WD 2004/ 064798 PCT/ BE2004/1100011 1 5 USE OF A
VCORBFPON COVPRI SI NG VI TAM N RL OXI DE. OR A pCI/BE2004/000011
DERI VATI VE THEREOF FOR THE TREATMENT AND/ OR THE
PREVENTI ON OF MAUL DERVATOLOG{CAL LESI ONS 10 Field of
the invention [0001] The present invention is rel ated
to the use of a conposition conprising vitamn Kl
oxide or a derivative thereof for the treatnent
and/ or the prevention 15 of manmal der nmat ol ogi cal
| esions and to the cosnetic conposition conprising
vitam n K1 oxi de. Background of the invention and
state of the art [0002] Vitam n KI (phylloquinone) is
needed for 20 proper bone formation and bl ood _
5 clotting, in both cases by helping the body transport
calcium Vitamn K (2-nethyl 3- phytyl-I,
~ 4-naphtoqui none) and its derivative have already been

useduse phax NEGEestd .E OR' cERBRRERcCHTPRRH:! RESQSKEBE,_-LOR A

their varirous anti- ammatory—or—det et o ogrcalr
a R T 1VEs THEBBOE] F‘H(R/\E\}Er , TRETMEANTO BpD/aiR AP rEVENTTON

vitamin KL in 03|t|on|s unstable 1n
certain condi tf—gm&‘ %5%34‘}% OGE CAL RESIONS v | i ght
10 and could nodify the colour of cream and ot her

VF¢h| cl es_of cosnetic conpositions. 30 [0004] The

RE idhes inygnddpniescri bes a nethod for treating
btmﬂlvessel di.gQr s of the skin using K.
Such |sordersﬁ‘§%cgﬁ[ S| f’if‘geﬁhaopatllsodiﬁﬁ%tecal to the use

puT pua a, compbs Pt s, b@h\g&ﬁls@_‘ifgas'ﬁﬁzaf’?tﬁﬂ heg{ acg%lde or a
sig i der angl omas and spider veins of the face

%&7’@8 thererto dour obbmt]reaZm[aoaoapdTbe ddounErdvention
15 05%%9%9 88§ﬁ5£8§%g§fagsnwl X corrposé_itl to the cosmetic

conprising vitam
composition comprising vitamin K1 oxide.

Background of the invention and state of the art

[0002] Vitamin K1 (phylloquinone) is needed for

20 proper bone formation and blood clotting, in both cases by
helping the body transport calcium. Vitamin K (2-methyl 3—.
Phytyl-1l, 4-naphtogquinone) and its derivative have already
been used in pharmaceutical or cosmetic compositions for
1;‘he ir varioug anti-inflammatory or dermatological

25 applications.

[0003] However, the incorporation of vitamin K1 in a
cosmetic composition is unstable in certain conditions when
exposed to light and UV light and could modify the colour
of cream and other vehicles of cosmetic compositions.

30 [0004] The document US-5 510 391 describes a method
for treating blood vessel disorders of the skin wusing
vitamin K. Such disorders include actinic and iatrogenic
purpura, lentigines, telangiectasias of the face, apider

angiomas and spider veins of the face.
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ecification of any use. [0006] The document
%@W@@f’g% describes the use of 5 a phar maceudmRE2004/000011

conmposition in the treatnment of synptonms of chronic
i nflammat ory di sorders, said cgnposition conprising
at | east two pharmaceutically active agents OIWhose
cbhmba mpt i on pr c ey ry and. _
anal gggi c ef?eg?lfé g}lcgﬂ ocun%%{géaﬁg)%d%s%%%qehaﬁ‘ cosmetic
tHEHDS Sakant y andmef{ethgvenasicafit he Rt odughipRY bey:thout
dd egl by cQ-admnistration of vitam ns and
%l va}fjl' vaetslc%rhé’&e(?ﬁy “Afong the nentioned vitamins are
dacein K andThe! @ichting 0¥8i/0 P00 ThJ02: AOCUTBNL o ¢
B- 744 376 describes a stable 15 oily vitamn™
éllm}%?gﬁa%wﬁﬂ‘qes]* ngeapOsi tyoni tian IIﬁ?SﬂEeh@ﬁ%ﬁb' & Asymptoms
j B ... The vitam.ns cou e vitam n _—
SR 51e, B ek i, YaZru e umerte i so conposi tion
dospuiilsasgt hat Viéast n 4o OB RAMLSE LT Fy @ 4 ot ive.
col our | esg[ oi |, somewhat rr%e Stabl e "?‘Eaanf}\,/l Amn ki 2gents
BiPSRavi At A BiPn andrsiipsieast ogroal au:tti-?/izjm‘;/lmnv;hgt%ry and
| 8 Kl sl esubLipg | a stable e sion iC
el e by RasE? 0auRatt] Afad aereroposooones the
fafetoahdueEiperivenc£9008] tiﬁaepg:g@tuggnﬁa#gsfbgt Q%Q i49%eq by
I b arenteral aqueous solution o .
g%%%%\lnéggfeﬁ?rgho%e? i NV1PBWERE f andsoFgblivatibesanthereot.
Aondst 8HE NmKAr 9xhdg whikch L] cat i in i .
nut rgilJti on for the prevgn?}l%ﬁn%%faﬁﬁieﬂa@ﬁe%ﬁneﬁéontamln K1
¥%t4@in wel | known di seases. Ains of the invention 30
the present inventionis to

PP A first,aimof S
%oropose a nethg]i?npn%g?ﬁ%ﬁtvmﬁ%ﬁﬂ ndYGadieptaieens a stable
caidpt i ca t il | @ﬁﬂ%ﬂé@até@rﬂérfﬁﬂé“gﬂs MR camin  ang
dermat ol ogi cal |esions, especially”human .

