butyl; Teoc,

wo2etwéxset hyl si |l yl ) et hoxycarbonyl ; TFA, trifl aOTER@VI0E1419

acid; THF, tetrahydrofuran; TIMP, tissue inhibitor of

net al | oproteases matrix; TIS, triisopropylsilane; Tos,

par a-t ol uenesul f onyl or tosyl39 Troc, 2,2, 2-
trlcloroeth)‘n-oxmarbonyl Trt trlphen | met h or

with; piperiding-DMF, (2:BaMivh&l Xy braing [1e% Smiry, SmHgr resin |lé/9yd-W'”'ams P.,

AfBeYicio ENaARY GirafehEN 108Y7) SaRerhiesi Aophbacha¥ b 184 isynthesis of Peptides

processe§ are performed Wi th polypropyl ene syfinges
agqArplsés” (R B96a Sdoh bily BS ene di scs or in Pyrex(r)
reactors equi pped with a porous plate. Sol uble

sol vents and reagents are elimnated by suction. Fnoc

Waglgsebetweanungreteationa cpyRlg ARdAREaN pinpEttegiionestaggs have been

c%?ne% oNt/ M/}th (DI\]HFX(Slm ﬂmn?— déln@mIG}nLE’d@h/th/{; er%blﬂ) each time. Coupling
| i ans bericio F. and Gral E. (1997)

re@t@%’ﬁ @ave Repp @atrwéisoqtdﬂfltm amb5olveaYg Jegin. Gemllna@rwﬁbls carried
otd'i 8 flimydrit-tst [Res8r Batc¥lescolt: R USHossMEeNEISSarReEVERP.1. (1970)

rotection, coupling and agai n unprotection stages
ﬁQ test dor defestionpfdae terinabRminogreuAsvinnihe seilidphassvsynthesis of

p%ﬁl‘/(ywtﬁ(rﬁl rﬁé&ﬁénﬁ%éﬂmj ﬁPéWtheﬁﬁ tfa‘?u@ffb‘i'ﬂnﬁf‘&wshéw&washlng have

been carried out wth sol'vent/ g resin. Coupling
hegncabied; ot éhﬁOPF‘e@"‘tRﬁatBSP ni nhydrin test [Kaiser E.,
Col escott R L, Bossinger CD. and Cook P.1. (1970)
"Col or test for detection of free termnal am no
iIn the solid-phase synthesis of peptides" Anal.

@btgmh@lﬁmé’&q}i%ﬁ,@%&ﬂ ABLb-sEAHsti ¢ transformations

and washi ng have beén carried out at room tenperature.
EXAMPLE 1 Qotaining Fnoc- AA r AA2- AAr AA

%%’nﬁ |té(2%l\§e gacJJ: 5@‘8%%qw (1| rrfé% Bfgimﬂobcm then
‘I(i?mElrm‘EAt(KBtn&ﬁem @L&Qeqmm evepel ddded ontithe dded eXchlorotrityl resin (5.5g,

- ri res

el Piroliiot St L 791eGS8 ARG AEATBNaR! 2 Sfiy DIEA were
ddded Mﬁr&nradldeldGth@\/c)rrffbén it. eGetgdi (sh)nngThenm;n i Remaining chloride

t ro r

Bt Pl v g e BN it Mg SR oo ©
L/-term nal group was unprotected as described in the
50 e R 3Rp e o B o8 o i menoss ans

ms? pmba-u_epl -ORRri dy27g BfoB-LI-A M 20hmbl, X
om _, ZZﬁggg 5re ui v% and Fé%gpl?g 37& Zerm@quw) were

Igcqwa@)thaﬂen@dybms"ag\ @@ﬁ%@@tofcmPP% F3AnhaRmmol, 2.5equiv) and
HbBE 3"@7&5’22&#& Q%h[]w%&n&@lh?%sascol\?@ﬁ‘Bﬁl'lp§‘$nbthLPeAﬂerwards

%enera met hods’ and 't he Fnobc ﬂrou
the resin was washed as described in the general methods and the Fmoc group

unprotection treatment was repeated so as to incorporate the subsequent amino acid.
Following the described protocols, 13.63g Fmoc-L-His(Trt)-OH or 13.13g
Fmoc-L-Asn(Trt)-OH (22mmol, 2.5equiv) and 14.27g of Fmoc-L-Arg(Pbf)-OH (22mmol,

2.5equiv) were sequentially coupled in presence of each 37g HOBt (22mmol, 2.5equiv)
and 3.39mL DIPCDI (22mmol, 2.5equiv) coupling.

Once the synthesis was over, peptidyl-resins were washed with DCM (5 x 3min) and

dried by nitrogen flow.
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unprotection treatnent was repeated so as to
i ncorporate the subsequent am no acid. Follow ng the

wodemwaoéded protocols, 13.63g Frnoc-L-Hi s(Trt) - BETEP2009/001419

13.13g Fnoc-L-Asn(Trt)-OH (22mmol, 2. 5equiv) and
14.27g of Fnoc-L-Arg(Pbf)-OH (22mmol, 2.5equiv) were
sequentially coupled in presepce of each 37g HOBt
§22nnnl 2.5equiv) and 3.39nL DI PCDI (22mmmol ,

) coupling. Once the synthesis was over,
AR BhingHmdeAA PAAYRAS Arg S dBWA ® DCM (5 x 3mi n) and
dried by nitrogen flow EXAMPLE 2 .Obtaining 6.85g

Frmoc- AM MBHA resin of functionalization 0.73nmol/g

6(SBY P mbcVEN-MBHAIESH o fudcidrifEatinNe: 7@HE10I/QC(!5ﬁfrﬁ<bl)’lgvetr@ treated
the described protocol so as to elinmnate the

WithcRiperidinesd) w@&serdmgt tockre (desfrkad Pratogplse S .chmaate the Fmoc

g?éshpt gﬁ&ﬁ@g?qﬁ?ﬁ equ rﬂol' g W%@%Sc%fed Q)lf tﬁ@lqnprotected resin in

peepﬂnvzé aﬂsﬁ)lﬁ’g‘,DDMB 86mLsc25mm¢bl Gaquingadd Bt ([3e5g, gbGinmmol, Sequiv)
escrlbed in the general nethods
”3'"& [%'ﬂk Y0 Ventr%”dﬁ'gdnm Otection treatnent was repeated

So as to incorporate the subsequent am no acid.

THRGSSTT4btlbr WPSafd 55 UeaEihal Ry Sperpiynefie any the Fmoc group
unpbotexaion tfsaqnem)wasl&pégngsm to incarpdratey thersutisedderd 2gnino acid.
F L-Asn(Trt)-0OH (25 I d 16. 22 ‘
AR AEnes besbbd oSty e Cafdtmon g 10226

AP OB AP bl SRal, Iathotl SmdeRIRZ B ¥ 1402

ﬁwttbsx%h rYESH 028 mmdIe BbLGY) ahS18)1329VermRodaB. R R (25mmol,
DCM (5 x(bTSm n) o(\azndnt]alrledbbyj ﬁltro eng’\ﬁow EX%GI\!/)PW (25mmo

@ﬁw) werepequeatialhy eauplad NgPrgseNns Yearehal: 8@<Hp§t6215mmol Sequiv)
BW@D 25&@&@5&:}. B4Ringas unprotected from

pept -resins obtained in exanples 1 and 2 as it is

descri bed in the general methods (20% pi peridine in
e th% Q&nﬁﬁb@ v?aslo%rzggbtﬂibl -re ﬁﬁtWéJrlélwés‘an\%H;ﬁthV\ﬁbﬁll (5 x 3min) and

washe
dsieddy nitwgenfiewn) and vacuum dried. EXAMPLE 4 R1
pal mtoyl group introduction process: Obtaining

EXAMPLE 3

Fmoc N-terminal protecting group general excision process

Fmoc N-terminal Group was unprotected from peptidyl-resins obtained in examples 1
and 2 as it is described in the general methods (20% piperidine in DMF, 1 x 5min + 1 x
20min). Peptidyl-resins were washed with DMF (5 x 1min), DCM (4 x 1min), Diethyl
ether (4 x 1min) and vacuum dried.

EXAMPLE 4

R, palmitoy! group introduction process: Obtaining Palm-AA-AA-AA;-AA~O-2-CITrt-®
and Palm-AA-AA,-AAs-AA,~-AM-MBHA-®.

