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PREVENTI ON OF MAMVAL DERVATOLOG CAL LESIONS 10 Field
of the invention [0001] The present invention is
related to the use of a conposition conprising
vitamin Ki oxide or a derivative thereof for the
treatnment and/or the prevention 15 of mamm
dermat ol ogi cal | esions and to the cosnetic
conposition conprising vitamn K1 oxide. Background of
the invention and state of the art [0002] Vitam n Kl
(phyl I oqui none) is needed for 20 proper bone
formati on and bl ood clotting, in both cases by
hel pi ng the body transport calcium Vitamn K
(2-nmethyl 3- phytyl-1, 4-naphtoquinone) and its
derivative have already been used in pharnaceutica

O CQASETESF Q CRMRAsd 11 eNe FOMPRISELE VAFAMHS XK1 OXIDE OR A
anti-1nflTanmatory or dermat ol ogl cal 29 applrcatrons.

[ DBBZVARGYEY EHEREQE FRRoTHEr FREAFMENTy ABAOR [THE RREVENTION

cosnetic conmpogj:t | hS B Blog.0lb? el §3ied og@ndi tions
when exposed rc—bgg#?;angig%ﬁhjﬁﬂ—fﬂmktou+§gﬂndify
the colour of cream and ot her vehicles of cosmetic
&&g ositjons. 30 G9Q041 The docunent US-5 510 391

_ iélﬁi;ébﬁnﬁﬂV EX¥B treating blood vessel
P'l!cﬁdlf ers Of Fﬁ%é?f&é’éﬁ@%ﬁééh@%ﬂ K. %@i‘a@ééoi&@er&e use
include actinic and iatrogenic purpura, |entigines,
&l angi ectuppadtopnt heonfratie ingpi dertamini okds amdde or a
spider_.veins_,of th ace, . WD, 2004/ 064798 .
R et CotecE e oy R e A ST s Rge Vet ion

descrdemla asMRiicClogical 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
proper bone formation and blood clotting, in both cases by
helping the body transport calcium. Vitamin K (2-methyl 3-
phytyl-1, 4-naphtoguinone) and its derivative have already

been used in pharmaceutical or cosmetic compositions for

their various anti-inflammatory or dermatological
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.

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

angiomas and spider veins of the face.
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conmposition conprising vitam n K1 oxide w thout
specification of any use. [0006] The docunent

w085 describes the use of 5 a phar nacertT/BE2004/000011

conposition in the treatnment of synptons of chronic
i nflammat ory di sorders, said gonposition conprising
at least two pharmaceutically active agents whose

L phation prduces an anti-i 0 and .
REPeEet o or f ot B Ehaunls 1 ke FEtaepn, commeric
thepdPisabety apapefibeell venessa®int hexpr odugt: d@y bgithout
optimsed by co-admnistration of vitamns and

Her T Vot F9es0R ek el UPEDNg the mentioned vitanins are

i in Kl and+\ t ' 0 h QcC nt
KO8T Gace bcgé&gméét]f%bﬁébg?gO%?gy%is;gg%b%s e use of
®nphairoaceatpeasi rpmpesdidipnyi tantheantedt@ridthi 8 symptoms
dispersed in water. The vitamins could be vitamn A
® ECTRPTGC vi tBAT ATRECEXY de. I Uctunes iy socomposition

{besgthat Midam n gy oxhde gl 8ieR1hS asctive  agents
colourless oil, sonewhat nbre stable than"vitamn Ki,
usdaviosgtine t2@nsanerpysesl ogical aatti-vdintfyl samatory  and

i tanin, K1 _and ting | tab | si on_whi ¢h
TR e20Ea s, Fobir APGHTET | Bhper MTh e DpoanGlat the
4 OF o £ P02 HO Us SE et 1 she d H068] tH-@epﬂ@&mr}ﬁa%J%é 8601499ed by

descri bes a parenteral aqueous solution of fat
St HELF e FPwher i nvipImine fawdsolebleakipseantereot.

