DESCRI PTI ON VESI CLE USEFUL FOR EXTERNAL PREPARATI ON
FOR SKIN, AND EXTERNAL PREPARATI ON FOR SKI N COWPRI SI NG
THE VESI CLE Technical Field [0001] The present
invention relates to a fornul ation techni que useful
for an external preparation for skin, and nore
specifically, to a fornulation technique utilizing a
vesi cle. The present invention also relates to an
external preparation for skin utilizing the
fornul ation techni que. PBAERGFEERAY Art [0002] Skin is
an inportant tissue for separating a |iving body and
VESTILBUISHKE iR EXTRRGTdi BRI BARATI Q& @k S 18Uf fAdtls EXTERNAL
di sorder, it neans that the protective barrier of the
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serious damage to the living body. In this context,
di sorders such as damage on the skin need to be
elimnated rapidly. However, a protective barrier
T chfgncg on f the skin becones a hindrance for allow ng
SChRLGR 58 eI|n1nating the disorder to reach t he
: ﬁe0|all to, the derm s, and _hen g was a .
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hardly occurs. Accordingly, there is a need to
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be delivered to the derms. [0003] Under the
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have been attenpted various devel opnents on neans for
invePtQBRd N rpeheubalte e ahkea14 pospakatiena kit herieizing
are exenplified: a mnethod involving utilizing a
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Background Art

[0002] Skin is an important tissue for separating a living body
and an outside world. Accordingly, if the skin suffers disorder,
it means that the protective barrier of the living body collapses,
and the disorder may cause serious damage to the living body. In
this context, disorders such as damage on the skin need to be
eliminated rapidly. However, a protective barrier function of the
skin becomes a hindrance for allowing a drug for eliminating the
disorder to reach the skin, especially to the dermis, and hence
there was a condition that smooth elimination of the disorder hardly
occurs. Accordingly, there is a need to develop a technique to
accurately deliver a drug to be delivered to the dermis.

[0003] Under the above-mentioned condition as a background,



by an oil-based gel (Patent Docunent 1) ;a nethod
involving utilizing an ultrasonic wave as a driving
force for percutaneous absorption (Patent Docunent
2); a nethod involving utilizing a solvent such as
N- et hyl - 2- pyrrol i done (Patent Docunent 3); a nethod
involving wutilizing a percutaneous absorption
pronoting ingredi ent such as |auroyl sarcosine

atent Docunent 4) ; and a nmethod involvin | owi n
ther§ HaERasTE b SBPHE b sHE CARITE 1 Pme el Bemas by B oot ing
phosphol i pid bilayer structure including an aqueous, .
percgprecoud alppeaPsiPat e BoHrempIM D tHe R RBRIsCEDPR Ahded: &
bl ending the resultant to an external preparation for
me thsd iim vioRatietu tCocimend aSarthdsese echrblegirésstenabiwd: formed
i nprovenents in reaching degree of a drug to the
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sufficient, and 1in considerable cases, the
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orption 1 npaired the défense function of the skin
itself. [0004], On the ,other , f.Qr. ti
(eat e ErhrGHBERR i 11 5 i S beril e e o i, B, S8t vent. such
techni ques in whjch insoluble ingredients su S, a :
as Nﬁﬁ%k@wwﬁ%@%r&ﬁa% QP&EF’?“E hdeadmie%?’é?gl involving
__external preparation for skin (Patent Document 6 and
utilpzingta RRUGERNGIUS FFUHErion maaadtsing deaeesVieng such as
technique in which an ingredient that is reactive

laureiyfh swatcers ing effzaps] abedunenio &) vesing e tweshad| ynv@lving
contain the vesicle into a water-based fornul ati on

alloﬁEﬁEeﬂiilﬁbﬁﬁME oB) a HowRMgle, iwhidlosesvesiggeere having a
techni ques, a surfactant for formng the vesicle is a
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ing material is difficult, and there
enca%%&?aggqydrug into the aqueous core and blending the resultant
to an external preparation for skin (Patent Document 5). Those
technologies enabled improvements in reaching degree of a drug to
the dermis, but the reaching degree was far from sufficient, and
in considerable cases, the above-mentioned means for promoting
percutaneous absorption impaired the defense function of the skin
itself.

[C0CG4] On the other hand, as a formulation technique utilizing
a vesicle, there are known techniques in which insoluble ingredients
such as a ceramide and phytosterol are stably blended in an external
preparation for skin (Patent Document 6 and Patent Document 7).

Further, there is also known a technique in which an ingredient

that is reactive with water is encapsulated into a vesicle to stably



cases in which the stability of the vesicle itself was
problematic. As a result, it is difficult to apply
the vesicle to an external preparation for skin which
is not capable of being washed off. [0005] On the
ot her hand, a vesicle, which contains an a, e-bis
(y-N-(C10-30) acylglutanyl) lysine and/or a salt
tEereof, is conpletely unknown. It should be noted
that, an extract  of_ Coptis,(Ranupcul aceae) , n
cont a4t PR VR LE € P he S PN G C R Beeab St S dppdRag ppoument
red al gae, and an extract of kbuttuynig%éSaurur ceafg )
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concentration gradient of the epiderms to reinforce
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known that an extract of Rosmarinus officinalis has a
othef Ufigdn Ot afa steitp MessH i lJdecodpdSiitciudn , 0bnel aktira were many
(Patent Docunent 10) . It is known that an extract of
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reaction (Patent Docunent 11). It is known that
As ae%(égn?ftt,,s i fif‘%ﬂﬂf’i%lacncto 24%0%% @%glﬂ ﬁ@vgo_aan external
funct1 oh of suppressing ext Asion of engrlte in
mel anocyte (Patent Document 12 and Patent, Docunen
prep3asELpE FOTkABHA PHAC LN oROF aCAPOPL Gy ShgPamNS WaChed off.
aromaticum and triterpenes such as_ol eanolic, acid, ,
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restore derms collagen fiber bundle (Patent 3
(v-NBOCw et ddyhgtuPanght Docuiment angyort &s seddwnthhzecd, is
natural protein hydrolysate has a function to inhibit
compeékastgsenkRatant Docunment 16) . It is known that
pant et hei ne sul fonate or a derivative thereof and

9l YEWHRE Bt 6 ored 194t A adesivaddve rtdwsend (Raghnbaveceae),
a function of suppressing an inflammtory factor. It

an eééré(@tom E‘E@E‘us aurantium (Rutaceae), an extract of red algae,
and an extract of Houttuynia (Saururaceae) each have a function
of adjusting the calcium ion concentration gradient of the epidermis
to reinforce the skin barrier function (Patent Document 9). It is
known that an extract of Rosmarinus officinalis has a function of
suppressing decomposition of elastin (Patent Document 10). It is
known that an extract of Betula alba has a function of suppressing
aMaillard reaction (Patent Document 11). It is known that extracts
of Achillea and Ophiopogon each have a function of suppressing
extension of dendrite in melanocyte (Patent Document 12 and Patent
Document 13}. It is known that an extract of Syzygium aromaticum,
and triterpenes such as oleanolic acid, betulinic acid, and betuline

each have a function to restore dermis collagen fiber bundie (Patent



hydr oqui none or a gl ycoside thereof, esculin,

escul etin, glabridin, nethoxysalicylic acid,
tranexam c acid or a derivative thereof, and ascorbic
acid or a derivative thereof each have a function of
elimnating active oxygen to prevent oxidation stress
frombeing applied onto the derm s (Patent Docunent
17). [0006] [Patent Docunent 1] JP 2000-103722 A

Do JP H11- 271_A Pat ent
Docu%?n‘a@%n%u% Qo eunda 18] tybrhoERsbogayatural
[ Pat ent Docunent 5] JP 2004- 143080 [ Pat ent
PrOt%’éu%ﬁFOé}/SéF’ezbéé fodeatAo Pt drith PoiduriistgsgptPatent
2006- 199634 A [Patent Docunent 8] JP HO9- 40543 A
Docup®at ét) .Dof timesntn@yn JRa2QEE 331N u] RFanae oDecdeehvative
10] JP 2005-132823 A [Patent Docunent 11] JP

ther28653d Yk A r fHRatieriic Beddnent a 1] r ikR2003thb3@DE Aach have
[ Pat ent Docunent 13] JP 2004- 250354 A [Patent
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HO9- 143050 [ Pat ent Docunent 16]° JP 2004- 182687 A
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angd ascorbic acid or a derivative thereof each have a function of
eliminating active oxygen to prevent oxidation stress from being
applied onto the dermis (Patent Document 17).
[0006] [Patent Document 1] JP 2000-103722 A
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[Patent Docuﬁent 11] JP 2005-35911 A

[Patent Document 12] JP 2003-113027 A

[Patent Document 13] JP 2004-250354 A

[Patent Document 14] JP 2002-29988 A



invention is to provide a technique for allow ng an
active ingredient for inproving or maintaining a
dermal environnent to reach the derms. [0008] In
vi ew of the above-nentioned circunstances, the

i nventors of the present invention have intensively
studied on the technique for allow ng an active
ingredient for inproving or maintaining a dernal

en L ronment to reac he_d ' s aresult,
aﬁ%% f%%ﬁﬁfae%a?f’ih& ﬁ@é”aiﬁ@?@ icle has high
dern1s reaching property and excell ent encapsul ating
prbb@?@?toﬁoghm%%¥|$g JRo? A eh826@AdAi n addition, a
function of adjusting the dermal environnment in the
vefbetenttBettimehhelVesJEl 20Conpa46bAghl ) an a, E-bis
(y-N-(C 0-30) acylglutanyl) lysine and/or a salt
thereof, 2) a ceram de and/or a derivative thereof,
and 3) one or nore selected froma glycerin fatty

Disc%égr?s&ffthe ER%EB{GS“ n fatty acid ester, and a
pyroglutamc acid glycerin fatty acid ester. Thus, the

esent i nvention has b en_a S {
[OOOB esent ?%elbplﬁese q: Qv flglnl %as @e(eirj E%%lem%l J_hsxuévp%f the
nprisin an a e bi s h&éCJC}S ‘

abovacwgmea%h )04—3@4 Hchor a¢ald . 05) the presen

ceram de and/or a derivative thereof; and 3) one or
invenbiensis eeped viidem éeghyeeﬂﬁrfqlaﬁwowm agist@flvegingredient

pol ygl ycerin fatty acid ester, and a pyroglutamc acid
for igipyeearing of mhtutad:hdngsxtceerma(lzamﬁivesmehe tacoorat nge lermis.

item (1), wherein an acyl group in the a, e-bis (y-N
[0006F10- 30) TACYliGhUt &Y bhel ¥WHdR Infer dloHeDYEi BE@tPtances, the
inventors of the present invention have intensively studied on the
technique for allowing an active ingredient for improving or
maintaining a dermal environment to reach the dermis, andas a result,
they have found that the following vesicle has high dermis-reaching
property and excellent encapsulating property of an active
ingredient, and in addition, a function of adjusting the dermal
environment in the vesicle itself, the vesicle comprising:1l) an
o, e~bis (y-N-{Cig-30) acylglutamyl) lysine and/or a salt thereof,
2) a ceramide and/or a derivative thereof, and 3) one or more selected
from a glycerin fatty acid ester, a polyglycerin fatty acid ester,
and a pyroglutamic acidglycerin fatty acidester. Thus, the present
invention has been accomplished. That is, the present invention

is as follows.