2.56g of palmitic acid (10mmol, 10equiv) pre-dissolved in DMF (1mL) were added on
1mmol of the peptidyl-resins obtained in example 3, in presence of 1.53g HOBt
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and Pal m AA A2- AA 3- AA 4- AM MBHAM. 2.56g of palmtic

acid (I Omol, 10equiv) pre-dissolved in DVF (1nlL) were
woaoadedn 1mmol of the peptidyl-resins obtai nBATIER2009/001419

exanple 3, in presence of 1.53g HOBt (| Omol, 10equiv)

and 1.54nL DIPCDI (I Omol, 10equiv). They were left to

react during 15 hours, after Mlhi ch resi ns were washed

with THE (5 x l%ﬁm s: L §5x1mn

(Weramol, Hogtai ﬁrd T IR Pm(mmmp F Geguiy). 1Thay) wetg\jeft to react

dufing 13%095 amr(léh Kes?rf@ \Dére v@és‘P\%B with PHR[B 21 midNBCM (5 x 1min),

vacuum dri ed. acetyl group Int roducti on

Dl £ ¥ ml@oMﬁQH @XA@IN\ QM"AA@ 2- W&nlz TRE ¢ootonn);TPMF (5 x 1min),
O (29 rfi, Sther (A5 1AM Abnd WMUNBHAWGr ) - Lol of the

pept| dyl -r'esi ns obt ai ned in example 3 were treated

W th 25equi v Acetic anhydride in presence of 25equiv
EXAMpuUgisng 5 _ DMF as solvent. They were left to

Teact auring 30m n, after which peptidyl-resins wer

Rueadedid grpupnintoneuqtian pragass) Obtaining ACAANAAGALrRy2- -EITt-® and
ALRRL ARG AR R, V- RiEHA@cuum dried. EXAMPLE 6 Pol ymeric
support” exci sfon process: Cbtaining

H AALl- AA2- AA3- AA4- OH, Ac- AA, - AA2- AA3- AA4- CH,

1%@ cg‘AhAeA o W?eﬁ%o@é‘ineh“ %xai\ﬁ% é\%r@%awdzwmﬁ%éﬂnv Acetic

apbiiriieon Ripsange b Ppayiy DIBA| RGBT aSrﬁoééeahpr@y vgere left to
rgatﬁrd@nﬁ 36ihin, Eﬁ@ﬁkﬁ& %&myﬁm&ns%erg%sﬁé@%mF (5 x 1min), DCM

duri'ng 2 hours at roomtenperature wth
(44 1tmip), Siethytether & x dmin)asdeagewmasedd on 50l col d
di ethyl ether, filtered through pol ypropyl ene syringes

equi Eed wi th porous pol yethylene discs and washed 5
EMME_EAQ' h 501 diethyl ether. Final-precipitates were

drg HP ys th de gw_aq S AA,-OH,
|n a‘%?dl enLtﬁgmof %Cﬁl\nﬁ" +0. %’?& Bis: QDH?&’HIng SH Al% T

TF
A At AA Q- her P P/HHAA8$W32644 -@Hses H‘A"ﬁeAAz'AAa'AArNHz
Aé%?ﬂ%ﬁ\h& af_atas Wf@% PE- A’MAAM%%\% -Agpnfirmed by

Pol ynmeri c support excision process
and functlonallzation with substituted R2 am ne:

2@@&@' & d‘r&d gﬁé\/l-/?@s r%&l@ré.rédwe(( lbsd GHnd 5 &Gre%eéteé\%th 5mL

eptides wth conpletely protected sid

OéFfﬁAng' I$Né12@ (9815 )Mmgyz hquss, at gp@nl@g]ﬁ?r@preA\@umggltatlon Flltratlons
vaer@"ae?o'lléﬁgd AR 56 - SEhJ rdieth{l) eﬂHSPtﬁIQYéd kHFSUgH pryBFBp%Iene syringes

exanpl e previ ous vacuum dried in presence
qgutqpegrw_thworgusg,pglg@%ﬂpng@s& ang avgsheghEpjmes with 50mL diethyl ether.

Final-precipitates were vacuum dried. -

HPLC analysis of the peptides obtained in gradients of MeCN (+0.07% TFA) in H,O
(+0.1% TFA) showed purity higher than 85% in all cases. The identity of the peptides
obtained was confirmed by ES-MS.

EXAMPLE 7
Polymeric support excision process and functionalization _with substituted R, amine:
Obtaining Ac-AA-AA-AA3-AA~NH-(CH,):s-CH..

Ac-AA;-AA,-AA;-AA,-OH peptides with completely protected side chains were obtained
by treating 150mg of Ac-AA;-AA,-AA;-AA4-O-2-CITrt-® peptidyl-resins from example 6,
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during 5mn. Filtrations were collected on 501 of
cold diethyl ether and the treatnent was repeated

woRhwaeexd nes. Et hereal sol utions were subni tt BETES2009/001419

rotavoporation at room dryness and tenperature,
preci pitates were resuspended in 50% MeCN i n H20O and
| yophi i sated. 10mg of the objai ned raw pepti des wer e.

wei ght ed, and, 3equi v _hexad am and 25nL
PARIQHR'Y YREUMEY driesia EeSeng], af @SH DMt %@&8!&1’“% gf TFAin DCM

dusthg Shiin @GtV Wre'GliBSteH GnaEDniLabi i afetl'fwgﬂ?aer and the treatment
Reactions were controlled b

HPLC t hrou
wasTepeRisH Aee tigres; Ethessal spiu ﬁ@n%ﬁe{?@r?f%mng%tocqqt%pganon at room
drpvaek &ir RhdpRratard; Phedifititss werd Ve%ﬁ&ﬁertd@ddh)ﬁﬁ)%fwlé’mﬁi‘n H,O and

evapor at ed and coevaporated twice with DCM The
'Y@é‘l"'&é’@g ol nefd theapbigingd prgwo. %Rt'éeMQWNHe(QBIPdZ) pnd 3equiv

heSeitiekyWntiRe %ﬂmﬂ@mmbﬁﬁﬁﬁbe%&bd&debaﬁ iv mpem were added

resuspended in 25nmL of a m xture of TFA- ani so

a(fwgefago p5ach Mith Ragnetisragitation ab4{° G iReagtensowene mntr.oaeﬁrpv HPLC
tFn%ﬁBﬁ H%bHﬁ@araM—th@fsté?@djmgte?bhWhldﬁt\b\ﬁé c\éﬁ{p‘ﬁaté@ﬂ@rdm 48 hours.

sol vents were evapor at ed under r educed pressure a

Salxenisiier dnvesss W@s@vaa%ﬁaé&q B capyRRorisRwige Witls DG The residues

JBRShéEN pc-ARI-AA MHAOHD,LEM Wit cinpRA tbd side ch
H20 anﬁ o1r hi |sa?Ag L ggnaH{/S| scof pt heym side chains]

veRse aﬁsﬁ@eemﬁdg'na?&nan?fsa e¥xture Sl THAD S banisols q24£@t?”d were left to
rea&- éuﬁ’ny:é’@mﬁnhé’t"\%nﬁ t&HbérbMJré"' %U?ﬁL tohaRId 8 étHyF e’ﬂ'\elr were added,

cases he identity of the peptides obtained

sobientsr were wpeslt%un@wm@dsp@éwrsg@ﬁ*a% ?‘Mﬂ%ﬁa{ FRfyaporations
Widrk &one RARLdtHES REBIBes RRFSBIRESIGEH inTh kS dfBObAIRIECN in H,0 and
presence of 0.5% DVMSO. The trial was carried out in
lyerddisateder opl at es having 96 wel| and the EnzChek (r)

Cel ati nase/ Col | agenase Assay Kit (Mol ecul ar Probes)
was_used. To that end, peptides were preincubated at

HiRk? nalysisi ¢f gha msatides 9t|>ia®eiufh ioradigntyof MateN (10.07% TFA) in H0

(¢011kATRARSIROVRL & PRy hRJHRE tInUT 0% M alNcd¥RdETR Rlentity of the peptides
lgﬂ itation, after-sai d t| me fl uorescein conjugated

§?qﬂﬁ%°?@@‘@ﬁjby MS-n) was added to a final
concentration of 25ng/nL and reactions were incubated
for 2 hours at roomtenperature with agitation and
fromlight. The substrate, whose
é&l@?éﬁ%ﬁﬁ:ﬁdbﬁtﬂ:éﬁhl bited, is directed into
col Fagenase rel easi ng rourescent fragnents, nonitored
by florescence wth a FLUGstar gal axy reader (BMG

PEHIHES Wept 08 BPEndath i @aftB N Ahd iptdsehse 00 10.533% DMSD. Q"he trial was
and 520nm f.or em ssiaon. Table 2 details those pepti d

AR ool | de RS | AMFBPEIGH baYiDes 9 o Wellgherd the  EnzChek®
toanRYCdIngemidel maz MitURfolewRIR m@tsé@IWaéq&,ew T8 that end, peptides
respect to nediuminhibition basal val ue

were preincubated at 2mg/mL during 1hour with 0. 1un|t/mL of type IV collagenase at
room temperature with moderate agitation, after said time fluorescein conjugated
substrate (DQ™ Gelatin) was added to a final concentration of 25ug/mL and reactions
were incubated for 2 hours at room temperature with agitation and protected from light.
The substrate, whose flourescence is inhibited, is directed into collagenase releasing
flourescent fragments, monitored by florescence with a FLUOstar galaxy reader (BMG

LabTechnologies), using 485nm filters for excitation and 520nm for emission.

Table 2 details those peptides whose collagenase inhibition values are higher than
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Tabl e 2. Col |l agenase activity inhibition percentage
Conpound Inhibition % Ac-L-Arg-L-Hi s-L-Arg-L-Cit-OH 6

WO020080106343r g- L- Hi s-L-Hi s-L-Cit-OH 60.6 PCT/EP2009/001419
Ac-L-Arg-L-Asn-L-Arg-L-Cit-OH 58.9 :
Ac-L-Arg-L-Hi s-L-Hi s-L-Ct-CONH (CH 2)i5-CH3 55.4
PalmL-Arg-L-H s-L-H s-L-CGt-/\H 2 36.7

Pal m L- Arg-L-Asn-L-Arg-L-Cit-NH 2

2,5_/1 Inki Bltlgn He{wg[es'nqn@@e@qtrz@sgect to ?nedlum inhibition basal values.

