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- napht oqui none) and its derivative have already been

 usedUBR phax "BGesd B Of' CERBRBERCCOMPRRIL RIS ok%g or »

t hei r 'various anti-Tnftammatoryor—derratorogreab—=25
aRERTATIYES THEBBOE] FOSWGHER  TREMTMANIO AND/AR OH® DREVENTTON
vitamn K1 in [ onposition s _unstaple in
certain condi tfe—gm&‘ %MMWC Ly RESTIONS )V | i ght

10 and could nodify the colour of cream and ot her
VF_hi cl es_of cosnetic conpositions. 30 [0004] The
doted Rt (e igvenddonjescri bes a method for treating
bt @ vessel digar s of the skin usi.ng vitamn K
Such isorder_slr}%%cg%[ A | ﬁFgthaOFatllsod@?i%tEd to the use
O pua, cbepts BiNes,  LORBIUAHASIAT AL Nac{ AC8sae or a
;%lfd,er .angi omas and spi der veins of the face.
A4 7Es therepE2dtar 0bbe7treagment and/or the prevention

15 of wmammal dermatological lesions and to the cosmetic

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
;heir 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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005] The document JP-05320039 describes a cosmetic
P47 n conprising vitamin Ki oxi de W t hOWCT/BE2004/000011

speci fication of  any use. [0006] The docunent

WD94/ 00135 describes the use of 5 a pharnmaceuti cal

composition in the treatment of synptons of chirginln;

[ @eat ory difgQr i ( n, conpr _

a?d?east tV\Z) phar na@g{ecﬁltﬂ}ez% %/I_Qaciglbvsdeﬂa%e(%ﬁ%cr ¢ cosmetic

R PRAL YT pr odompsiahngnt | Atifd@et OKY aNdyxide  without

a#ﬁl ic.effect. Said docunment al so describes that

t he % lsaﬁtejtoﬁ1 &iidl 28 &S veness of t he productdrmy be
Godised by cheadBctiiidratness 2ho ¥4t agLOS

ggi va]t i vesyt her 60f . Anong t he /?T'Eﬂtl ongzag(\:/ﬁagﬁ?ngh% gise of

Vi (R ANRFEHHEFad t epipoKitioni de ¢1@§oai¢§mgg@cwrgymptoms
74 ;desgrides a.stable 15 oily vitamn o

o s?%ﬁzgé‘?rpricisf{.fﬁj‘m&ﬁtcﬁm viishEReEFd | @idhi romposition

dgperisddgi navat BsasThecwd t aphdsngoshds bey M tamn A oo o

D, E, KL or. vitamn K1 oxide. Said do_curr_e_n.t al'so

HBEER beSOTNHRAAIHN PrRBUSESIe emul s el ammatory  and

S i SO at e stable than vitam n Ki,
%ﬁ%& S\%?%g'?%eécztd sgsne%ph?/érﬁ?%ﬁ“%’&fzcaﬁl%t grEyihes that the
grtarynard efiflecebubhéng off theShablacemiksi 8B W%'iz:g.gliéed by

' .affected by heating at a tenperature of
‘%%FQ‘?‘{%‘%%\% %tb%?iyo : [ﬁ@%éﬂﬂlmﬁe apdundarivst3ves0 4%@reof.

i e i on f at . .
rasay! bus ferosbenberabaaguents UMD of (s v nin 1o
9%i4€tamin K1 oxi de which finds application in

yion for the prevention and the treatnent of
B Vel | EaBuriar SBaSEs. G5 42 of Tehede pueRboron B0stable

e et L R A Ay on
%ﬁﬂﬂqh%RIQ&ﬁPT?ﬁQ ?ﬁi;@agggntﬁgf1;&ﬁﬁﬂgﬁsﬂﬁﬂﬁid be vitamin
Agg:%g:gFgg:%glCH?SV1td“dI1 % Foide M Baid document also
describes that vitamin K1 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