(1) A vesicle comprising:



(3) A vesicle according to item (1) or (2) , wherein
the ceram de or the derivative thereof is a ceram de
type 2 or a ceramde type 3. (4) A vesicle according
to any one of itens (1) to (3) , wherein the one or
nore selected froma glycerin fatty acid ester, a
pol ygl ycerin fatty acid ester, and a pyroglutamc acid
glycerin fatty acid ester are one or nore sel ected
fromdiglycerin npnogl eat g, i glyceri )
b Pt S i e Bcayr e LG MR OTEH e 1Y GEERGIRART 7 2Lt
nonoi sost ear ate, decagl ycerin pentaol eate, and
thereetagl ycerin pentaisostearate. (5) A vesicle
according to any one of itens (1) to (4) , further
conpra stengaonde candboe afdeheviol vewingreet i vand
ingredients for inproving or naintaining a dernal
enyj reiRid moaie extieackdofréaps i glydRannedaceadd pster, a
an extract of Citrus aurantium (Rutaceae) an extract
Al ry 2 t of ugt . M "l ae€q€ erin
oLy R P o s il T oo Lo A ey
P ttextra t o% Betula 6 alba (Betul aceae); an extract of
ALt RCAFTF e85 tRA5t eraceae); an extract of Syzygi um
aromati cum (Myrtaceae); an extract, qf peri.cum
(Gl 113 SFam)e L aun G THEY dro Gl (13 o FPBREAM PPepgE) 9rouP
an extract of Engel hardtia chrysol epis (Jugl andaceae)
in the ancelis aot-Yof (Caphb bpegdw LutaniyvildcbEa ne d hat@moyl group.
protein hydrolysate or an acyl ated product thereof;
ol eanalvas acidlaocoaddagitvat t e (lheyedl) , bétarlgimethe ceramide
betulinic acid or a derivative thereof; pantetheine

or tBYldOPRIE Dfe thalasd vald weckhamedd; tgbycyrohet ickiramide type
acid or a derivative thereof; hydroquinone or a
3. gl ycosi de thereof; esculin; esculetin; glabridin;

(4) A vesicle according to any one of items (1) to (3}, wherein
the one or more selected from a glycerin fatty acid ester, a
polyglycerin fatty acid ester, and a pyroglutamic acid glycerin
fattyacid ester are one or more selected from diglycerinmonooleate,
diglycerin monoisostearate, decaglycerin monooleate, decaglycerin
monoisostearate, decaglycerin pentacleate, and decaglycerin
pentaisostearate.

(5) A vesicle according to any one of items (1) to (4), further
comprising one or more of the following active ingredients for
improving or maintaining a dermal environment: an extract of Coptis
(Ranunculaceae); an extract of Citrus aurantium (Rutaceae); an
extract of red algae; an extract of Houttuynia (Saururaceae); an

extract of Rosmarinus officinalis (Lamiaceae); an extract of Betula



nmet hoxysal icylic acid; tranexam c acid or a derivative
thereof; ascorbic acid or a derivative thereof; and
L-carnitine. (6) An external preparation for skin,
conprising the vesicle according to any one of itens
(1) to (5). Best Mode for carrying out the Invention
[0009] (1) a,e-bis (y-N-(C o0-30) acylglutanyl) lysine
which is essenti al ingredient of vesicle of the
p se I nvention e preparation for skln of
albal ST o8 e L iR Arhe L AR A aSTaiNy nextract
Clo 30) acyl glutanyl) lysine as an essentla
WfEdHreng FOTREI UM e- Eért{%/@@@e (‘G 8r3d* w34yl Gfandfypericum
lysine may al so be contained in a formof a free body
(Gutbifarsal t .amMestgalct thefentel hay hidmizeld Midderit; anyextract
limtation as long as the salt is one which nay be

of Engysada rbiati aavh Bxdolidials Predod edis 68a &0 atkixtralc@rof Ophiopogon
exanpl e, favorabl e exanpl es thereof include: alkal

Lllﬂgéébeﬁahi%a%%&%la r@teZn399a981§§££e4ﬂga%.EQ&@%&bH”broduct
sal t; al kal'i ne earth et al salts such as a cal cium

theréé‘%t %ﬁ%a@naﬁ%ﬂeé{:ym %ﬂ L et $r A ”‘Epéé'e‘o% ;SUCatuline;

an anmoni um sa nlne sa

rlethanolan1ne al t and et han ne sa
betulhTHaaT £ i rfo Ry LA FORERods P?%?Fﬁé“?afstﬁgﬁaate or
an alginic acid salt. The acyl grQ%P characteri zed
a demvatidadhageod 13l 8oV eRi b1 bE fld TR depivgtde thereof;
may be |inear, branched, or cyclic, and nmay be a
hydISQQMnanednaaQ@h&psddeQﬂmmﬁqﬁ;aﬁcuhsatmﬁnuﬂﬁtﬂﬂpbéabcidin;
group. Specific exanples of the acyl group include a
meth8f¢8ADYEyUI OUpcia; | auanykagioupcid oyriasteylivagiodpthareof;
pal m toyl group, a stearoyl group, a behenoyl group,
ascofPicl §685€8F0Y| 1gFQURL 198 £heo¥bryr 8HA, 1L.aRdraditine.
I i nol eoyl group. O those,
(6) An external preparation for skin, comprising the vesicle

according to any one of items (1) to (9).

Best Mode for carrying out the Invention
[0009] (1) o, e-bis (y-N-{Cig-30) acylglutamyl) lysine which is
essential ingredient of vesicle of the present invention

An external preparation for skin of the present invention
contains ana, e-bis {y-N- (Cio-30) acylglutamyl) lysine as anessential
ingredient. Thea,e-bis (y-N-(Cio-30) acylglutamyl) lysine may also
be contained in a form of a free body or a salt. The salt thereof
may be used without any limitation as long as the salt is one which
may be used for an external preparation for skin. For example,

favorable examples thereof include: alkali metal salts such as a



the lauroyl group is particularly preferred. Further,
the a,E-bis (y-N (Cl10-30) acylglutanyl) |ysine
contains two acyl groups, and the two acyl groups nay
be the sane ‘as or different fromeach other. The a, E
-bis (y-N(C10.33) acylglutanyl) lysine may be
produced by, for exanple, the follow ng procedure.
That is, the procedure i ncludes reacting glutamc
chloride in the presence of alkali

sodi fictn L 4] & ROFARRIEM 85 her b biAS S AFBEGT uEaRte Such
acid, and then condensing N-acylglutamc acid in the

as appabeher H1lt |3nd e nmydies ipepsiadd ;s proRodics ameéagenalts such
such as DCC at a 2:1 nolar ratio. The thus obtained

as ameawtéoroiunprseditct arayilee yleinfined swilth aristhbaalgrline salt,
col umm chromat ography or the like. As an el ution

and §0hMﬁ6éthQﬁolQﬁlﬁe|b&@t9eén@OEHQECCHﬁQHBLQQEQpQXlts such as
there may be preferably exenplified

a 1fs'1'n%foé~,915”ff£%h )i?1QCSOA<ﬁ:dO%T§L¥pe ﬂp@ ?X%an%ﬁcaup is

structure o b I's (y 0-30) acylg
charﬁxgl ne Ia ShOVI\{nm cﬁéxor Ia %Pc%g}(})%qjll\%—}:d]em Thecggfll group

may be linear, branched, or cyclic, and may be a saturated aliphatic
group or an unsaturated aliphatic group. Specific examples of the
acyl group include a decanoyl group, a lauroyl group, a myristoyl
group, a palmitoyl group, a stearoyl group, a behenoyl group, an
isostearoyl group, anoleoyl group, anda linolecyl group. Of those,
the lauroyl group is particularly preferred. Further, the o, e-bis
{v—N-(Cio-30) acylglutamyl) lysine contains two acyl groups, and the
two acyl groups may be the same as or different from each other.
The o, £-bis (y-N-{(Cig-30) acylglutamyl) lysine may be produced by,
for example, the following procedure. That 1is, the procedure
includes reacting glutamic acid with acyl chloride in the presence
of alkali such as triethylamine to thereby obtain N-acylglutamic
acid, and then condensing N-acylglutamic acid in the presence of
lysine and a peptide synthesis reagent such as DCC at a 2:1 molar
ratio. The thus obtained reaction product may be purified with a
silica gel column chromatography or the like. As anelution solvent
of the silica gel column chromatography, there may be preferably

exemplified a chloroform-methanol mixed solution type. The



(CH2)2 R2-HN- i H COON Fornmula 1 (but, in the
formula, R1 and R2 each independently represent an
acyl group having 10 to 30 carbon atons.) [0011] The
a, E-bis (y-N(Clo-30) acylglutamyl) |ysine may be
produced according to the above-nenti oned net hod and
used. However, there already exists
commercially-available a, E-bis (y-N (d o-30)
acylglutanyl) lysine, and the co rcially-availab
struGibet Ray e i eHatedCene LSeaLo s CepbL] Tysihe fs shoun
commerci al l.y-avai | abl e product described above, there
in Fompubz breferably exenplified "Pellicer L-30"
(manuf actured by Asahi Kasei Corporation; a,E-bis
[001q¢Yy- N- | aurgndmgl it armyl ) 1ysine). The thus obtained
a,E-bis (y-N (Clo-30) acylglutanyl) lysine has a
property with which a bilayer 9 nenbrane is easily
formed,coend, by this function, forns a vesicle having
an excdl lent stability with other essentia
ri-Agledieant s described later. The vesicle has physi cal
propertfies that are approximate to those of the
menbr anergt ructure of epidermal cells, and hence is
excel l eft in skin perneability. Inaddition, thevesicle
is excelNHent in the function of retaining an active
ingrediént between |ipid bilayer nmenbranes. This owes
to an dGpnigeehi c property of thelipidbilayer
menbr ands thensel ves. Further, in order to exhibit
such fuf®i on, the vesicle contains one or nore
selecteqd . fromthe a, e-bis (y-N (d o-30)

[ . . .
acngIU|anyI) lysine in a total amount of, with
respect cta fhe total amount of the vesicle, preferably
1 mass%Tor

(CHa)
Ry ——HN—"CH
COOM

Formula 1 (but, in the formula, R; and R; each independently represent
an acyl group having 10 to 30 carbon atoms.)