Aﬁbﬁ%téﬂén éﬂt?ﬁﬁgﬁ @@Egﬁihgng§ a@&@éﬁ?ﬂ‘%iiéhd ¥itamin K1
nutrTtion ?or t he prevention ang the treatnent o
aerdai n well known di seases. Ains of the invention. 30

A first_ aimof the prese 4 igyention is to

b%gggie a nemﬁ%ﬁhpggFPWSHtmﬁﬁ%ﬁy %naggad%%%?ﬁb%%%sa' stable
éﬂ%&*cﬁﬂﬁéwﬁh|réﬁﬁ?%ié@alﬁ@%ﬁxigiﬂﬁf'&NS @?ﬂ§3|vitamin and
dermat ol ogi cal |esions, especially human _ '
et bh ogl sp¢rs¢@sinnyatend fAbrce Vedpadingl [gouledilomsvitamin

[ atfect. the f 2004/ 064798 .
'%Qﬁﬁ%EZ%%4/g60d%ﬁ a&fﬁa%¥% QQL %glde. Said document also
describes that vitamin K1 oxide emulsion is a colourless
oil, 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° C for two hours period.
[0008] The document US-3 070 499 describes a
parenteral aqueous solution of fat soluble vitamin wherein
the fat soluble substance is wvitamin K1 oxide which finds

application in nutrition for the prevention and the

treatment of certain well known diseacses.

Aims of the invention

[0009] A first aim of the present invention is to
propose a new composition which finds advantageous
applications in the treatment of various mammal
dermatological lesions, especially human dermatclogical

lesions, and more especially lesions which affect the face,
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3 but which does not present the drawbacks of the
state of the art. [0010] Another aim of the present
WO pwe/0647881 s to provide such conposition whi BOT/BE2004/000011
nore stable and which 5 does not present the yellow
col our of creamand vehicles glready used in the state
of the art and which therefore does not render the
cl ot hes f he consumer dirty. [0011] A further aim of
BHe. BPeSBnqar diith oREFESD ooV MRS, (iHn State of
MWhich-¢s not sensitive to light or 10 UV-radiation
and which therefore decreases or elimnates side
E90%@t s such absmiﬁmmrrerimsmﬁ] sbkasigdedant ofinmkheigy is to

follown N exposure. 1..A last aim e ,
%Jrﬁ%%]e%% %ﬁ]\? nt 79 Ci)%ltfjoo i\}cﬁe Jascgi?ﬁgm?{:%%fﬁa\ﬂ% which
@o&& Mhbar fifestmd n‘iﬂﬁ@vgéllbﬁr adliotd Yot | pekdd Nth@Nvehicles
enhanced penetration through the skin and an excell ent

FOT SR e UBRAdilRy tapasFayy iof vildy oft eme kiv\eh therefore
[ S e_.art y
R o0t Wty ofndlt crriIBEYagtrt
[@@bml on is A efatdoet oairheoﬁsthef presempositiveaition is to
sing vitam,n K1 aoxjde or aderlvatlvetheref
@Ja% a&ecﬁ%‘{pgsééiﬁﬂr’er"%? ‘?h tRe MG e ot WPt ChVE/ 6P thight or
I@\?%‘a@@ié@ibz@f AN 1 {1 NEhddiae rhugBm) Lok fatpl Oswﬁknates
| esi ons, selected fromthe group 25 consi sting of
B de s@gféﬁﬁgsﬁl@@i assowrswnen shisoseasicividyyery)allergy
di, s the skin such as small broken
%(gjésg ﬂgs%lrg g%%f%s vari coses, blotches on the
f@er2] any pur puraaet khmnfaﬁeijhgdpraﬁénhegﬁnventlon is to
(including actinic purpura, and post, | aser skin .
PYeat fent® p&PB‘QPé)l“@@ i FRVERE] oh SHiMiHemkPx an  improved

dot{#1ipg chenieal | a
m xt ur e}pt h@r eof . rl(()jﬁ[(;14] Advant ageo&js%neGE ecg%glseeofguﬁh the
@momcﬁlm expoeblalitngng s tines t mvedt i capsol prlesent siew of

éﬁ [ g%%%&&%«381 ion of the state of the art.

Summary of the invention

[0013] A first aspect of the present invention is
related to the use of a composition comprising vitamin K1
oxide or a derivative thereof and an adequate carrier for
the treatment and/or the prevention of mammal (including
human) dermatological lesions, selected £rom the group
consisting of bruises (possibly asgsociated with cosmetic
surgery), vascular disorders of the skin such as small
broken vessels, spider 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
according to the invention also presents other advantageous

associated therapeutical effects when applied upon
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upon the human skin. [0015] Preferably, the
conposition used according to ghe invention is either
in the formof a pharmaceutical 5 conposition or a