[0005] 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,




| esions, and nore especially |esions which affect the
W08 2004/ 064798 PCT/ 8E2004/ 000011 3 but RT/BIR004/000011
does not present the drawbacks of the state of the
art. (0010] Another aimof thg present invention is to
provi de such conposition which is nore stable and
Whkchiy i dee sent the yellow col our of cream and
vehi cl ég ?Ié%ad]ggﬁs aoim %het%%? a‘%{v’éa‘ﬁl?atzhﬁ &% bhg state of
whechrtherefore does not render the clothes of the
r dirty. [0011] A further aimof the present
?ﬁ@iﬁ{nﬁ onis t"&’é‘ﬂ?%m 8d™ @bnpdsi thrasewt ciriwmoion is to °
e6¢idd Vaukp |d - LV- iation and which .
‘?her efore decr ecggﬁé%:ﬁ%%&%{l F%qrﬁ:a es® &o&”@@'eﬁg% stBA which
Qe onstinpresient sensi pelliby AoRfre’@¥ hUJRWNAE SHhicles
012] A last aimof the present invention

osyr e,
éi?i(P BY oPEA déta pdsRte oRthdihen et siamid awhbchatherefore

S
dagy ARd redeldrVidpe (4 L NG - ephanced .
~ penetration' through ]{Eﬁéeﬁ@ééﬂgfna%ﬁed GHRERT) gArty -
ddur e- bi nd?n@humqim' tayz)n; i cn?vtlwv phésteb@ kl'qwéhf %ion is to
ition of the state of the art. Summary of the
5 %%\%%% i o‘—’{n ?%m%%%lgﬁﬁgct“’%lﬂ%’er%si 3ok sEmfEt iveetef hight or
UVerRashtion GRRD! Whiikl aPhepeayal e RS tigal ot .
cosmetic carrier (of.L di | uent) andda%%g:lrj |%éljér?tr aﬁgﬁﬁ‘?nates
sdfle g e RPEEN EUBY nud achOnREmehesidin dinssraviakkydr all ergy
£85 9 i@ds&‘@e .8 R2 is Hor an alkyl group for the
manufacture o f84Fcament in the treatment and the
Yred& o'?_ﬁrve%ﬁ:iér? is to

[poExEnti on ofa naewe! semmetiol eghc
anot her aspect, there is provided
brovide a composition having a similar 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.



a cosnetic conposition which conprises an adequate
cosnetic carrier, phospholipids, ethoxy diglycol and
a compound of forrmula | 0 ii 2 11 Rwherein RlL is an
al kyl group and wherein R2 isgH or an alkyl group,
for the treatnent and/or the prevention of mamal
dermat ol ogi cal |esions, selected fromthe group

consi sting of bruises,' -vascular disorder on the
-skin, spider veins,- varicoses, blotches on the

face, 1 purg e face, bod Qr legs, irritation
Uﬂ@r %%peéﬁ therF véﬁﬁf‘rbourg s di sease

E{)?og%rfwf%( uroé“pPﬁJe?’é’& f@bl‘?ﬂmplﬁl%f o¥ed may be the use

DedaCOMRS C .ISI ng | Kl oxi de or
der(?{\l/atlve t#gl}:ggf an F ad &Gt 1?%%? f@rthOPﬁ’e diglycol
Nt @ Nempoumnd Qﬁftﬂtﬁ.‘dﬂf&&/el'ltl on of mamm@|. (i ncl udi ng

romthe group

ed wit h

human) der mat ol ogi cal | esions, $el ected,
e skin

consi sting of bruises (possibLy.a $QCi a ¥
cosnmetic surgery), .vascul ar di spfdegsS of g o
such as smal " broken, vessels, Bkpiddr vej—
vari coses, blotches on the face, a Pyt pUut ag on t he
face, body and |l egs (including ™ actini purﬂ&ra and
post | aser skin treatnment purpura), |F¥|tat|on of .
the skin followi ng chem cal peel, Shanbourg's disease
ahg a mxture thereof.«=[0014] Advantageously, t he use

, ovhéheinoEposist ign alEi-scC ga I the

a1 ant ageous aSSOCIatéé t erapeg§¥cakﬁgrg s mhgn °x an
§9é1 d%4pon 8y 29@@/@6&&98ﬂ9@¢/BE%&GﬁtOﬁm@ﬂLprévﬁntlon of

maQﬁ{aqat g ns, such as to )
ant|-|nflangg?SEQ§5eff%CF§ dniﬁ%ﬁ%ﬂhﬁﬂ1sﬂHQﬂ'[tkﬁs]growp
Coppaftsdrialg yprLt hbrcmﬁﬁesl tvaacwsed | Miifder 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.