{0011] The «, e-bis (y-N-(Cyp-30) acylglutamyl) lysine may be
produced according to the above-mentionedmethodandused. However,
there already exists commercially-available «, £-bis {v-N-{C10-30)
acylglutamyl) lysine, and the commercially-available product may
be purchased and used. As the commercially-available product
described above, theremay be preferably exemplified "Pellicer L-30"
(manufactured by Asahi Kasel Corporation; o, e-bis
{(y-N-lauroylglutamyl) lysine). The thus obtained «,eg-bis

(y—=N-(C10-30) acylglutamyl)lysinehaseapropertywithvdﬁxﬂlabilayer



nore preferably 5 mass%as a lower |imt, and
preferably 50 mass% or nore preferably 10 mass % as
an upper limt. This is because that there are cases
where the stable vesicle may not be forned even if

t he anmount of the above-nentioned ingredients is too
large or too small. [0012] (2) Ceram de and

derivative thereof, which are essential ingredients
of vesicle .qf the present. invention The .vesicle_ aof .the .
menb Bpud B Gecn (O CRLP acPEr PG ) S a iRy 8 VSsicle

.ceram de and a derivative thereof (herein, songetine ,
havipg| PBcEFFEly SPEf ARG G Yad M iderdhites®§SP 135 khghpdients

that there are generally seven types of ceram des
descirhbtddliagetypeThet gepypde hasr afrvssiaritledigpatieies that are
followng fornulae 2 to 7), and any one of those nay
apprbeimsed.tOtholesef thpecRbirangastircotareywpreeficeredl cells,
and 10 N-stearoyl di hydroxysphi ngosine is particularly

and hehekard &t MMOse 1 n 6&i APdefeA/18 IGQMeNGizdldit ion, the vesicle
avai | abl e, and such comercially-avail able products

is exclz@i l%%t&qf f@@%ﬁg.c@@gplb%egeﬁ?fsl{%:?ﬁ&cg irxrraeyiré%redient between

omrer ci al I'y-availabl'e pro ,
lip 1%{@52&} ?/Pieng%rreﬁnr“g% ql,].:c :,]S“%:is g\%(ragrr’lcod eanl. am&)%%%ft%%tcu ED?’.‘%}_D%YET_Y of
N- (27- oct adecanoyl oxy- hept acosanoyl -) - phyt osphi ngosi ne_ =
the 1ipgei i avsei Rgbypaed tASMER1VAGr edl @R RS CAPR]fE to exhibit

TI G 001" (manufactured by Takasago Internationa
suchChupot aen orihe ortsdiqliengontains one or more selected from the

N- st ear oyl - di hydr oxy- sphi ngosi ne, which being type 2
o, e-BEsay-N-Ngnedh ericyl'oQertamyde 1{Iné nanaftadtalr edobyt of, with
Cosno-Farm) contai ning N-stearoyl-phytosphi ngosi ne,
resp¥BikCho bat NG doipe bR tabrl REEedk Nt le, "Ces vt Aol ¥ 11l Aasss or

(manuf actured by Cosnob-Farm containing

more preferably 5 mass$% as a lower limit, and preferably 50 mass%,
or more preferably 10 mass% as an upper limit. This is because that
there are cases where the stable vesicle may not be formed even
if the amount of the above-mentioned ingredients is too large or
too smail.
[0012] (2) Ceramide andderivative thereof, whichareessential
ingredients of vesicle of the present invention

The vesicle of the present invention is characterized by
containing a ceramide and a derivative thereof (herein, sometime
collectively referred to as "ceramides"). It is known that there
are generally seven types of ceramides including type 1 to type

7 (represented by the following formulae 2 to 7), and any one of

those may be used. Of those, type 2 is particularly preferred, and
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N-1inol eoyl - phyt osphi ngosi ne, which being type 3 as an
ingredient; "Ceramde II1I1B" (manufactured by
Cosno-Farm) containing N-ol eoyl - phyt osphi ngosi ne,
whi ch being type 3 as an ingredient; and "Ceram de
VI" (manufactured by Cosno-Farn) containing
N- 2- hydr oxyst ear oyl - phyt osphi ngosi ne, whi ch bei ng type
6 as an ingredient. Those ceram des may be cont ai ned
singly.or in jnation of two.ar re. In the
n-st bt e by Pl S abanr P orn Ll REpEdtangs Those
each have a functlon of reinforcing the vesicle
ceraBi@gst ur e 6r ned WIHEC R L bi s (§YRELEPOeB0) 2and such
acylglutanmyl) lysine. In order to exhibit such an
commef¢eet]ytaea vbah bt @ oitdinpaydrapudedasied andarmrmt As the
of, with respect to the total anobunt of the vesicle,
comm®r€i &1 ahtyvdi naSs80 @rromice spr ef eiad y hayassd aspaeferably
lower Iimt, 11 and preferably 50 nass% or nore

exemﬁi ekeeabl 'W@&nﬁﬁfes %"a%né‘ﬁ‘u HPRELred iy toshb —‘Fﬁ%mﬁn@@ﬁfzalnlng
of the ingredient is too |arge, the  above-nentioned

ff ,
- oA B9t o5 UL L SRL SOTBrpasEmRULIRE, s
. the tot th th 0-
bemacﬁmgu?aﬁmm G S%“E(raefcé?ﬁﬁmﬁe(%{y— g0 f? gyiakpgactured
mor e preferably 1:1 to 1:5. OOlg [Chem2] OH"*" RV |
by 'ofalRzage O Férharaapiometan déanpseation) containing

N-stearoyl-dihydroxy-sphingosine, which Dbeing type 2 as an
ingredient; "Ceramide I1I" (manufactured by Cosmo-Farm) containing
N-stearoyl-phytosphingosine, which being type 3 as an ingredient;
"Ceramide  IIIA" (manufactured by Cosmo-Farm) containing
N-linoleoyl-phytosphingosine, which being type 3 as an ingredient;
"Ceramide ITIR" (manufactured by Cosmo-Farm) containing
N-oleoyl-phytosphingosine, which being type 3 as an ingredient:
and “Ceramide VI” (manufactured by Cosmo-Farm) containing
N-2-hydroxystearoyl-phytosphingosine, which being type 6 as an
ingredient. Those ceramides may be contained singly or in
combination of two or more. Inthe vesicle of the present invention,
those ingredients each have a function of reinforcing the vesicle
structure formed by the a, g-bis (y-N-(Cig-30) acylglutamyl) lysine.
In order to exhibit such an effect, the vesicle contains ceramides
in an amount of, with respect to the total amount of the vesicle,

preferably 1 mass%, or more preferably 5 mass% as a lower limit,

11



(RL represents an al kyl group or an al kenyl group, and
R2 represents a linol eoyl oxyal kyl group. The carbon
nunber of the al kyl group or the al kenyl group
represented by Rl is generally in a range of 15 to
18, and the carbon nunber of the Iinol eoyl oxyal kyl
group represented by R2 is generally in the range of
45 to 50.) Ceramide type 2 (Rl and R2 each
i.ndependently represent an_al kyl _gr n_al kenyl
and B PG BePCor Phe aPROL Tof bufrest (e an upper
. . alkenyl group represented by RL or, R2 is generally in
limithe r ggh8f aeoyny 28%) thooiAprrehents) 142 tag ’
OH i AH Rz Il O Fornula 3 Ceram de type 3 (Rl and
aboveRmagsctrnetie péandema wne b hpreesdnt b dre L kydorgr oapes Thefurther,
carbon nunber of the alkyl group represented by Rl or
the RXis dgengraltotalnoft haer ange ohelbSetam?3ey {00 total of
[Chem 4] OH OH

the mass the o, e~bis (y-N-(Cip-30) acylglutamyl) lysine is preferably

the

2:1 to 1:50, and more preferably 1:1 to 1:5.

[0013] [Chem 2]

Formula 2

Ceramide type 1

(R, represents an alkyl group or an alkenyl group, and R; represents
a linoleoyloxyalkyl group. The carbon number of the alkyl group
or the alkenyl group represented by R; is generally in a range of
15 to 18, and the carbon number of the linoleoyloxyalkyl group
represented by R; is generally in the range of 45 to 50.)
Ceramide type 2

(R; -and R, each independently represent an alkyl group or an alkenyl
group. The carbon number of the alkyl group or the élkenyl group
represented by Ry or R, is generally in the range of 15 to 23.)

(0014] [Chem 3]

12



RR OH Rz~ 0O Formula 4 Ceramde type 4 (RL
represents an al kyl group and R2 represents a

I i nol eoyl oxyal kyl group. The carbon nunber of the
al kyl group represented by RL is generally in the

range of 15 to 23, and the carbon nunber of the

I i nol eoyl oxyal kyl group represented by R2 is generally
in the range of 45 to 50.) [0016] [Chem 5] 13 H OH
fi-1 Formula 5 Ceramde type 5 (Rl and R2 each

I nde dently represent an al kyl

nu r of~& he al kyl
R ra

Y

0

Formula 3

Ceramide type 3

(R; and R» each independently represent an alkyl group.

number of the alkyl group represented by R; or Ry is generally in

the range of 15 to 23.)
(0015] [Chem 4]
QH

OH
Ry e

'ﬁhjrﬂH
Q

OH

Formula 4

Ceramide type 4

(R; represents an alkyl group and R, represents a linoleoyloxyalkyl
group. The carbon number of the alkyl group represented by R; is
generally in the range of 15 to 23, and the carbon number of the

linoleoyloxyalkyl group represented by R; is generally in the range

of 45 to 50.)