sneti.c CQITRO; i t4 on. conpri si ade uat e

R TR I EEO R Lor e ¢ BaP i 5POa Fhers [ G emmatory
Aé\f&@b&gseamhy,thtehﬁumaslrr%udlcq .conposition further
conprlses a sufficient anpbunt of a penetrating _ agent
sUOR1Ed phosphoFFpfaEabpYef @Pébw@asat;a@ﬁeﬂsad fgcomyling to
agent r neso ribhed
hg?lgaf%rg\?éﬂﬁ%%?%g&alq ge% g?l ar@ieos?ré?ﬁc Jca%npospharmr?ceutlcal
ccom@obetlbn thH:foan1cbsmanuﬂnncem@pﬁltzbmotcomprlslng an

nd/ o hg018 The vitam.n Ki oxi de present

|ﬁ ﬁél PPCEHCREE RE COTBNLTy “PhATa G4 1 Luent .
dqoiouay | Ve 15 &vaﬁ\’ta gubgagelN Rithse an-ddti @ OWdbmposition
preferably an 20 al kyl chain conprising between 3 an
2Guzahssnscoppet @eablyy saxffalq@ﬁntchamumt 1<2fca:’1t bmetratlng

R B T ) N -

peeterakllky ia ehbyfEoem afnmekhylscgeeyp de&&x{ﬂb@&]hereaft er.
gvant geously, _the ¥|tanin resent in the

t| on hasEXAEPHeFmnfa ¢ FREFEEACRICYPUFLFinmurguld be
I rqu (VI a &ﬁ?%%
[%82%?QA§§gﬁfggegﬁggégm?ng %elcoﬁbggﬁﬁﬁ%h%accordﬁh&lquld
t dOPR&8Ii nvent i oFhet hevicoampbund K t beridevenpiresent in  the

(Vltp051t§%n has the following formula (I) derivative:

wherein R1 is an alkyl group, preferably an
alkyl chain comprising between 3 and 20 carbons, preferably
an alkyl chain of 12 carbons, possibly branched, wmore

preferably of fomula (II).

and wherein R2 1is H or an alkyl group,
preferably a ethyl or a methyl group.
[0019] Advantageously, the wvitamin present in the
composition has the formula I wherein R1 is of formula II
and R2 is a methyl group (vitamin K1 oxyde) .
[0020] Advantageously, in the composition according

to the invention, the compound of the invention (vitamin K1
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WD 2004/ 064798 PCT/ BE2004/ 000011 5 oxide or its
derivative) is present in nano-sized |lipidic

w@asoioci7es (hereafter call ed nanosones) , prefPCEBE004/000011

lipidic particles having a diameter conprised between
about 50 and about 400 nanongters, nore preferably
bet ween about 100 and 5 about 350 nanoneters, between
about 120 and about 300 . nanoneters, hetween about_ 155

PEr dEENFIHIRE D0  HanBREFERE, TRor it etdsshl {ipidic

3 3 159),- 0%k L pidi
stabf%%%% gﬁgfﬁgf?%pig?% %gngggﬁgﬁﬁgssioggbtaiﬁg?gz%%Pldlc
particles having a dubmabkr dompmdised dfetwaisoutalt8 50 and

IS CHEL THATHE Bt pORTTT Ghe HOT ST GAER THe Qage 100 and

Hae ofsabadhok8@eranonpéensen! fabduthappens ahdat aBout 300
difference in such size exceeds 30% then a fusion

TR AR 1 | ReCHmen153ReHAI nhPY heanamaismsh endgreheek 200

th i in e il |
AN | ozl | BrBESeHBLy MG P oA HELREE S (4 30
rpassnddeer g sper si on of the conpound (vitam n Kl oxide
ifs derivatjve nd .the |ipidic, nepbrane and | oose ,
BoddR mamosormnansALadasy HBe 0bse] AWLTa R Sote  is
6ﬂﬁéfﬁg&nQH§ﬁfU?EHE@CQEsth@avﬂ%?o%P”%uH%§bﬁge d¥Ension of

physi co-chem cal properties t the cell nenbrane

it hed @f srecnehernanodoneres thbhe 806 (parsdiansidy all) of
asi |y and i ckl.y th i n.and i nqprove the smetic .

tglned K %Orsaopné% i%ﬂ( pérll%)ep ecrecfn?gé%&o% Th eg‘{g%u%pcg and %Ct(q%ﬁ t&mn St*e

d€l Hxdute 1090 idsndestiarsd | VE) .1 FWHddhesm®driehatd he difference in
integration of the conmpound (vitam n K1 oxide or its

TR vELEGe)CHGRStHho3Bfes THITR @nAASdO™ HEFpRTR i wall occur

[fggh' i fd | | Ge,
002131??15% £k AE fd, cacy Whidieusingd Gass %1?0 become

nanosones are made of single or nmulti-
Inspi able | ey rimucfhgrhosphiol dgs dsyyert eftemadd ywesf by breaking.