Ac-L-Arg-L-Asn-L-His-L-Cit-CONH (CH 2)i 5-CH3 26.8
EXAMPIE O MVP-1_ MP-2 MP-3 and MP-9 inhibhition

Hh#m& Wgemeeaqtmwnblbmqmpemantagéom Tris- HCI ~150mM

?%ﬁ‘gtl on wt h 10rr1\/| of 4- am nophenyl rrercurl

A@L-%??&L\H?QLIA}gQ GLlod NaCH) at a 1I0:1 to 370C ratg@sfor
Act i vat ed &roteases (0.35 mg/mM ) were

&Fr'er‘\fﬂ:ld‘rb'ﬁff bigittGit-PEbt i des to a final 0.5V 60.6

A@[Lgeglt_rp@w@ﬂrd NcR-Ag-wel | bl ack mcroplate for gglour
roomtenperature. After prel ncubation, 25/vg/nL

'%Cubéfg btrtis-L thiig-Lryit-CONEH G2t added to the wel PS4and

AR R%- WKL HG LA, for 16 hours at room 7
tenperature and prot ect ed agai nst the light. Rel eased

Raldc-Ascleier-Loraraekdiizgel atin di gestion was neadlided

P LA} Q_UAﬁuE Mateg.oyl tiplate fluorescence readerpgg
exm? at 485nm and readi ng at 520nm The results

Mek'é\fg:bﬁsédrélﬂi e MNEdCHeioGHescent val ue in MP8and

pTUUULl dUbBIILB dllu ITOT IH:lI I LBU VVI lll T ebpeu lU LUIIL I UI
fl uorescence. Table 3 details the best inhibition
EXAMBLE{®r peptides. Table 3. Human MVPs i nhi bited by

PP S oS QR MR ™1 0) 2 30163 1
ACLArgLAsnLArgLCIt OH-37.0 78.7 2 1.9

@E\%ﬁq\@ﬂﬁ’gﬂ%ﬂe rsddnbrdcted I'rn%dml\g_ll'nszﬁciZ ?§Or§M8ﬂlaC?95rﬁM CaCIz,

0.2mM NaN; at a 76 pH and activated by reaction with 10mM of

~ 4-aminophenylmercuric acetate (dissolved in 0.01M NaOH) at a 10:1 to 37°C ratio for

4-6h. Activated proteases (0.35ug/mL) were preincubated with peptides to a final
0.5mM concentration in a 96-well black microplate for 1 hour at room tempera'ture.
After preincubation, 25ug/mL substrate (DQ™ Gelatin) were added to the wells and
samples were incubated for 16 hours at room temperature and protected against the
light. Released flourescence by marked gelatin digestion was measured with an

automated multiplate fluorescence reader, exciting at 485nm and reading at 520nm.

The results were corrected from basal flourescent value in MMP and product absence
and normalized with respect to control fluorescence. Table 3 details the best inhibition

values for peptides.

Table 3. Human MMPs inhibited by the peptides of the invention

MMP-1 MMP-2 MMP-3 MMP-9

Ac-L-Arg-L-His-L-His-L-Cit-OH 34.7 101.4 39.1 '63.1
Ac-L-Arg-L-Asn-L-Arg-L-Cit-OH -37.0 78.7 21.9 69.5
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Cosneti c conposition containing
Pal mL- Arg-L-Asn-L-Hi s-L-Cit-NH 2 preparation. The

woRall1eed4pg f ornul ati on was prepared as descri BEWEPROODPAE419

present invention: |INGREDI ENT (I NC! nomencl ature)
VEI GHT % A MNERAL OL 8.0 A STEARIC ACID 2.4 A
CETEARYL ALCO—D_ 1.6 A BEESWA%4.0.8 B GLYCERI NE 2.4 B

As- Q(wv(/\mteﬁz)gl{@t@hb Palmzﬁ-zArg C9%an- L HP8IL. O t T

o

(0019950 D tECTHN O 4 Phase—ATonmponents were
wei ghed in a big enough reactor and the m xture was
EXAMBHEA0 80C0C so as to nmelt the waxes. Phase B

nent s re wel agegua
GRIRSPResTOL Ao et e i A LA Fk P ke aration.
slow y added to phase B under intense agitation, and
_lphase C was | ater added to that m xture under
é@l fP'éﬂ"Y'%@\f°Wla§P" WRE PERR#AME] 8% deW”bﬁﬂéﬂ thefhresent grygntion:

with soft agitation and when the nixture was at room
temmerature an aqueous. solution of

'P@lﬂiﬁmwg'r Claomancidtge) - G t- NH 2 and | eci t WEIGHE %
i h

aceed, geRtZea—aRe—pH-was—cor+eet-ea—m-t
Ariet hyHE' a%Trm‘L The pH obtained fromthe cr earﬁQNas
-7 andTEARICACID 10. 000-1 5.000cps (6/50). EXAWLE 11

i poso ai nj c-L-Arg-L-Hi s-L-His-L-Ct-CH
%r epar ggrﬁ?{ﬁ%;"pé{jgg phosphati dyl chol i ne (DPF’('ﬁ was
Awei ghegemaswaxssol ved in chloroform The sol vergig was

acuum ed until obtaining a fine phospholipid

ayer m&% ayer was hydrated by treatnent rbajf 550C
BV th a ATapA (WaTEgyeous sol ution to the desireds3.4
oncent cont ai ni ng Phenoni p(r)), and

| posoﬁ@%@gg bt ai ned. ULV |i posones were ob:éaﬂ3 ned
oy submmrieTHANMLXMINBOSOMes in an ultrasound batdy at

50C dyrq,n -gjnute 8 cycles in 5 mnutes int al s.

LV | 2\9@'&%@&@’5% was reduced by %Y)

D Palm-L-Arg-L-Asn-L-His-L-Cit-NH, (0.01%) 5.0
D LECITHIN | 0.4

Phase A components were weighed in a big enough reactor and the mixture was
heated at 80°C so as to melt the waxes. Phase B components were weighed in an
adequate recipient for the whole content and heated at 70°C. Phase A was slowly

added to phase B under intense agitation, and phase C was later added to that mixture

‘under agitation. After the addition, it was left to cool with soft agitation and when the

mixture was at room temperature an aqueous solution of
Palm-L-Arg-L-Asn-L-His-L-Cit-NH; and lecithin was added, homogenized and pH was
corrected with triethanolamine.

The pH obtainéd from the cream was 6-7 and viscosity 10.000-15.000cps (6/50).

EXAMPLE 11
Liposomes containing Ac-L-Arg-L-His-L-His-L-Cit-OH preparation.
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passi ng them through a high pressure extrusion system
| NGREDI ENT (I NCI nonencl ature) WVEI GHT %

WORHMIBM3AT | DYLCHCOLI NE 4~0 Ac- L- Arg-L-Hi s- L- H sPCT/EP2000PD1419
0. 2 PHENOXYETHANOL, METHYLPARABEN, ETHYLPARABEN, 0.50
BUTYLPARABEN, PROPYLPARABEN, | SOBUTYLPARABEN AQUA
(WATER) c.s.p. 100 EXAMPLE 12%sFaci al cream corrposi tion

e opeh e kB (2P Gl o sioRets stk stesaivep 1y chigddarm. The

sglvéﬁll W&lt tlﬁﬁu&nﬁét\ﬁ?ah pgﬁﬂéd atil bﬁgfmrég lav%\d dﬂb@ﬁlablﬁddﬁyé?l”aaﬂ%ald layer
itati W ono zer I | verson) dur

wasiclalen T piptiheC 8Y RETG opins (RPligs HAGEoyR SOl to the desired

cﬁhé@dﬁ%ﬁor@f(tcﬂhtaﬁ?% B;raamdn@w hid h}anvge;msbafesk%pel Ngbtained. ULV
onogent zatl on m NuUt es. nitrate cool i o
"e@ﬁogfg??deeﬁ?t@aﬂo B&@P?'H?TQH}Q MJe\Md'pgm%s GE ”'géff%'“d%@é'b at 55°C
daghd 2trhinlte 8\@ cleg @V baHmLesSiplerlalld. iad|ifivasrs dizaids freduced by
at 35-380C. EDI ENT (1 NCl. Nonmenc| ature) WEIGHT % A
PBEﬁth&?ﬁEmfa henpigh |pf%555 reyXrUSIORSYRIRMY|  ETHYL HEXANOATE

3-5 A GLYCERYL STEARATE S.E. 1.5-2.5 A SQUALANE 0.5-1

A PEG 100 STEARATE 1. A PO YSCERATE 60 0O 30A._CETVI

|WBHDW'E(|'NQ r@n@nslamr@l I\/ETHI C(]\IE 2. 5 3 5 A CWE!@WL

GhGS )
Ac-L-Arg-L- HIS—L H/s-L Cit-OH 0.2
PHENOXYETHANOL, METHYLPARABEN, ETHYLPARABEN, 0.50
BUTYLPARABEN, PROPYLPARABEN, ISOBUTYLPARABEN

AQUA (WATER} c.s.p. 160
EXAMPLE 12

Facial cream composition containing H-L-Arg-L-His-L-Arg-L-Cit-‘NHz.