[0016] [Chem 5]

13

group. The carbon
group represented by Rl or
y i the range of 15 to 23.) [0017] [Chem 6]

OR3 R4 i AH RzOH |
A

The carbon



O Formula 6 Ceramide type 6 (RL and R2 each

i ndependently represent an al kyl group, and R3
represents a hydrogen atom or an al kyl group. The
carbon nunber of the alkyl group represented by Rl
and R2 is generally in the range of 15 to 22.) [0018]
[Chem7] 14 OH OHR- OH H Rz ~I 0 Formula 7
Ceramide type 7 (RL and R2 each independently
represent an al kyl group. The carbon nunber of the

al kyl geoeup represented by R1 or R2 is generally in
the rande of. 15 to 22.) [0019] As cerani de
des | ) am de anal ogues or the |like such as

Réphi ngosi e, sphi ngonyel i n,

sphin osy'%hosphorylcholine, and those described in,

for ampl e, JP S62-228048 A, JP S63-216812 A, JP

s63™0pR5Y 3 A, JP S64-29347 A, JP S64-31752 A, and JP

H3- 319263 A are preferably exenplified. Specifically,
Formie €eram de derivatives can be preferably

exenplified in the ingredients of

Ceramide type 5

(R, and R; each independently represent an alkyl group. The carbon
number of the alkyl group represented by R; or Ry is generally in
the range of 15 to 23.)

[0017] [Chem 6]

\?;tﬂ
Ry /" ou

H

o
3|
Zhimre

Formula 6

Ceramide type ©

(R; and R, each independently represent an alkyl group, and Rs
represents a hydrogen atom or an alkyl group. The carbon number

of the alkyl group represented by R; and R; is generally in the range

of 15 to 22.)

[0018] [Chem 7]

14



the followng fornula 8 and the ingredients of the
followng formula 9. [0020] [Chem 8] /OH X CH Ol 1
11 N 11-~CH\ ~ORl R2-C H2 H2 15 Formula 8 (but,
in the formula, Rl represents a hydrocarbon group
having 10 to 26 carbon atons, R2 represents a

hydr ocar bon group having 9 to 25 carbon atons, and X

represents a group represented by -(CH2)"- in which n
represents 2 to 6.) [0021] [Chem 9] RRR4 /R s HCO
H2 2 11 NR-C/ G--~< CN,, HzCz HR a [ | OH

Formula 9 @Hn the formula, Rl' and R2' each
indeﬁenden |y resent a hydrocarbon group having 1
& t o which may be hydroxyl ated, R3

e

0

Formula 7

Ceramide type 7

(R; and R; each independently represent an alkyl group. The carbon
number of the alkyl group represented by R; or Ry is generally in
the range of 15 to 22.)

[0019] As ceramide derivatives, ceramide analogues or the like
such as sphingosine, sphingomyelin, sphingosylphosphoryicholine,
and those described in, for example, JP S62-228048 A, JP S63-216812
A, JP 863-227513 A, JP S64-29347 A, JP S64-31752 A, and JP HB-319263
A are preferably exemplified. Specifically, the ceramide
derivatives can be preferably exemplified in the ingredients of

the following formula 8 and the ingredients of the following formula

9.
[0020] [Chem 8]
OH
X OH
o |1
”,// \\\ ,// '\s ///
R,—C
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represents a linear or branched al kyl ene group havi ng

1 to 6 carbon atons or a single bond, and R4

represents a hydrogen atom a linear or branched

al koxy group having 1 to 12 carbon atons, or a

2, 3-di hydr oxypropyl oxy group. However, R4 represents a

hydrogen atom when R3 represents a single bond.)

[0022] The ingredient represented by the fornula 8 or
Form§l§a§ be produced by a usual nethod in accordance

wWwth the contexts of the above-nentioned patent

docunent s 0023] (3) dycerin fatty acid ester, ,
(but ooF S e S o AT RF S A8 68 1oy Y Sk AT eGEHR Baving 10
acid glycerin fatty acid ester, which are essential
to 26 mepdeRetemnst, VesTeprestnEned grebefafhemycsy Theing 9 to
vesicle of the present invention contains as essentia
25 cangrediterts, aed ¢F represehtishe gngnpdreptssehbseénoy rof@Hz) n-
a polyglycerin fatty acid ester and a pyroglutamc
in wBetH gl yepréBehatty agid.pgster. Preferred exanpl es of
the fatty acid residues of the glycerin fatty acid
[oo2€$ter inghyde @ lauric acid residue, a nyristic acid
residue, a palmtic acid residue, a stearic acid
resi due, a behenic acid residue, an isostearic acid
residue, an oleic acid residug,« a linolic acid
resi due, an 4inoleic acids/dsidue, and the oleic
acid resi gJe, the st LLg;qTﬁ/g resi due, and the
I sostgaricjacid r ue are particularly preferred.

Furthgr, the degree/fof polynerizatign of glycerin in
t he ol cerin pol ygl¥cerin fékty acid ester is
R refe ly 2 20 nd y 2 to 10.

urther, prefe‘%%ed éxe(irpl es of Cthe fatiQHacid
residues inclu a lauric acid residue, a nyristic

OH
Formula 9
(Inthe formula, R;' andR,' each independently represent ahydrocarbon
group having 1 to 40 carbon atoms, which may be hydroxylated, Rj
represents a linear or branched alkylene group having 1 to 6 carbon
atoms or a single bond, and R; represents a hydrogen atom, a linear
or branched alkoxy group having 1 to 12 carbon atoms, or a
2,3-dihydroxypropyloxy group. However, Ry represents a hydrogen
atom when R; represents a single bond.)
[0022] The ingredient represented by the formula 8 or 9 can
be produced by a usual method in accordance with the contexts of
the above-mentioned patent documents.

[0023] (3) Glycerin fatty acid ester, polyglycerin fatty acid
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acid residue, a palmtic acid residue,a stearic acid
resi due, behenic acid residue, an isostearic acid
residue, an oleic acid residue, a linolic acid
residue, and a linoleic acid residue, and the oleic
acid residue, the stearic acid residue, and the
isostearic acid residue are particularly preferred.
In the polyglycerin fatty acid ester described above,

it is preferred that the nunber o att cid

st el ot By T SHoTH RS 1k P BLE Aot t e TuHbers et pbdch are
gdroxyl groups. Exenpllfilng s€e0|f|c exanpl es, a

essegl §pyceRPrcAbABBFePE VEF1iaerdOEste, PREAFF yEBVEAtioN
nonol auric acid ester, a diglycerin nonostearic acid
esTbe,vesib;ﬂ)mﬁwﬁhelpnaﬁemasﬂeaemmi@@idoesaéns aa essential
triglycerin dilauric acid ester, a triglycerin

ingrétisénasiohcast horesd Bt hed rigriegliyerls thelb@h €remachbdlyglycerin
ester, atriglycerin diisostearic acid ester, a

fatt?%ﬂﬁﬁggﬁgg&' &r'b?ﬂBbQu@Shgc%g%ycg%?cQQQB éﬂﬁﬁ%ﬁﬂ_ ester.

ristearic acid es a penta n trioleic aci
pent.a ycer [iisostearic acid est
hep%ef?y’éer ARRRSTREE e ERY e F A e Al e weerte
tetrastearic aci ster hept agl.ycerin tetraoleic
fattycrglestarer lﬂEngﬁl9c%?PﬁlFe?Fg?sﬁé?éﬁPFc gcpyristic acid
ester, a decaglycerin pentalauric acid ester, a
reSl@é@agﬂ peépifipentid tregiidie aei o etiet acaddré%%\gqi%era hehenic
pentaol eic acid ester, and a decagl ycerin
acidpea$3ds®st£@rispsxﬁatiﬁn&uidnneqxﬂud,cahapupipreﬁédabbyidue,
exenplified. As a matter of course, those having

a limdoheradidkessdok, hyfdaoxylirgleupsacsdche8sdde, and the oleic
decagl ycerin nonolauric acid ester, a decaglycerin

ac1d”PQQ§H§ér'Ehécbge§§56rac%dd§€§93M€erhﬂd”PH@'§9§5%@5k§c acid
acid ester, and a decagiycerin nonooleic acid ester

resigue Qré bggt§cufgglyaggefegggﬁgfOre may al so be used.

Further, the degree of polymerization of glycerin in the
polyglycerin of polyglycerin fatty acid ester is preferably 2 to
20, and more preferably 2 to 10. Further, preferred examples of
the fatty acid residues include a lauric acid residue, a myristic
acidresidue, apalmiticacidresidue, astearicacidresidue, behenic
acid residue, an isostearic acid residue, an oleic acid residue,
a linolic acid residue, and a linoleic acid residue, and the oleic
acid residue, the stearic acid residue, and the isostearic acid
residue are particularly preferred. 1Inthe polyglycerin fatty acid
" ester described above, it is preferred that the number of fatty
acid residues per molecule be more than the number of free hydroxyl

groups. Exemplifying specific examples, a diglycerin monooleic
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[0024] Exanpl es of ingredients which have the sane
effect as the polyglycerin fatty acid ester include
pyroglutam c acid glycerin fatty acid esters such as
a pyroglutamc acid glycerin stearic acid ester and a
pyroglutam c acid glycerin oleic acid ester. Those
ingredients nmay be used in the vesicle of the present

i nvention. (0025] The above-nenti oned ceranides and

. ,a, e-bis (y-N.(Cl10;30) acylgl.uta ine can,form .

acid 3esfany o A LA EHETBRIG MRAPHE rbs s $506F ¢ o didTvEerin
above-nentioned one or nore selected froma glycerin

mono$hRRPic R2FHI eREEPL 1 2 POl JHYGREFP PP SO BT Y St @F1d ester,
and a pyroglutamc acid glycerin fatty acid ester. In

a trogdecernforhathecstabliecvesicl e, triglysepirf@isegaric acid
that one or nore selected fromthe glycerin fatty

estedfiadt £8§ Eycet he dollyglyser d rsftatt,ya adiid 18sierin dntsédecaric
pyroglutam c acid glycerin fatty acid ester be

ac1d(@sﬂ§é¥ n%dpbﬂté%;i?%@klﬁ”@flﬂia@flc M1 JRSHEChH % ‘Eéf@l%cerin
total anmount o he vesicle, preferably 5 t'o 0 mass%

trlS@%]Q%‘gB fc ?Eiefe%“c%@ Y & ér?t%t?%ﬁ@éf’{ﬁ EHEBE a'E‘idlr ?étoer, a

of t He e CEri att
er, the ol | ycerin f tt aC| ester, and the .
pent 01 Gt EAGF AEF A gy Eat: gtﬁpota@sltyecrertl& fReralauric

total of the nmass of the a, E-bIS (y-N- (d o-30)

acid gejrgl & BApFROLySPRSN ite tireraediiqaGid eebex, B hapgaglycerin
nore preferably 4:1 to 2:1. The interaction between

tetrabkeiw@aiehbetsradj bepsaghgcealingmeentiobstérri¢ picdd ester,
bi | ayer menbrane. The thus adjusted bilayer nmenbranes

a ded B yRirdimpantathuyeci g disentr, t HeleehetiwestrinFpehbestearic
there is conpatibility between the outer wall of the

acid l%'st@f:era PRIRARNE e MBS €a AN & Q%l@eéétéla,yﬁhd‘g d@caglycerin

hor ny Iayer and hence, the vesicle has excellent

pentalgggteg}_(?cr: a8l ﬂjéll é£¥ ‘partlﬁrltéﬁeir ’rl%&fé?aﬁﬂ g%qu§lfled.