. .I’g:lhg;{egsa&itdg | Cihr? | Ian e'pongeifbeJ.reabla/isgehxesinoar{] OSOOETE sﬂ:k‘?er € 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 has the same physico-chemical properties that the
cell membrane and therefore, the mnanosome is able to
penetrate easily and quickly the skin and improve the
cosmetic and therapeutic properties of the compound
(vitamin K1 oxide or i1its derivative). Furthermore, the
integration of the compound (vitamin XK1 oxide or its
derivative) 1in nanosomes will enhance therapeutical and
cosmetical efficacy while using less substance.

[0023] The nanosomes are made of single or multi-
lipidic layers of phospholipids, preferably of
phosphatidylcholine. Preferably, the nanosomes are single
lipidic  monolayers of  phospholipids, preferably  of
phosphatidylcholine.



i pidic nonol ayers of phospholipids, preferably of
phosphati dyl chol i ne. WO 2004/ 064798 PCT/ BE2004/ 000011

W® 200002498 | n t he conposition according to the PCI/BE2004/000011

10

15

20

25

30

i nvention, the conmpound (vitam n Kl oxide or its
derivative) is present in a suificient anmount to treat
or reduce the effect of the above-nentioned

dernatologlcal 5 IeS|ons Preferably, said sufficient
Tis conpri®ed CBRt weePMBOSY%5 W and>SBoHE1180% wt©  the

t%m'}%ﬁ% 1ot al %@@OSbgmgBHndpreﬂ%ynabw 5% Of or  its

conp03|t|on e total %w of the
mMﬂﬁmatime)besn@rhmﬁmt ¢m0€5pufﬁecgenpo@mnumt to treat or

di tot 10.ad :
CORI R OE RS nBF B oPbntt Wos REETE GF P g SgETEAPLosical

CP@@?HHQS PR A% 168 hega vt At st 3HiChameadtd e comprised
present in nanosones, preferably havi ng the sane size

a@etmee@néSSWhWEhamdcﬁ@ﬂﬁhnkQﬁnWtPQfoRh@etQFaﬂt§OmPOSltlon'
\d/ﬁ?{% at'l\éf 5abo refecred Oém@st&fa?l Vé{)lﬁﬁ%gltb‘lon (the total

d-virtamn ch presen
aﬁvﬁﬂt@ge@hélyompsymﬁﬁgncbeaﬁglwoby)mﬁth vitam n Kl
oxide or its derivative. Vitamns gg E are bIe
8¢

meP%E8I n i ron uRRRr SPTBRGRAEME f BFRPT rous) * ib%ention
q%@f%%g%?é§ﬁ§§%orQﬁ%ﬁiﬂlé%% trivalent E@ﬁ@he&&errééametlc or

e conposition according t
|phanmaoeutihalV|¢@mp¢u¥d$puﬁ%Mﬁetaﬁolqthﬁﬁﬂ(Yﬂﬁ§mhﬁs (which
fg?u%d g;%%F§%§ ' qavﬁéﬂoFﬁgeﬁSeng@erabq%'%Eﬁkﬁplethe same

def byatdyeshet RheLf frheapy drsceticedtadbnl GR7bxide or its
Furthernore, when using in eyes area, a  possible
i deriuethyesi dPuSTERehf VEERNRDE GG dVbermbbt &inefttamin C

ggﬁsc'éuxmg{g gx;t%%T erefsfé&pem%%n gé\gfe%éiﬁ%d af Okynergic

ong peri ore, retin

paet erablyy wikht ndduedd iKit coxpoly ner $yst darofativeo Vitamins
par%&%{%% gggtable to maintain iron under a bivalent form
(ferrous) avoiding transformation to trivalent  form
(ferric) .

[0026] In the composition according to the
invention, the wvitamin A (pure retinol) could be in the
form of ester of wvitamin A which is more stable for a
cosmetic use. With the use of ester derivativesg, the
efficacy is reduced.