IFS G i Rersadsimnwatand Miee vespacim la6d 1851 98Svitamin

wWhi akf e t face, WO 2004/ 064798 )
Aﬁ&%a .04/0%300% a‘l’é%ﬁﬂl%%o?h feesienot Spidsedecupent also
dgsautidees tat heishatie of1 oxide emulsion is a colourless

o©il, somewhat more stable than vitamin K1, but having the

~same physiological activity as vitamin k1 and resulting in

a stable emulsion which is not affected by heating at a
temperature of 120° ¢ for two hours period.

[0008] The document US-3 070 499 describes a
parenteral agueous solution of fat soluble vitamin wherein
the fat soluble substance is vitamin K1 oxide which finds
application in nutrition for the prevention and the

treatment of certain well known diseaseg.

Aims of the invention

[0009] A first aim of the present invention is to

propose a new compogition which finds advantageous

applications in the treatment of wvarious mammal

dermatological lesions, especially human dermatological

-lesions, and more especially lesions which affect the face,




the art. (0010] Another aimof the present invention
WOL0p4I6418 ovi de such composition which is nmor e IWtEBEM04/000011
and which does not present the yellow col our of cream
and vehicles already used insthe state of the art and

whi ch therefore does not render the clothes of the

S di 1 rthe |m of the present
F)%\?eﬁ{ﬂ?%r? |dsc;€%/so l[uggo l{: '#b TroRahecRs sthest state of

tbmsatrfve to light or Uv-rad| ation and which
zgﬁiﬁore decreases: or elimnates side effects such
sumer sKIPEERS| Rl 19 oEhal Imragsent olirowmgisinis to °
¥ e 0 [ f the present inyention i
1|§s t%&g prS g\%?ldﬁm@%%%g%?ltql gﬂr%l avi Ty Y5 FAP e afnd which
dPpF ovell paerenitt yrlfe ngkadibny dlow@nhefCedeam and vehicles
net ation, throygh the skin and an excellent
St 2B AdiAg tg’é?pa%?"t‘?? iof \tihaw @ft giel kvbiwh therefore
TS QRIH | t _ umary ,of the
~ inventi orﬁhﬁng}ges;%% é%eéjgelf}ger p?o&s'ﬂg%r dLetsr a
sition camfirsihey mmdeﬂuah@ phacgBeeUiheaht Pbn is to
m@ o ccarrl er. ﬁ‘gr di | and a sufficient anount
2 ot otAPY ST HiPR P’}ﬁf vxh%ré?ﬁ Refsizivel k@ light or
U@r@amaﬁﬁiomh%rz@i Ny S al up for t
manuf acture of a rreﬁglcg:larrg?]?f?ﬁgf Cfiét\é#"—ée(%tssr(:‘\ént “And® ?ﬁgllnates
sﬁﬁ@v@ﬁﬁ?@ﬁsofsqm$ densuteirogikial sewsi 0AFitIa of Nallergy
there is provided a cosnetic

féi‘%@fﬁ?l on \A‘/%wx%ﬂ “ebfipri ses an adequate cosnetic

COMpOosI
[eetrz] er, phogphdkipi dsimeldIOXYndi

corrpound of formula I 0 ii 2 11 % er €i nq%l ntlon is to
PLpyife glaouﬁoﬁ'ﬁém nhREJJrg Haorshmilar or an improved

activity " (including an enhanced penetration through the
skin and an excellent moisture-binding capacity) in view of

the known compositiori of the state of the art.

- Summary of the inwvention

In one aspect, there is provided
use of a composition comprising an

adequate pharmaceutical or cosmetic carrier (or diluent)

and a sufficient amount of a compound formula I

wherein Rllis an alkyl group and wherein R2 is H or an
alkyl group for the manufacture of a medicament in the

treatment and the prevention of mammal dermatological

lesions.



al kyl group, for the treatnment and/or the prevention
of mammal dermatol ogical |esions, selected fromthe
group consisting of bruises,' vascul ar disorder on
the -skin, spider veins,- vag]coses, blotches on the
face, purpura on the face, body or * legs, irritation
follow ng use of chem cal peel, Shanbourg's di sease
or a mxture thereof. [0013] Disclosed may be the use
of a conposition conprising vitamn KL oxide or a
deri v@f i reof and.an adequate carrier for the

