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Gel useful for the delivery of cosnetic active
ingredients. The present invention relates to a
W@ omsas83e3 conposi tion, topically adm nistrabl ePCT/RP100B054574
formof a solid powder, which conprises a mxture of:
a polynmer which forns a gel; a surfactant and one or
| ° °
L Akt ORI lipely D bpbiol Mk ingredients.
recanstituted with a suitable amount of water, or a "
| ahPg soreamyh, IneuTahs TRIGHE Wbt a1 qOMEHSy crpfmpsition,
or treating said disturbances of the skin. The present
topieadhit | admigist@bleel #1edheo fargbspét bc s@led opawdart which
of L-carnitine or an al kanoyl L-carnitine with am no
coatprseban i mixfurendfa & Ipalytigr mwhisdh dbrmR ias gbl,daogenfactant
or a straight or branched-chain al kanoyl group having

anét ®neabp o oFeonstise! ﬁfér%@iiéﬁ@éndiléﬁﬂ ri%lfptr%%ﬁilgtdi@ﬁu%ances
acetyl, propionyl, butyryl, valeryl and isovaleryl; Y

[ h [ P ' caurri ' N=Y .
of 5 AT 98, ST, AP JShAPORIE, 19, LEBRGHEATSY with o
L. sql.euci ne, val.ine, cysteine, .argihine, glutanic acid,
suihlgrmeint of Watee, op g digwid SplkiRe, trasddrne gel useful
serine, proline, hystidine, nethionine, phenylalanine
formpreveningpbatecating saidodisturbamagst PbtacsKibe
salified at the am no group, preferably with a
hy dThlkeap ogsen tanieerstioh fsrthygredatey te aacbosdnttic use of a salt

of L-carnitine or an alkanoyl L-carnitine with amino acids having

formula (I):
He  OR O
HC—NM {Y}
37
H,C OH
(1)
in which:

R is hydrogen or a straight or branched-chain alkanoyl group
having 2-5 carbon atoms selected from the group consisting of
acetyl, propionyl, butyryl, valeryl and isovaleryl,

Y is the anion of an amino acid occurring in proteins selected
from the group consisting of: leucine, isoleucine, valine, cysteine,

arginine, glutamic acid, glutamine, asparagine, glycine, alanine,
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phosphoric acid; The salts of L-carnitine or an

al kanoyl L-carnitine with am no acids of fornmula (I)
wa@e@sassshal agents for preparing a cosnetic COPQDEPI0DO54574

topically adm nistrable for ﬁipporti ng the fibrous

matri x | ayer of tissue beneath the skin; for

thPESYEY | 8GRl gﬁjdﬁ%éhggﬁalﬁEP%EH{lﬁﬂ&p%h %@o\?ylear}figme and

protruding 1nfot erms,
havi cellulite, or for the purpose of causing the
try; fon of laxed or wrinkled tissues bel ow the

surface of the epiderms. Field of the invention The

di sthebaniom ¥f can peptionialkude waliiaduatt Hee badyinios group,

not uniform In certain portions of the body it is
profersény witlyraahydbohedbrgen sacitl auidhn ddhehpdboch kréouscid or

tissue. A distinction nust be nade between fat and

ph@igﬂﬁqctdeﬁgye; the latter being a distinct tissue,
the former an oily substance. Adi pose tissue consists

of I sigke ed t ' trer Lfat . .
el TE balfSehf i ealfil The el 2HsRhaPLdrsetihECwiga amino
tissug..Fat cel vary greatly in size; having an .
aclﬁfpr%fiifi?éf%ufﬂ ahit%?e oFgﬁ tal@fé)@ W@?aé?%gfar regmetic
of a delicate protoplasmc nmenbrane filled with the
conipgsiditnst dnpecally clrdminisfuablelufong supgpomding the fibrous

solidifies after death. These fat cells are contai ned

matridi Bgieet ef disistierisehvathettes esitiag ffr foreecavimeduvéermal
tissue. Areolar tissue is a formof connective tissue

tis‘éﬁ@g;?g% I@:?lr‘]ctbgl\fg téigf %é’%%tﬁ\ﬁ&fﬁg' Vigith! &6 U dTRlerntid; Sfor treating
patients having cellulite, or for the purpose of causing the
contraction of laxed or wrinkled tissues below the surface of the
epidermis.
Field of the invention

The distribution of adipose tissue throughout the body is not
uniform. In certain portions of the body it is present in great
abundance such as in the subcutaneous tissue. A distinction must
be made between fat and adipose tissue; the latter being a distinct
tissue, the former an oily substance. Adipose tissue consists of small
vesicles referred to hereinafter as "fat cells" lodged within the matrix
of areolar connective tissue. Fat cells vary greatly in size; having an
approximate diameter of about 0.05 mm. They are formed of a
delicate protoplasmic membrane filled with the oily substance which

is liquid during life but solidifies after death. These fat cells are

contained in discrete clusters in the areolae of fine connective tissue.
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spaces whi ch open into one another and are easily
perneated by fluids. Areolar tissue binds different

w@a008a38363 t he body together. The el asticity ofper/gpioar/os4574
ti ssue and the perneability its areol ae allows the
various parts of the body to*hove relative to one

ano reicyl e egtd t] .

s Poorhareath thedsivrtl oL RiheCHRRc teglle ' iiftRin. the

._over_the body, .connecting the.skin (derms), to

n %ﬁaﬁﬂaseﬁmr?%@a%%. tus.%%%n%m s h e%’éﬁﬁe)é?e igte areolae or
occupied by fat cells; the matrix and fat cells

spaeast mhichngpsi ppée enesavolfthand REe¢egasidy tpermeated by
alternatively herein as "depot fat". Cellulite is

fluigpi dalelofar himsaed dyinzed dbferttrplardetodr flor dddn tdgether. The
a breakdown in bl ood vessel integrity and a | oss of

ele@ﬁﬁ’éi‘t&%fhf‘@él‘éﬁ“ tisstie Lhe o8 ff?érrﬁ@ﬁbﬂli'ﬁﬁ%'m%é drR8hé allows
of the skin. The vascular deterioration“tends to

th e{arggfilgsﬁ]gﬁ‘fsﬁ gﬁm@{e 'B%tcgf gb | ﬁl'gvﬁlgélétf{%c rt$ zcgrgg ranother. Most

ers prot synt and

processes, which results in, dermal .thinnjng. The ..
PaEHGHIET i ATEOISF RN eHAYR ISSUS bu foyneh SHisalBthe skin in a
becom ng engorged with lipids, swelling, and clunping
condiguadys, lagerwelll ouer eth@egs)dtyl, wennectimg thei skithddermis) to
dermal and subdermal regi ons of the skin. Thus,

suibadé&hﬂttais&leéf IThctednw parcel the idedlesdate bevepied by fat
t hi cker subcutaneous fatty layer of skin. In the

ceggy%ﬁ%e%éfﬁggﬁnaf &€ ldetls E@ns"tﬁﬂt%&’%?&%%iﬁf thitfksue which is

eposits cal septa begin to for e fatty

re SRR Prb RPN AR GEC Aol B 2 cel T s e

Cellulite is typically characterized by dermal deterioration due
to a breakdown in blood vessel integrity and a loss of capillary
networks in the dermal and subdermal levels of the skin. The
vascular deterioration tends to decrease the dermal metabolism.
This decreased metabolism hinders protein synthesis and repair
processes, which results in dermal thinning. The condition is further
characterized by fat cells becoming engorged with lipids, swelling,
and clumping together, as well as excess fluid retention in the
dermal and subdermal regions of the skin. Thus, individuals
afflicted with cellulite tend to have a thicker subcutaneous fatty
layer of skin. In the advanced stages of cellulite, reticular protein
deposits called septa begin to form around the fatty deposits in the
skin and occlude the fat cells. As the condition further progresses,

hard nodules of fat cells and clumps of fat surrounded by septa form
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hard nodul es of fat cells and clunps of fat surrounded
by septa formn the dermal region. This |leads to the

we oBasssdf the skin displaying considerabl e PCT/EP2007/054574
het er ogeneity and bei ng char eh%:_teri zed as having a
"cottage cheese" appearance. This appearance i s nost

in AR OPAEE A SHETIR R T W Sabipc PL DGR, Bid taying

d i i th ffected i , .d d fil f .
copgideiahic dieaerrBstivy 11 o Dginge CDATAGLGEZEdT i ehp¥ing a

no quick fix solution for cellulite reduction, and the )
"coltageushesit nBpPeareRpendhie appcamneess est propeunced in
to watch what we eat and drink, and burn those
oveaweiglets ihgivdrerads sindividumlsegilacebadite. al§wtsaddio have a
of OTC potions, creans and pills to conbat cellulite

thﬁﬁ’f@rfé]?ﬁﬂéﬁnish?aﬁﬁr kRirlRIY frhetH@chfreer@d Npedibdf, decreased

cellulite i1s still stubborn and refuses to budge

LY. ea C I ' r ends to
firf i of e SRAE Al e terb B bt BLEUMAT I eker uae
caf fei ne,. theophyl|ine, anpd.am pophylline. Xanthjnes
ot 1higa8 isumr eitiekt B sPBAdoBs fon GGy edaCHgh, and the
cells and thus reduces the size of the fat cells. The
obwidwstand maest inespensiviewsay tiostreatpesliulitens tohwateh what
cell s becone rehydrated as soon as the individua

wd eat eitid snkheurd dBuntthbseAcalaileal pyodxatdigingeomadregular
m neral s have individually been admnistered to treat
baggEtain skin and other problens that occur when the
patient has a deficiency of that vitamn or mneral.