Preparation ’
- Mix Phase A components and heat at 70°C.
- Mix Phase B corhponents and heat at 70°C.
- Add Phase C on Phase B agitating with homogenizer (Silverson) during 5
minutes. ' |
- Add Phase A little by little into the mixture of phases B and C with
homogenizer keeping homogenization for 5 minutes. 4
- Initiate cooling up to 30-35°C with soft agitation. Add phase D at 50°C. Keep
agitation. Add previously solubilised Phases E and F at 35-38°C.

INGREDIENT (INCI Nomenclature) WEIGHT %
A BUTYROSPERMUM PARKII 3.5-4.5
A CETEARYL ETHYLHEXANOATE 3-5

A GLYCERYL STEARATE S.E. ‘ 1.5-2.5
A SQUALANE 0.5-1

A PEG-100 STEARATE ' 1

A POLYSORBATE 60 0.30
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B BUTYLENE GLYCOL 1-3 B MANNITOL 0.5-1 .5 B
HYDROGENATED LECI THIN 0.5-1.5 B PROPYLENE GLYCCL
wWO0Q0BA063H3 C CARBOVER 0.4 C ETHYLHEXYL PALM TATECT/EB2@9/601419
D TROVETHAM NE 0.4 D AQUA (WATER) 1 E PRESERVATI VES
q.s. F.HL-Arg-L-H s-L-Arg-L-Cit-NHz 0.10 F AQUA
(WATER) c.s.p. 100 EXAMPLE 13 4kiL posone gel conposition
preparation containing Ac-L-Arg-L-His-L-H s-L-Gt-OH
AThe IiSE%H@@LM'TéIEan e 11 were spread in water ‘NglihS
APr eser paIEVIRCANI®PTA, | m dazolidi nyl urea and 2.5-3.5
Phenoni p(r)) under soft agitation. H spagel (r) 20
A[ I NCI :CESqrﬁﬁ?:{YéIW'T'Q,L gl yceryl polyacrylate] was 525
Aadded padvisnttAgpagi tated until a honogenous mi xt up&
was obt ai ned. 1 NGREDI ENT (I NCI nonencl ature) WEI GHT_ %
BLI POsOMRYASHEERI NG Ac- L- Arg- L- Hi s- L- Hi s- |_2 Git-OH?2
B(1% 18 9eeRpODl UM EDTA 0. 15 | M DAZOLI DI NYL UREA 8.219 -
PHENOXYETHANCL, NETHYLPARABEN, ETHYLPARABEN, 0.50
BeUTYL PREABERNESHOAYPPARABEN, | SOBUTYLPARABEN AQUA 1-3
B( WATERMARRNIZOLAQUA (WATER), GLYCERIN, GLYCERYL 0.5-1.5
POLYACRYLATE 60. O00OEXAMPLE 14 M xed micel | es
BcorposHYPROCENAAER LE-TABIN - Ar g- L- Hi s- L- Hi s- L- Gi t9-€]-5
BOr epar pRoEYL ENEGBERCENT (I NCI nonencl ature) VEI G.5%.%

AQUA (V\ATE% Cc.S.p. 100 A PHENOXYETHANCL 0.5 A CAPRILYL
Ca_yco CARBOMER 0.4

C - ETHYLHEXYL PALMITATE 1.5-2.5
D TROMETHAMINE 0.4

D AQUA (WATER) 1

E PRESERVATIVES g.s.

F H-L-Arg-L-His-L-Arg-L-Cit-NH, 0.10

F AQUA (WATER) c.s.p.100
EXAMPLE 13

Liposome gel composition preparation containing Ac-L-Arg-L-His-L-His-L-Cit-OH.

The liposomes of example 11 were spread in water with preservatives (EDTA,
imidazolidinyl urea and Phenonipg) under soft agitation. Hisp‘agel® 200 [INCI: Aqua,
glycerin, glyceryl polyacrylate] was added and softly agitated until a homogenous

mixture was obtained.

INGREDIENT (INCI nomenclature) WEIGHT %
LIPOSOMES CONTAINING Ac-L-Arg-L-His-L-His-L-Cit-OH (1%) 10.00

DISODIUM EDTA | ' 0.15

IMIDAZOLIDINYL UREA _ 0.10

PHENOXYETHANOL, METHYLPARABEN, ETHYLPARABEN, 0.50

BUTYLPARABEN, PROPYLPARABEN, ISOBUTYLPARABEN

AQUA (WATER) 29.25

AQUA (WATER), GLYCERIN, GLYCERYL POLYACRYLATE 60.00
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A PCOTASI UM SORBATE 0.3 B AQUA (WATER),
PSEUDOALTEROMONAS FERMENT EXTRACT 7.5 B

WOA09106%48- L- Hi s-L-Hi s-L-Cit-0OH 0. 025 B AQUA ( WAT/ER)(09/001419

PENTAPEPTI DE-18 20 B LECITHIN 4.0 C XANTHAN GUM 0.4 D
AQUA (WATER), CAPRI LYUCAPRYL GLUCCSIDE 30 In the right
container for the conplete safgple, phase A ingredients
wer.e wei ghed and lightly heated at 300C to help

' part of the preservatives. After that, phase

Nix &P ARNESESmYBYittoncstiesining dAélgngmmgs_dmsrLden—omﬂ&;patamon
agitation. Then, phase C was added under conti nuous

agi tation, after which phase D was added wi th sl ow
RE?} ﬁR.‘E@% roauce 1oam pH was ad) us o
"tq% ) éE@?é R%ﬁ‘ga&ge%ormosi tion containing WREIGHT %
AAC- L- AIQJJA,(\MWER) Hs-L-Cit-OH for the treatnent and/sy.100
reve h marks In the right container faqr
he C%Hﬁ@e%@i%ﬁtﬁ phase A conponents were wei ghed%'5 :
mand | igaRRIVYbetyeDlat 3Q0C to hel p di ssol ve part of 0.5

he pr rv ter that, phase B conponents werge
Mi xed PZ}?@\SAQM?%S% phase A and the conposition was 03
EhOanﬁfﬂllﬁleAmERl) PSEED O TERONMONAS. FHRWIRNDIEXTRACNG!5
omenc % YCERI N 50 A PHEI\IOXYETI—|AI\I(]t
°50 Acdx )L*?X\E E_%@é%b B AQUA (WATER), 025

PSEUDOALTEROVO\IAS FERI\/ENT EXTRACT 7. 50 B

. p. d %onposu tion containi ng20
BACL&E@fthsnLHISLCIt-NHZ I NGREDI ENT (I NCI 4.0
nonencl ature) WElI GHT % A ALCCHOL ) -

C KANTHAK GUM 0 DENAT. 50-60 0.4
D AQUA (WATER), CAPRILYL/CAPRYL GLUCOSIDE 30

In the right container for the complete sample, phase A ingredients were weighed and
lightly heated at 30°C to help dissolve part of the preservatives. After that, phase B

components were added and homogenized under moderate agitation.

Then, phase C was added under continuous agitation, after which phase D was added

with slow agitation so as not to produce foam.
pH was adjusted to 5.5-6.5.

EXAMPLE 15
Composition containing Ac-L-Arg-L-His-L-His-L-Cit-OH for the treatment and/or

prevention of stretch marks

In the right container for the complete sample, phase A components were weighed and
lightly heated at 30°C to help dissolve part of the preservatives. After that, phase B
components were mixed and added onto phase A and the composition was

homogenized under moderate agitation.

INGREDIENT (INCI nomenclature) WEIGHT %
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A PANTHENOL 0.05-0.15 A ZINC R G NCLEATE 0.05-0.10 A
FRAGRANCE 0.02 B AQUA (WATER) c.s.p. 100 B

WO A0091106848)- L- Asn- L-Hi s-L-Cit-NH2 0. 01 Prepar at POWEP200M0X1419
Phase A conponents. - M x Phase B conponents. - Slowy
add Phase B onto Phase A with agitation until conplete
honogeni zati on. EXAMPLE 17 Cojgl.utory conposition
contajning Ac-L-Arg-L-H s-L-Hi s-L-Ct-OH Conponents
Aver e HXEBRIM i | conpl et e honogeni zati on. | NGREDI-ENT 50
A, | NC PRERBIXYETHHNDL VEI CHT % 0.50

Hi s His-L-Cit-OH o o SODI UM SACCARI N
Ao 01 @AgB'Lé’éF@r‘f@M 6 PROPYLENE GLYCOL 8-12 PEG 60 0-50

él_ AT PBEUDOAL BERAMBONASNFERMENT EXTRACT  7.50
c S. p. 100 AINS 1. A peptide of general fornula (I

BR1- AMQ'WQMLSMW’SF&CU@H st er eoi soners t hereof, ) 0.025

BM Xt UA@BAL(INATEDR) or the cosnetically or c.s.p.100
phar maceutl cal | v acceptable salts thereof,

characterized in that: AAL is -Arg-; AA2 i s sel ected
g ONibi B&gdr oup consi sting of -H s- and -Asn-; AA3 is
<eftected fromthe group consisting of -His- and -Arg-;
Haiejotien caznpositioricontainied ea-edirg-Lohsn-bhéliggk-6ipNbonsi st i ng
of H, substituted or non-substituted non-cyclic
aliphatic group, substituted or non-substituted

INGREOIENIT,(INCIb®imdndtatge pr WEIGHT %
A ALCOHOL DENAT. 50-60

A PANTHENOL | 0.05-0.15
A ZINC RICINOLEATE 0.05-0.10
A FRAGRANCE 0.02

B AQUA (WATER) c.s.p.100
B Ac-L-Arg-L-Asn-L-His-L-Cit-NH, ~ 0.01
Preparation:

- Mix Phase A components.
- Mix Phase B components.