3 r8eak, 5%11305% g(rggfﬁg' (écrhéavrgntlf’ " Of “fmal (i ncl udi ng
human?PdCer TREOF bt Cal ™t 68 Prisef e¥t ed from the group
LONGh st &N Lui S possi bl.y assocjated with
cosrreti% g:so%frmggfly ,ce%arglc% ‘ar p&’%/ WPids hetdepry diglycol
and ha asompeilihd df akefeuvgstel s, spi der meins,

vari coses, blotches on the face, any purpura on the
Lni clpur pdra and

i an of.
38 di sease

face, body and legs (including . a

post | aser skin treatnent purpur

the skin followi ng chem cal peel

and a m xture thereof. [0014] Adv sly,zthe use

of the conposition .disclosed may alsg pr espent ot her

advant ageous associ ated therapeutical & fects when

appl i ed upon WO 2004/ 064798 PCT/ BE2004/ 000011 4

g‘;grmt ol ogi cal |esionss such as topical
: erenfil 0maisoran £IkLTt §RR[Y L iSKi .Q015]
JPreferably, the con‘pos‘?ti%n used ]iqﬁ P’ﬁ]g%d‘?]gc’ ‘bs‘[ﬁrser? °x an
an%‘é’? ePEREP  besqth the fioreatohentprendibzeutieal prevent jon of
MaGRIER0S it 9, . meyic.conposition conprising an

adequatdglgﬁgg%ggéﬁg |§'ca CEF BBenetiT e d erfym - the  group
copsie¢ring pHE01bFulerant agasush\ar t hg LAl i & the  -skin
Spgoggosi t1j on may. further conprise a sufficient anount e

orca pémdtirat Vg @Rt shirtabsshoephohepitise, purpura on
thpreferably sai d penetrating agent is in the form of

fanb86fes, PAYcr iBed trgeal t Srriti00dT] FxXBIpWesgOf ude of

chER$hEY | ﬁe@??pgﬁia%%%r%qusl %:Pseease or a mixture thereof.

[0013] Disclosed may be the use of a

composition comprising vitamin Ki]
| oxide or a derivative thereof and ap - adequate carrier for
the treatment and/or the prevention of mammal (including
human)  dermatological lesions, selected from the group
consisting of bruises (possibly associated with cosmetic
surgery), vascular disorders of the skin such as small
broken vessels, sgpider veins, varicoses, blotches on the
..face,J any purpura on the face, body and legs (including
actinic purpura and post laser skin treatment purpura) ,
irritation of the skin following chemical peel, Shambourg’'s
disease and a mixture thereof.

[0014] Advantageously, the use of the composition

‘disclosed may also present other advantageous
associated therapeutical effects when applied upon




in the formof a cream a gel, a lotion and/or a

Wb 9oy 0018] The vitam n K1 oxi de present in the.
corrpoisafﬂg&bn has the following formula (1) deri P&I{BE2004/000011
Q2 t i \ R O wherein Rl is an al kyl group,

preferably an al kyl chain conpri%ing between 3 and 20
carbons, preferably an alkyl chain of 12 carbons,

po@@F@ﬁ?OBpan@:héd 1lemirans pr etehabiy ebpfieau! aaﬁ&i)lnflammator
ei n i.s Hor an al kyl group, Y

pr e)fcer a’l:ag_%go& Egl‘;e P ﬁnnﬁ‘ﬁ&?‘l group. [0019]

Ad 1 t th
covﬁﬂiﬁﬁ?.egﬁsE}-‘éfef%‘bel%év?ﬁﬂnfgm o R Per R (% 0f f or mul a
| | l%?%d’sﬁée ["6Y £IBThYP gr Sip OV todnt rPhRImAsRY tiedal

ageousl in th conp03|t|on di scl osed,
orrpou}%ltl ? &ynv‘éﬂﬂnﬁl(:w {GHARPIUt QR  comprising an

2@@@@&&7@@%@%@1}0@;%0%@&@% it$ or diluent.
01%( ive) is present in nano-sized |iDpi 5
08 Tes (her GMV@PWQWWOSM) qursefedriabl y composition
IQI dlf&'ﬁ Eartl cl es havin u% a di aneter comprised between
abo‘%ﬁf Rl CHBELES DT HAAGHER e rEOURB I 5 eRBEBIFting

béﬂﬂ@én sboht ak00phndphabapt d350 HAELRBLEL -
]% t 120 and %%b t 300 ngnorret el?%@ bet vvegn %ﬁ%‘fﬁ%ggtratlng
Rt &Fs ahd ¢F nanrAAnes s, desreilped§ beabh§rer .

@bom?] 180 nanoﬁﬁéﬁ{ﬁeg"'o’@ anNaRElers )C‘a%g’géﬁ%&g%eﬁ?ﬂhd be

stability of the lipidic nanosoms can
pJa’fltF%@e%oh‘mvpﬁgaacsaanablaeg&a]r;erwlmtﬁn A r 1801 i quig.
NPGGIBY er s apd re than 80% (preferably all) of the
nanosones of the ConposidTHh sﬁ@uldc‘r’@ﬁ{% tpresemt in  the

Sctd'r@os:.tlon has the follow:n.ng formula {1) der:watlve

OU' °

wherein Rl is an alkyl group, preferably an
alkyl chain comprising between 3 and 20 carbonsg, preferably

an alkyl chain of 12 carbons, possibly branched, wore
breferably of fomula (II).

W

CH; CH, CH

and wherein R2‘is H or an alkyl group,
preferably a ethyl or a methyl group.
[0019] Advantageously, the vitamin present in the
compos:Lt:Lon has the formula I wherein R1 is of formula II

and R2 is a methyl group (vitamin Xi oxyde} .