[0013] Disclosed may be the use of a
composition comprising vitamin Ki]
| oxide or a derivative thereof and an-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,_splder veins, varicoses, blotches on the
..face 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




di scl osure may either be in the formof a
ical conposition or a cosnmetic conposition

@@%@@gﬁg&g an adequat e pharmaceutical or cosn®GITEBE2004/000011
carrier or diluent. [0016] Advantageously, the
cosmetic conposition may furthe¥ conprise a
sufficient anmount of a penetrating agent such as
ph@§‘9ﬂ@tpép@sca@r efegriabity, SaudhpeRet kapiitg 1

Ne kR c{g m o;l gg Eomas escribed hereafter.
Exan'p 8s” o P 58 et PEaEo tion could be in
for a cr a lotion and/or a liquid.

The v? ;@r%r%b]%l 9 GERsPEEERE u3ss Enehe

cor?-b i°CFoh "RE SR P8l %W%g‘fowm@ Pheryacderiogdt i ve:

wherein Rl i.s an al kyl  group,
prefmeES a%}%/l% a?ﬁyl cha?ﬁs?ﬁﬁfuﬂ siGRRtekon 3 grREPZOsing an

cardmnsn tprphernbtyut Beadl k¥l c6bake :ef
gﬁ@%b y branched, nore prefgra yl%f %r&%@gpjdlluent
CH3 and%@ﬁ@%%ﬁ@iﬂ ortral aldogmegriotp, composition

prefer et h a nethyl group. [0019]
AdVENt éﬁé%ﬁ’él‘if’m ﬁée\ﬁt%ﬂfhcb‘?fé%éﬁ‘?unﬁ ¢the penetrating

céﬁﬁ@;tl t$eahhas tphoéphbmllplﬂs\/\h%féﬁeﬂablﬁ gas{cprﬂghgtrating

| B850F A, dmt 4DsoRer iy MR RTRE Ptﬂ&mgéﬂpsdl beedater

t beoxwppound of pkhs 18 ery
2004/ 064798 PCT] BESB04T 000011 BHHHE ropbesition could be

deri g feym praesz;'ﬁam,nangea SiZzabilidd Hi¥d/or a liquid.

p es (her ter Called nanosones), preferably
||P(E,‘|sjaiﬁ e'ﬁ'l K1 oxide pPresent in the

COTIIPOSlthII 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

gt - | Lt
[ 0017 J]ammatory
t he

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




rti havi ng a di aneter Con‘pri sed between about 50
‘QQ&M@%Z&S 400 nanoneters, nore preferably bet wEWBEZ004/000011
about 100 and about 350 nanoneters, between about 120
and about 300 nanoneters, between about 155
nanoneters and about 200 nanoneters, nore preferably
-aboit 480 iRanIBLESS 3% 130; o nanoneters) . [0021] . Th o
stability of the I pi _dllvze)nalnsé_s rﬂg"s_éa b])e“o%‘_f‘%?h\‘]%ﬂzwgt Ripidic
PATG 3 des hdkengafiteui tabll eddimansd e of gﬁ@ﬁ_@r&@@% lipidic
Wféé 39‘? nore than 80% (preferably all) of the

anosones. of 1 He? cAnPLePEFEh SWTd sashdetiwres ameout 50 and
sibomit @fo Bheordd e AN QERter ' Jhat a