- Slowly add Phase B onto Phase A with agitation until complete homogenization.

EXAMPLE 17
Collutory composition containing Ac-L-Arg-L-His-L-His-L-Cit-OH.

Components were mixed until complete homogenization.

INGREDIENT (INCI nomenciature) - ~ WEIGHT %
Ac-L-Arg-L-His-L-His-L-Cit-OH 0.10
SODIUM SACCARIN 0.01-0.03
SORBITOL - 4.6
PROPYLENE GLYCOL | 8-12
PEG-60 HYDROGENATED CASTOR OIL 1-3

AQUA (WATER) c.s.p.100
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non- substituted heterocyclyl, substituted or
non-substituted heteroaryl al kyl, substituted or

woneysedssti t uted aryl, substituted or non- SubBCTERRE@®Y001419

aral kyl, and R5-CO-;- and R 2 is selected fromthe
group consisting of -NR3R4, -OR3 and -SR3; wherein R3
and R4 are independently selegted fromthe group
consisting of H substituted or non-substituted

yclic aliphatic group, substituted or
non- suﬁﬁhbbuﬁggmﬂgmehﬁmykn substltuted or
non- substi t ut ed hetergﬁycl su gé %uted or
nonsubstituted hetero TAA ftuted or
non-substituted aryl and subqnltuted or

non-substituted aral k wherein R5 is seleﬁted
' staiRoisemens ¢siedstmbrr thereé’ 12 e, c@amgfically or  pharmaceutically

aBeeKtahE khftd herbof Whafatdérizeda thalat i ¢ group, substituted
or non-substituted alyciclyl, substituted or
non- &Mhdt 1A't ed aryl, substituted or non-substituted

ar al ki, is 168tk truﬁﬁﬁe@rrouwbr@tshﬁg bt Hiedndenss-ocycl yl

and substituted or non-substituted heteroarylalkyl 2.
Pept " ine@eFer fIgm the grepmeensisiig Phttiedande™n that RL
i's Hamlis &if5- CO- group wherein R5 is sel ected from

thec%aoup consi sting of substituted or non su%zé itu
i1 sejpcteds fipmy he@radP SonRisHNg: ah &b isuhsldte rap-Subsiituted

al kel cvd S%@ﬁh&l% g% g: sGB%ﬂtugé{Eért ﬁéﬁélﬁ%tlt%s?e_ogzg%yclyl, substituted or

al kynyl, tut non stitute
cycl oainlqdbstutsteldsmietemay«tlybr sulrstitided sori non-sdbsBut€d 4heteroarylalkyi,

e SR o2 S 5 G .

cyclo non su
aryl R§®®5KﬂhUted or non substltuted Cr7-C24 aral kyl,

SUbStFU HLe qc%d ﬁgrﬂ tﬁg?ﬁ%} té‘&\%@h on sdge@fﬁa"é’ -SR;; wherein R3

het eroglcl and su ed or
het eravarRy aaé independdntly rselecdtfoon2 thecgro bp nongistimg dfihtl substituted or

fr ornnlont %Pég@egj"%oﬂ'é ﬁc! eﬁ@gggco n%égé,?%gbgtﬂgtean f"l h% -substituted -

chain of carb n at 0 accordi ng

cl ai ra%nclyahaémtnetedzeﬁ |an-tSbB$tlthédi ﬁe&ﬁdcgclyledsﬁtrsnmtémeor non-
group consi sting acetyl, terc-butano

H
hex arﬁﬁ*}’ﬁt'tu@-ddﬁt?fWW@@hWPS“tBS?@I°<5 RER: éHE%‘ﬁVtSSﬁW and substituted or

oct ann-subdfetdOsrhikyl auroyl, nyri st oyI pal m t oyl ,
stearoyl, oleoyl and |inoleoyl. 4. Pep tide aCCMdlﬁxqu or non

to arh e5eint Be'sprs@'@et@ﬂntgorm %‘Pn%m“er?&’f‘%'ét"& of &4 sypsti

R2 i ssubhfidfRd An- c@ﬁ’&ahﬁh@t\'@gfbu&s@tﬁﬁltlﬁéd F §on- subshtuted alyciclyl,
i ndependent Idy selected fromthe group consistin
0

substﬁltbét'tétf o neRN-sihtsdityted;tary. gubstitpied, ogy non- betturdd aralkyl,

substd bdtietdobr ReMLsSbEIRItES %@o%fy@%ﬁd adubstiited or non-substituted
substituted or non substituted C24 al kynyl ,

substhateroagylaliyl-
2. Peptide according to claim 1, characterized in that R, is H, or a Rs-CO- group

wherein Rs is selected. from the group consisting of substituted or non substituted
C,-C,4 alkyl, substituted or non substituted C,-C,s alkenyl, substituted or non
substituted C,-C,4 alkynyl, substituted or non substituted C;-C,4 cycloalkyl, substituted
or non substituted Cs-C,s cycloalkenyl, substituted or non substituted C5-CZ;
cycloalkynyl, substituted or non substituted' Cs-Csp aryl, substituted or non substituted
C;,-C,s aralkyl, substituted or non substituted 3 to 10 member heterocyclyl and
substituted or non substituted heteroarylalkyl with from 2 to 24 carbon atoms and from

1 to 3 atoms different from carbon and an alkyl chain of 1 to 6 carbon atoms.
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non substituted C3-C24 cycl oal kyl, substituted or non
substituted C5-C24 cycl oal kenyl, substituted or non

wobshesit ed C5- C24 cycl oal kynyl, substit ut edPOT/ER2099/001419

substituted-C6-C30 aryl, substituted or non
substituted C7-C24 aral kyl, substituted or non
substituted 3 to 10 nenber hejperocyclyl and
substituted or non substituted heteroarylal kyl with
from2 to 24 carbon atons and from1l to 3 atons

diFe Eﬁd@@bcd‘rﬂlﬁmt@ A, adthracteAkd in et R, |@fse1ecteﬁ fiom the group
car

on ato ept i de acc rding to cl ai

CORSIFUNG er PgEdH n EH‘%EV LR3 Eﬁﬁﬁf Bangyle <&EXANY fr%me(tr%hexanoyl
CYEIBHEX MR BEbEK NEctahoyt], dgBah &y Iauﬁiyh%yrnslt@)’ﬂ)almﬁ@ﬂegﬁbroyl oleoyl
and hexadecyl 6. Peptide according to any of the
aﬁPé‘E%&PY\'g clainms, characterized in that AA2 is -Hisand

AA3 is -His-. 7. Peptide according to any of the

clainms 1 to 5, characterlzedlnth?t AA2 is -As dh
4nRentide %Cafd'"%m BBt 9f lbe REBPUTS: %"Bsaﬁs)a@ct‘%’%d in that R; is
-RR3R"or LORY, Gvher&iAr R‘}taﬁfdl R@darbnmﬂéﬁéndahtly Ssei‘écte’iﬁ%m the group

| aur oyl , n%rlstoyl or pal mtoyl,
qo§S|sthg_||o§ Apbstitdted| opynon s |tl11tgd @1-@24 alké‘lmdsq;@tlwgd or non
suBBﬁ%d@z-C%éﬁ@E%ﬁbﬁltlﬁgd @FﬂoR@uﬂétﬂuhﬂ@F@ﬂ%@hMy substituted or -

selected fromH ty
neBxtpst Fedgpﬁféﬁas CY@a“Fyépi‘ftHE UéF’é’ce? BP’r‘ngj"“P%t't%\‘ﬁ9 %Ct4h%’°'°a'keny'

s@bé‘t’itﬂ@d%rh@n BuBstiutéd Gy, @%I@élky?fﬁﬂ sUBstttLht@H oRhoh Sultituted Cs-Cso
ac etyI | auroyl, nyristo

aryl, wt&htuteg@r r;tg\ SL{PS%%IF?C‘ 7A(A3 qrglkylLsx,&}sétutquqdrnqrbsubstltuted 3t010
mémbért b hetérré@?lcﬁ@ dndl sUNSBBed0sr n%wﬁﬁft@d HeB%a?ﬂdlkW‘wiﬂ{ frtom 2 to

i ndependently selected fromH nethyl, ethyl

2opeeqn aigns aneETe dyiP 3g%tema§i'ffﬁoentrffé>m barbon gas @a.ql%y' F'E?'" of 1to
Adbbed afohs. clainms 1 to 9, characterized in that R

selected fromthe group consisting of H acetyl and
palmitoyl and R2 is selected fromthe group consisting

53fPepQTé assbrdiNglto clait 4Péﬁ)&€§&rfzeﬂ iR A Ry 41 R, Mrefddistted from the
general fornu st er eoi soners thereof, -

GHPYT ST Bomedsh iy st o s Sncpexadecyl

pharmaceutical l'y accept abl e sal ts thereof as defined

in any of the clains to aracterized. in.that e
Gsfe@t'%? Becsding do aay pf t@a pa%&edm Qemsdc ?ragaer&eg iy that AA, s -His-
&l Ak i9His12. Process according to claim 11, ‘
characterized in that the free am no groups are

protected by Boc or Fnoc, the free carboxyl groups are

NIFRpads ackordihg td &ty ofAhé cRIimI N to 5! ¢larac@rizeden HaAAA, is -Asn- and
chain is protected with Pnt, Mr, Tos or Pbf, the

Mt rfi9ne side chain is pr ot ect ed with Trt, an, Boc,
Mt or Tos and the asparagine side chain is free or

8. Peptide according to any of the claims 1 to 6, characterized in that R, is H, acetyl,
lauroyl, myristoyl or palmitoyl, AA, is -L-Arg-, AA, is -L-His-, AA; is -L-His-, AA, is
-L-Cit, and R; is -NR3R4 or -OR3; wherein .R3 and R, are independently selected from H,
methyl, ethyl, hexyl, dodecyl and hexadecyl groups.