[G020] Advantageously, in the composition disclosed,
the compound of the invention (vitamin K1



t_180 nanometers. If it happens that a
‘962?&?03%13 in such size exceeds 30% then a fUITEBE2004/000011

process may occur neaning the fornmation of greater

nanosones that may becone i ngtabl e and further w !l

destroy thensel ves by breaking. It results in a

possdd| gxrdiispersdon, /f nd vitam n K1, oxid

or its derivative) andl'\;eﬂ f?g%%%se%rﬁﬂ a‘ﬁ%n%nﬁlf‘%f%séllpldlc

FRh ks oSoareativant agéied[ QR s At aigﬁgﬂéké(blg,hqlpldlc
nanosone may have the sane

s ur e of
g?é\treﬂ%lé Tt pf o %?F‘?E@rt FRarHEeE didtwaamralpeut 50 and ¢

ySI co-cnem¢c

abdutheref afsondiRmanRane Ry ene
51% sily and quickly the Skinnd mprgc b%ﬁwegcoﬁ}%r%}l{: 100 and

Futhed §Beuk1@@mpeb@vé$u deetofe¢he atloppoundo (Wr@MBout 300
Furthernore, the

BAnBHiede Qf %é{:ﬁ' gLivaty ve% AR% afarametasgeamd | ghout 200

integration o eco

denbuaters), | NoRENGHAIRS ABYy eniidhee LR apsubieal and (+ 30

cosnetlcal efflcacy mhlle using | ess substanc
PHB9%RFLFRE) nanosones may be nmade of single or mul ti

1dgzizdi c | ayer stabiphesphotidnildpidafd ef86a8hy @ be
phosphatidyl choline. Preferably, the nanosones are

oyl med | ivpitdh c pamndlcayer shat, sph
rtg?lerzgg yvmof phOSpha%éI%dW Cth?ggeQ \%\D 2004 O64d71§5%en810n of
E%@FE?E ] BoBeRet 888[999_141110;':@ tﬂff@l'com)%)s(preﬁerably all) of
t0hesS Gl0555b QR
o M of %ﬁgl A %?Piiieﬁ?a‘aﬁolah? ggme size

derivative) can be pres

Offr &doudy l&Oedmmmdt&anﬁfem Df 1151 éﬁgv?ﬁg@n&'&ﬁfﬂexence in
Suc rrsat ol og | esions. Prefera said sufficient

ro Ut Si §°¢ PQ&d thsay \ﬁeéﬁs{P%@rﬂPe%ﬁ’lmaa’boqtcd;O%

m@ffn_ltd@;(:_‘th@tﬂrnﬁ‘ﬁﬂpﬂsdﬂ |gQ@atePrr%fn%Eg1Qé§’ t@l%?u}n i%gevgome
the total conposition (the total R
ins¢abbdsiandfubtheny wi000¥es{RG2 5heﬂ$\ﬁv@@nbpsmﬁéa&ﬁng

gi scl osgg may advant agequsly conprises other efficient
costiebHe “6r 1PhaPnabedeibde cslimmansion such dshet heompound

(vitamiAs kMi&Ride or its derivative) and the lipidic
membrane and loose of the nanosome advantages.

[0022] Advantageously, the extend structure of the
nanosome may have the same physico-chemical properties that the

cell me@orane and therefore, the nanosome may be able to

benetrate easily and gquickly the skin and improve the

cosmetic and therapeutic properties of the compound
{vitamin X1 oxide or its derivative). Purthermore, the
integration of the compound (vitamin K1 oxide or its

derivative) in nanosomes may enhance therapeutical and

- cosmetical efficacy while using -less substance.

[0023] The nanosomes may be made of single or multi-
lipidic layers of phospholipids, pfe ferably of
phosphatidylcholine. Preferably, the nanosomes are single

lipidic monolayexrs of phospholipids, preferably of

phosphatidylcholine.



could be present in nanosones, preferably having the

SO R0648626g s t he ones which include vitam n KL oxi de

or its derivative). Preferred vitanm ns are vit BRTBERN04/000011
vitamin C and vitam n E which present advantageously

a synergic activity with vitami & KL oxide or its

derivative. Vitamns C and E are able to maintain

iron under a bivalent form (ferrous) avoiding

trg&) formation to trivalent form (ferric). [0026] In

th c;éhposi tiPort i SEPesEdont fscps@ni Bhe dppb€nd (vitamin K1 oxide
r et nbF )eEbAtd Ve chm beherdsentmiaf a esteici@fit Viah@HtNtA t reat or
which nmay be nore stable for a cosnetic use. Wth the

usEeBpcastehe deafifientti ves,  thee &bbi6agynfBynbE dermatol ogical
rnmore, when using in eyes area,

re (0Q27] - Furthe , USi

a gggggpﬁre%‘#?ﬁ?ﬁ@ sie %kt FRECIGEeRbt iavshuroulic beompri sed
obbatwedn especial lapdhaihhegospet i npQsition is L
used _fora Iong period of 1%?”%6 T erggo?g‘,e ?E&qarilolc‘?‘gposﬁlon:
pri2¥ ek SRYLY | #bPBHUSEd Wintof pohymeot 8YStEeMuBE IFHEP (the total
Pax ticl &5 that ., QS;‘J@“ ver the retinol slowy througtﬁ

t he stratum corf ne%m onty GRSt H80%P oduct i s appli ed

difpezil y onThdeosbobsitildre dipolydgr mephere nay renain

on {he surface of the skin. In order to reduce a

p&: ‘ﬁa&t@%’@e—‘l}f ghEoBPréeesw tothher i usffivtiphat e, c8k®8tic or |

apth st j10X| is. mneral can not WO | .
2%312/ 064%%%%“/ BE%S‘B’ 1147 et (e T hridi@mins  (which
afi@uéHows spohaage in ththearmes, |b9§fer¥‘1bg9'§1awcﬁigthe same