Reefonhy et iShefle 200 ana

difference in such size excee en a
Gl&ss3hfly BeroRehenni ndoethecéor natbown af2(gr 8RN about 300
instable and further w ||

h 9)
RanesRRTes-4 hat, GBEen) otk A5 | MAneIRters nagd  about 200

destroy thénselrves
passmbterdi, spacse opird e ceMmased Wt ap 1.0xi de
or_its, derivative) r‘t}i;md t he 1I)}?pi di ¢ rrel\rgboﬁ aﬁgﬂgﬁgtf%ggse (+ 30
PrreRetREAdsone advantages. [00221 Advant ageously, the
Bozand st rmet vegbOfi thyher HIRNAIPIR: IMBknBAYRe the $ane

physi co-chem cal properties that the cell nenbrane
Qlrich tiheed efvoirtdy Uaﬁtﬁ@ﬂ@%o”ﬁaﬁﬁgbeaabé@iﬁ%lé’erlﬁtﬂéﬁ§ion of
aZ::aSi |y t?@d qgui ckly the skin and inprove the cosnetic

Y b ApBabrrehees eppfegoate tﬂff@hrco&h@%)ufprifai:a}a]}yn all) of
tie QE S Ged t i vati .. Furthernopre, the ,

i ntegrat | oneéof&% chjtg{f%:o%pm%cﬁ%l Tyr aﬁﬁﬂ‘g%i bRAE8 EPei pame size
Odepbrarti V)0 inamawdsones TRYi €Hapsents ehapest 5akedidce in
Sc%grretzlecal ?(?é{?l cacy while using |'ess substance. _

[ 00231 S THRE TRitfoSBfrestray abéumitie PaPcesnalee opcout t |
médfiingi €nd aFamS tbn prgﬁagjcép'rgﬁrosgﬁgé ghah! %:Flrgfbecome

phosphati dyl chol i ne. Preferably, the nanosones are

insitagle and gdtgemorolayestsrogf thhesqihvel- bpiisaking.
WD 2004/ 064798

referably of, phosphatidyl choline.
g rgsu_tft% in "a Boss:{.b € dispersion of the compound

vitamin K1 oxide 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.



PCTBE2004/ 000011 6 [0024] In the conposition
WG edeesedeg t he conpound (vitamn KL oxide or its
derivative) can be present in a sufficient anouRETERE2004/000011

treat or reduce the effect of the above-nentioned

dermat ol ogi cal |esions. Preferably, said sufficient

anount is conprised between 0.50 wt and about 10% w

of the total conposition, preferably about s% w of

th Ootzg’al conposition (the total s w of the

conpési tion Beithy 4000JitipO0REiclThre, cOMPOSinpb @ (vitamin K1 oxide
di STlb% cldrirearinely amt dgepsieyt canpréusesiohhennsffi b enbar o

cosnetic or pharmaceutical conpcfunds, such as other

vi ¥&AMRE (Wee creffomed d die fhes eabot8-HaRLSSHRS; Cgﬁrmatological

pr y Vi t sane , size_as the ones whi
in%%%%gﬁ\%l’ttz}?ﬁen&%la%%desﬁlqt§ufééﬁmati valount “is comprised
Pristeweed i 58NS %E bd @i Rod i Lgnin C an e
vitanin E which present advant.gtge‘gﬁs%)?} gﬂ_?yrlfé’rétg%c composition,
ad® T+ eJ2R4 Y iabprEnPR WE oxE diahertbt—.ﬂdebmp@tsli\tqona (the total

Vid apd nsr e able tq maintain iron under
bi val ent f%rle?nn(g? _(?%%E%?napgﬁ&gnéopﬁénsforrrati on to

t{00aient f Oliencofbesitinn difOL2&ded mRalyhe conposition

di zjcl o%%d, tuggltvi tamn A (pure retinol) could be in

t REVPSIAGSIOUSster 6PmPIrigsisn Aotlhéch mfib@en®or ecosmetic or
spahhtal-enta oS ek Wth the use qQf ester . ;
derivatives,. thgﬁg ic%zlgiys'nafuﬁ rRJudiey oigamins  (which

FEPLhEr ey epravbent ushndoeMess A BRefd Si .
i LiLati ngt%de effect of reti no’la %oﬁl dr%29§ogg§ielnne%, the same
eSpéci 4t y “WierPife ouivdt i éncdndesivitmins BIedoxf@ea or its

ooy, R g L1, el SR o omeces
_ i . Vitamins
sur bage ®f atde M &N naintain iron under a bivalent form
(ferrous) avoiding transformation to trivalent form

(ferric).