VIt 3fllisands of OTC potions, creams and pills to combat cellulite
have flooded the market but the fact remains that cellulite is still
stubborn and refuses to budge easily.

The appearance of cellulite currently tends to be treated by
administering xanthines, which include caffeine, theophylline, and
aminophylline. Xanthines acts as a diuretic that removes water from
the fat cells and thus reduces the size of the fat cells. The effect of
xanthines, however, is temporary and the fat cells become
rehydrated as soon as the individual replenishes the lost water.

A variety of vitamins and minerals have individually been
administered to treat certain skin and other problems that occur
when the patient has a deficiency of that vitamin or mineral. Vitamin
A, for example, assists in the treatment of acne and to facilitate
wound healing; vitamin C (ascorbic acid) assists in the prevention of

skin bruising and wound healing; vitamin E is an antioxidant; and



10

15

20

A, for exanple, assists in the treatnent of acne and

to facilitate wound healing; vitamn C (ascorbic acid)
W@s@Basss9s n t he prevention of skin bruising aneicmapId7/0s54574

healing; vitamn E is an antipoxi dant; andcopper

assists in the treatnent of astic tissue defects.

copgr Uist<"in"the & meERthr CRIc Hiue Hefeetsii¥idner, K.
H.ooARsa Asadetieln. . b, TS BiCh P80 6. 1993].

synthesis. [Dal, W, Mdical Wrld News, p. 12, March

Topagah useviof ayvitanEn & dsealsohaligved 49 wiard off sun damage,

anti-inflammatory agent, for enhancenent of skin
redracst reakdonn fafr ddamegtipe ottisshies) afndelpossilalhyd promote
for retardation of premature skin aging. It is known

collﬁgbnprs h‘é%‘ié.VﬁDiéLe WQdMe&&aQOW@HHC%\I&%E%J ti®N March
to prevént the growmh of 'm croorgani sns (eg, bacteria

L) i.C {1t r s ossi bl
1R iR S U PR GRIE At B AP fAMARRSY dgent, for
reservative reirritant for the in. In fact, "U
en _ar;g;gaeyﬁdo%sgénpga}mﬁpgﬂzgﬂ%’ e 1) rlg,o’tecﬁon of cells,
Novenber 199 1; revised May 1995" reports that
angk bor ot teg diedien sf ereroatyos sitincagisxwtt i ons conduct ed
by the North Anmerican Contact Dermatitis G oup,

preler igat kersvar etlide peesotvamses cemonaddesle €6 cosmetics
allergic and irritant reactions to cosnetics. FDA al so

coh§p8sitiort WY prévédP4He “%9(‘0‘6\%]!1 fopfrﬁ)&ﬁaffgéﬂls{r?% Eea%, ebacteria

reports of adverse reactions to cosmeti cs;
oo, BHENS TR BrBICERE VARG, AR bo R Rbr e wer
It is also known that said preservatives are irritant for the skin.

In fact, “U. S. Food and Drug Administration, FDA Consumer,
November 1991; revised May 1995” reports that according to a study
of cosmetic reactions conducted by the North American Contact
Dermatitis Group, preservatives are the second most common cause
of allergic and irritant reactions to cosmetics. FDA also reports that
in 1994 received approximately 200 reports of adverse reactions to
cosmetics; skin-care products and makeup accounted for about 65;
most of the 65 reports were either allergic reactions or skin
irritations.

In “Nutrition Health Review, Fall, 1990” and in “In Contact
Dermatitis; 1987, Jul; 17(1):26-34” is reported that a preservative

for cosmetics “Kathon” is a "major cause of cosmetic allergy.
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irritations. In "Nutrition Health Review, Fall, 1990"
and in "In Contact Dermatitis; 1987, Jul; 17(1):26-34"
w0 2008ap83p% ed that a preservative for cosneti csp¢RaPivoNis4574
is a "major cause of cosneti cqal | ergy. I n Dermatol.
Nurs. 2006; 18(2): 130- 136, 1s reported that

for fpal i%l%ﬁﬁgéﬁ' 3-89 PO6EE! ‘1%‘('2);%%611{}968; iei‘ée f&rted that

conmonly used chémcals n this 'categor
aterniym 15, dinethyl -di peth hydant oi n,
o HRldERr frnerasid PrabsstrleR Ither BRE mil otimonly used

brono- 2-ni tropropane- | ,3-diol (bronopol)], useful
chemigedevimt this gedagaryf age agvasgariva-paet dimgthyl-dimethyl
cosneti cs product cause localized allergic reactions
(DAO M) Uptd antoinl, nirmpid aeokiflintyle Ureagedimpdiédiofl urea, and 2-
products useful for treating skin disturbances, in

bréﬁ%@—irﬁtrfdgﬁg’og)dﬂej 15.3s8idl ﬂ)r%@fcggc%l)’]?d a1t FoaVvSreventing

new vehi cl nd new active ingr ents, useful for

ar i ag Tet | itions for .event |
o BH BT O e BB RN BB IR G sORB RS iR cauise
drawbacks of the productg known in the art. Detail ed
localized eﬁesslfore% ong2Rei FHRHORSEs now been found
that a solid powder, which conprises a mxture of a ]
nat ln &lpite of yhehkerige munyher offpiroduehsmesafgefor treating skin
surfactant, and one or nore active ingredients useful
didtarrdiecey, eiveobsnretic figl@dt nenstilota gesteivbadncesdab hhee new

skin; once is reconstituted with a solution provides a
veHR1e8Ubh@P el OAcGPe "BidrediShts, useful for preparing cosmetic
compositions for the preventing or treating skin disturbances, which
do not show the drawbacks of the products known in the art.
Detailed description of the invention

It has now been found that a solid powder, which comprises a
mixture of a natural or synthetic polymer which forms a gel, a
surfactant, and one or more active ingredients useful for the
prevention or treatment of disturbances of the skin; once is
reconstituted with a solution provides a gel suitable for cosmetic
use.

The powder according to the present invention, respect to the
gel or cosmetic compositions present on the market, presents the
following advantages:

(a) is useful for preparing composition for the delivery of

cosmetic active ingredients which are not stable in solution;

(b) may not contain irritant preservatives;
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The powder according to the present invention, respect

to the gel or cosnetic conpositions present on the
wookasg3opr esents the foll ow ng advant ages: (alPC1/EP2007/054574

useful for preparing conpositjon for the delivery of

cosnetic active ingredients ich are not stable in

sol yiian; %ﬁ% @yppgépar ekl ydrta?f%todg ﬁﬁl 1¥la<5f\é%ﬁ'u liquid

(c) I's use npor aneous 11 qui d

S ui 0Si ont be directly a |edtot
cofpasiiad 4 nﬁﬁ%&g Yorppligst 461 € sty e s Bic or o

applicati onE Is therefore_an object of the present
dopavienta daya Qi’oin‘qi) icafipah conprises: a ) a

natural or synthetic polyners which fornms a gel, an

exahpisethérafoird aolobiect iof thecprosamt vhughtioel yneolid powder

such as Carbopol; b ) a suitable surfactant sel ected
wHitetogfstiyey dodecyl sul phate; ami no aci d based

cat| oni ¢ surfactant nmade from for exanple,

[ Py I r C
fat %E %CIB TP%I %{\f' %%hgﬁ&gcbg e‘géﬁééjr‘?‘l Sﬁﬁi:cq%ur ? tat§el an
and J ne act.ive ingr.edi ent . usgefu for t he
exarréw&t@ﬁnsada e PelRERt 151 2 SAUP OB cHkn Pﬂ]é’IQF?FnSUCh as
sel ected from - agents supporting the
Cavbopsd r cul ati on which include, but are not limited

to, extracts of G ngko biloba, ruscus, nelilot, red
vi nB) \d bguitible surfactant selected from: sodium dodecyl

sulphate; amino acid based cationic surfactant made from, for
example, L-arginine, DL-pyrrolidone carboxylic acid, coconut fatty
acids; or amino acid-based nonionic surfactants; and

c) at least one active ingredient useful for the prevention or
treatment of disturbances of the skin selected from:

- agents supporting the microcirculation which include, but
are not limited to, extracts of Gingko biloba, ruscus, melilot, red
vine, viburnum;

- agents for the activation of the lipolysis which include, but
are not limited to, extracts of Ground ivy (Glechoma), root of
Angelica, extract of Paulinia, Subdued or of the xanthic bases such
as cafeine, theobromine and theophylline;

- anti-inflammatory compounds which include, but are not
limited to, rosmarinic acid, glycyrrizinate derivatives, alpha

bisabolol, azulene and derivatives thereof, asiaticoside, sericoside,
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- agents for the activation of the Iipolysis which
i nclude, but are not limted to, extracts of G ound
w0 Yps(1&8echoma), root of Angelica, extract of RemEPI0A)54574
Subdued or of the xanthic basges such as caf ei ne,
t heobr om ne and theophyl line;” - anti-inflammtory