As amatter of course, those having higher numbers of hydroxyl groups
such as a decaglycerin monolauric acid ester, a decaglycerin
monostearic acid ester, a decaglycerin monoisostearic acid ester,
and a decaglycerin monooleic acid ester exhibit the effect, and,
therefore, may also be used.

[0024] Examples of ingredients which have the same effect as
thepolyglycerin fatty acidester include pyroglutamicacidglycerin
fatty acid esters such as a pyroglutamic acid glycerin stearic acid
ester and a pyroglutamic acid glycerin oleic acid ester. Those
ingredients may be used in the vesicle of the present invention.
[0025] The above-mentioned ceramides and «, e-bis (y-N-(Cjp-30}

acylglutamyl) lysine can form a stable vesicle only in the presence
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and the a,e-bis (y-N(C10-30) acylglutanyl) lysine
each exhibit a preferred function with respect to the
derm s, and hence, even the vesicle which does not
contai n the above-nenti oned active ingredient
exhi bits an excellent effect of inproving or
mai ntai ning the dermal environnent. [0026] The
vesicle of the present invention may be a vesicle 19
whi ch contains o or nore of active redlen s for
OF TGO LR EAP RGO TR G 1ycefin facey
dependi ng on_its purpose. The phrase ' inprOV|ng or
acid n%’*ﬁ?ﬁ]éq nf neP By gkyY far Lenfa Fonnepid esheri faRedl # ypyroglutamic
i ncludes the follow ng: to enhance skin barrier
acidfgdiyeeiran; fatot s appdesst ddecodposidé phodfoml akeistaktle vesicle,
suppress a Millard reaction or to inprove
it ifngueidrardd tthaef ohbeoMahdtardkl daaad ifatm theSYPPELSSN fatty
extension of dendritein nmelanocyte;to restore derms

acid %@ﬂea_’geﬂhé'ghﬂ g?LWﬁn EQt'ﬁ:Qhécmci e%lt%§t Aol th pyroglutamic

suppr ess an ["amat ory factor; to elimnate active

. he . ecifi gs: of h
ac1da eern;erh?rda&:n aé:(:llt&?\?g%gn f?e e %(gﬂpé etc al amount of,

.. ex , .an extract of S nuncul . aceae
with GRETBREE dfo 14 D A A eﬁﬁ@@egsflc Rr eZ?F?EEFaB%Y 5 to
red algae (Palnaria), an extract of Houttuynia
30 nESHhranAdeARy PreresalhctlGfto Rosmasstus BRFEBEAal FBe ratio
(Lam aceae), an extract of Betula (Betulaceae), an
of tk&ttattlobfAthiel mess( Ast erter eplg)cestioh mtiﬂchdid:i@aester, the
mllefolium an extract of Syzygium (Mrtaceae), an

poly@Xx{eagin of at thy periic et el ushacere )p wurfl vasrHypacieugl ycerin
perforatum an extract of Centella (Apiaceae), an

fatt§ddRFLsPErERoehBar gt a o‘%hfhé%aes@, 8f {nidgl, @ngage@@w (C1o-30)

an extract of Ophi opogon (Liliaceae), nat Ur al
acylglutamyl) lysine is preferably 5:1 to 1:1, and more preferably

4:1 to 2:1. The interaction between the two members adjusts the
alignment of the lipid bilayer membrane. The thus adjusted bilayer
membranes may retain an active ingredient therebetween. Further,
there is compatibility between the outer wall of the bilayer membrane
vesicle and the cell layer of a horny layer, and hence, the vesicle
has excellent horny layer permeability. Further, boththeceramides
and the o, £-bis (y-N-(Cip-30) acylglutamyl) lysine each exhibit a
preferred function with respect to the dermis, and hence, even the
vesicle which does not contain the above-mentioned active ingredient
exhibits an excellent effect of improving or maintaining the dermal
environment.

[0026] The vesicle of the present invention may be a vesicle
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pr ot ei n- hydrol yzed products or acyl ated conpounds
t hereof such as soybean protein-hydrol yzed products,
sil k protein-hydrolyzed products, and mari ne
col I agen- hydrol yzed products, ol eanolic acid and
derivatives thereof, betulin, betulinic acid and
derivatives thereof, pantethine sulfonic acid and
derivatives thereof, 20 glycyrrhetinic acid and
derivatives thereof gro ui_none an

te

Whlc?r&ﬁ%ﬁﬁ R OO Pf TR JJ@ﬂéBgFggﬁe%t¥cgor 1mprov1ng or

nethoxysallcyllc acid, tranexam c acid and derivatives
maingabRbhd, @ BSEBRbi BN RET PBARIC dEPP AT} V@ sOR hbb R PULRREE -

L-carnitine. The extract of Coptis (Ranuncul aceae),

t hBhexthacte dfin@inavisig amranﬁh@nﬂ@&uga@e®@§maltﬂpvironment"

extract of red algae, and the extract of Houttuynia

spec{ Bags Ul aceae) veiagh traveralivnghyon tof @dfarsté ngktihe barrier
cal ciumion concentration gradient of the epiderms to

funcf?bﬂfoﬁgesu 83l iRAMH i f 1Lt PNe1dBEi 8Xt EBClsifpress a
Rosmari nus officinalis "has a function of suppressing

Ma11g§%8”9g§1'<:‘t af %f eédasjt.ljn ngengék/é?ﬂj SE¥B%%u!tﬂlea|Pp£:|.llard

et on “of suppr SSi ng eaCtion or

I mprove nonuni formty of | ] ard.react
reactpRACPS SRAE SRFET BB LHROGIT Gfogeh SRERCRayECa toTeetore

function of suppressing extensjon of dendrite in
dermpra| gmbkygen ke rektngde  of o SR time 1@< icm suppress an
eugenol, and triterpenes such as ol eanolic acid,
inflbenatbnycfactdr;and béiminageeachikavexsgeuncangnthe like.
restore derms collagen fiber bundle. The natura
pr epetns hy di:odnysied € dfasha abemnstnant ienédhidiiitve ingredients
el astase. The pantetheine sulfonate or a derivative

1nclE8@r995ra%Qa Il ygyrdhatddt copctdppisa(dehi:vatii¥eeae), an
hereof each has a function of suppressing an
extracglg¥nﬁﬁ%r szEEQEtlum (Rutaceae), an extract of red algae
(Palmaria), an extract of Houttuynia (Saururaceae), an extract of
Rosmarinus officinalis (Lamiaceae), an extract of Betula
(Betulaceae), an extract of Achillea (Asteraceae) such as Achillea
millefolium, an extract of Syzygium {(Myrtaceae), an extract of
Hypericum (Clusiaceae) such as Hypericum perforatum, an extract
of Centella (Apiaceae), an extract of Engelhardtia chrisolepis
(Juglandaceae), an extract of Ophiopogon (Liliaceae), natural
protein-hydrolyzed products or acylated compounds thereof such as
soybean protein-hydrolyzed products, silk protein-hydrolyzed
products, and marine collagen-hydrolyzed products, oleanolic acid

and derivatives thereof, betulin, betulinic acid and derivatives

thereof, pantethine sulfonic acid and derivatives thereof,
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The hydroqui none or a glycoside thereof, esculin,
escul etin, glabridin, nethoxysalicylic acid,
tranexam c acid or a derivative thereof, and ascorbic
acid or a derivative thereof each have a function to
el imnate active oxygen so that oxidation stress on
21 the derm s is suppressed. The content of those
active ingredient in the vesicle of the present
1 Cinvgn ion ma n egog il res tha% no g
gy 366 &-menfi f?ﬁh t P&hsVE 8% &P andy 16?‘1“1 ne an
anple, the content of each of the active ingredient
leCﬁﬁ;}%é prefdedsiqf 0. 1 FBOL Pmss% aRauHBE & pr ef efaBlyidin,
1to 10 mass% with respect to the total anount of the
metheayiselecy[lA02Zk iThe traskeckaief athd pnesestrivatémeisonhereot,
can contain an arbitrary ingredient generally used in
ascotrbécvasgiial anandetrheaextvesnaherpogpasati 0rchehisking.i n
addition to the above-nentioned essential ingredients

angnpr &f er4 ed d@@&?@h%ntﬁamﬁv&ﬁ%&pf kAbCe COPROURAS it rus
may preferably include pol yvalent al cohol's such as

aura%lt}é% rlt rflx’utgg:'eglexce%h@englt@’a %n§e8| Xigge, i';md Fhe extract

ut'anedi ol I'sopr

2- hexanedjol, 1, 2-octane and th I . .
of Haptjeatmléy?mr%t%%% %%fghgagecﬂot Bdion e Busting the
canpest er ol sitosterol, and sti stenol, . ,
Calcﬂﬁ@SEﬁ@lPﬁnﬁgnéﬁéhlﬁé'gé%@t¢@?L0fﬁ?ﬂ%é@éﬁ@ﬁ@@s to reinforce
| ecithin, hydroxylated |ecithin, phosphatidyl
the skhanodam ere fuypldsigmat | @ik énosatblgt fossplratiudybfficinalis
serine, and phosphatidyl glycerol; fatty acids such
has @sufkeienad supSaPss Cn@dedompoadpitybncoBeldstand The extract
stearic acid; higher alcohols such as cetano

of B%tt@@ray!alﬁlacﬂggl Ank0l & o 2l htlss SBINW PaRabary 2Bdction
et hyl par aben. CI those, particularly preferred

or tg)i%gyo% ﬁ%uﬁgfofﬁ{ftﬂz%fa&ﬁglﬂﬂ%llilard reaction. The extracts

of Achillea and Ophiopogon each have a function of suppressing
extension of dendrite in melanocyte. The extract of Syzygium
aromaticum, eugenol, and triterpenes such as oleanolic acid,
betulinic acid, and betuline each have a function to restore dermis
collagen fiber bundle. The natural protein hydrolysate has a
function to inhibit elastase. The pantetheine sulfonate or a
derivative thereof and the glycyrrhetinic acid or a derivative
thereof each has a function of suppressing an inflammatory factor.
The hydrogquinone or a glycoside thereof, esculin, esculetin,
glabridin, methoxysalicylic acid, tranexamic acid or a derivative
thereof, and ascorbic acid or a derivative thereof each have a