[0026] In the composition disclosed, the wvitanmin A (pure
retino_jl) could be in the form of ester of vitamin A which may be
more stable 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



order to reduce a possible soft |ight effect wth

bvew teoamsssed phate, mca and titani um di oxi de (thj

mineral can not MO 2004/ 064798 PCT/ BE2004/ 00001]C 20041000011
penetrate the skin and shows a change in the conmon

light with a dulled effect), thé concentration of

sai d compound could be reduce in the cosnetic
conposittnagre dilsz| gistd, aedpedicdd ya thahhe tLieall@ntommon light
shou.l%tak(g ifvgral nont hs. [00283 O her active )

i ngFedt éht S i iGFEGTdnt StRSNFRRCRBRTRRHPBY @& heaid compoun
vitam n activity, preferably said conpounds are Ce
sel ggied LLr e.qr caonsisting of .the follow ng .
SrLeElEes SRR LM SR el ) QA cecsan
phyt onadi 6h&® TABGuER s (6 abdtiTersdy mordtopher vl

acetate (about 1%, ascorlirc palmtate (about 0.5%,

r etfiopgle] pal m t atechaboubc@i%¥ anhreneRher ol s £abovharedient
0.2% . [0029] other advantageous %npounds . greaients

- compiicBedan nmpheve ddepys Faion aCcaiebsrrebire feprplasiseilgn

of ' nti.on) e .agpa (sqlvent retinol, . .
prg%l;1 8%&% YO fgrrg%(szgg i n_rmél g:llPee_nt?,}b‘thi SWROFEME of the
(nEollakizdgn@leh@aRn ) wikeci then FITBHRYES preferred (wt) $%:
hydrat ati on), carboner (thickening el enent),

etPBYyRImli et ((BERREr aPi Bn tageAbPut s@we ,speorppberyl acetate

lipd sueh as lipi etrati on. agents), .
EDTA 1f:onfytlal"g’xi naggggn , %%‘g’g? kyfa%%%iz:oa?{]e',f’%g Yo retinyl

C g dnhi rateeapldlmountt rd By eahdes ocpphatoluabomt dums) .

cycl om;t hi cone, l%gll ycerjne, sodium PCA, mca, barium .
sub4%E  titani Sh SR HBEYLS BarRORpdsyeotieed.in the
CQQQ{:N@mn PQ%%FQ% os@%ié’xllaot tFeLo:i__nqu‘iti%!nl)(yﬁlay be :
crosspol.ynmer, propyl par gben, nment hyl par aebenJ .

alescpieol  (seheaivat | vegiinprlgpy | @reodl ol émg'b&lleni (Mbistening
agent), BHT or BHA (antioxidants), [0030] The

p Glai dericbapplepdnyi seruktpdlzing iedewentihe lecithin

skiimpRerely atﬂﬂkéﬁayiéﬁm NS.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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wopewiyoghioy vitamin K1 oxide or its derivative and
vitamin A [0031] The present invention will bECT/BE2004/000011
described in nore details in the foll ow ng exanpl es,
presented as a WD 2004/ 064798 FET/ BE2004/ 000011 8
non-limted illustration of preferred enbodi nent of

t REDpriegidimd | nvdmisitart ibranpke die Peptagol

br. SES D [003 , For the purposéiof t he stjﬁ%%kFﬁent of the
&#posf}l ony’’ E'( cosneti c conpositions) have been
used in various vehicles with different
concentrations in vitamn KL and vitam n Ki oxide.

TRE2ERIAy lvin Predmiedt dtbr ibridees e bl ind on 12 human

valpgntgers (sixg Ies nd SI x 10 femal es). The purpose
of theqst udy wad E% BIHHYE or Ofat  Ebast %tucri) . three

s icrmpais i ad bingi t(yleiaml bagh@tﬁ. % | t am
K, in resolution of bruises. [0033 fﬁﬁﬁ%gﬁﬂ Bpve been used

vOPunVE&rOSr eicdtisties ecel ed diAfersmt| o&o@l&ehbeatlons in
goak e u tri. ur 15 ecchynoses

haveagggnk?ngﬁgegigﬁ%eac%’e[ gf{f@ﬁf E Coff ¥4 vRGr eapApyted in
aﬂ@ubhe éﬂf:;mhcgmofmaaimn@hea%p@ﬁﬁséks Féﬂ@Poﬁlla?_bQ” and six

fé en ev%uat ed by observation of tine reduc
o Setc ?roEngoﬁgcﬁ’fpﬁheemtuﬁas wanimeshoeveryetter or