eég‘ezgt )d thﬁ concentration of said conpoun coul

rédice 3% tHE Uieet "hicdhpésiclnde dvidmisedKl oxide or its
edgestative)i f dhesds shoul d_t ake ;sever al _ _
rmnﬁtﬂhs. -[00283 ‘O her :ﬁ%‘?%ﬁ%ﬁ%i%ﬁ?sv&@m&n A, vitamin C
| FEF edVePR®@in whi chwithohi npredent hea &4 5] hwity, | :
g ef eraply Sehfl gonpaunds_are sel ect edﬁ?%%?naﬁ%g¥gréupsynerglc
consT st rhg bttt Fé tamgm i ngxéfenent stw dertiheative. Vitamins
fol ko 1y aref gyied %. .. .3, phyt onadi ane (about 0.5

to about 29, tqco.pheergill)maa%n.e aa]trg %xéﬁlaufl ' Astgvalent form
| pfienneny (abowidim) , treligBdrmation to  trivalent form

(ferric).

[0026] In the composition disclosed, the wvitanmin A (pure
retinol) could be in the form of ester of wvitamin A which may bhe

more sta]lole for a cosmetic use. With the use of ester derivatives
the  efficacy may be reduced. ’

[0027] Furthermore, when using in eyes area, a
possible irritating side effect of retinol could be
obtained, especially when the cosmetic compogition is used
for a long period of time. Therefore, retinol is preferably
introduced into polymer syétem of micro .particies that
can deliver the retinol slowly through the stratum corneum,

only when the product is applied directly on the skin. The
polymer sphere may remain on the surface of the skin. 1In

order to reduce a possible soft light effect with barium

sulpha.lte, mica and titanium dioxide (this mineral can not



pal mtate (about 0.5% and tocopherol (about 0.2%.

MO 2&k/0eter advant ageous conpounds conprised-ip % 004/000011
conposition (a cosnetic conposition of the |nvent|

may be aqua (solvent), retinol, gropylene gl yco

(rmoi stening el enent), triethano amn (neutralizing

el enment), lecithin (inproves hydratation), carboner

(t meaieﬂmat@ Gimﬂtin aetihetydigly cohatpenety aih®Ncommon 1ight
agent so 1; iC |IpIdS such as phospholi pi ds

(p % nFE)fECE TA tl(%oﬁ‘ﬁP@?Pﬁﬁa‘égéﬂt Rt said compound
Cl2-C15 aIkyI benzoate, caprylic capric

tr I %N&FEDI dgéd C%ar g&l@ur@olslmgg%gucmm XC#Onet I‘J]_IS?:??%%CE r%speCJ_ally

al yce r| e
dIOXI 56? EﬁﬁWEaFEO%k? takpy FatFaloPot ifer |
phenoxyet hanol , acryl ate C10-C30, al kyl crosspol ymer,

pr qowkgpar _aben, -nephby! Bakaken, i |ents are ingredients
(conservative), propylene glycol (hoistening agent),

- BHFBSFhBHR ifpnevoxitgaid §3mif G030Y1 Mhe pphésproly inds

us ' i.scl Qs y e the skin

peﬁggdrjg'fut“lis %I‘rse' %Er’ﬂn %Eeg& recz’:rllrlg'a \fﬁf VPITEHP n engkshdng of the
or £ bl bowbrid v allietRrang wwthantneA FOORSEINg h%::ﬁaffé@ﬁéd (wt) %
invention will be described in nore details in

f oﬂ?llm%dﬂe%ﬁrpl(é?O%r e eﬁt & adbauinp22004/ oeaw@eryl acetate

Dre erred e%g001&sc§rﬂ fﬁa&é{%uskggt £o QIS/)' retlnylv!

odi nent o resen Venton.
Exzeninhitalte Pladdmool 0 fo%) bandse&csphaQaZ] (EBbUthey . 29) .
pug‘#&se] of the study, three conpositions (cream
9% conposiAtsis R HRRL AZRALE S BEPPHNG Er icompTised. in the

vgmﬁg&selsuwh difd g%@@t %@%&g&&ﬁtamﬁe'm :}H%HB Wl be

and vitamn Ki oxl y was conducte

dadpiee b(saﬂv&nt)l,Z hyeadinedl  untieesgyi et nglescand {i‘hdlstenlng
10 ferral Theggurpose of the study was to show a

b&hemeTdy - ai;r%@ pnglamin afngetraliging wlemenatkl lecithin

O)Y'l‘i’tﬁ)r\’)%re%us hydratatlon) , carbomer (thickening element),
ethoxydiglycol (penetration agent), some specific lipids,
'such as  phospholipids (penetration agents) , EDTA
_'(complexiilg agent), Cl2-C15 alkyl benzoate, caprylic capric

triglycerides, parafinum ligquidum, cyclomethicone,

.gl-y_cerine, sodium PCA, mica, barium sgulfate, titanium

dioxide, polysorbate 20, acrylate copolymer,

| phenoxyethanol, acrylate C10-C30, alkyl crosspolymer,

propyl paraben, wenthyl paraben, alcohol (conservative),

propylene glycol (moistening agent), BHT or BHA
{antioxidants), ..