function to eliminate active oxygen so that oxidation stress on
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in particular, plant sterols (phytosterol) such as
canpesterol, sitosterol, and stignasterol; polyval ent
al cohol and even glycerine. The content of the
phytosterol is preferably 2: 1 to 1:2 with respect 22
to a,E-bis (y-N(C O 30) acylglytamne) |ysine, and
the content of the polyval ent al cohol which is an
essential ingredient, is preferably 5 to 15 tines

ith respect to a, e-bis (y- C1Q- . . .
the QT SRR S gsche. AR ST & Tof 'PRE PFEbLERinoredient
, i nvention can_ be used to produce a vesicle dispersion
l“‘jﬁ%ﬂﬁééFﬂﬁoﬂfBVKbP6€§§§Fnan?%%l%%§EﬁiP§I5¢%é¥b8P@H9§-amount
by a general nethod, the preferred ingredients, and

so thalig @ dhevaryenhypedd Eunstipoe2gle ¢ ilEkted nahd for example,
preparation for skin of the present invention An

the @xitsgmialo fpeeparaf itdre kot iski ingfetlhenpmeseke ppngfatebhy 0.1
is characterized by containing the above-nenti oned

to 3VeH L ards rche pexrerasal ypI epared iy skokiski Pespect to the
contains the vesicle, an active ingredient is

el d.to e ks, and further, the a, E-bis
tOta?y%?§§%§o9§o§B§c§9§F§?§ﬁy|) lysine, which is a
nstituent of th vesjcle, acts on the derms to .
10027857 ove THe FFOBerty ol CtREHETRRE, YR bt darcip contain an
_exhibit those effects, the content of the vesicle is
arbiprafgridgipdient gergrans¥sethd e VEsdréra§ theexpernal
5 mass%with respect to the total anount of the
prepexttinal for egdmatinoadfidrigkite thef abhuecnansnpnpd evpential
- small, enough amounts of the a, E-bis (y-N (C10-30)
ingradykgtutanypyefysrad ingredienan.deSuchrg g rdetievecompounds
ingredients may not reach to the derms for

may @HUfIddNg; t De-ehechl ywWhakeads aidordies centBNtad SglPSerin,
'arge, the effect |evel reaches toalimt,
diglycerin, dipropylene glycol, 1,3-butanediol, 1,2-pentanediol,
isoprene glycol, 1,2-hexanediol, 1,2-octanediol, and polyethylene
glycol; <cyclic alcohols such as cholesterol, campesterol,
sitosterol, and stigmasterol; phospholipids such as lecithin,
hydrogenated lecithin, hydroxylated lecithin, phosphatidyl
ethanolamine, phosphatidyl inositol, phosphatidyl serine, and
phosphatidylglycerol;fattyacidssuchascﬂeicacid,capricacid,
caprylic acid, and stearic acid; higher alcohols such as cetanol,
stearyl alcohol, andoleyl alcohol; methylparaben; and ethylparaben.
Ofthose,particularlypreferredexamplesincludecyclicalcohols,
in particular, plant sterols (phytosterol) such as campesterol,

sitosterol,andstigmasterol;polyvalentalcoholandevenglycerine.

The content of the phytostercl is preferably 2:1 to 1:2 with respect
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thereby inpairing a degree of freedomfor formnulation.

[ 0029] The external preparation for skin of the

present 23 invention can be applied w thout any

specific limtation as long as it is externally

applicable to the skin in general. Preferred exanples

of the external preparation include cosnetics

containing quasi drugs dermal nedicines for externa

a XL & DA a Iicable der_nat pl ogi cal
to a sgﬁlr)iD r|§e S’ %(1)‘ C?Pi&% e‘an@ftiglmrpég\)r & At e Grsr ii'ge dotifent of

bIe Thi s 'f cause, in the cosnetics der ma )

the éf’ §§ fOtedt reel afdy ﬁ%hyl%CFPvée??Eﬁ?&ﬁ%nﬂ§gﬁﬁﬁﬁent 18

| ow dermal access are contained therein. Preferred
prefexabpyes dfo the tovaet Wésh HREAARIEL | 'oei Bnccbsfetlivedl- (Cio-30)

mlKky [ otion cosnetics, essence cosnetics, cream
acylgbghetics) haskneosifitd ossicdsnetfi theeppweest amdention can

cl eansing cosnetics. Further, as dosage forns

be udd®rRObroB0SEES i Ess BF Be RAls pdildit o F)lo)éllth_@ht BY ®Socessing
| ong as being generally known in the field of

the %%%%tel%a é;@/ erPEs Ph f%fg% o APP! | sghaga' WO referred

ormul ati ons, I n-vva er SI on ornu tions,

. er-in-oil n__formul ati conposite
ingr g FRF 5 Shii EPFyRRE  FoP AUl APESRALERRE  he. |1 ke.
00301 The external preparation for skin of the

[002B} esent {(thvEHtroRadarP Tt Ipt £8RalsKidyr 88 éhes pPresent

used conmmonly in an external preparation for skin as
invepgiPnas those essential ingredients. Preferred

exanpl es of such optional ingredients include:

oi As/ smkesnasushepsrancadafiva skinovf, tlewosee®eni | invention

corn oil, olive oil, rapeseed oil, sesanme oil, castor
1scHHﬂacﬂéﬁﬁﬂéWBfC@Htaﬂﬁﬂﬁ@%ﬁ@@@o&bLmemQh@h%d&&élcle As the
coconut oil, palmoil, liquid lanolin, cured coconut

exte?hgl %E%ﬁgratlon for skin contains the vesicle, an active
ingredient is delivered to the dermis, and further, the «,e-bis
{(y=N-(Ci10-30) acylglutamyl) lysine, which is a constituent of the
vesicle, acts on the dermis to improve the property of the dermis,.
In order to exhibit those effects, the content of the vesicle is
preferably 0.1 to 10 mass$%, and more preferably 0.5 to 5 mass% with
respect to the total amount of the external preparation for skin.
If the content is toosmall, enough amcuntsof thea, e-bis (y-N-(Cig-30)
acylglutamyl) lysine, the ceramides, and the active ingredients
may not reach to the dermis for exhibiting the effects, whereas
if the content is too large, the effect level reaches to a limit,
thereby impairing a degree of freedom for formulation.

[0029] The external preparation for skin of the present
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oi |, Japan wax, cured castor oil, beeswax, candelilla

wax, carnauba 24 wax, ibota wax, lanolin, reduced

l anolin, hard lanolin, and jojoba wax; hydrocarbons

such as liquid paraffin, squal ane, pristane,

ozokerite, paraffin, ceresin, vaseline, and

m crocrystalline wax; higher fatty acids such as

ol ei c acid isostearic acid, lauric acid, nyristic

snvefEhly PEAE L5 00idh SSRLO 5] S behal 686kt i ¥0as tong
al cohol stearyl al cohal , |sostearyl al cohol , _behenyl

as 1%ch%r?61teré't?t]3ﬂydé‘&€ééﬁéple ﬁ?r?@?ﬁ Jch]dh(SJlen%lEﬁ&' Préferred
cetostearyl alcohol; synthetic ester oils such as

exampéeg|of $owceaheana]l psepavpyiominaiude coasmefligecgpntaining
i sostearate, diisopropyl adipate, di-2-ethyl hexyl

quassebiaagke, defnd]l mactiatieesdi Esosteatytnaml atpgylication, and
et hyl ene glycol di-2-ethyl hexanoate, neopentylglyco

extedh8APLALD1 iGanaerdd rif r&r ety sndecansat er t9byeLEYbmetics
tri-2-ethyl hexanoate, trinmethyl ol propane

are %%%t%cﬁﬁmﬁgt é?g?@ggbly' W’Fﬁ{]gl %F’BQBQGSe in the cosmetics,

I'Sost ea ent ane erythn
tetra- 2- et hyl hexanoat e; chaln nes suc
Qe T AR OT PP FaneE BRI BHARA BP ST abn o i dezmal
di phenyl pol ysi | oxane;  cyclic goly5|loxanes such as
acce@gtmﬂmt@ae& E@?ﬁ@?ﬂoxa‘?’ﬂ@ rred exampies of the cosmetics
decanet hyl cycl opent asi | oxane, and
inclddedcdanemnhys eyt vhexaheky Lokane, ComIeH i@y essence cosmetics,
pol ysi | oxanes such as am no-nodified pol ysil oxane,
creafpotyshbet coapdiddiedopaletdidsoxanemet abkydémomwei £ j echd cleansing
pol ysi | oxane, and fluorine-nodified polysiloxane; oi

cosm@g;eiﬁtss SHGhcRersi L5cQN8a8k! Fo2RkORhEersbif acbamks i8dCAre not
as fatty acid soaps (such as sodi um | aurate and

parciEA4HTLEAL 1 8L e)gq JPALERS, WIoh PSS, the cienc
of cosmetics, and may be preferably applied to lotion formulations,
oil-in-water emulsion formulations, water-in-oil emulsion
formulations, composite emulsion emulsifying formulations, and the
like.