Claty d@@sﬁlCéukﬁﬁuhéﬁ? Q%Egv @IWQEP Saneﬁé}&%ﬁ@%? versus

20, ot her cream was ap
a‘thGWéH'i Kb 1Iakleem3/ubimrofreldn@ii§;da§n (no aspirin, no

addx ]I nf | arrma 5t|ve conmpound) . The creans were

applled tMAce ? ML eYPhvE ﬁﬁésmmﬂﬁﬂﬁdnﬁiy received

tiatf cernda tilda s edv stﬂed 4 ey of
contents. Table 1 Crk':’fcjf B2MBoRRe" 'the trial. Four
€cchymoses 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




creaml 5% free vitamin Ki cream cream 2 2%vitarrin_Ki
ﬁ@lz"%‘ﬂﬁﬁ?ﬁsom particles) jcream 3 5% vitam n Kh/BEi60€000017 .
creamcream4 No treatnent as wi tness WO 2004/ 064798

PCT/ BE2004/ 000011 9 [0034] The fol l owing quantitative

results in days of reduction of er|sesdare present ed

in foll own a and sho he .advant ageous

ef g‘%dgt%s] of Vi ta%htre} %]O%(})?Wdélg gblﬁﬁ‘grl%&ttlg et sKiin days of

upmﬂiuzhtﬁbﬁr eift bp@tilstid Sired plalklaitdaCieamyl F8ANA 1y table o

Ce m3 Cream4 PatlentrSCP\/tamn 2% Vi tam n"’l?y% g table
RORG tirles rﬁ@ﬁanmqgaqwmaﬁﬁiemesKlofuuwetamln Kl oxide
A3 13 10 10

1
recies 10 111 utlodd, ot Meboifgblgold it 1
512 9 10 12 B2 12 11 11 13 B3 13 11 10 12 ?221524110

1 5 12 12 10 13 BE 12 11 9 11 Total
%ﬁl—i&& Mean 11,83 10,33 10,33 12,33 10 Exanple 2:
Pretfgal for Sﬂfbﬂs‘%{m wei ns [OOSTRL]rea hg same st udy W%.‘ream 4

pFP;ItQ_reEE PN BTHET 55 Vi tamin 5% Vitamin No treatment
K1 K1 nancsome X1l Oxide
particles

Al 11 9 11 10
A2 11 8 10 11
143 13 . 10 10 13
A4 10 11 13 13
A5 11 11 2] 14
A6 13 11 11 13
Bl iz ] 10 12
B2 12 il 11 13

B3 13 11 10 12
R4 12 10 10 13
BS 12 12 10 13
Be 12 11 9 11
Total 142 124 124 148
Mean 11,83 10,33 10,33 12,33

10 '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
15 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
20 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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Wabh&s$opr €senting spider veins or snall broken bl ood

vesse(s on |l egs and face. [0036] The treat nent PGEBE2004/000011
done during four weeks with 15 two applications of

the creans per day. [0037] The group vitam n oxide

shows the best results conpared to other fornulation
coipo3sing vitamue &npdPO38,T. ositio a, ) .
cosnetic composition 20 accorr(lzli%gccglgg?ﬁ% }L’ﬂvg}ﬁ%ibﬁfemmn 1s

el bATEppicEdCeni Hep thdrcel@ tdays @eRRi ngs affbparatory skin
gently nmassage

evepiog, cLeansi of the skin;
into ski%%%%éti?ﬁgt hs&ﬁslr i $UHEGed, and  medieak edcosmetic
WP 208064798 PCT/ 8E2004/ 000011 10 [0039] The

COW@@“ on according to the invention is recomended
fo for 10 t@®15CHEpPesasipneparabvdynskito enee invention

008 A B bR Rt I S ey o

procedur e.