[06027] Furthermore, when using 1in eyes area, a
possible irritating side effect of retinol could be
obtained, especially when the cosmetic composition is used
for a long period of time. Therefore, retinol is preferably
introduced into polymer system of micro particles that
deliver the retinol slowly through the stratum corneum,
only when the product is applied directly on the skin. The
polymer sphere will remain on the surface of the skin. In
order to reduce a possible sgoft light effect with barium

sulphate, mica and titanium dioxide (this mineral can not
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surface of the skin. In order to reduce a possible

soft light effect with bariun17sulphate, m ca and
titaniumdioxide (this mneral "can not WO 2004/ 064798

PCT/ BE2004/ 000011 7 penetrate the skin and shows a ,
chemgeripet hbec Gimion drghhows t & ghanbEed efflet Fomppe light
o engr%ﬂf¥%dﬁ f%%ékf? gngo %%%EQaQﬁoEFQngséfdtg%mpound
cosmet fc conp03|?|on ac'cordi ng £ the i nventt on,

espetdabey tddude theatmentoshetid toakgodh tseveratcording to
nont hs. [0028] O her active in%redients are

i e editef 1qihi cIPSPRSGVE vt héTvi B3R - 53 Tisly, should take

pggggfgleoﬁ?ﬁg_ conpounds are selected fromthe group
consisting of the following elenents with the

f 600281 ng pref er@Ege w3cedva 0 phyredadihbre faboutngrgdients
t o, about ,2% , tocopheryl B acetate abaut 1%, ascorbic .
oAPEFRat A TERGGT Cuby  VEEETADI - bk miiate (MBSLETADLY said
Oc&ipodRdst eaephgedbctalodtrdh 20he [HARY] ©Gbhefisting of the
advant ageous conpounds conprised in the conpasition

(Botbewerngc TofEit i YALHI e ifddmiisly BFeferysd (wh) %:
gﬁg§%§§§é¥sgé)’agﬁﬁhf0b15p%epy£§ gbygol ég@%§§§%wfgacetate

ri ethanol amin (neutralizing el emen
| ggbdtit n 16 npr everividr atratlindi)at e ar balpeut (t Ai. 6Reni ngetinyl

el enent) t hoxydi glLycol (penetratio nt), s

SBRLTTFERi praSuL BoEkS aenBhEeEHBRFRRas (LRaHb Fadion

agenbs). EDTA 20 h&LNRERXh NSy 88€8t »ombddnEdS calbyltised in the
benzoate, caprylic capric triglycerides, parafinum

| cqubdanticycl{ensdsinedrie, cqyinreertiing abdk fn Pogention) are:

m ca, bariumsulfate, .titaniu I.Ooxl de, rb . .
26?u%cr3F8#868%66|yﬁ%??‘“%ﬁeng§$%¥ﬁ§%%$, gg&éﬁgteq%%lStenlng
Ci0ef30t) al ki artossfoinyirer (nébtpaopylnpar@benent) , lecithin
ment hyl paraben, al cohol (conservative) _progXlene

gl JEBFOTRSI steinig dgemy, BRFRIMBHA (thickehing ~element),

ethoxydiglycol (penetration agent), some specific lipids,

such as phospholipids (penetration agents) , EDTA
(complexing agent), C12-Cl5 alkyl benzoate, caprylic capric

triglycerides, parafinum liguidum, cyclomethicone,
glycerine, sodium PCA, mica, barium sulfate, titanium
dioxide, polysorbate 20, acrylate copolymer,

phenoxyethanol, acrylate (C10-C30, alkyl crosspolymer,

propyl paraben, wmenthyl paraben, alcchol (conservative),

propylene glycol (moistening agent) , BHT or BHA
(antioxidants), ..
[0030] The phospholipids used in the present

invention improve the skin penetration of vitamins,
especially wvitamin Kl oxide or its derivative and

vitamin A.

[0031] The present invention will be described in

more details in the following examples, presented as a



(antioxidants), ... [0030] The phospholipids used in
the present invention inprove the skin penetration of
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derivative and vitamn A [0031) The present

invention will be described i nore details in the
foll ow ng exanpl es, presented as a WO 2004/ 064798

PCT/ BE2004/ 000011 8 non-limted illustration of
m@f@rlrr@eteéimééilmra&flomheofpr@%%?ﬁrm@erﬁmhﬂdlment of the

Eﬁggp ;# ptocol for bruises 5 [0032] For the
urpose of the study three conpositions (cream
cosnetic conpositions) have been used in various
vehlcles mnth dlff- e t oncentrations in vitamn Ki

I g £ was conducted in
degdd £ bl i nd o k2 hw&an gn b6ers dsi X vl essa80dySi X three
10 fenmal es). The purpose o e study was to show a
betersidrions easema osiametdc axemupdsitongl t have Kleen used
oxi de _versus Vv espolution.of bruis .
[Pb33Y°The 12 Kﬁﬁ&egl ufl tlg}elr s%%rfgt FotR y et Ve tions  in
I gt 110N £ thec gebh BNt ks cortes esofidy heasréd@hducted in
Four 15 ecchynpses have been induced on each pati ent