9. Peptide according to any of the claims 1 to 5 and 7, characterized in that R, is H,~
acetyl, lauroyl, myristoyl or palmitoyl, AA; is -L-Arg-, AA; is -L-Asn-, AA; is -L-Arg-, AA4
is -L-Cit,' and R; is -NR3R4 or -OR3; wherein R3 and R, are independently selected from
H, methyl, ethyl, hexyl, dodecyl and hexadecyl groups.
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protected with Trt or Xan. 13. Cosnetic or
phar maceuti cal conposition conprising a cosnetically

woanovphespraceuti cal |y effective anount of at | BESEP2006/001419

pepti de of general fornmula (1), stereoisomers thereof,
m xtures thereof or the cosnetically or

phar maceutical ly acceptabl e sgl.ts thereof, as defined
in any of the clains 1 to 10, and at | east one
cosnetically or pharmaceutically acceptabl e exci pi ent

1gr PaplidevadtbrdidgHo &gﬁé\‘ﬁhé €larhs PREOBRSACteTded in that R1 |s selected
ing to cl a|m13 characterlze

osition, acco
fio metgfe%émﬁ'ﬂ@gd?f "be”rﬁ’@l?yé?”‘i‘ aalmitox! and Rp & sglecled from the group

cgﬁagﬁygfab%@mrl sed between 0.000001% and 20% by

wei ght, with regard to total weight of the

conposition. 15. Cosnetic or pharmaceuti cal

190MRE&dsk 1P obsiRiAG th NHEptide f AeRefdt fofR@a aGL eJtéréSﬂoﬂn@rs thereof,

that sai d concentration is conprised between 0.00019

miiyresothsiechelr ghe commercaly i Rharmaceitispliyaseapiatie S@H% thereof as

deRRRPH dryOsF- thd @lairk®ANB10C cRhrdeferizZ8AGAULhAE 3did process is carried out

cowgi)osml on, according to any of the clains 13 to 15,
idehasq 9 sPitiehat t he peptide of general formula

(1), stereoisoners thereof, mxtures thereof or the

cosnetically or phar, rraceutl cally acceptable salts
12n Brecses acgoqdﬁgotpp@@lm dt characterizadin thag the free amino groups are

w&@éﬁa%@%d&@ﬂ FA8E, t\’l@rfbéesda%&& arRpSars H?dt@ét@@%th tBu, All or Trt,

rel ease system selected fromyg roug‘i_ consi sting
the argining8ide ghaiads Piotrdemhwith Pmc, Mtr, Tos or Pbf, the h|st|d|ne side chain is

- pbtebiedapiat ras Dnocrs&amuloesrosnwwggwgmmém%ﬁam is free or

cycl odextrins, vesicles, nicel surfactant m xed

Ripteeted adth Tﬁh%fs)ﬁﬂ{bl i pi d-surf act ant m xed micel |l es,

m | 1ispheres, m crospheres, nanospheres, |i pospher es,

m cr oemul si ons, nanoenul sions, mlliparticles,

13 cICoBIEtic c 106 s PhAHRRASAKIES! cIC@@P&ﬁGOQOIqoﬂ‘plﬂﬁ'ﬁEdl% cosmetically or

dh@ﬂﬁ%lﬁlb&lyeéﬁeél% é;ﬁ&ﬁﬁt b aPlleddh WrERpEBtIdEC Bt 3general formula (1),
onposition, according to any of the clains 16

s&faplaemeﬁ shareply mpdires h@erﬁ%t Prdéh%fw@e}?é'%!ly 05 BRArEaceutically

écbéptaﬁlbes!a@@'tﬁ@ﬁ@%f Sa§ BEfirRee in AXbUIRScIEIYY €0b U, drideat least one
cosneti cal arnmaceutically acceptable salts

cormetie!lyios péa@aﬁosétﬂc%lm agreriable gxgpigahercadiiv@ptrer or

cosrretl cally or pharmaceutically acceptable solid

\gﬁ)g selected fromthe group consisting of talc
F‘et'B@hPBﬂ”‘T@eU%‘P“I' iCeAIPOsiian. ArcaiiNhl ¢loaeLs: r‘?"ﬁ"“te"zed in

tikﬁt u@ﬁ;@Pﬁd& Pl gePiard| "RERUEI gghs %@@%h&ér@@no@%ﬂﬁpﬂsea between
the ¢ alrrs 13 to characteri zed in that

05%9@0& MJ&?Q%M weighiewide fe@rd fodaial Weigh elipe camepsitiomg

of creams, multiple enultions, anhydrous con‘posn tions,

aqueous d| spersions, oils, m I ks, bal sans,
1o Gosmetic geparmaceniica) cPaTPoRiaR. Giacersting Resiai) i Jiaracterized in

tAXEE£8 ¥ R@rt@tion is comprised between 0.0001% and 5% by weight, with regard

to total weight of the composition.

16. Cosmetic or pharmaceutical composition, according to any of the claims 13 to 15,
characterized in that the peptide of general formula (l), stereoisomers thereof,
mixtures thereof or the cosmetically or pharmaceutically acceptable salts thereof are
incorporated into cosmetic or pharmaceutical delivery system and/or sustained release

system, selected from group consisting of liposomes, mixed liposomes, millicapsules,
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solutions, lininents, saline solutions, soaps,
shanpoos, conditioners, sera, unguents, nousses,

woedntineds s, powders, bars, pencils, sprays, aRPCOEBL®9/001419

capsul es, gelatin capsules, tablets, sugar coated
tabl ets, powders, granulated forms, chew ng gum
sol utions, suspensions, enul.gpons, syrups
polysaccharldes fllns ellies and

MR FRPSHIES 0 PRRRRAPRHIERY PPYESSC &V&JB%W?%& e5Bs: Afgfiepp surfactant

Y Ricdllbe FhadipRBlipid stfadtdnt Md@damicelies; elilisphéfes! nsieiogpheres,
corrp03|t|on is a product, selected fromthe

naRafenetesng HPOSRREESS: ey dMif s, naR’@ﬂBe'f’Ugl?d‘ﬁti oflliparticles,
n”ﬁ&lSSéfﬂclé@ 'Hé\ﬁ@bar’(n@lb‘s @8R8 sold ligidieRkRopaptidiéyIover, eye

shadows, lipsticks, lip glosses and powders. 20.

Cosneti c or pharnmaceutical conposition, according to

12NEoShetid 6 SHarinBBedidal ébrﬂ505|ﬁ33ﬁba€dr@lhg 26 @Ani f thatlainite13 to 16,
eptlde of general fornula (

ractgrized; jk that the Fﬁﬁ’@d%o‘%fn@%r?eé rr%gias?lgreg&arémseormers thereof,

ﬁ%@fe@%@#ﬁof eRlthy Bsmertaln! & ﬁ?drﬁ\%célhﬁ:éﬂaﬂﬁc@érﬁable salts thereof is

i ncorporated into a fabric, a non-woven fabric

ahgRibed on g $Qlid organic pe[yg}ﬁgtqr&o&mem%]y ﬁé@ga[m%cgutlcalﬁ/ acceptable

SRR, QBlecREACHRIA ItRE gréurt EaHSiBIAG  of GA1BlM GicWder,ebkritdnite, silica,
that said fabri c, non-woven fabric or nedical device

staschandbmeliedetim t he group consi sting of bandages,

gauzes, T-shirts, socks, pantyhose, underwear,

glrdles gl oves, diapers, sanltarg?na pki ns, dressi rﬁ )
1BeGeametico mqsg@cewm BYBPSSitiofy 9E<qrdiBgdp @Rk of the claims 13 to 17,

cﬂﬁfh‘&é’fh&?l ¥if that GBRS combesifis] & tskiettadaireme theagebupaeensisting of
masks. 22. Cosnetic or pharnmaceutjcal conposjtion

CERAFE Ayliple sMatipnai affwsr%saqu%% agieo ﬁH}SQE'ESé%Sz%S milks,

baRakRatiosas,dIcteRogéls) @fbaaa@lcgéls Oﬂﬁirbanc&wmrsms:na hydroglycohc
cosmet i cal 'y or pharmaceuti cal effective am)u
salutipas Jpieits.sealiee selytes. .%pag%*WWﬁsm dtionert 'sefs, unguents,

nSlRBES bintthdits] PewdBls! | BarSEpahLIRE! PpdyRS efero@§ NESpsules, gelatin
stinmulating or inhi bltl%g mel an e synth

e

capsyieni taglely sygpr GRated; eé%e?ﬂ erHr rﬁi“tjﬁg‘?ﬁ’? fofgs, chewing gum,
SBEABAS suSEarsidn8NEh DIioA8 EsYirdps, PBlybadtBBridEEMins, jellies and gelatlns
NO synt hase inhibiting agents, antioxidant agénts,

free radicals scavengers and/or anti-atnospheric

1180 lJobinke 6 oﬂFI@él'hﬁaceatl‘Hall cOnpestion raca@em‘gsm #YLfhé giags 13 to 17,
agent, enplljents %%anlc sol ve