S | I no t
rugeggafriﬁl cg\%%:l?lh e'g%(\cycyr r @H (?ég:?%er%%g vgéjt utlf}uﬁ acid and
bol ol az d der tives th eof
defisilitiess thafol Ehtedlin e Ehitnes Bhefobescol i n.
quer cetin, rutln betulinic acid and derivatives
t her &N whitehing enm pevndst vdshtmaluele, butrra not limited
whi t eni ng conpounds whi ch include, but are not limted
to} feruley akid, hgddoghydonguy 'ambmtine,r bntl kejicansdkoj i c
acid; - antioxidants and anti-winkling conpounds

whi Chahﬂ%kh@ﬁnt@ Wnd" antRiviih®liRE ddnpotinds! wﬁ”éh include,
derivati ves, tocopherol and derivatives, salicylates

o O R 7,55 PTG B el ane

agents which i.ncl ude, t. arenot limted to a
depdmishDBaHeases atiddhpin deRyati¥asic acid, glycolic

acid, mandelic acid and m xtures thereof; - essenti al

fattyageinds (vERieh émgmovey skini npenesrationl end wiffisacy of

def ence agai nst oxidative stress, by entering in the

cohmpich birtsysllhEse g tepddchi ﬁl@lm:ldqrbwt dimgnlotpiigtted to a
for the barrier formation of the epiderms; preferred

| d
m@ﬁé@ﬁffbé&yﬁ%ﬁé?ﬁd%c?g@cﬁgg}l‘?}f 18€ti80a {cﬁggf (s 1 QEEH mandelic

consi sting I No ganma- c acid
linolenic
ac1c? e 2 s ““%ures theréof;

- essential fatty acids (EFAs) exerting an important role in skin
defence against oxidative stress, by entering in the lipid biosynthesis
of epidermis and providing lipids for the barrier formation of the
epidermis; preferred essential fatty acids are selected from the group
consisting of linoleic acid, gamma-linolenic acid, homo-gamma-
linolenic acid, columbinic acid, eicosa-(n-6,9,13)-trienocic acid,
arachidonic acid, gamma-linolenic acid, timnodonic acid, hexaenoic
acid and mixtures thereof;

- sunscreens, for example, derivatives of Para Amino Benzoic
Acid (PABA), cinnamate and benzophenone derivatives such as octyl
methoxy-cinnamate and 2-hydroxy-4-methoxy-benzophenone; or

- salts of L-carnitine or an alkanoyl L-carnitine with amino

acids having formula (I):
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acid, colunbinic acid, eicosa-(n-6,9, 13)-trienoic
acid, arachidonic acid, gamma-Iinol enic acid,

wo 2omsassns ¢ aci d, hexaenoi c acid and m xtures POEERDNT/N054574
- sunscreens, for exanple, levatives of Para Am no
Benzoi ¢ Acid (PABA), cinnamat®e and benzophenone
derivatives such as octyl nethoxy-cinnamate and
2- hydr oxy- 4- net hoxy- benzophenone; or - salts of
L-carnitine or an Ikanoyl L carnltln wi th am no
aci ds having for IaF%C Q@hi ch|{ R |s hydr ogen
or a straight or \g?aﬁgr%ﬂbano I p havi ng
2-5 carbon atons d |st|ng of
acetyl, propionyl, b ryI val eryl an |sovaleryl
and Y is the anion-of an amno acid octurring in
proteins selected fromthe group consisting of:
| euci ne, isoleucine, vahine, cysteine, arginine,
glutam c acid, glutam ne, aspayﬁglne, gl yci ne,
al ani ne, threonine, serine I ne hystidine

in JEhiGRT gptiso RYA ehet & i B R theogrin hlkanoy!

preferably with a hydrohal ogen acid such as
groygrbaning 2 Saeabon aipsapeleetest frpmpthg grewd eenpisding of

i ngredients are those which are not stable in water or
acetyls grofpionyl nbatyprlefailemnd disd dsopabaryl; Andarni ti ne

gl yci nate hydrochl ori de .
Y is the anion of an amino acid occurring in proteins selected from
the group consisting of: leucine, isoleucine, vahine, cysteine,
arginine, glutamic acid, glutamine, asparagine, glycine, alanine,
threonine, serine, proline, hystidine, methionine, phenylalanine and
tryptophane;
the anion Y- can optionally be salified at the amino group, preferably
with a hydrohalogen acid such as hydrochloric acid or phosphoric
acid;
preferred active ingredients are those which are not stable in water
or in solution; most preferred is propionyl L-carnitine glycinate
hydrochloride.
The powder according to the present invention once reconstituted

with water or a solution, provides a gel suitable for cosmetic use.

It is a further object of the present invention a gel which comprises:
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The powder according to the present invention once

reconstituted with water or a solution, provides a ge
w@eoosakdses f or cosnetic use. It is a further obperEPDN7/N054574

the present invention a gel ich conprises:a ) a

natural or synthetic polymers-which forms a gel, an

exaﬁPaS %gtgl‘?hij BP' ¥ ’Ehéﬁct gbﬁqgﬁ%% ‘%{1& PRIJHE' an

suc surfac select &d gel,
fro ium ode sul. hate m no aci d bas
XD 8 STKACPANTRddST ontat ovRex dipl b, bolymer such as
L-argi nine, DL-pyrrolidone carboxylic aci d coconut
Carlopplaci ds; or am no aci d- based noni oni ¢ sur f act ant S;
and ¢ ) one or nore active ingredients useful for the

pr ebentd oguitableeasefdctantdi stlechedcesoat: t Bedsliim dodecyl
mentioned above. It is a further object of the present

sulpMaeé; omAnBeRqd qias%epééﬁbh@@ §hrfei@taﬁﬁ"‘%‘hd%f frBen, for
i nvention which conprises the follow ng steps: a

a| h n r
6X§u. i 8flinn Dby iy 48%%150%@ acft asﬁgﬁ%mt fatty
and one or nore.activ redi ents. nentjoned .above,
R PRR P eﬁédﬁvaﬂsc?imqr%@ms SIgacianESRRgl the pH
SU|tabIe i norgani ¢ and/ or organic basic conpounds can
be asedec an menephetvie imgredinindsbasefuk éopdedpirevention or

sodi um or pot assi um hydroxi de; an exanple of organic
trézftsnene ofptistdsbancas efsiie skimeaendigetdetrd.rom

| ysine, arginine, histidine, or ornithine;

It is a further object of the present invention a method of
preparation of the powder of the invention which comprises the
following steps:

a) preparation of the gel dissolving in water, or in a suitable
solution, the gelling agent, the surfactant and one or more active
ingredients mentioned above, maintaining the pH from 4.0 to 6.0; to
control the pH suitable inorganic and/or organic basic compounds
can be used; an example of inorganic basic compound is sodium or
potassium hydroxide; an example of organic basic compounds is a
basic aminoacid selected from lysine, arginine, histidine, or
ornithine;

b) the gel so obtained is divided in single doses and put into
vials;

c) to obtain a powder the vials of step b) are lyophilized;

alternatively the gel of point a) is directly subjected to Spray-drying
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b ) the gel so obtained is divided in single doses and

put into vials; ¢ ) to obtain a powder the vials of
wGeb@p/1k83y3 are | yophilized; alternatively the getT/@P2007/054574

point a ) is directly subjec ?d to

Spray-dryi ngprocedure and the powder so obtained is

prBay L FRB IR R ATPUB oL R, T PRAFEE B,

ef ore“the use neé e ‘recons

. a suitabl e amount of water, or a solution, to obtain
In{Q,¥13JSt to be applied to the skin. It is a further

object of the present invention a cosnetic

conpbsi t Powdeonpo sphgained pdagfereortheie Wy needs to be

nmenti oned above, and optionally at |east one excipient
recondfitueed wétlecheduitable ambuckenérwagent o m avlution, to

sui tabl e proportion well known to the skilled in the

ob®in tﬁéeg@‘@betatfbﬁﬁéﬂ% @9eR/kiaglr e guns such as
xant han,” carrageenan, gelatin, karaya, pectin and

| ocyst. _bea I r~has C [ . .
confiodst EousdHah . SRR E AR G In Sntion o gosmetic
the growth of m.croorganisns; suitable preservatives
COPRPTIOT RYMREPIIS tHE ROWGIEH 3 Hor gslansgitipned above, and
hydant oi n derivatives, propionate salts, nethyl
opprdén atdeepy longacspgnenit mrdd doleindi sglecte@dromudi um
dehydr oxyacet at e benzyl al cohol, and a variety of
quat ehickenermaeint’ ieoapgusditabife gaerpmitioresvell fkradown to the

are added any suitable proportion well known to the
sklfed | Gl tHe LAR; 2kkemplary thickener agent are gums such as
xanthan, carrageenan, gelatin, karaya, pectin and locust beans gum;
said water-based cosmetic composition can be protected;

- preservatives against the growth of microorganisms; suitable
preservatives include alkyl esters of p-hydroxybenzoic acid,
hydantoin derivatives, propionate salts, methyl paraben, propyl
paraben, imidazolidinyl urea, sodium dehydroxyacetate benzyl
alcohol, and a variety of quaternary ammonium compounds.
Preservatives, if any, are added any suitable proportion well known
to the skilled in the art;

- silicone polymers in any suitable proportion well known to
the skilled in the art;