ojer DY o COoTt ¢ Sk noCar ool & and cdnese fox
Lhe _d arSe Rt ions. sq%s@orp@@@atapnoshpuim ot be applied
Comssetory it e bt Ol if 1L e v some
hiperrserssirivigy.[ 0041] The inproved stability of

\lergg;a(gggt _Pe%l SXIt ﬂghgfgg%%ra?rd ?g%:/%}tbgglgg?ﬁ@f |r grcihtj:g_re;l?.nallif oxide
bregonce ot tana 2L st G s bk eene oo
acaﬁf?%ﬁ offf vid afiarmRtici tcamipodiichn § r angf oiMREntors  have
| TPRbroal FARE, WL bl 88 alhtr r it pmee Hohy ofmoroved
Vi itein bhiladdi 8gohs ook i@RRRRY 9] | B NGn L eR2N¢8 P uns Formed
lil%:hct) Menadione (vitamin K3) 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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and these side effects are not present when the
cosnetic 20 conposition according to the invention is
appl i ed upon nmanmal skin. [0042] Furthernore,
contrary to vitamn K1, the mqing of vitamn K1
oxide and retinol (or retinol palmtate) does not
allow the formation of chronophoric 25 group. [0043]
The introduction of active ingredients, especially
vitamin K1 oxide and its derdrisatMgve, in  nanosones

i nproves advant ageously penéttation and absorption of
vitam ns, redudes Use cop€entx at fomproki8lori t gvmesrising an'
reguired ang rovides a.systemrel ease of vitamns .
PRI 205 RBAr EUBRoLhersT GFE Fedites PR EostoRr diluent)
iRl LYTTSIdicoR CRRAedE 0 themsOmRestbianba 0t the
state of the art. 11 ('T. AT 1. Use of a

conmposition conprising an' adeguate pharmaceutical or
cosnetic carrier (or diluent) . ! ang2a sufficient

anount of a conpound for It ~1 B 10

wherein R is an al kyl rein R2 is Hor an

al-kyl group for the nmanu ur f™~a qredi canent in the
treatnment and the prevention of! mandl der mat ol ogi ca

| esions. 15 2. The use of claif1, wherein RL is an

al kyl chain of fornmula I1I.

wherein R1 is an 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

'\r

\//QQ?/(\\//“\TZf\\//“\T/i
CH

CH CH, 3

- -3
]

wherein R2 is a methyl.

3. The use of claim 1 or 2, wherein the
lesion to select from the group consisting of bruises,
vascuiar‘ 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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CH3 CH3 CH, 20 wherein,R2 is a nethyl. 3. The use of
claim1 or 2, wherein the l|esion to select fromthe
group consisting of bruises, 25 vascular disorder on
t he skin, spider veins, varicoqgs, bl ot ches on the
face, purpura on the face, body~or legs, irritation
follow ng use of chem cal peel, -Shanbourg's disease

or a mxture thesreathet utke yge @fachaidN 1yBkr3in the neno-
wherein the 30 conmpound_is present in nano-sized

| $hFelc patRiddices, PaxbhptPSed BevVReer® abddems0eand of  about
apé)gﬁjtn%qgm meters in dianeter. 12 5. The use of '
clalm4, eérein the nano sized lipidic particles have

a diameter of @&outthel80sBanefet&laif. 4ThgrUse, Ofyherein the
claim4 or 5, wherein the 5 nano-sized lipidic

PP cF 6% r e dride of Bedsmbespi @rel apeds. L Thhosgdholipid
] ding any of the.prec.eding claims, wherein the ‘
corfposition is a cosnetic conmposition conprising a

sufficient anount Dhet hes<orpaindiang anylbadequat Breceding
1(E::;-)'Ismeti c carrier. , 8. The use of claim?7, wherein

10§y f fYRIEEHT dHfINECBPOBHE iBhpbEing iapstskprd sedmposition
el ; mabout %o d 10% of the
BEBESR D Oy AL fC AR 1OR Mol eifpennd e and a
d8eqoabet rosnetpostdtohetrs in the formof a cream a -

gel, a lotion or a liquid. 10. The use according to
any of the. précediify &5 ns oFf t ocdaifmher@in tweerein the

SOPPPSELLPN Jn‘rHLHE:ero%onPﬁjasegompound is comprised between
about 0.5% wt and about 10% wt of the composition.