[0030] The phospholipids used in the disclosure

may improve the skin penetration of vitaminsg,
especially wvitamin X1 oxide oxr its derivative and
vitamin A.
[0031] The present invention will be dJescribed in

more details in the following examples, presented as a
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Wotzeowog4g i n resol ution of bruises. [0033] The 12

human vol unt eers previously received i nfor mat FEHBE}04/000011
the goal and the course of the trial. Four 15 :
ecchynbses have been induced on8each patient (2 on

each forearns) and the efficacy of each cream cosnetic

coHpbsiiniigrehas 1ieert renalonat 6 Ryrohserya@t iR el re of the
r%yécéén iofve ch ecchynosis. Each patient was

exam ne &/eefg:% and pictures have been taken at

the same tinme. No 20 other cream was applied and the

patients were not allowed to take any other
PERicod (( Broagsiali fommantses i nfl anmatory active

cqmpayqd) . The ams, were applied twce a day. 25

Mat er | gl s and rrg%)%od trﬁ% t ]%Jofe’preﬁéfntsthedi f$epdint  three

ccomppsand ohiei (cieuth €BbSmat I@blc%mljogi%%%%s 1T e 1,82 used
I”‘ge

free vitamin Ki creamcream?2 2% vitamn
( ABnoIBrE W& t ivaleigles cretirh 3 8% Gerantn Kbne¥h@€ations in

Ce8HmEHe : . as.wtness WO 2004/ 064798

PCT/ BEZOO%;P o%ﬁgi‘f%gﬁ‘ﬁgggi] Oﬁger o&?‘&/\fisﬁ&dé(u&ﬁ‘{si cappyeted in
résubis ibiidaysonf 12 etumianonveluREsbses BIS PLESED ey cix
[ &Qf épl lﬁ»’)" ngpt able 2 and show t he advant ageous

efTectS 0f VIt ahPRPRFPEoRifdEhe: sippshedvas o talww &ibetter or
upon 1dizister £nts iRt pot - le .2 Cr.eam.l am 2

Cream 3 Cream 4 P;ﬁn e%tc tga%l\e/?t aomg n": oa\lﬂlf)aﬁ(ﬁ sgide versus

Wiamin NeL t e areeol ut Kin KA neneseas . K1 Oxi de

ol es Al 9 0 A2 11 8 10 11
pﬂfdjﬂ JI‘}qe }} ]human volunteers Previously received

information on the goal and the course of the trial. Four
ecchymoses have been induced on each patient (2 on each
forearms} and the efficacy of each cream cosmetic
composition has been evaluated by observation of time
reduction of_ each ecchymosis. FEach patient was examined
every day and pictures have been taken at the same time. No
other cream was applied and the patients were not allowed
to take any other medication (no aspirin, no anti-

inflammatory active compound) . The creams were applied

twice a day.

Materials and method

The table 1 presents 4 different creams and their contents.

Table 1

Creams

cream 1 5% free vitamin K1 cream

Ccream 2 2% vitamin K1 gel (nanosome particles)
[cream 3 5% vitamin K1 oxide cream

cream 4 No treatment as witness
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A3 13 10 10 13 A4 10 11 13 13 AS 11 11 9 14 A6 13
WQ2904/064998 g1 12 9 10 12 B2 12 11 11 13 B3 13pduBAD04/060011 .
12 B4 12 10 10 13 B5 12 12 10 13 BE 12 11 9 11

Total 142 124 124 148 Mean 11,83 10, 33 10,33 12, 33

10 Exanple 2: Protocol for spider veins [0035]. The

d f d on 10 human patients .
o RanTi NG Spt BT ey GG R G o bR VB G5 UL s 4 Slave of
orrddegs iand offa®eui[RBErel RNt ‘ﬁ@%e quie_l.oq\}irdgg % able 2

four. weeks with 15 two applications of t eamns

d&Pd [8037] e GbmRLAdemis efifdetshons thetdest K1 oxide
oppa other fornul.ati on _conpr,i sing

PO BB bl e e S b s Barenite

conposition 20 according to the invention) may be

a Led thinly twice a day, norning and evening, .
a&%&b—e-egeansi ng of the skin; gently nassage into skin

agdedn ld the gek-d-g, %}?Sor bed, i&ga&i\?\f erred. WO Cream 4

=0 I aVaVaVWe . B 201 ThAo
20RE a8 158 R TLRERQOHDRG 0L TP 5000 -The ont
clonposi tijon aggor di fogh 0, £18 v aan?nmt%g{?e Mheras™
fior use flor 10 to 15 _ﬁg&ﬁgﬁgreaaral ory’s L_nk care
andg gf ter—sungrgar—and—repgca—eesreti-£

E?gg;gurh.lgT[GGdﬁj %hg €ORPOsH-ait-aceording ti the

. A . 1 1 el o d o2 Sl A ln ioad hefnr |

[k ﬁ!ent]' OTT -L§”UUI a _l“” C_IL&I aoTy—o€t r.ira e300+ 3

Qe 1'Jc<1di('¥ ot 17 3 5

A5 11 11 9 14

A6 13 11 11 13

B1 i2 9 10 12

B2 12 11 11 13

1B3 13 11 10 12

B4 12 10 10 13

B6 12 © 11 [~} 11

Total 142 124 124 148

Mean 11,83 10,33 10,33 12,33
Example 2: Protocol for spider veins

foo3sy.. The same study was performed on 10 humarm

patients presenting spider veins or small broken blood
vessels on legs and face.