RGP 1, thak A0 SBRUPEHOR B 2 PEAUI SelecihEen dhg group consisting

of WRAERBFE Ferh Glepd, ﬂh%dﬁoﬂoﬁhwt%nsahﬁh@fb/fb’nﬁbﬂbéa%t@&s milk make up
bet ahydr oxyaci ds, noi sﬁfar zers, m c hydrolytic
remoyereeye shadowsnlipstigisylie glasses af& %ﬁ dyes,

gel l'ing pol ynmers, thickeners, surfactants sof teners,
anti-wrinkl e agents, gents capabl e of reduc

20 CREMAIC Bk gEeseRied) Sompasion aespioing AR Claims 13 to 17,

charadteAzadiinl thagane Spepftidagbp igeReray emm fn gst@rém“sbmers thereof,
agents bacter|C|dea cterl tic %P
agHRS theragher dbs sgSREAl rpg@rfga%ﬂ“ prcepiRble Salts thereof are

ifdreratedlinto a fabric, a non- woven fabric or a medical device.

21. Cosmetic or pharmaceutical composition, according to claim 20, characterized in
that said fabric, non-woven fabric or medical device is selected from the group
consisting of bandages, gauzes, T-shirts, socks, pantyhose, underwear, girdles,

gloves, diapers, sanitary napkins, dressings, bedcovers, wipes, hydrogels, adhesive
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macronol ecul es and/ or agents capabl e of preventing or
inhibiting their degradation, agents stinulating

woceoliagam synt hesi s, agents stinul ating el ast PAT/EP2009/001419

synthesi s, agents stinmnulating decorine synthesis,
agents stinmulating |amnin synthesis, agents
stinmul ati ng defensin synthesgg agents stinulating

chaperone synt hesi s, ent timil ating .aquaporin
P%%?%é‘@ﬂsadhﬁg'é?\?%tcg??' f%fffmﬂ?i s G dack: gsks
synthe3|s agents stlnulatlng the synthesis of |ipids
onponents of the stratuym corneym .agent -
23t @ﬁimateq ngfi%%‘ag?/ﬁtcﬁb%‘?@p‘&ﬁt‘o@eP&?ﬂ’a@g to %@éﬁ? the claims 13 to 20,

chakichdriZead ir thhagan degpasitdn atditReamn: Somphisés td mgsmetlcally or
el astin degradation, agents stlnulatln ?%lbro bl a

ppargIaceutically Gifectigeameurt oAl Iaast RpelRsier seweeagent consisting of

aBémk i ihRibAhL ORatrikOMBiaRosibbEbeAt aga\tsa@hmwhg or inhibiting melanine
proliferation, agents stinul ati ng nel anoc

smtbﬁup egwgn!tp@ﬁg (arg@ﬁpgngqqtlﬁg“%gqr}t@ REOPIGM ‘89t ggents, self-tanning

gérﬁtgera%ﬂfdg@t b§éhts 2BRIEpntRAddimHAbitiNG AfEnROCatxidant agents, free
ferenti"ati on, agents inhibitin

ragiealy ISeAVANORES BBH/AE @nt'@éma%qf@"aan%aﬂ%fg @qeats. agtigtygation agents,
e?ﬁdléﬁ?in@t %t OEMeMmemE] BRIHNKE abvems! hasd Spro&hlénfse RRIn Eddlitioners

protecti ng agents, anti-itchin

LS { JLMARANS 6o HaVANGER) F7IOEN%e SROSTRy,  ppbahydroxyacids,

b%@h?droﬁ(yédﬂé"gnéigﬁﬂiérs éBlHénﬁbrrﬁ'HFdMﬁaér&yﬁ@@nbifﬁamms plgments or
astringent agents, agents re%ulatln sebum p gduct

calgeats §V‘F§m98‘i'"91qu|Y'B%ﬂsysth§ engiei CHIFACIARtS; (50 §RIEs, anti-wrinkle

a9HRBL Sgeitd BApadid HirebBShY BPtreSRbddsaniden gl éy@g &geiRtting agents,
aPgents stimul ati ng reepithelizing, coadjutant

isretiall jagents: aﬂ’é‘ﬁt%de C@ge@pﬁ néur@%w% aantsy gactencnde agents,

badleRbatatA0RJYnts, aférits | Strh@atify Qhy st cl0@8insal or epidermal
acting on capillary circulation an

VAGEPBRIEPUIEs AN ,adggisneapablg ﬁﬁP%&VPH'@PQaHb inbyRitings fheir degradation,

RQERRL StirhBiiYy cbhenasfithadis, PRIgMRABtIMulaYing @ﬁlhssy’mlﬁem agents
on cell netabolism agents intended to |

stigulating @ﬁp@{mntneﬁﬁepggﬁs stiguiafiag ’%Ulgr@agﬁaﬁsr agents stimulating
dBFenst, syRBRBIsS ég’éﬁtémétirrﬂﬂat% @ahpgerbng Qﬁdt!ﬁe@ Owgénts stimulating

preservatives, perfunes, chelatin

agklgpqgt §ynt@%%%rﬂgeg}s %t,mlgathgapyar\go ytg%cgﬁgntﬁgﬂ%n?g;nts stimulating

g}mgeéé eMiglddaRd ESMPERINAd | bﬂ!heF&tr@ﬁﬁﬁ Sorndufe h@bnt@@tlhﬁllatlng the
extracts and sunscreens anic or.mn

YRBEEIS 05 CEIP. AGEHE S PG 18 R gpgr@adaen. 3Gets inhibiing elastn
dggﬁo%‘ﬁb@' flents stRUItingXibrabiast proliferdtish Uagents bﬁh&ﬁflng Raratinocyte

snetic or pharnmaceuti cal ition, accordin
REPIRPTRIIoD, SGeAt ST AL AR RLO LR UPT 0P S SiGuiRtngfuelanocyte
m’\olﬁéfr%tubﬁt | dgeptd JdtinatirigS @r@tﬁrﬁlﬁyteemuﬁ@@htmronc oa@ents I etinulating
bi of ernent atj on process

aa%cmc@ﬁ%neemtloao ‘%P}Fﬂ“%‘ﬂ“"%@%%}"a*qﬁ@eiﬂsf%?ﬁydslimqrﬁtgxmg agents,

dgetsTBstidruldthg2 JlydoBamaogiichd e dynthedidlatDISAI dewﬂingveagents DNA
agent is an agent with healin l% ?ndéor reepith }
Pde‘@P\V?& Joesits. £ tching|agentsy 388ty fordhe digpiny &”S %C?'F? of sensitive

dkiH, TfirmFiC aheRb) BBt-stERrmaReRIdnte | astfimgent agents, agents regulating
sebum production, agents stimulating lipolysis, anticeliulitic agents, agents stimulating
healihg, coadjutant healing agents, agents stimulating reepithelizing, coadjutant
reepithelizing agents, cytokine growth factors, calming agents, anti-inflammatory
agents, agents acting on capillary circulation and/or microcirculation, agents

stimulating angiogenesis, agents inhibiting vascular permeability, agents acting on cell



10

15

20

25

30

35

activity. 25. Cosnetic or pharmaceutical conposition,

according to claim24, characterized in that agent
wOowv)®rnoéssal i ng and/ or reepithelizing activity PEST/EP2009/001419

Pseudoal t eronbnas fernent extract. 26. Cosnetic or

phar maceuti cal conposition, according to any of the

cI ains 22 to 23, characteri zed.in that said active

is an agent with anti kl € and/ or, antj -.aqgi.n
alhasTy SEnE ended o ipaore ofhe, Selidepioelpl B, agents
widﬂhhg hirgréwth agentinhibitdiycr delayingi hargirogtha pteseniaives? perfumes,

metic or pharmaceuti cal a{f OSI tion cordi i
coMalTA 2o PBRLREAS cropniil RIT. T3 BET4ETe 852 cHipg from a
bd¥ermaithidr @rabeds Omidétal saps, ngelﬁ@tdra’(tts yarids sunscreens (organic or

Pent apeptl de- T8 and/or Acetyl hexa

tide-8.  28.
mipRIAERIloRIPiEGHRG AeRMA thalAT @StiYD SR 'Pgw'g%g's} & 3yi/erB rays). or
nidrelfthéraef. cl ai ns -22 to 23, characterized in that
sai d conposition conprises at |east one agent selected
fromthe group consisting of an anti-winkle and/or

28NEbsABid18r Bedrmakéiticat esthpositiord aBedrdinglto @idimaga, characterized in
essential oil of anti-w.inkle and/ or

anti - a

5k SAhARIVEEDE T 9P 2 HIEUE (G O AGURR SAieBLPEGomes from a
bidf@mdnffiod pPedesan agent wi th heal i ng and/ or '
reepithelizing activity or a natural extract or
essential oil with intrinsic healing and/or

2&8@6%6@& bibﬁ'é}n%@éufi/dal YordPosifidrs rmt:d;re.r@rtowmrmuraimalzz to 23,
nposi tion, according to cl| ai m 28, r.act,

ohAEtcterizer M thal wAidAqlve 2987 %{h’t‘ﬂ?e"éd‘f ‘ﬁd"% ing .aﬂag{: reepithelizing
REVityVort ¥ nafiRAt extacPBNesdRibhl diewltB iAtfielsiomeiigd ¥hd/or reepithelizing
hexapeptlde 8 and the healing and/or reepithelizing

agbYYvi ty agent is Pseudoal t eronpnas fernent extract.