- emollients acting both as carrier, to facilitate the dispersion
of the active ingredient and skin softners; emollients may be

incorporated in the cosmetic composition of the invention in any

suitable proportion well known to the skilled in the art; suitable
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- silicone polynmers in any suitable proportion well

known to the skilled in the art; - enpllients acting
whodos/1zs39xarrier, to facilitate the di spersi onPOf/EPIv87/054574

active ingredient and skin s?%tners; enol lients may be

i ncorporated in the cosnetic €Conposition of the

erﬁcal’%?ftgoﬂlaf %n& '1f1@8|1? ee%{h gﬁﬂ@dl &E@ﬁﬂcap chlit€gories

e ar SUI ta

cl assi fi under . such eral che cate S
asgetting, FHY\AGSSTH LS SOlaN of Bladadrocatbons; an
hydrocarbons an exanple of fatty di-esters include:
exanbpley pf datiyadeesiees hpcledpacibutyHieidipptopgliethyl sebacate,
di nrerate, propylene glycol nyristyl ether acetate,

diidoipsopiyd p)dimelfepw, e, proplyleinect glycalccimatistyla ne&xaa:np beetate,
of branched chain fatty esters include 2-ethyl-hexyl

diid¥ 'rég)?q gr QRYd élb%@%?ts‘@ldt”ﬁa'téoﬁhe@kﬂn ple of branched
pal m t at exanple of tribasic acid esters include

ch 115'&%??3? %I%%éré 181 (g% ?g rHéxSﬂS urai{atgt %]%r%%yl stearate
o S IR AL s e

eurcate, stearyl oleate coco cap ryI ate/ cap rate, and
trlmmomdt trifacdeats tsitarpind oftrate,t iribldimone, amtl saturated
acids are G o-C20 conpounds such a s cetyl, nyristyl,

or pahwattutased ségetableabilghohns ardnapladsif enreﬁghrtpbhaaﬁ fatty
pol yol s are |inear and branched chai n al kyl

esEé%ls)\; Pﬁéﬂ:g g?élyc :}gaﬂt oftﬁ??y?n%r@éf&ggllégﬁ@“d oleyl eurcate,
st 2??4'&?& o gq%ipis%uo‘%gre CARBIEr” KPR o E5Tfonetliinoate; an

l'i near
example o? atty alcohols and acids are Cio-C20 compounds such as

cetyl, myristyl, palmitic and stearyl alcohols and acids; an example
of polyols are linear and branched chain alkyl polyhydroxyl
compounds, such as propylene and butylene glycol, sorbitol
glycerin, as well as polymeric polyols such as polypropylene glycol
and polyethylene glycol; an example of hydrocarbons are linear Cio-
Cszo hydrocarbon chains such as mineral oil, petroleum jelly,
squalene and isoparaffins;

-water;

- colouring agents,

- opacifiers;

- perfumes.

It is a further object of the present invention a cosmetic

composition comprising as active ingredient propionyl L-carnitine



10

15

20

25

C30 hydrocarbon chains such as mneral oil, petroleum
jelly, squal ene and isoparaffins; -water; - colouring

W@o@niiss393 opacifiers; - perfunmes. It is a furpdiBEP2007/054574
obj ect of the present invent'h n a cosnetic comnposition
conprising a s active ingred' nt propionyl

gl}kﬂﬁ%& Bgﬂ?@:ﬁféﬁé&e 8?'@ é)‘};éﬂjf 5 AR AR % 9RalkeY 1ﬁ%redient

rve i ngrédient exci pient nmenti
nap/a IS, a futher ﬁ@&d of the present invention
&y g}gcmlepﬁénga joesh or the gel mentioned
above, for preparing a cosnetic conposition useful for

t heltpigverurshesrobjesit aeriheoprasentripaiegdiont thaeuse of the
skin selected fromcellulite and winkle. It is a

sofidr ploevd@bjorcthefge¢lhengntseard abomtifor phepasmgfa cosmetic
propionyl L-carnitine glycinate hydrochloride, for

coRiSPSid1Y EsCRAMRIH EhEOPRARIAIOA YBairkhthRint BE dlsturbances
prevention or treatnment of disturbances of the skin

°f§ R s R ATEpHL P RRE AU IEE T on el &

vention rel ates
o e St SRLEE T L L B e o
conpr|3|ng one or nore active ingredients, and/or one
propiomyk bocampitingi |glpeinateantysiroohdonideporfor preparing a
exci pents.
cosmetic composition useful for the prevention or treatment of
disturbances of the skin selected from cellulite and wrinkle.

According to another of its aspects the present invention
relates to a kit for the topical administration of propionyl L-carnitine
glycinate hydrochloride, optionally comprising one or more active
ingredients, and/or one or more suitable diluents, and/or one or
more excipents.

Further object of the present invention is a kit comprising the
powder of the invention in admixture with one or more active
ingredients (useful in the cosmetic field) and, separately, in the same
or in a different container/vial, water or a liquid solution suitable for
obtaining the gel of the invention.

A further object of the present invention is a kit comprising the
powder of the invention, in which the active ingredient is propionyl
L-carnitine glycinate hydrochloride, and separately, in the same or

in a different container, water or a liquid solution.

A further object of the present invention is a kit comprising:
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Furt her object of the present invention is a kit

conprising the powder of the invention in adm xture
WOWa0is/188383 or nore active ingredients (useful iPCT/ER2007/054574

cosnetic field) and, separatily, in the sane or in a

di fferent container/vial, wa ér or a liquid solution

sui t abl e1f.0 I ni . Of ' Q.
Furt A 55 BeR st P IROtoR (PP shBEl s, a’tompound
cor}m’i sing the .Eovvd r of the invention, in which the

UG £OF s EaFERtUSS: propi onyl L-carnitine gl yci nate

hydr ochl ori de, and separately, in the sane or in a

di ff?)&:{H%egQﬁI A ! aﬁ\ﬁﬁztee'in edichitadsangr sk ic%%:rrtletic use (in

Af ur ject of the pres@nt invention is a ki

C ri si{ng: t he. powder t invention (not m xed
R SBh o el ol Bordes REmE ) ') “one. or
nore active ingredient useful for cosnetic use (in

l'i quicyl, watdrdor | ¢RNidISbhefioRo¥deiatilerfak; oBfinény the gel of
water or a liquid solution suitable for obtainingthe

tg}%lelri‘?\?ﬁ%ﬁgﬁ'énl\sﬁe%h%h {He ﬁ@‘}l‘:&)t {i‘?gl‘hetdiéﬁ?% %1[159 G SHS same

ane contaln vifa separat e space,

and said, (three) co nents can he easi.l 1 xed
PUeiRes/ il dbk s RATRE goats: A 330 IR WaTERoRgts can
be directly topically adm nistered. The expert in )
heogesilyemixed ¢ogaerer tosebtain dhsi gpl afgtleetinsigntiem ewhich
cont ai ners which contains, for exanple, the gel m xed
maybodérestlynopickligadmingstpoeder and separately (in

the sane container) a liquid; or 2 or nore different

powd%_rs and a ljiquid; for ) )
he expert in container for cosmetic use can easily suggest

suitable containers which contains, for example, the gel mixed with
one or more drugs; or a powder and separately (in the same
container) a liquid; or 2 or more different powders and a liquid; for
single or multiple applications. Different containers/vials are also
included in the present invention.

According to the present invention propionyl L-carnitine
glycinate hydrochloride in the form of cosmetic composition is
administered topically, in the form of cream or lotion, comprising
from 0.5 to 45% by weight, preferably from 5 to 35% by weight, more
preferably from 10 to 25% by weight of active ingredient, optionally
in admixture with suitable customary auxiliary agents. The preferred
dose is 20%.

According to the present invention propionyl L-carnitine

glycinate hydrochloride, in the form of cosmetic composition, is
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single or nultiple applications. D fferent containers
/vials are also included in the present invention.
w@eamensisng to the present invention propionyl PCT/EP2007/054574
L-carnitine glycinate hydrocEIF_)ori de in the form of
cosnmetic conposition is adm nt'stered topically, in the

e ti.an, .Singefr 0 t %.by;
ad el R HA, URCCTAEE, O Wi OF i ¥t o e
referaply from 10 to 25% by. wei ght. of active .
refigraliibed WEBVERST 1 R GHiA FOMEoR - SP BT sig from 0.5 to
customary auxiliary agents. The preferred dose is 20%
3584¢ dey aveighte mﬁéemlfelyeﬁpmrﬁ/ém?g% gropieight, more preferably
L-carnitine glycinate hydrochloride, in the form of
fraansriat ctacobpdsi biyonweigtadnohi atved ingpedadrty ioptidieally in
formof gel, or powder to be reconstituted wth water

ad@hix@ureGrith SOitIBIRNcu SRR NG {47 Agent. 35% by
wei ght, preferably from5 to 25% by wWwei ght, nore

ot s Biice SRif Hendent B SltioR ot figpation can be

custopary auxil.iary agents, The topical skin treatnent .
forgBated f1pnall thadOrRTR AEPiSS diechant BeAiErcare: dodian, fluid
the forns topics used in beauty care: lotion, fluid ]
creaeprereamaor gelgéhe Tompoesipisyl agn beapabbagedkayedsuitable
in a suitable container according to its viscosity and

cohtairier aacenrdatg useidy vistvgiserandaio ekanpitended aideoby the
or fluid cream can be packaged in a bottle, in a

usks! |F‘(|kﬂ]a|éx 1&C3Y ‘H)tio‘cr)f cgfe‘fﬁﬁal“c?eaﬁi“&ih, bé ﬁ?,ckaggd in a

propel | ant rrven aeros vice or a contal ner Itt

bchlteP iff R40h- léilf %*folp“:iigagt%r, in a capsule, patch, in a propellant-

driven aerosol device or a container fitted with a pump suitable for
finger operation.