(@‘é?nl%a@ﬁlff@r edr ey aRdeRe VEHMRERSE Df (8a&h Bk and six

h ngeyalu
qgservatloﬁﬂﬂ?qéuﬁggg?eggcgﬁgnSogagagﬁggggﬁfﬁggq53 better or
Each lpaticen wasuéxan1aedmvevgryﬂﬂaylaamlplcmhr@§l@aveversus
been taken at_the s No 20 other cream was

appt 3R thet PRt 1étl_'ft%nv%j;eblf']’“bjtsef'ﬁI owed to take any

ofdes3yredi cat i amhe NO2 asRinfa, véDudPéérsi RfdeaAlary received
active conpound). The creanms  were applied twce a

deyf o ViR Al hangoret Iewl THze taBlEse pleddit Sm@ial. Four
‘%ééﬁ&&%§e§rﬁgﬂé qaga{hghﬁuggat%ﬂ{seadh patient (2 on each

forearms) and the efficacy of each c¢ream cosmetic

composition has Dbeen evaluated by observation of time
reduction of each ecchymosis. Each 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

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

cream 4 No treatment as witness




Table 1 Creans cream 1 5% free vitamn K1 cream cream
2 2%vitamn Ki gel (nanosone particles) cream3 5%

WQ 26084064791 oxi de cream cream 4 No treat nent aRCTBERI®$/800011
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WO 2004/ 064798 PCT/ BE2004/ 000011 9 [0034] The

followi ng quantitative resultsyin days of reduction
of bruises are presented in the following table 2 and
show t he advant ageous effects of vitam n Kl oxide ,
B lod o vi (A THRLUPG FHTSrGRE PR | t% in days of
T : £am S48 af | 9
Fifets S RATIAT SO0 L TENBHCIP AR Eh e SRR table 2
reatb s @ievK1 tOri dedpantagéess ALdcEs 1010 viA2mih 8K10 oxide
11 A3 13 10 10 13, 10 11 13.13 5 11 11 9 14 A6
EORTE 15 AT o B BREEr et 130 s 13 11

10 12 B4 12 10 10 13 B5 12 12 10 13 36 12 11 9 11

Total 142 124 124 148 Mean 11,83 10,33 10,33 12,33
eE@rl e 2: Protocol for spider veins

Cream 1 Cream 2 Cream 3 Cream 4
Patient | 5% Vitamin 2% Vitamin 5% Vitamin No treatment
K1 K1 nanosome K1 Oxide
particles
Al 11 9 11 10
A2 11 8 10 11
A3 13 10 10 13
A4 10 11 13 13
A5 11 11 9 14
A6 13 11 11 13
Bl 12 9 10 12
B2 12 11 11 13
B3 13 11 10 12
B4 12 10 10 13
BS 12 12 10 13
B6 12 S 11 9 11
Total 142 124 124 148
Mean 11,83 10,33 10,33 12,33

Example 2: Protocol for spider veins

[o035] . The game study was performed on 10 human
patients presenting spider veins or small broken blood
vesgels 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 Dbest
results compared to other formulation comprising vitamin
K1.

[0oc38] The composition (a cosmetic composgition
according to the invention) may be applied thinly twice a
day, morning and evening, after cleansing of the skin;
gently massage into skin and till the gel is absorbed, is

preferred.



[0035]. The sane study was perforned on 10 human
patients presenting spider veins or small broken bl ood

weemgobson | egs and face. [0036] The treat menPCTRE2004/000011
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done during four weeks with 15 two applications of

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

shows the best results conpared to other fornulation
conprising vitamn K. [0038] The composition (a , ,
cégg%?lc conpost 2§ oFCmRes HetH drRGCT O RHet Pl BAL fBKERtIoN is