[0036] The treatment was done during four weeks with
two applications of the creams per day.

-[0037] The group vitamin Oxide shows the best
results compared to other formulation comprising vitamin
Ki.

[0038] The composition (a cosmetic composition
according to the invention) may be applied thinly twice a
day, wmorxning and evening, after cleansing of the skin;
gently massage into skin and till the gel is absorbed, is

preferred.
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or those preparations; said conposition shouPGQI/BB2004/000011

be applied directly upon wounds, mnmucus areas or eyes

due to sonme 10 hyper-sensitivitgy. [0041] The inproved
stability of vitamn Kl oxide conpared to vitam n K1,
redoees] al so unexpectSthye {HeS! fects of a |, . ,
cosnetic conposition. esjf' nvent%?%C_)]Feftz}\%/%?I g%s%?@eﬂnventlon 1s
t TP pReenEerotiski diur (mdeeossi bayd My yesbdBitory skin
widh-d hepadditi OQH%L vitamn A, vitamn KL is_

transtorned T nt o Nenadit6he AR KFndndredical cosmetic
1.frddegehizogui none that i nduces allergic side effects.

Sugc!b%/déansfornati on of wvitamn Kl oxide is not
d in the ThteseReBoBitipghtacamdiihgsesi €Re  invention

f | t when.t tic.20
efdiraiia Qﬁ?ef‘@fraﬂgfﬁgﬁi oagﬁﬁellfeﬁ\e/é%)ﬁs%ge : él&prﬂ;q}w ubsauty or

conposi tion accor
méRaietsid mkii00d2te ForbieemBr endC QY asy i LN
Ky, the i xi ngcd,;)f vitamin K1 oxide and re%??%l E%g}a base for

61 PHRAThAR B dBslhorompesitite Bbonati aptobe applied
chieeopher | GporD Wt [ The_introduction qf
active | %re%iler]ts, es’peg@gﬁsy gf?gﬁi n“k1 eé’)ﬁsdeg‘éﬁd to some
i B¥PEErPeRELEEViEN. nanosones | nproves advant ageously

of vitamns, reduces the

tion an absorptio
P06k hdo G Pegbitévaref praveoes &1 oxide

concentration o _ :

Horarmee fpaneentrs Dl U g Rl AR wne cice
c%ﬁ%%?%% t¥ t e o mRsiiid omsougfostie cai at erief itheneblrs have
R 2 DR A R d B e o COEhaRpBte a4 bperibly  improved
?‘i’ﬂiﬁfﬂ"? gdgmdians WS kG i8R rAMUNL Of o R S ORPOUDA, o o Formed
into %/Ienadione (vitamin X3) and 1.4 .Naphtoguinone that
induces allergic side effects. Such transformation of
vitamin K1 oxide is not observed in the presence of light
and these side effects are not present when the cosmetic
composition according teo the invention is applied upon
mammal skin. '

- {0042} Furthermore, contrary to wvitamin K1, the
mixing of vitamin K1 oxide and retinol (or retinol

palmitate) does not allow the formation of chromophoric

group.
[0043] The introduction of active ingredients,
especially wvitamin Kl oxide and its derivative, in
nanosomes improves advantageously penetration and
absorption of vitamins, reduces the concentration of

vitamins required and provides a system release of vitamins
for about 12 hours and therefore reduces the cost of the
composition compared to the compositions of the state of

the art.
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RI!" ~1 B 10 wherein R is an al kyl group and
wherein R2 is Hor an alkyl group for the manufacture
of a nedicanent in the treatnent and the prevention
of mammal dermatol ogical |esigRs. 15 2. The use of
claiml, wherein RL is an alkyl chain of forrmula II.
CH3 CH3 CH, 20 wherein,R2 is a nethyl. 3. The use of
claiml or 2, wherein the lesion to select fromthe

t he skin, spider veins, varicoses, blotches on the
face, purpura 8n t Heef acef bady opmbegstiohrridatpoinsing an'
fol]l owing use of chem cal peel, -Shanbourg's disease,.
SRR PR e S RS B L SR e, RPEE p g, (oF - Giluent)
Whel & BufTe ciddComrutd ds Hresapbuhd PeRAqBA Zed

lipidic particles, conprised between about 50 and

about 400 manoneters in dianeter. 12 5. The use of

claim4, wherein the nano _sjze !Iipkaic particl es have

a di ameter of about 18 ~.6~ The use of

claim4 or 5, wherein the 'z%dlipidic

particles are made of pho

hpi d™> layers. 7. The use
accordi ng any of the.prec.eding% cl &ns, wherein the
conposition is a cosnetic conp

ition conprising a
sufficient anobunt of the conpound and an 10 adequate
wigsHgih CraArild €e&n alkyl group and wherein R2 is H or an

alkyl group for the manufacture of a medicamsnt in the
treatment and the prevention of | mammal dermatological
lesions.

| 2. The use of claim 1, wherein R1 is an

alkyl chain of formula II

wherein R2 is a methyl.

25

3. The use of claim 1 or 2, wherein the
lesion to select from the group consisting of bruises,
vascular disorder on the skin, spider veins, varicoses,

blotches on the face, purpura on the face, body or legs,

irritation following use . of chemical peel, Shambourg’s
disease or a mixture thereof.