When the composition is a cream, it can simply be stored in a
non-deformable bottle or in a squeeze container, such as a tube or a
lidded jar.

For each particular form, one has recourse to suitable
excipients.

These excipients must have all usually required qualities. As
examples, one can quote: the propylene glycol, the glycerin, cetyl
alcohol, the polyols, the phospholipides put in liposomes or not, oils
vegetated, animal, mineral, preservatives, the dampeners, the
thickeners, stabilizing and emulsifying usually used.

The expression "cosmetically acceptable ingredients" according

to the present invention are products which are suitable for their
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finger operation. Wen the conposition is a cream it

can sinply be stored in a non-deformable bottle or in
w@2@gusssge contai ner, such as a tube or a |i dded/ER2007/054574

For each particular form one has recourse to suitable

exci pi ents. These excipients ﬁust have all usually

|
usere{gg; ggggg?ytﬂa%ﬁg%@&gffﬁg%ﬁﬁl &8% %@Pﬁedhﬁ? the INCI

ol g M R A A G LRI s

npeners, the thi ckeners st abl i zi ng and emul sifying
Aslﬁ@@sﬂtuwnusé@oﬁﬁ’é\)ex{@nélssusmuedostmt| @/ By deept abhaiex to

i ngredi ents" according to the present invention are
ConadissienVibéecisianenfS8iNalyl €996r'. t hei ruse in cosnetic
treatnments, for exanple those included in the |INC

| | SDideadsion 6i"€h5udi?§®fiﬁ§§03”e“ c Toiletry and
Perfumary Associ ation (COLI'PA) and issued in 96/335/EC

o SRRt I BPSLRb %@%ﬂaur ro Of VB 4EPE sl 1 which

is § ESﬁgé’oTﬂoﬁng 07 el of ey oo Wl Shf ipll of example 1.

exanmple 1. In this figure it is shown that the
Invihds diguye deds estsewni boatdbienyiscesityetlocneasen increasing the
velocity Y (shear rates) typical non-Newtonian flow
debshawitil - velocity y (shear rates) typical non-Newtonian flow
behaviour.
Figure 2 describes the behaviour of the gel of example 2 which
is obtained adding 10 mL of water to 1.7 gr of the solid of example 2.
Also in this case the viscosity decreases increasing the deformation
velocity y (shear rates) typical non-Newtonian flow behaviour.
The following not limiting examples further illustrate the

present invention.

MATERIALS

Carbopol 974P NF (Noveon) and all other chemicals were
purchased from Sigma and were used as received.
PREPARATION OF THE “GEL BASE”

7.5 g of Carbopol 974P (Noveon) were slowly added to 500 mL
of water. The mixture so obtained was kept under stirring at room
temperature for 18 h.

A gel was obtained.
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Figure 2 describes the behaviour of the gel of exanple

2 which is obtained adding 10 nL of water to 1.7 gr of
wo besasdspsl of exanple 2. Also in this case thePCI/EP2007/054574

vi scosity decreases increasigg t he deformation

velocity Y(shear rates) typical non-New onian flow

' . The followng not Iimting exanples further
E’?ﬁﬁ@:??;?e the present invention. MATERI ALS Car bopol

974P NF ( Noveon). and.all ot her.chem S were

our SAR- Bt D it et SleRb PRI GEEGISIEY) SR Gdlded to 42,4 gr

PREPARATI ON OF THE "GEL BASE' 7.5 g of Carbopol 974P )
of (g@lvbase; wihe misinge asrlcabtainsgy was okephit wnderhetirring till

m xture so obtai ned was kept under stirring at room

cotreplete asolebilmati@nhof AIYe] 3eE3 ogt aohedrdpbVBLIE [Ecarnitine
400 ng of sodi um dodecyl sulfate (SDS) were added to

glydn4t8’ Bidi@RloBdRe; (FLGM)X twefe Sglcﬁblgﬁ! A8 evRsa@Plthe gel
under stirring till conplet'e solubilization of SDS.

midgiPsciutt ok ctelo SE G, TP EhHE L ) i) 4if complete

SO&%?Z%&@@@Q‘Z@% bt bl sahos réﬁé’gﬁé@ig@ Dl was kept
added and the gel was kept under stirring for about 2

urigar stigping-for ppetier? daours-(®H 4 peclamasddtiutdgd The gel
with 100 mM of water, kept under stirring for about 10

was diluted with 100 ml of water, kept under stirring for about 10

minutes, and lyophilized for 18 hours.

A white solid was obtained.

Adding 5 mL of water to 1 gr of the white solid, a gel containing
10% of propionyl L-carnitine hydrochloride was readily obtained.
EXAMPLE 2

1.6 gr of SDS were added to 169.5 gr of the gel base; the gel
mixture so obtained was kept under stirring till complete
solubilization.

20 gr of propionyl L-carnitine glycinate hydrocloride were
slowly added to the gel and the mixture was kept under stirring till
complete solubilization.

9 gr of L-lysine were added, the gel mixture so obtained (pH
4.5-5) was kept under stirring for about 2 hours.

The gel was diluted with 300 ml of water, and the viscous

solution, constantly kept under stirring was concentrated through a
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m nutes, and |yophilized for 18 hours. Awhite solid

was obtained. Adding 5 nL of water to 1 gr of the
wobkiosasssed i d, a gel containing 10% of propi onyPCT/EP2007/054574

L-carnitine hydrochl oride was readi | y obt ai ned.

EXAMPLE 2 1.6 gr of SDS were §dded to 169.5 gr of the

Spgg&r-@f’iigig I‘(Eﬁ&ﬁ' ﬁpgﬁlﬂrﬁ@%ro%éi fb?ﬂ)&%g ‘é:?ﬁ%qfﬂf&i%: Inlet =

conpl ete’solubi | I'zat i on.
opi Qry!l J=carnitine glyecinate hydrocl oride were
7Og&ové§ﬁa6§§§%t(ﬁ%w @e(&dgd the mxture was kept under

stirring till conplete solubilization. 9 gr of

L- | fswhateeplidaw@sdobtaidegel ni xture so obtai ned (pH

4.5-5) was kept under stirring for about 2 hours. The

gel Adalingi $ uhedofvistadteB0 higrobf Wat evhitensblideavgelcomstaining
sol ution, constantly kept under stirring was

10%%6;511‘6@%?@'1} c‘élfﬂ'ﬂuﬁ%plﬁ?dré’éﬁldﬁdé Buss ?gﬁglﬁiégtimed.

under  t owi ng conditions: Inlet =

8%, = 0 03. Awhite solid was obtained. Adding 5
Re @ gﬂi‘%tu 1€ gr of the white solid, a gel

oy e, AP Bl B A 8 Hetiona

reol ogi cal studies were carried out with a rotati onal
visdagueten eof dhe konesmdeiat cybinedr tidee (Mipeondtst ch¥t &P Toky
Sa-lr-l\gylooeg?,lki;ped with a small sample adapter and rotor type M3).
The viscosity of the samples were measured at various rates at 25°C.
The temperature was maintained within +/- 0.1°C by a recirculating
bath connected to the viscometer. The samples were equilibrated for
five minutes to reach the running temperature prior to each
measurement.

The results obtained, using the gel of the Examples 1 and 2,

are reported in Figure 1 and 2 respectively.

EXAMPLE 3

Topical anticellulite activity of propionyl L-carnitine glycinate

hydrochloride

The effectiveness of a topically administered product according
to the invention was tested for its ability to reduce the appearance of
cellulite in the thigh area. A total of twenty-two (22) female subjects
ranging in age from 28 to 60 years of age were selected to evaluate

the composition of the invention.
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Sangyo equi pped with a small sanpl e adapter and rotor
type M3). The viscosity of the sanples were neasured

w@boogasszeris rates at 25C. The tenperature was PCT/EP2007/054574
mai ntained wwthin +/- 0.1 C 5)%3 a recirculating bath
connected to the visconeter. The sanples were

€q uTHeb%ﬁbiéjcgso{A/efrbV&l@cE@a Baddd ro%‘?‘iﬁeﬁ.lﬂ %eﬁllﬂﬂ[ﬂenﬁitensity in
tenperature prior to each neasurenent. e results
obtai ped, using the gel of the Exanples.1l and 2, .are

th¢ d5ibedtedh e nm a0 atatoral cSpatarhar S ubitate il Erades 1
Topical anticellulite activity of propionyl

and 2aeellulite yeyeidhasemyapoz-araing greslislg seale srasdised to
of a topically adm nistered product according to the

ratetkotéddhulies stestity dfocach ssuabjdatt THeo scatbicenigkd from O to
appearance of cellulite in the thigh area. A total of

4, tb/@ﬁgyokwb céfuilftenal-ss i) Bkl saBEid%ﬂéés@@ﬁsf Pa8¢thtions
to 60 years of age were selected to evaluate the

.o, _( n . subj s e o )
angE R asd SIS h e huphifeRs™ R BT oH ol striations;
t i rea havi bi -1 ateral symmet Subj ects with
4=@HL3§§ ¢ SRAve RIBS Td S HeIERES d0ULES: 5- poi nt
gradi ng scale was used to rate the cellulite severity
of AllclsWhjlsiceést hathdhsc sllesarzer)eof fargym visibles, slos rdjisease(s)
O=No cellulite; |=Small bunps or depressions;
whdieht mightops curtfuasthsiitBPrskinureasdion fiponesheofesthmaterial

skin and striations; 4=All of the above plus hard

wetdbis Wdidé@1Ngg e Realth with no known allergies, especially to
cosmetic or toiletry products; had no evidence of acute or chronic
disease; were not pregnant or lactating; were not on any diet or
weight reduction program; and were not on any regular exercise
program (immediately prior to or during the course of the study).