MBY o DG ERE aegokmdyéﬁfaﬁcﬁoﬁﬁodﬁxzdgygﬂiglgfﬁggratory skin

eveni ng, after cleansing o e skin; “gent ssage

i ndveskbafand tianld t leeftged isuabisrlbedands mpdéfelr edosmetic
WO ZOQ§/O64798 PCT/ BE2004/ 000011 10 [0039] The

cBhPoSTtton according to the invention is reconmrended

fogosse for 10 1e 12HdyssidS g €RaEakahYigSkid ¢ €invention
before and after surgical and nmedical cosnetic

pebeeldr @reFizddo] PFhe amaigesi t Pehonecddi ngthert feauty or
I nvention houl referably. be applied befor I
ot Ad e%le%u?is?lgr C%g%s%f? cués g na%%rgg%rggugss%d:na catanbaLse tor

behosedpasparbhasenkqr salidosenpicepariatd astsoulsditbt be applied
conposition should not be applied directly upon
WO HREST L udiROTar #R3ITG1S ey BECHBe FFFDHMEOT 16YeS due to some

hﬁ?géi§ggﬁg§£¥bgyy_[0041] The inproved stability of
vitamn Ki oxide “conpared to vitamn K, reduces also
uhefpdtt edl y t HEhsi dopreffecct stapibitpsmet i gitamin K1 oxide

itiop. The.i h d that i ,
P EBeREetoFo) TERATn A oS TIPS M Gv et TE e FFeLhethe side
agdditbon obfvid anidedeivi taigbddtiich tr amsf ORR®Entors have

into Menadione (vitam n K3) and_1.4. Napht oqui none_t hat
i pHeersedl Forgi dsiveeeereet et ddehttr dPPEE kY of mproved

Y%gﬁﬁiﬁhg'a&é&@%o%?cﬁ?%ﬂ%ﬂﬁ%&y%gﬂ'%éé&hfﬁeﬁf”§§ egansformed
into Menadione (vitamin K3) and 1.4.Naphtoquinone 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 to the invention i1is applied upon
mammal skin.

[o042] Furthermore, contrary to vitamin X1, the
mixing of vitamin K1 oxide and vretinol (or retinol

palmitate) does not allow the formation of chromophoric

group.

[0043] The introduction of active ingredients,
egpecially vitamin K1 oxide and its derivative, in
nanosomes improves advantageously penetration and
absorption of vitamins, reduces the concentration of

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

the art.



and these side effects are not present when the
cosnetic 20 conposition according to the invention is

wa@ppiioedgipon manmal skin. [0042] Furt her nor ePCT/BE2004/000011
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contrary to vitamn K1, the mxing of vitamn K1

oxi de and retinol (or retinol galmtate) does not

allow the formation of chronophoric 25 group. [0043]

The introduction of active ingredients, especially

vitamin Kl oxide and its derivative, in nanosones

i nproves advant ageously penetratrmegn and absorption of
vitamins, reduces the concenfration of 30 vitanins

required and prdvi dé$ea s?Ete@are¢%@§@sétivntamqm?riSing an

dé%?&g ghQQHgéeﬁegcggeF%£? Sshggﬂ%es éPflgPSt& diluent)

tron compare OSI I ons

MaﬁmmammmHMtMﬁ%@%ﬂ@kﬁ@&ﬂ&@&%ﬂ@%ﬂl
11 CLAIMS 1. Use of a conposition conpr|S|ng an
adequat e pharmaceutical. or cosfietic carrier (or
diluent) 5 and a sufficient afount,2of a conmpound
formulal 0 >R2 a R A ,
group and wherein R2 is|H or ED”§4 group. 2. The
use of claiml1, wherein™R g
formula Il 15 CH3 CF.3 CH3 20 wheraln R2 is a nethyl.

R is an al kyl

‘yl chain of

O

wherein R1 is an alkyl group and wherein R2 is H or an
alkyl group.
2. The use of claim 1, wherein R1 is an

alkyl chain of formula II

CH, CH, CH,

wherein R2 is a methyl.

3. The use of claim 1 or 2, wherein the
compound i1s present din nano-sized lipidic particles,
comprised between about 50 and about 400 nanometers in
diameter.

4. The use of claim 3, wherein the nano-
sized lipidic ©particles have a diameter of about
180 nanometer.

5. The use of claim 3 or 4, wherein the
nano-sized lipidic particles are made of phospholipid
layers.

6. The wuse of claim 1 to 3, wherein the
composition is a cosmetic composition comprising a
sufficient amount of the compound and an adequate cosmetic

carrier.



3. The use of claim1l or 2, wherein the conpound is
present in nano-sized lipidic particles, conprised

wheimoetT9dbout 50 and about 400 nanoneters i n PCT/BE2004/000011

di aneter. 25 4. The use of claim 3, wherein the nano-

sized lipidic particles have a.dianeter of about 180
nanoneter. 5. The use of claim3 or 4, wherein the

nano-si zed lipidic particles are_made of phospholipid.