4. The use of claim 1 or 3, wherein the
compound is present 1in nano-sized lipidic particles,
comprised between about 50 and about 400 nanometers in

diameter.
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8. The use of claim7, wherein the sufficient anount

of the conpound is conprised between about 0.5% wt

and about 10% wt of the conposition. 9. The. use of

claim7 or 8, wherein the 15 snetic conposition is

in the formof a cream a gel, @& lotion or a liquid.

10. The use according to any of the. preceding clains

7 to 9, whereirs{heteonpesi tb@n &uaihers COFRELSSH the nano-

ot her vitamns, preferably vitamns selected fromthe

oFbapd20 Lasist i ngreivltani nhavevi tani digmevitani 0fE about

Ofg@ HLXLULE--thereof. 11. A cosmetic conposition _‘

whi ch conprises an adequate . cosnetic carrier,

phosphol i pi - ds6.et frthxy digl y66! cPatma «0ppouwd Qfherein the

formula | 0 25 it 2 11 R 30, wherein R is an alkyl

Jrg e hherBifie ipantirlea arkyl mgdoupetf opholspholipid

tlra?yaéltgsnt and/ or the prevention of mammual ‘

der'mat ol ogi cal |esions, selected fromthe group

consi sting of UEUiSEé,1Mﬁ§cddﬁbjﬁfﬂgdghyon1§h%hékiBreceding

spi der veins, varicoses, blotches on the face, purpura

Gnaids + pEheLEd HRlyCorPPegsian ris aki siessitlioni agmposition
e of . 1 C . a 's disease or a

Fn’éﬁl Srl & e%o%nﬁﬁ%ﬁ@c%ﬁ cogfn'p%s S j gpmPownd  and  an

adequdtrgctemetiai gatdiewhich is in the formof a

creamor a gel, 5 13. qhe cosnetic conposition of

claim1l or 1%, Wk ei HSthe &npoGRdisf fdrnulehéreRh the
$9r A4 Chaiuhe Obef ofsul a - G0 e Ewee
V\herle‘?%g% is gﬁrtr:et {%iﬁ .Hﬁ. %@péggﬁjrg[gco%o%ﬁT%n between
oot df g3 ter amd dkpud 1de etabisthd: tembdsiwherei n

the conpound is present in nano-sized |ipidic ‘
particles, corpri 3§ betfechtaotriBo7 or 8, wherein the

cosmetic composition is in the form of a cream, a gel, a
lotion or a liquid.

10. The use according to any of the preceding
claims 7 to 9, wherein 'the composition further comprised
otlller vitamins, preferably wvitamins selected from the group
consisting of vitamin A, wvitamin C, vitamin E or a mixture
thereof. "

1l. A cosmetic composition which comprises an

adequate cosme!:ic: carrier, phospholipids, ethoxy diglycol

and a compound of formula I _ O
' , il 2
T 5
1 >0
X l ~:
. i Rl
O

. wherein Rl is an alkyl group and wherein R2 is H or an

alkyl group, for the treatment and/or the prevention of

-mammal dermatological lesions, selected f£rom the group

consisting of bruises, wvascular disorder on the skin,

spider veins, varicoses, blotches on the face, purpura on
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and about 400 nanoneters in dianmeter. 15. The cosnetic
conposition according to claim 14, wherein the

conmpound is present in nano-sized 20 lipidic

particles of about 180 nanonete{ in diameter. 16. The
conposition of claim14 or 15, Sherein the nano-sized
lipidic particles are made of a phospholipid |ayer.

1%nealhe ety 0 Sid ac ing.tot 25,

cl7t§11ierrs_ fla:gltpf'o 11:56‘:?6}\9,\‘1;%% nj“fi% co%%%g%‘ag%%npr%?eﬁw}ﬁga use of
petwaritcage faelt hSlooiposid i ondtompsd sed batwasnraboW reor
0.50 w to abogi 10% wt of the conposition. 14

ABSTRACT USE OFA - CERPOSFRIEDR FCOVPRICSINNG A PAM Mddording to

OXh PEOR1A VAT THE,_TREATMENT
AN R T2 PREVENTION™ ST6F WRTMALL PERTEL 08 Cagel.

LESI ONS The pred2ntThavedtsmmtic tehpbedeiontBE USEiim 11 or
of ,a cgn%ositi%n whi ch copmprises an adequate

phar naceaEr-Bal- 2o ForR Ol akoyeelarIdiRuehs anelkyl chain
seif f Fe+@nigampunt of 10 vitamn Kl oxide or its

derivative for the treatnent and/or the prevention of

manmal der mat ol ggi cal | e&ions. The present invention

is-al so rel ated a S c rtion which

conprises an adegyate cosnetic carrier, phospholipids
and vitanmin- Kl d&' or i{d;15 delTHative

wherein R2 is a methyl.
14. The cosmetic composition according .to any
of the claims 11 to 13, wherein the compound is present in

nano-sized lipidic .particles, comprised betwesn about 50

and about 400 nanometers in diameter.

15. The cosmetic composition according to
claim 14, wherein the compound is present in nano-sized
lipidic particles of about 180 nanometer in diameter.

16. The composition of claim 14 or 15,

- wherein the nano-sized 1lipidic particles are made of a

25

phospholipid layer. _

17. The cosmetic composition according to the
claims 11 to 16, wherein the compound is present in a
percen.tage in the composition comprised between about 0.5%

wt to about 10% wt of the composition.