At baseline each subject received a visual examination
conducted by a qualified technician.

Subjects were treated on the right thigh and the left thigh was
considered as a “control”.

The test sites were carefully demarcated to ensure subsequent
evaluations were made on the same test areas.

The test sites were examined by a trained observers and scored
for the degree of cellulite at each clinic visit according to the

following scale: O=No visible cellulite; 1=Very little visible cellulite, no

dimpling; 2=Visible cellulite, evidence of shallow dimpling; 3=Easily
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Al'l subjects had the absence of any visible skin
di sease(s) which m ght be confused with a skin
WO e@sti3ssms from the test material were in generedT/8pmd7/054574
health with no known allergi 5@ especially to cosnetic
or toiletry products had no“evi dence of acute or

v1qu!é’”b811EHﬁ§ d@fzﬁen‘%%) roiifinced Jeivsh a@]ﬁhgg 4 Lremely

on any or “wel'gh ction progr

vigile 2 Hﬁﬁftﬁgﬁ%}uﬁa&%%ﬁi@g%ﬁlﬁapﬂ%%&ny§' e el i e

each subject received a visual exam nation conducted
by Zhgualiticed wethrinsigdt. touppeded awtethe epplication using
the right thigh and the left thigh was considered as a

thé geitofoEXanipke tlettwe itiragsve rdayc at efoirhyndesmd catt edght, for 6
ensure subsequent eval uations were nmade on the sane

wdedst areas. The test sites were exam ned by a trained
observers and scored for the degree of cellulite at

oong P Vel PefTRRL Wif S thife @) yPEHRRISBI of the test

IIu no dj VISIb| ceIIullt evi denc
prgfiug rrolo\ﬁe.a%pbrrﬁa agl%agﬁrwnﬁrm@eéer@ slispgntinte the use
nmoderate to pronounced di npling;, 4=Extrenely visible
of ¢bkim lnqrenahea}\tycahldﬂdeepr@ldupm,ngo aMeddsimreduoiegeany new
taught to carried out the application using the gel of
pr&daieps dot tréesbinig selulitdajusingntiiaistadgnded toi gbt be on any

for 6 weeks. Subjects were provided with a three (3)
dideEK weiRPltyrfuétidnt $88gram or on any regular exercise program
immediately prior to or during the course of the study. Each subject
was also instructed to keep a diary to document compliance. After
three weeks of product usage, the subjects returned to the
laboratory for a visual evaluation of the test sites.

Another three (3) week supply of the test product and a new
diary was then dispensed to each subject. After the second three (3)
weeks of product usage (week 6) the subjects returned to the
laboratory for a final visual evaluation.

The cellulite evaluation was made according the method
described in Cosmetics & Toiletries, 61-70, June 1995, by
comparison of the right thigh versus left thigh.

During the treatment period none of the subject reported

adverse events such as itching and/or redness.

Results obtained are reported in Table 1.
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di sconti nue the use of their
w@eadasdss3 to avoid i ntroduci ng any new produckPGT/EP1007/054574
treating cellulite during thﬁ st udy,

reduction 6

any

di et or wei ght

normal anti-cell ul
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The results above show that the composition containing
propionyl L-carnitine glycinate hydrochloride effectively ameliorate
the cellulite condition.

The use of the gel base containing the same amount of L-lysine
and glycine present in the gel obtained using the powder of example
1, in which the pH was adjusted to 4.5-5 (without propionyl L-
carnitine glycinate hydrochloride) did not show any improvement of
the cellulite condition (data not shown).

EXAMPLE 4
of propionyl L-carnitine glycinate

Topical application

hvdrochloride for reducing appearance of wrinkles
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The use of the gel base containing the sane anmount of
L-lysine and glycine present in the gel obtained using

wo bespsssder of exanple 1, in which the pH was pdij/EB106T054574
to 4.5-5 (w thout propionyl gﬁarni tine glycinate
hydrochl oride) did not show dfly inprovenment of the

cel JIUJ% 1€ F}&«?Hﬂ Qﬁléﬂ%t%dnﬁg sﬁ.m%)ts i '@EF Zf the - gel, Each

Topi ca on of" propiony L carnitine

drochl ori for redu ear ce of
SulFeRRT OIS dt fias B B Hstherbang. e imies §1’PHnéi his/her
t est of t he Each subject was told it was to be
€yes eéngh &hﬁnmr@ogebuﬁasm@/ her seyazedgrrtt kaplication. A
pr ot ocol was to be a one-part application. A
te¢lentuiba armsvassagsedndtt thekt af mohsteasgthrgwirdiekles on the
wrinkles on the faces of the subjects before and after

facpldfcahéd %Bj‘edt@%@ﬁ‘ireo%rfch%ﬂé‘ﬁ/ AP pledatidRi 8f the gel of the
techni ci an drew tvvo ova S on a piece of paper. A quick

. e V. u

in{SRBRCe B eI, %ﬁe'%gé el P PG of maper A
a Iledtotherl ht eearea s da

Uitk meRseaRRtaNvRi Wy maé e sifels Ariles and
end of a week treatment, five mnutes after the |ast

fingphhesati on of the gel, a second drawing of the skin's

appearance was made. The gel produced a noticeabl e
chamge el idfeEskinple dppess aihed apisliedetoftheheighe! eye area,

base contai ning the sane anobunt of L-Iysine

two times a day, at morning and at night, during 7 days treatment.
At the end of a week treatment, five minutes after the last
application of the gel, a second drawing of the skin's appearance was
made.

The gel produced a noticeable change in the skin's appearance.

The use of the gel base containing the same amount of L-lysine
and glycine present in the gel obtained using the powder of example
1, in which the pH was adjusted to 4.5-5 (without propionyl L-
carnitine glycinate hydrochloride) did not show any improvement of
the skin's appearance.

No adverse effect were reported by the subjects treated.

The results reported in Examples 3 and 4 indicate that use of
compound of the invention is useful for the prevention treatment of

cellulite and wrinkle, the observed degree of improvement is a

function of the length of treatment as indicated above. This strongly
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and glycine present in the gel obtained using the

powder of exanple 1, in which the pH was adjusted to
wd28A35398 t hout propionyl Lcarnitine glyci nat ePCT/EP2007/054574

hydrochl ori de) did not show ggy i mprovenent of the

skin's appearance. No adversg&-effect were reported by

bj S Th S rt i n S .
Sugégﬁgy4j F@}él cg{?@ﬁgwus?ag g%hrrgggﬁ of gl?‘henllnr%égn %&;n skin
. Ls useful for the prevention treatnment of cellulite
infgaatiie Hire Y heSe Bl B aies e T densbin OTehe 35

function of the length of treatnent as indicated )
aboMevevi, sIer dngrodugeds CamnpalRepolymends the cosmetic
i mparted an inproved skin infrastructure by

indasefy on ahleyna€itidetliggO'she dermi s of the skin. Noveon,
Inc. introduced Carbopol (r) polynmer to the cosnetic

| ndpsler ¥aitd 6he-Bhidlt8nd 9O ah alkR8&n®# 1S c@irnitine with amino
L-carnitine or an al kanoyl L-carnitine with am no

<o a0 ALYl do ok P GETRR A r drocon
proghen it A e an 09 @ Fheing formuia (1) for
preventing or treating cellulite was never disclosed
bef The. tahicalotset dE &mﬁts iand-earoitinegor ;an helkanoyl L-

present invention are conposed of active ingredients
carhitthe akdthagirhi®s hoidypehavinig formhbéac@$nédt cpfdwrtting or

already in use and their toxicological profiles
tre}lti 88 BelkNIPM was never disclosed before.

The cosmetic compositions according to the present invention
are composed of active ingredients which are familiar to operators in
the cosmetic field, already in use and their toxicological profiles
already known.

Their procurement therefore is very easy, inasmuch as these

are products which have been on the market now for a long time and

are of a grade suitable for human administration.
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Their procurenent therefore is very easy, inasnmuch as
these are products which have been on the market now

wo ooosasdzeng tine and are of a grade suitabl e feeT/EPIGAN054574

adm ni stration. CLAIMS 1. A sgliid powder which
conprises: a ) a carboxy vi mer which forns a
gel; b ) a surfactant; and A east one active

i ngredi ent selected fromthe group conprising: -
agents supporting the mcrocirculation; - agents for

- thheokig postdaesnwdfichreomipd$esi s; - anti-infl anmatory

conpounds; - skin whitening conpounds; - antioxidants
angd) antdrbesiynkinylgpobmeundhich fagerst 8 gdlj ch i nprove
skin penetration and efficacy of common anticellulite

ageNhSsurfa@$aAei hald fatty acids (EFAs); - sunscreens;
or - salts of L-carnitine or an al kanoyl L-carnitine

<Oy ohtor Se it Rightdieht) seltaded "RUIAFE erou
ggwrﬁ%{é{l X 2-5 carbon atons selected fromthe group

- agents supporting the microcirculation;

- agents for the activation of the lipolysis;

- anti-inflammatory compounds;

- skin whitening compounds;

- antioxidants and anti-wrinkling compounds;

- agents which improve skin penetration and efficacy of common

anticellulite agents;

- essential fatty acids (EFAs);