30. Cosnetic or pharmaceutical conposition, according

to clainms 16 and 29, characterized in that .saj - .
250 SREEHS.PT phamasAdsal CempPHLen Aeselis BeaLs, avgeterizea in
th6 L§ERtOKitrS NEhIHgN 8A/OE IreasiteeRAsy abtivity i8 Pseudoalteromonas ferment
phosphol i pi d-surfactant m xed mcelle. 3 1. Cosnetic
&Xtraghhar maceuti cal conposition, according to any of the
clainms 22 to 23, characterized in that said active

agent is an agent with refirmng, rethickeni

2o Sopmelio ol RBARAceYTiea) cBMPESIHAR. (OEP NG PR Frng R 22 10 23

dhavsdtbrizéd M thatishid aﬂi/élagéhtllsramfag"dm agth dnetvhlnkle‘Smdigr anti-aging
and/ or restructuri nggact i Vi

asHUPhBlcR BRIl SETERhBS PRl ékwﬁ%&ntrﬁ@s'f gl anglor ant-aging
dotidity’s 22 to 23, characterized in that said active

agent is an anti-inflamuatory and/or anal gesi c agent

or a natural- extract or essential oil wth intrinsic

M iGoshihit dPRL@RCcatcH Gonositigesdacording to claim 26, characterized in
that said active agent with anti-wrinkle and/or anti-aging activity is Pentapeptide-18

and/or Acetyl hexapeptide-8.

28. Cosmetic or pharmaceutical composition, according to any of the claims:22 to 23,
characterized in that said composition comprises at least one agent selected from the
group consisting of an anti-wrinkle and/or anti-aging activity agent, or a natural extract
or essential oil of anti-wrinkle and/or anti-aging intrinsic activity and at least one agent
selected from the group an agent with healing and/or reepithelizing activity or a natural

extract or essential oil with intrinsic healing and/or reepithelizing activity.
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activity. 33. Cosnetic or pharmaceutical conposition,
according to any of the clains 22 to 23, characterized

woipootlaet43 sai d active agent is a matrix netal | 8OTAEP2WIO01419

i nhi bitor agent or a natural extract or essential oi

with intrinsic activity inhibiting matrix

nmet al | opr ot eases. 34. Use of_ g _peptide of general

formula (1), stereoisoners thereof, m xtures thereof

or the cosnetically or pharnaceutically acceptable
@aboﬁmteh@bepﬁammeowﬁl REMpOsifa, a@tomhﬁ; tol axine28, dmréaenzed in
in the preparat a cosmetic or ar ngceut j

thit 4 ARY-BHM B ARG S0 B2 NSln aF it GGPB! o SblapaPtde-18 andior
ABSBP S AEXPRPHIE-8S GAUP thShedlh@. aMAL?! dbdtithbRzind ahdlivitg, agent is
wherein said treatnent and/or care consists of
P%‘FHF’B?’@’WQO%QS fegnent exHactski n, nucosae and/or scal p

matri x netal |l oprotease. 36. Use, according to claim

35, wherein said matrix netall oproteases are sel ect ed
30 oRPEReliG A5 U PhABIRSEYGah CasRPasiliean 3aePLding NRPCIBIM§ES 3’=md 29,

cHatad®hizéd 3R tHdtesaid Cesyntbitiaglly @r apharMacéitRaly alddeptable delivery

to 36, wherein said treatnment and/or care is provi ded
ystempn usfaingd release sustRm is ARoRPRYIPIGrsUsiaciant mixed micelle.
cosnetic or pharnaceutical conposition. 38. Use, :
according to claim 37, wherein said topical or

3 Sr0SEetiGRr paermwgthaéppmmy%meﬁ*r@dtompyn%fam% clgims 22 to 23,

dHARAABRASEE I that SAIICRNIVE QFkAt is UnSidehPRAR aéﬂrmg EBItREMiRg and/or
pressure, osnotic pressure gradient, occ

erEatyG: oI OF 1 @elirei ex095todis Grserieb alewith digtrinsic. refirming,

rethickehing BhdRY rddb@bRriAG afivgsure, , mcroelectric
pat ches or any conbi nation thereof. 39. Use, according

to any of the clainms 35 to 36, wherein said treatnent

INUARMetidof pharmdcRuticH EofpoBBam Sacebrdigito any of the claims 22 to 23,

adm ni stratign of the cosnetic or pharnaceutic

drpeterized in thay saidactive ageptds g at”H"%fW'B?m%%f“@?ra?’}ﬂ@es'c agent
ota it eftrict bR @skema BNkt Hiic aafi-thfRmnSdtbA, and/or analgesic
mucosae and/or scalp conditions, disorders and/or
3e4ViRo| ogi es caused by matrix metal | oprot eases

over expressi on or by an increased natrix

net al | opr ot eases activity according to, .
- &rasmec aupbaEnareytical cemmﬁw%r%ccom%t%@ws ofthg igims 22 to 23,

AtrBolefige @ i Bt 5l REVE Agbhtagatrhatrig h@t@loﬁﬁ&léﬂusﬁi ihAiBit&fagent or a
ache, rosacea, SorIaSIS dernatltls

rapéyrﬁ.hﬂt{chor %scsggtﬁ%\ oil gx@tﬁgnt{lpg@ agﬁwtmgnhﬂa 'PQ;F"@F{XI rg’etalloproteases_

periodontitis, skin cancer, tunor |nvaS|ons agi ng

"skin, photoaging skin, wi Nkl es ressi on wi

34 Usecdf arpentide qf geppral forpyza ), ,sgi;ﬁq)l orpgrs; thereof, nr1]|i)((t|u$ess thereof or

tﬁ@'do'sﬂn'efuéaﬂly d?rpﬂﬁﬂﬁad&ﬁbal@‘%d&epfab%ﬁltsﬁﬁér@&f agbérding to any of the

ul cer
claims 1 to 10, in the preparation of a cosmetic or pharmaceutical composition for the

~ treatment and/or care of skin, mucosae and/or scalp.

35. Use, according to claim 34, wherein said treatment and/or care consists of

inhibiting at least one skin, mucosae and/or scalp matrix metalloprotease.

36. Use, according to claim 35, wherein said matrix metalloproteases are selected from

" the group consisting of human MMP-1, MMP-2, MMP-3 and MMP-9.
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di abetic ulcers, telangi ectasia, cuperosis, varicose
veins, eye dark circles, bags under the eyes, al opecia

woaod/1be8 | oss. 42. Use, according to any of PO®EER@P/NEI419

34 to 4 1, wherein said skin treatnent is perforned
for reducing, delaying and/or preventing agi ng and/ or
phot oagi ng si gns. 43 Use, acgording to any of the
clains 34 to 41, r the tr atnEnt of oral,K cavit

3rubseaccaidingio %W tm@'?@?fe 36, wre'aéea%%@egba%v care is

pRdvidREDE taidE cPArdredérrial ddpinibtigtidn’ eRtHEEEdsnidtichér pharmaceutical
and/ or scal p and/or hair hygi ene. 45. Use, according to

CaQmpPosition-he claims 32 to 39, for the treatnent of the
body skin or body hygi ene.

38. Use, according to claim 37, wherein said topical or transdermal administration by
performed by means of iontophoresis, sonophoresis, electroporation, mechanic
pressure, osmotic pressure gradient, occlusive treatment, microinjections, pressure
needle-free injections by means of pressure,, microelectric patches or any combination

thereof.

39. Use, according to any of the claims 35 to 36, wherein said treatment and/or care is
provided by means of oral administration of the cosmetic or pharmaceutical

composition.

40. Use, according to any of the claims 34 to 39, for the treatment and/or care of skin,
mucosae and/or scalp conditions, disorders and/or pathologies caused by matrix

metalloproteases overexpression or by an increased matrix metalloproteases activity.

41. Use, according to claim 40, wherein said conditions, disorders and/or pathologies
are selected from the group consisting of acne, rosacea, psoriasis, dermatitis, atopic
dermatitis, eczema, sensitive skins, gingivitis, periodontitis, skin cancer, tumor
invasions, aging skin, photoaging skin, wrinkles, expression wrinkles, stretch marks,
keloids, hypertrophic scars, cellulitis, orange peel skin, tumour. metastasis, ulcers,
diabetic ulcers, telangiectasia, cuperosis, varicose veins, eye dark circles, bags under

the eyes, alopecia and hair loss.

42. Use, according to any of the claims 34 to 41, wherein said skin treatment is

performed for reducing, delaying and/or preventing aging and/or photoaging signs.

43. Use, according to any of the claims 34 to 41, for the treatment of oral cavity

mucosae or for oral hygiene.

44. Use, according to any of the claims 34 to 41, for the treatment of hair and/or scalp

and/or hair hygiene.
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45. Use, according to any of the claims 32 to 39, for the treatment of the body skin or

body hygiene.