9. The. use of cla_im 7 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




other vitamns, preferably vitam ns selected fromthe
group 20 consisting of vitamn A vitamn C vitamn E
or a mxture thereof. 11. A cosnetic conposition

whi ch conprises an adequate co§¥et|c carrier,
phosphol i pi -ds, ethoxy diglycol “and a conpound of
formula |l 025 it 2 11 R 30, wherein R is an alkyl

gr er s H ou or. the
e et ina ot nbr euere 1 oni5h hpie To1iSiing® vee o
dedremisladgireall | Siagisyuispl ecitsb st e GHaUPre thereof.

consi sting of bruyisg vascul ar. di sorder on the skin, ‘
spi der veins, va ICEE@S RSREHES aiPmdRsitdos, mogwrding  to

op1i3m Hhe MQg%h dix Ol-1£ rdd tat on follown
use of chemcal peel. S an%%ﬂ?g :é&aééasglgF'f gel.
5 mxture thereofl312ﬂm§h€dEMHﬁﬂdCcﬁmﬁ@@ﬁtLM@nof claim 11 or

iﬁordg g t.o %Ia|n111 ich is in the formof a
aam'GFT§*fel- 5 CPgP snkdyBukdnboskti b8 of alkyl chain

chRl by 05 Iﬁz wherein the conmpound of formula I, Rl
is a alkyl chain of fornula Il 10 CH3 CH3 CH3

wherein R2 is a.q?t 14. The cosnetic conposition
accordi ng to-dany t I o 13, wherein
the conpound is & gse nano-si zed |ipidic

10 particles, conpr betméﬂﬂ about (&H, and about 400
nanoneters in dlaneter* 15. The cosneiic conposition
according to claim14, wherein the conmpound is
present in nano-sized 20 lipidic particles of about
180 nanoneter in dianeter. 16. The conposition of

whairayddror i45a m@ﬁﬁygLn t he nano-sized lipidic
partlcles are made o
. 14. The cosmetic composition according .to any
15 of the claims 11 to 13, wherein the compound is present in
nano-sized lipidic .particles, comprised betwesn about 50
and about 400 nanometers iﬁ diameter.
15. The cosmetic composition according to
cla}im 14,_ wherein the compound is present in nano-sized
20 lipidic particles of about 180 nanometer in diameter.
16. The composition of claim 14 or 15,
. wherein the nano-sized lipidic particles ars made of a
phospholipid layer. _ |
17. The cosmetic composition according to the
25 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.
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phosphol i pid [ayer. 17. The cosnetic conposition
according to the 25 clains 11 to 16, wherein the
conmpound is present in a percentage in the
conposition conprised between about 0.50 w to about
10% wt of the conposition. 14 ABSTRACT USE OF A
COVPOSI TI ON COVPRI SING VI TAMM KL OXIDE OR A

DERI VATI VE THEREOF FOR THE TREATMENT AND/ OR THE
PREVENTI ON 5 gEshRdiMAL DERMATOLOG CAL LESI ONS The
present inventTon is related to the use of a
conposition which conprises an adequate pharnmaceutica

Or CANTRIY G MR T TR ICONPRE G FTTUMIIC KANOXADRITR A

Of T T Lu.lll ILEEAY OAXT1 T Ul | LRSS Uer| Va[| ve T 0r the

t AL VEDIVE NUEEREOF hxeomrmmmmwram! OR THE PREVENTION
d_TnatologlcaI. gigﬁsls al so
related to a A SR T Ic—c-BFEE rReR—eofmTi ses an
adequat e cosnetic carrier, phosphollplds and vitamn

KI oxide or its 15 derivative.
The present invention 1is related to the use

of a composition which comprises an adequate pharmaceutical
or cosmetic carrier or diluent and a sufficient amount of
vitamin Kl oxide or its derivative for the treatment and/or
the prevention of mammal dermatological lesions.

The present invention is also related to a
cosmetic composition which comprises an adequate cosmetic
carrier, phospholipids and vitamin Kl oxide or 1its

derivative.