- sunscreens; or

- salts of L-carnitine or an alkanoyl L-carnitine with amino acids

having formula (I):

HC ~ OR O
et A [
3 / *
H.C OH

(1)

in which:
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acetyl, propionyl, butyryl, valeryl and isovaleryl;
and Y is the anion of an amno acid occurring in

w@r@sass3e3 sel ected fromthe group consi sting OPCT/EP2007/054574

| euci ne, isol euci ne, vahine, §ysteine, ar gi ni ne,
glutanic acid gl utam ne, % ragine gl yci ne,

n )
%%%.1 ne %ﬁgnyl g?}fénl Eén‘éﬁg :alzlfr‘?L on L group
can o be Sa|lfl dat hea rop
prlaﬁ&% e ﬁnh PBHaISEgent eééc? -group ' consisting of
hydr ochl oric acid or phosphoric aci d 2 A gel which

coageidepropignyl, danawy, valgylgerd aeevalsry aand
surfactant; and c ) at |east one active ingredient
seYeist ¢Hef aniomn hef grospn oo disli bgecurragenhsproteins selected

supporting the mcrocirculation; - agents for the
acfronat it Okrédfif | EMRsNsEirss ofanléuéﬂfé anBl&idine, vahine,
conpounds -Zski h whitening compounds; - antioxi dants

?Bﬁ &t raéﬁ%l#%n@ﬁﬁ@?fﬁ?a%%%fﬁgiﬁﬁw AR TREL glycine,

senti.al fatty acids FAs o
Shreonlne Serine pro Ele )hystldme methionine,

anme
phenylalanine and tryptophane;
the anion Y- can optionally be salified at the amino group,

preferably with a hydrohalogen acid such as hydrochloric acid

or phosphoric acid.

2. A gel which comprises:

a) a carboxy vinyl polymer;

b) a surfactant; and

c) at least one active ingredient selected from the group
comprising:

- agents supporting the microcirculation;

- agents for the activation of the lipolysis;

- anti-inflammatory compounds;

- skin whitening compounds;

- antioxidants and anti-wrinkling compounds;

- agents which improve skin penetration and efficacy of common
anticellulite agents;

- essential fatty acids (EFAs);

- SUnscreens,; or
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- sunscreens; or- salts of an al kanoyl L-carnitine
wWith amno acids having formula (I): (1) in which: R

WO 20085883051en or a straight or branched-chai n ab&QBREP3007/054574
group having 2-5 carbon atonﬁ sel ected fromthe group
consi sting of acetyl, proplo butyryl val eryl and

| soval gtylor apd %(lléaﬁch © I?'&'ta?gltﬁr om'?zgﬁﬁ' r}:ﬂn?ﬁbd acids having

occurrlng I'n proteins’selec e group
S|st of : leucine, isoleucine, vahine, cysteine,
81 lutam c acid, glutam ne, asparagine,
egC|ne alanine, t hreoni ne, serine, proline,
hysti di ne, nethioni ne, phenyl al ani ne and tryptophane;
the anion Y can optionally be salified at the am no
group, preferably| wifh a hy@grhalpgen |acid such as

hydrochl oric acid|or o§phd§ic cid. |3. [The solid
powder of claim1 bkcfﬂg ﬂ12 J: jmhich t he
car boxy vi nyl pol nﬂﬂ()s Carbopol lid powder
of claim1 or thelgel® of claim2, in |ch t he
surfactant is selected fromthe group conpri sing:
sodi um dodecyl sul phate; an amino acid based cationic
surfactant, or an am no acid based nonionic
surfactant.5. The solid powder(lof claim 1, in which
the active |ngred|ent is a conpound not stable in
wairer wdrichn $01 i | hiydrégefheosohi ctpaigler of birankwhkd-chain
or the gel of claim2, in which the
alkanoyl group having 2-5 carbon atoms selected from the group
consisting of acetyl, propionyl, butyryl, valeryl and isovaleryl,;
and Y is the anion of an amino acid occurring in proteins
selected from the group consisting of: leucine, isoleucine,
vahine, cysteine, arginine, glutamic acid, glutamine, asparagine,
glycine, alanine, threonine, serine, proline, hystidine,
methionine, phenylalanine and tryptophane;
the anion Y- can optionally be salified at the amino group,
preferably with a hydrohalogen acid such as hydrochloric acid
or phosphoric acid.
3. The solid powder of claim 1 or the gel of claim 2, in which the
carboxy vinyl polymer is Carbopol.
4. The solid powder of claim 1 or the gel of claim 2, in which the
surfactant is selected from the group comprising: sodium dodecyl

sulphate; an amino acid based cationic surfactant, or an amino acid

based nonionic surfactant.
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agents supporting the mcrocirculation is selected
fromthe group conprising: extracts of G ngko bil oba,

WO pEeass3osrel il ot, red vine or viburnum 7. ThePGDEPI07/054574
powder of claim1l or the gel2 f claim2, in which the
agents for the activation of“the lipolysis is selected

f oppriisiNg: t ] i . .
5. TOF SRR EMR BRIRP 1, 5K SaFch, T CHRE Iidredient is =
as cafeine, theobrom ne and.the lline. 8 The solid
cofmREndonoLisiARfa 1g e BN QOIS . i o' whi ch ¢ he
anti-inflammatory conpounds is selected fromthe group
6. cbhpr selidgpowskarapf rilaimcildorgthe \gali of gdaign 2, in which the
derivatives, al pha bisabolol, azulene and derivatives
agthes esfippastiaig ¢hei deicreeincadaitibe) isuselggadnfraacihe group
escolin, quercetin, rutin, betulinic acid and

coﬁ?ﬁﬁ‘éﬁﬁ'g:\/ %%tféi@trse%ff,(}?ﬁgﬁéhbﬂo%q AgséMat irﬁ%ﬁlé‘@?f@&fvine or
9.” The solid powder of claim1l or the gei of claim 2,

vil%tﬁrmg]h‘fh the skin whitening conpounds is selected from
e group conprising: ferulic acid, hydroqui none,

utine, and koji cid. .10. The sqli owder. af .

7-2’?5?@9 1dr POW edJeP%dﬁaHF]aierPE,a?‘ﬁ ieﬂ n 2, In which the
antioxi dants and anti-winkling conpounds is selected

agendsn forethye agtivatipni of the ligolysis mhealeciodhtrers the group
t hereof , tocopherol and derivatives thereof,

Coﬁﬁ]bifis'mhgi estadetst bEIGralentvaty, viesott bérfeegelidd, PBhdinia; or of
solid powder of claiml or the gel of claim2, in

S T P S L B e
8. TRE égﬁdgfog\%de%oo "U8iR91 Br the gel of claim 2, in which the
anti-inflammatory compounds is selected from the group
comprising: rosmarinic acid, glycyrrizinate derivatives, alpha
bisabolol, azulene and derivatives thereof, asiaticoside, sericoside,
ruscogenin, escin, escolin, quercetin, rutin, betulinic acid and
derivatives thereof, catechin and derivatives thereof.

9. The solid powder of claim 1 or the gel of claim 2, in which the
skin whitening compounds is selected from the group comprising:
ferulic acid, hydroquinone, arbutine, and kojic acid.

10. The solid powder of claim 1 or the gel of claim 2, in which the
antioxidants and anti-wrinkling compounds is selected from the
group comprising: retinol and derivatives thereof, tocopherol and
derivatives thereof, salicylates and their derivatives thereof.

11. The solid powder of claim 1 or the gel of claim 2, in which the

agents which improve skin penetration and efficacy of common
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nonocar boxylic acids conprising lactic acid, glycolic
acid, mandelic acid and m xtures thereof. 12. The

waeodosdsgsexwder of claim1 or the gel of clai m 2PCT/BP2007/054574
which the essential fatty ac?%s (EFAs) is selected
fromthe group conprising: ol eic acid

anggcf%ﬁﬂémhg aglégosségg?&cg gn i goglprising: a
ar achidoni ¢ aci ti modoni ¢ aC{ ae 0| aci d, and
mw%mxyﬁ%raefd S ¢QMBHSILE G lﬁoaeléf ol aeyd ofandelic

the gel of claim2, in which the sunscreens, is

acyblesxt saittgestiergpbup conpri si ng: PABA and

derivatives thereof, cinnamate and benzophenone
12ieTheasolidspeucierasf ataith tredhdkye- gehodndbéma®d in which the

2- hydr oxy- 4- met hoxybenzophenone. 14. The solid powder

i MRt dy oA e(@FhsPfisckal frﬂ’”l‘r‘fé&ﬁ!" ising:
esg{an?ae atﬂ%noC)}HgL(car ﬁ?tllsngévﬁtﬁdanrp no gc? S haw%%ﬁ%rlsmg

hm‘féﬁ“lﬁ‘? ) gt T SEET AT HeHB 2RRRplEtenic. acid,

|onI L-carnitine L-I natehdroch ori de
cofug iRt asid.- wArPATe- éh%tﬁgéﬂa%enﬁ t§F19,- @4pghidapic acid,
L-cystei nat e hydrochloride, acetyl L-carnitine
timnadginiatacidi, ﬁm&mmwra@el ancemjikturesithereok
L- gl utami nat e hydrochl ori de, acetyl L-carnitine

13.-8hpasalgidnpbedurdoddthiohi Ueor aet gel of cdaiint 2nén which the
gl yci nate hydrochl ori de, acetyl L carnitine

RO ) RSB 5 Koo e igg: PAD. anc
deElalslagi\'{qusgitglergdf O%Pnrq&'nggte ! geﬁzo;%h%%ro?l'et 'd&tivatives such
as octyl methoxy-cinnamate and 2-hydroxy-4-methoxy-
benzophenone.