[0030] The external preparation for skin of the present
invention can contain optional ingredients used commonly in an
external preparation for skinaswell as those essential ingredients.
Preferred examples of such optional ingredients include: oils/waxes
such as macadamia nut oil, avocado oil, cornoil, oliveoil, rapeseed
oil, sesame oil, castor oil, safflower oil, cottonseed oil, Jjojoba

oil, coconut oil, palmoil, liguid lanolin, cured coconut oil, cured

0il, Japan wax, cured castor oil, beeswax, candelilla wax, carnauba
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25 surfactants such as trinethyl amoni um stearyl
chloride, benzal konium chloride, and | auryl am ne

oxi de; anphoteric surfactants such as

i m dazol i ne-based anphoteric surfactants (such as a
2-cocoyl - 2-i m dazol i ni um hydr oxi de- | - car boxyet hyl oxy
di sodiumsalt) , betaine-based surfactants (such as

al kyl betaine, am de betaine, and sulfo betaine), and

acyl met hyl faurjne; nonionj sur.f act an such as o
wax, SR HA% ok 150 hEhe WO (S00H Re Baf b iap LN, and Jojoba
nonost ear at e andsor bi t ansesqui ol eate), glycerin fatty '
wax; geydresespans(sueh as Jiiyrdd waisHdstearifeglane, pristane,
propyl enegl ycol fatty acid esters (such as
ozok@rdpy) areg fftiol, wemestiearvteyliner ehdasrooecoivistalline wax;
derivatives, glycerol alkyl ether, POE sorbitan fatty
high@gifhtast 86546 Suehh as RH c s61d)j tiawsmnadeattdanduric acid,
pol yoxyet hyl ene sorbitan nonostearate), POE sorbitol

myri%%iﬁyaéﬁhg %ﬂfﬁf%ﬂé“é%&@? POE 5oL bLEQL, MpRaatAat £3id, and
glycerol" fatty acid esters (such as POE-glycerin
0l sost ear at

no ate) .. POE fatty acjid.ester u
B e R
PCE al kyl ethers (such as . POE2-octyl dodecyl ether
1ok, ARG ot K120 Subf '56YROE LS phehyF ibdecanoL,
ether), pluronic types, POE/ POP al kyl ethers (such as ,
myripCEl POPeotedy| eer adbegrearkiér #1CPBPLoNPENEYpesC PEESY Oils
castor oil/cured castor oil derivatives (such as POE
suchcasd orcetiyll andoPEEancated castmromyl ) mysucitede f abeygyldecyl
acid ester, and al kyl glycoside; polyvalent al cohols

isosBHERa8s, Rl yesdwdierE adliyeek, @lyZesthylhdx3imdhdeite, cetyl
gl ycol, erythritol, sorbitol, xylitol, maltitol,

1actRELPY 8N HNGR)1 nd PFOPYLEDE AL co 10l Ol Y¥CEEhPL hexanoate,
I soprene glycol, 26
neopentylglycol dicapfate, glyceryl di-2-heptylundecanoate,
glyceryl tri-2—-ethylhexanocate, trimethylolpropane
tri-2-ethylhexanoate, trimethylolpropane triisostearate, and
pentaneerythritetetra—2—ethylhexanoate:chainpolysiloxanessuch
as dimethylpolysiloxane, methylphenylpolysiloxane, and
diphenylpolysiloxane; cyclic polysiloxanes such as
octamethylcyclotetrasiloxane, decamethylcyclopentasiloxane, and
dodecamethylcyclohexanesiloxane; modified polysiloxanes such as
amino-modified polysiloxane, polyether-modified polysiloxane,
alkyl-modified polysiloxane, and fluorine-modified polysiloxane;
0il agents such as silicone 0il; anionic surfactants such as fatty

acid soaps (such as sodium laurate and sodium palmitate), potassium

laurylsulfate, and triethanolamine alkylsulfate ether; cationic
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1, 2- pent anedi ol , 2, 4- hexanedi ol , 1, 2-hexanedi ol, and
1, 2-octanedi ol ; noisture ingredients such as sodi um
pyrrol i done carboxylate, |actate, and sodium | actate;
fine particles such as mca, talc, kaolin, synthetic
m ca, cal cium carbonate, magnesi um carbonate, silicic
anhydride (silica), alum num oxide, and barium

sul fate, whose surfaces may be treated; inorganic

Surf%%:g%ﬁggs gHEH %% rgcg:éirr[eoc'gl i )é'(afjaqmrlljc%/rfj!rdn?w é.if@ﬁ%%iee@hloride,

iron oOxide, c amari ne

i ron blue, titaniumoxide, and_zinc,oxide, whose :
benz@iF?ﬁ&B@ lﬁélgﬁeatéﬁ?§peiﬁpr¥é§W9§eswﬂ¥ i cgnphoteric
titanium fish scale foil, and bisnuth oxychl ori de,

surfapbsetsicces imddare inamkaped apghater dg ey dipatagss (such
Red No. 202, Red No. 228, Red No. 226, Yellow No. 4,

as Bhue Recodb¢]l-YelhodadlolifiuRed Npdr&85deRedchibbo2gethyloxy
Red No. 223, Orange No. 201, Red No. 213, Yellow No.

disod@4m ¥elt PWiNAain0FaRldeuNdactanGseesud.a2@lkyl betaine,
Purple No. 201, and Red No. 204, which may be | aked;

L8N AAN G d 15 DLy ekBYhene: 2 NOMIES nonioni
oni BB | RCRRLIACLERSSHEY, AmDaly ks8R oGiale nonsonsc

I j | | I p-am - .
surfgﬁgsgg gi?.é%i’l %%2%5%1:?1‘?5&% ofgetrtr% O eutls) %%%Q%sggtgglc@laﬁgdsorbltan

ent: an ant hrani late-
ul travi ol et absorbent; a .salicylate-based ultraviolet
mOnOgEEBLBEAANhoB T RNRAE BREAL AN et 1 r ot L AL foters
benzophenone-based ul travi ol et absorbent;

a [
(suchlamollyased nuheravt ok 62 tabs srsatlenaalvaalofefty acid esters
absorbents such as

(sucB-a2>r byl @xeyg Byecdt mohpkphenykebemzoted el @, odhderivatives,
4- met hoxy-4' -t-butyl di benzoyl net hane; | ower al cohol s
glycedeh askyetbanetr, arsk issopriopandlattyi hafinessecd @such as POE
vitam n x_or derivatives 27 thereof; vitanmn B types
sorbI¥Gh aSnuichadikd Badhydnoohheiinddend s@HdA tan monostearate),
POE sorbitol fatty acid esters (such as POE-sorbitol monolaurate),
POE glycerol fatty acid esters {such as POE-glycexin
monoisostearate), POE fatty acid esters {such as polyethyleneglycol
monooleate and POE distearate), POE alkyl ethers (such as
POE2-octyldodecyl ether), POE alkylphenyl ethers (such as POE
nonylphenyl ether), pluronic types, POE/POP alkyl ethers (such as
POE/POP2~decyltetradecyl ether), tetronic types, POE castor
oil/cured castor oil derivatives (such as POE castor oil and POE
cured castor oil), sucrose fatty acid ester, and alkyl glycoside;
polyvalent alcohols such as polyethylene glycol, glycerin,

1, 3-butylene glycol, erythritol, sorbitol, =xylitol, maltitol,

propylene glycol, dipropylene glycol, diglycerin, isoprene glycol,
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B6 tripalmtate, vitamn B6 dioctanoate, vitamn B2 or
derivatives thereof, vitamn 812, and vitam n B15 or
derivatives thereof; vitamin E types such as
a-tocopherol, (3-tocopherol, y-tocopherol, and
vitam n E acetate, vitamn D types, vitamn H,
pant ot heni ¢ acid, pantethine, and pyrrol oqui noline
qui none; and anti bacterial agents such as

_bhenoxyet hanol . [.0031] The external pr ration,.far

Lr2 @Eﬁﬁgg gﬁﬁg’prese%tglé?ﬁ%%ﬁ$%%ftan b@*é?@%ﬁﬁﬁ&?qif ’ and
processing the essential ingredient and the optional

1'2‘Pﬁ5ﬁ88?éﬁgFb?oéséﬁﬁﬁehﬁﬁéﬁgﬁeﬁéﬁhéHPh[693§Pdlum pyrrolidone

Herei nafter, the present invention is described in
carbapydatget ddattbyenwayndfsekiammplleasstdng: iftines pagedicdss soch as

say that the present inventionis not limted to
micat hosécexieapl &5, Sxaridteld rfidl33cavlesivl eadbspearei, ofagnesium
liquid 1 of the present invention was produced

carb@660Eqi 801101 & a4 ngifiekayl aki BRindA&xide, and barium
ingredients A and ’ingredients B were each heated to

t 0 Y. di . . .
sultfRe; Qnd%e SRTRAEES HAILR) SREaNEYd RSrhdfic pigrenrs sven
while stjrrin tqQ thereby obtain a vesicle :
§BRP &Sirla A UAPkow Aol omERe ¢ o s RsTEYS Ot SRer STt oxide,

l'i quid was separated and wei ghed, and thereafter,,

ultragarineugeee, tiHeshpernat BN WALH dfvand thec oxide, whose
resul tant was washed twice with water, the noisture

surfehesendyvies ramveety peadrlyeggntanducheas esida drittawdsim, fish
wei ghed, to 28 thereby cal culate the content mass of

scaltho Viesbakebi smttie owgsihdloeriddi, spessé el dmaywibeBreated;
was found to be 9.3 mass% Further, in the sane

orgaRf BCEEHE Bsudihe § ablionb N ve) dd &at.ed2Bn ke AN 26, Yellow
manner :

No. 4, Blue No. 404, Yellow No. 5, Red No. 505, Red No. 230, Red

as I

No. 223, Orange No. 201, Red No. 213, Yellow No. 204, Yellow No.
203, Blue No. 1, Green No. 201, Purple No. 201, and Red No. 204,
which may be laked; organic fine particles such as polyethylene
powder, polymethyl methacrylate, nylon powderx, and
organopolysiloxane elastomer; p-aminobenzoate-based ultraviolet
absorbent; an anthranilate-based ultraviolet absorbent; a
salicylate-based ultraviolet absorbent; a cinnamate-based
ultraviolet absorbent; a benzophenone-basedultraviolet absorbent;
a sugar-based ultraviolet absorbent; ultraviclet absorbents such
as 2-(2'-hydroxy-5'-t-octylphenyl)benzotriazole, and
4-methoxy-4"'-t-butyldibenzoylmethane; lower alcohols such as

ethanol and isopropanol; vitamins such as vitamin A or derivatives
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Conparative Exanple 1 in which Iecithin was
substituted for "Pellicer L-30"; Conparative Exanple
2 in which"Pellicer L-30 "was substituted for
"Ceram de TIC 001"; and Conparative Exanple 3 in which
pol yoxyet hyl ene (2) ol eate was substituted for

di gl ycerin nonooleate. As a result of observation
using a polarization mcroscope, polarized |ight was

not. recogni zed in any of Conparat.i v Ex lLe 1,. , ,
therggla T L TOLN B ANBRE UCBAE ComparS: Po S YERAT G LS Aoy tanin
hence, it was found that Conparative Exanple 1, . .