30 layers. 6. THe usécof EBF&i mafto Baifher&in tHWeerein the
CUROSISIE | S GRSTBEI Ce COMRARIId LM CAMPT b81RG18ea petween
sufticient anmount of the conpound and an adequate

cognett © . Bamwt emd \@DAQ0 41 06 4419 & PCIH BE20 S 000 .

12 7. The use of, clajm6, wherein_the sufficient :
amount of the c&tpodt igsgoﬁﬁfi§&@lﬂbt§eéﬁr doout’erein the

5 0. R%nt ian e ahewd 1 4056 W s0fi it hen€ompesi IO 8redh® a gel, a
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use of claim6 or 7, wherein the 5 cosnetic
coffdsint i%h & s-idiitdhe formof a cream a gel, a

lotion or a liquyid. -9 r di to an f _the :
pr ecedi ng cIai%ﬁ 6T%§ ggghﬁéggﬁﬁfa e1%%ﬁ%1 i %dﬁhe preceding
f witdhiets conmpbi sed wathednvidtam asmpps et eoablauntHesam dSmprised
selected fromthe group 10 consisting of_ vitamn A

Vit V& A PG AR I X insheiebictad, fyem the group

C QIR 1GRIMRASIH4 o £h ¢opprises agsradaquat 3)1: mixture
cosnetic carrier and phospholipids and a conpoun (ﬁ
f oyartefl. for the treatnment and/or the prevention of

15 manmal dermatql ogi cal | esi ons, sel.ected fromthe .
gr oup consisti%g'o gPﬁF?% C VRERRE %%ﬁauﬂgﬁéﬁcﬁPT3ﬁ§ses an

skidbaquatl dessned 118, cyarispsesd phekphes ipA dsheudRce, compound
p%&Pugg}ggla I for the treatment and/or the prevention of
mammal dermatological lesions, selected from the group
consisting of Dbruises, wvascular disorder on the skin,
spider wveins, wvaricoses, blotches on the face, purpura on
the face, body or legs, irritation following use of
chemical peel, Shambourg’s disease or a mixture thereof,
wherein R1 1is an alkyl group and wherein R2 is H or an

alkyl group.
11. The cosmetic composition of c¢laim 10,

wherein the compound of formula I, R1 is a alkyl chain of

formula IT

CH, CH, CH,

wherein R2 is a methyl.

12. The cosmetic composition according to
claim 10 or 11, wherein the compound is present in nano-
gized lipidic particles, comprised between about 50 and

about 400 nanometers in diameter.



the face, body or legs, irritation follow ng use of
chem cal peel, Shanbourg's disease or a m xture

wo b@npef798 20 wherein RL is an al kyl group and PETEBE2004/000011

10

R2 is Hor an alkyl group. 11. The cosnetic

conposition of claim10, wherg n the compound of

formula I, RL is a alkyl chain"of formula Il 25 043

CH3 043 30 wherein R2 is a nmethyl. 12. The cosnetic _.
conposi ti on accht diThf t FOLISE ¥ 10C0FPeE I EWABr ePACPREING Lo

COMpERng Ji, Present iha0Gnpshiagd 1d PLALERR tik! B8no-sized
conpri sed between about 50 ahd about 400 nanoneters

i hiph @bheteart WL 2004f 064798 PET/ BEROD4L600001didBetdr .

The cosnetic caopposition according to _claiim,12,

wherein the _con:gguﬁg“eﬁ\ sc?)rp%%%h%lﬁglﬂ ngﬁo-ﬁlfeld“ 12 or 13,
|inpd i £n Paidd chesookiakautl i80anangieteiclids diaa@et @ide of a
14. The conposition of claim12 or 13, 5 wherein the
nelresliokibi dpladyerparticles are made of a

phosphol i pid | r....15.  The .co ' iti .
according to tﬁ%ﬁ C %el n%o%jrge%%ég%&%%?gﬁﬁﬁt %Ce:ggrdlng to the
corgphund 1i0s poesent whexeiper €gat agenpduriidie is present in a
conposition conprised between about 0,50 10 wt to .
BRECRIM 1Bf Thfe COBMPESTLOoN . COMP T I3RA coreeer about 0.5%
%'pﬁéiéﬁ aceor gt nget oha@nYomPbsi Peopl @i ms 10 to 15

which is clg‘gttﬁe formof a cr%rggnsa ael, a lotion or a
l'iquid. 16. The cosmetic composition according to any

of the claims 10 teo 15 which is in the form of a cream, a

gel, a lotion or a liguid.