14. The solid powder of claim 1 or the gel of claim 2, in which L-
carnitine or the alkanoyl L-carnitine with amino acids having
formula (I) is selected from the group comprising: acetyl L-carnitine
L-isoleucinate hydrochloride, propionyl L-carnitine L-leucinate
hydrochloride, L-carnitine L-valinate phosphate, acetyl L-carnitine
L-cysteinate hydrochloride, acetyl L-carnitine L-arginate
dihydrochloride, acetyl L-carnitine L-glutamninate hydrochloride,
acetyl L-carnitine L-asparaginate hydrochloride, acetyl L-carnitine
glycinate hydrochloride, acetyl L-carnitine L-alaninate
hydrochloride, acetyl L-carnitine L-threoninate hydrochloride, acetyl

L-carnitine L-serinate hydrochloride, propionyl L-carnitine L-

prolinate hydrochloride, L-carnitine L-hystidinate hydrochloride, L-
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hydrochl ori de, L-carnitine L-hystidinate

hydr ochl ori de, Lcarnitine L-nethionate hydrochloride,
w@eapi1sssyd L-carnitine Lphenyl al ani nate hydr ochd DEPTIE7/054574

and acetyl L-carnitine Ltyptgghanate hydr ochl ori de or

propionyl L-carnitine glycindte hydrochloride 15 The

ca V\ﬂ ﬂuﬂ gy a%tﬁfoﬁé@ ml'%zcﬁ*roctfﬁ&l% 0% c&{) ' rnltlne L-

tive i1 ngredi ent carn
i pat e droghl ori I\/leth d of par tlon
h%ﬁ’é’(i r%f ﬁ?%a?h c |se%C‘$W oﬁT%rﬂ ne L-
steps: a) preparatl on of the gel dissolving in water,

tymoph:aaaé@ dey@rochlesidel | 9hg prg@ienyl hd-s@rribinent glycinate
and one or nore active ingredients for cosnetic use,
hydabohéorideg the pH from4.0 to 6.0; b ) the gel so
obtained is divided in single doses and put into

15/ ?h% 361131 HOWRRIALN FaRAWICHT tthe gepkﬁ Ahidt ©P 1B Which the
are |'yophilized; alternatively the“gel of poinft a) is

acfR TR} 5C L8 ignSpLRK RN G SRR 3oifprie.
16, el Borear ESSa%‘?%ES%n& 5&%%"% 5 ac“rlvggr'rﬁ@rt Keictsemprises
18. The nmethod of claim 17, in which the base is
thedblomdngf st@pshe group conprising: sodi um hydroxi de,
pot assi um hydr oxi de, or a basic am no acid sel ected
f r@npryphngtioar gf thegelhdissolving; i®fwater, or in a solution, the
gelling agent, the surfactant and one or more active ingredients
for cosmetic use, maintaining the pH from 4.0 to 6.0;
b) the gel so obtained is divided in single doses and put into
vials;
c) to obtain a powder the vials of step b) are lyophilized;
alternatively the gel of point a) is directly subjected to Spray-
drying procedure and the powder so obtained is put, in a
suitable amount, into vials.
17. The method of claim 16, in which the pH is controlled using an
inorganic or organic acid or base.
18. The method of claim 17, in which the base is selected from the
group comprising: sodium hydroxide, potassium hydroxide, or a

basic amino acid selected from lysine, arginine, histidine, or

ornithine.



ornithine.19. Cosnetic conposition, conprising the

powder or the gel of clains 1 or 2, and optionally one
wo@roosnss39exci pi ent and /or diluent cosnetical | pCT/EP2007/054574

acceptable. 20. Cosnetic congasi tion conprising as

active ingredient propionyl t=carnitine glycinate

y L.OF i . i 0 . e e
19 G EaRels SorafRsiflBl) CEBMYrSing PE PoRdern hy eel of
cosnefically accept.abl 21. Cosnetic conposition,of ..
CIEGRSE s o 20150, O HORAI e SBXEICeRECHAGR AN,/ Or diluent
diluent is selected fromthe group conpri sing:
cosmeatienldy angemtebler eservatives; silicone pol ymers;
enol lients; water; colouring agents; opacifiers;

2eCbemestic Zbm@esiEbnc coanprising as aictbleaimg@ient propionyl
which the further active ingredient is selected from

5 L-E8enBIReRIeeI teSh)drochf®8AkS M@ﬁbﬁﬁll&hﬁt least a further
m crocirculation; = agents for the activation of the

acyl? dRBESnGomit /ot ERE it EeYRR” el sesmgtically

co unds; - agents which inprove skin penetration and
aC@FgF% Cey of conmon anticellulite agents; - essenti al

fatty acids (EFAs); - sunscreens.
21. Cosmetic composition of claims 19 or 20, in which the excipient

and/or diluent is selected from the group comprising: thickener
10 agents; preservatives; silicone polymers; emollients; water; colouring
agents; opacifiers; perfumes.
22. Cosmetic composition of claim 20, in which the further active
ingredient is selected from the group comprising:
- agents supporting the microcirculation;
15 - agents for the activation of the lipolysis;
- anti-inflammatory compounds;
- skin whitening compounds;
- antioxidants and anti-wrinkling compounds;
- agents which improve skin penetration and efficacy of common
20 anticellulite agents;
- essential fatty acids (EFAs);
- sunscreens.
23. Use of the solid powder or the gel of claims 1 or 2, for preparing
a cosmetic composition useful for the prevention or treatment of

25 disturbances of the skin selected from cellulite and wrinkle.
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23. Use of the solid powder or the gel of clains 1 or

2, for preparing a cosnetic conposition useful for the
w@e@sassspon or treatnment of disturbances of theCEEPI007/054574

selected fromcellulite and i nkl e.24. Use of the

solid pomder or the gel of ctains 1 or 2, in which the

lg's¥e f B %‘Hlﬁf?dxﬁd@f%‘ij Ay Cosan]t LA g ys! ﬁ?%mh the

roc prépari ng i ¢ conmposi’ti

e 5 ) S i e, o

Use according to claim24 in which ropl ony!
Pl’ﬁpéémgt&n@@m@tlﬁat@mmsé@ﬁnorm uls fpredbat puevemtion or
amount of fromO0.5 to 35% by wei ght, preferably fromb5
traaan268 byf whisghthanmoes pf efter aditin fsredumtt'édi fromi 586lbylite and
wei ght. 26. Use according to claim25 in which
wrPhRRi onyl L-carnitine glycinate hydrochloride is
present in an anmount of 10% by weight. 27. Use of

253 r gg%é’ nyl Cér& H) Qgé%hr%gg}ﬁ %}] hﬁéﬁel f]lhl ﬁfc&ﬂiﬁgﬁloi—carnitine
LT A T AT S 5, g 994

to claim 27 in which propion L-carnitine glycinate

byhweiglah| préfgeably framehtta 2 meghit hpoenrederably from
45% by wei ght, preferably from5 to 40% by wei ght,

7.5ao0el pretsr aelight.rom 10 to 30% by wei ght. 29. Use

according to claim 28 in which propionyl L-carnitine
26. Use according to claim 25 in which propionyl L-carnitine
glycinate hydrochloride is present in an amount of 10% by weight.
27. Use of propionyl L-carnitine glycinate hydrochloride, for
preparing a cosmetic composition useful for the prevention or
treatment of disturbances of the skin selected from cellulite and
wrinkle.
28. Use according to claim 27 in which propionyl L-carnitine
glycinate hydrochloride is present in an amount of from 0.5 to 45%
by weight, preferably from 5 to 40% by weight, more preferably from
10 to 30% by weight.
29. Use according to claim 28 in which propionyl L-carnitine
glycinate hydrochloride is present in an amount of 20% by weight.
30. Use according to claim 27 in which the cosmetic composition
comprising propionyl L-carnitine glycinate hydrochloride is in the
form of lotion, fluid cream, cream or gel packaged in a bottle; in a

non-deformable bottle or in a squeeze container, such as a tube or a
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gl ycinate hydrochloride is present in an amount of 20%
by weight. 30. Use according to claim27 in which the

W@ oEsRE8383 conposi tion conprising propionyl L-cPCTEPINB054574
gl yci nate hydrochloride is |3 the formof |otion,
fluid cream cream or gel %aged in a bottle; in a

liaRR RURRCR arher, & IMO?‘SF?? 0% [ OApShle pitl, in a

a atch, in r.opel | ant - dr,i ven
pripcfeptuttivRoaesprel GfEEnA Iron Birpr ﬁ‘{@b“@tbo? pump
fi ngier oper ation. 31. Kit conprising the powder of
sudtedlm for finges opgrationy, in the same or in a different
container, water or a liquid solution. 32. Kit
3]co[>q:iti@dmgpri$iﬁgodzhéepowdeﬁ aficlaim N1 Weed $épasatdlye in the
ingredient is propionyl L-carnitine glycinate
sahydoeahl ardidRrepl CoifRdnhat Swatet rant 29I G#E sBlutibn

different container, water or a |iquid solution.
32. Kit comprising the powder of claim 1, in which the active
ingredient is propionyl L-carnitine glycinate hydrochloride, and

separately, in the same or in a different container, water or a liquid

solution.