Bs trogmlatididtee midaplie Be digd oo avitenErakplos degigatives
not formvesicle disperse system [0034] [Table 1]

ther®alfl, evilt drmigr Beli et d WWHsslin P s"CedamidetTvEs0digrdof; vitamin
Sitosterol 1 "Pellicer L-30" 1 Diglycerin nonool eate

E typesdyest i Bs16-tBBparevyet Ipnalcdberdiit ey-83cdphercl, and
Total 100 Exanple 2 [0035] <Reference Exanple 1> A

vita¥hal 8 RLapk+of Patamihap p@vﬂ@st,e WS ed, p%‘?x@othenic acid,
thereafter 29

pantethine, and pyrrologuinoline quinone; and antibacterial agents
such as phenoxyethanol.

[0031] The external preparation for skin of the present
invention can be produced by processing the essential ingredient
and the optional ingredient by a conventional method.

[0032] Hereinafter, the present invention is described inmore

detail by way of examples, but it is needless to say that the present

invention is not limited to those examples.

Example 1

[0033] Vesicle dispersion liquid 1 of the present invention
was produced according to the following formulation,. That is,
ingredients A and ingredients B were each heated to 70°C to be
homogeneously dissolved, and the ingredients B were gradually added
to the ingredients A while stirring, to thereby obtain a vesicle
dispersion liquid. & part of the vesicle dispersion liquid was
separated and weighed, and thereafter, centrifuged, the supernatant
was removed, the resultant was washed twice with water, the moisture

thereof was removed by drying, and the resultant was weighed, to
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wei ghed 100 g fromthe dried product. 2 L of water
were added thereto, the resultant was gradually
heated up to 60C, the tenperature was maintained for
3 hours, and then the resultant was left standing to
cool to roomtenperature. After being cool ed,

i nsol ubl es were renoved by filtration, and the
filtrate was freeze dried to thereby obtain Palmaria

ac 0036] The above- nent ed Pal.maria e tract
theriémgaggléld# ﬁb% cRREEVedtad® i 3 &r SFEN© Fqudt i fesicle
the sane manner as in Exanple 1. Further, in the sane
dispguAhen AsaRAdExdhprl Was thrundliokend Rerasséreafedgthar, in
t he same manner: Conparative Exanple 4 in which
the ja@od tdrorediase,substféll edifioweeekrereeprdli3®he same manner:
Conparati ve Exanple 5in which "Pellicer L-30" was
CompaBst ktuleehd1Qr 1 1 SemamnteJi1G: 00as sandt i CoRarfid Yeellicer
Exanpl e 6 in which pol yoxyethylene (2) ol eate was

I~ 30$Ukt§}rd\§>t U8 O 5 g;gié/ﬁ‘:ir'%mopéfﬂieer'ﬁ&?@"ru%séjél.tlbgifltuted

bser (! On US| ng a pO arlzati on m croscope
arize S, not nize
A R i e

nparative Exa Ie 6 and hence, it was found t
POlYeéﬁﬁépaﬁﬁﬁé E%énppéeﬂterHﬁﬁraFPQE Ex4hpfe goranﬂlglycerln
Conparative Exanple 6 did not formvesicle disperse
monogysesm. Furs her reshdtness opsehvavieiclheingort appbaripation
Vesicle dispersion liquid 2 was 9.8 nmass% [0037]
micrpEabpe, 3ol dmbted 2ibhgmedi ot sedagsdzed I'1'Cengmifd@omparative
TIC- 001" 1 30

Example 1, Comparative Example 2, and Comparative Example 3, and
- hence, it was found that Comparative Example 1, Comparative Example
2, and Comparative Example 3 did not form vesicle disperse system.

[0034] [Table 1]

Table 1

Ingredients Mass%

A

"Ceramide TIC-001" 1
Sitosterol 1
"Pellicer L-30" 1
Diglycerin monooleate 3
Glycerin 10
B

Phencxyethanoi 0.5
Water 83.5

Total 100

Example 2
[0035] <Reference Example 1>

A whole plant of Palmaria palmate was dried, and thereafter
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Sitosterol 1 "Pellicer L-30" 1 Diglycerin nonool eate
3 10% aqueous solution of Palmaria extract 1 1

A ycerin 10 B Phenoxyethanol 0.5 Witer 82.5 Total
100 [0038] <Test Exanple 1> Vesicle dispersion liquid
1, Vesicle dispersion liquid 2, Conparative Exanple
4, Conparative Exanple 5, and Conparative Exanple 6
mere each used as a sanple. The skin was previously

plied and blocked with 1% sodium | auryl sulfa
We1QQ&QéHU§g§&qmﬁQﬁﬁ*ﬁ?dfﬁoqﬂﬁﬂs @64%%H§ﬁééwereaddedtheretor
transepi dernmal water |loss (TEW), and was applied and
the besgkednhivas reds@idlyeheored o hos 603Rd B0e Hempeagture was
after renoving a bandage, TEW. was determ ned using
maintewaeet €br( Gandfiast used biyen |tegreadulGorpomnatd dr)ft Isttanding
shoul d be noted that water was applied as a contro

to cdabl € Fshewentde- @ t sarkbri Sef QYL had, flla‘fstcﬂﬁibles were

excel | ent TEW.-suppressing effect i§ recognlzed in the

remo;(/%%i' }g%eflldﬂrsaoﬁr e Snaten f[ﬁ't%:at% \’d«f—lts efr.aetéz% B?E@Hsﬁo thereby

rm’s-reachi'ng propérty of Palmaria extract
is an active |qgred|ent has been enhanced

h
Obt%%ﬁ % 5 ik S¥di&% T Further, it was recogni zed t hat

"Pelllcer L-30" itself had a functlon of suppressi ng

[003PRW. . [Oﬁgg]appmﬁ @egFloﬁ%g Faglmaria extract 1 was used to

produce Vesicle dispersion liquid 2 in the same manner as in Example
1. Further, in the same manner as in Example 1, the following were
treated in the same manner: Comparative Example 4 in which lecithin
was substituted for "Pellicer L-30"; Comparative Example 5 in which
"pellicer L-30" was substituted for "Ceramide TIC-001"; and
Comparative Example 6 in which polyoxyethylene (2) oleate was
substituted for diglycerin monooleate. As a result of observation
using a polarization microscope, polarized light was not recognized
in any of Comparative Example 4, Comparative Example 5, and
Comparative Example 6, and hence, it was found that Comparative
Example 4, Comparative Example 5, and Comparative Example 6 did
not form vesicle disperse system. Further, the mass of the vesicle
contained in Vesicle dispersion liquid 2 was 9.8 mass%.

[0037] [Table 2]

Table 2

Ingredients Mass%

A
"Ceramide TIC-001" 1
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Sanples TEW. Control 28 Vesicle dispersion liquid 1
21 31 Vesicle dispersion liquid 2 13 Conparative
Exanple 4 24 Conparative Exanple 5 18 Conparative
Exanple 6 19 Exanple 3 [0040] <Reference Exanple 2>
To 500 g of chopped pieces of the rhizonme of Coptis
j aponi ca bel ongi ng Copti s(Ranuncul aceae), 3L of 50%
et hanol aqueous solution were added, the m xture was
Sitobeated under stirring and was refluxed for 3 hoars.
"peiMiter bespg cooled to roomtenperature, insolubles
Diglyeeeihempyed1Bytki ltration. The resultant was 3

10% é&@é@ﬁé%’oi@ti’&?%ﬂpa@m@ 'Bld Qe gnd 1 L of water
Glycd and, 1 L of ethyl acetate were added to the resifiyie to

perPorn1I|qU|d l'iquid extraction. The ethyl acetate
was . separ at ed, and the |l ayer was washed t e
Phenﬁf&ﬁEhéa i of water followed by drying with #.

Wategrnhydrous sodiumsulfate.  After that, the resdldght

Totahms subjected to vacuum concentration to renmovéOfhe
solvent, to thereby obtain Coptis japonica extract 1.
[ 0041] <Reference Exanpl e 3> The sane treatnment was
rforne t _that e fruit skin of Gtrus
[003§ rantiu%? %%@@? mgg used instead of the rhizome

f  Copt b
?Rgﬁgﬁgéézgggg;ggggntEégggbn% tVe31cle dispersion liquid 2,

Comparative Example 4, Comparative Example 5, and Comparative
Example 6 were each used as a sample. The skinwas previouslyapplied
and blocked with 1% sodium lauryl sulfate aqueous solution for 24
hours to enhance transepidermal water loss (TEWL), and was applied
and blocked with the sample for 6 hours, and 30 minutes after removing
a bandage, TEWL was determined using Tewameter (manufactured by
Integral Corporation). It should be noted that water was applied
as a control. Table 3 shows the results. It is found that further
excellent TEWL-suppressing effect is recognized in the vesicle
disperse system. This is inferably because the dermis-reaching
property of Palmaria extract 1, which is an active ingredient, has
been enhanced owing to the vesicle. Further, it was recognized that

"pPellicer L-30" itself had a function of suppressing TEWL.

[0039] [Table 3]

Table 3

Samples TEWL
Control 28
Vesicle dispersion liquid 1 21
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obtain Ctrus aurantiumextract 1. [0042] <Reference

Exanpl e 4> The sane treatnment was perfornmed except

that the aerial part 32 of Houttuynia cordata

(Saururaceae) was used instead of the rhizonme of

Coptis japonica belonging to Coptis (Ranuncul aceae)

to thereby obtain Houttuynia cordata extract 1.

[ 0043] <Reference Exanpl e 5> The sane treatnent was
Vesipesf i spdrexcepligthad the [ eaf of R3smarinus
cOmpgiéfgb@atk§m§L@n§aceae) was used ingtead of the
Comph PhEOWE EREmSORtES | aponi ca bel onging to Coptis

comph RAPUPEUERERAES. ¢t O thereby obtainjBosmarinus
— offrcimal s extract 17 {0044} <Reference Exanpl e 6>

The sane treatnment was performed except that the tree

bark of Betula al ba (Betul aceae) was used i nstead of
Exambhe Bhizome of Coptis japonica belonging tot Coptis

(Ranuncul aceae) , to thereby obtain Betula al ba

[004fxtract dpefOP4RL. BeifpeoCe> Exanpl e 7> The sane
treat ment was per?orne except that the aerial part

of ,Achill ea_m || efolium ' . 2d. | nste -
oI geald B TLbb g LD TROS L o) M8 e I3t dton c
Ranuncul aceae), to thereb bt aLn_ Achill ea .
be Lol E NELSHLIT Lt e 2CeeUe] Hep br I Blp R g solut fon
The sane treatnent was performed except that the
weregagded, fde migtucenyes I hinggr( Abt AteRs)aMhyassggtluxed

instead of the rhizone of Coptis japonica bel onging
for Boh&opsi s ARanubellrac eag)led dot heoegbyemnperature, insolubles

were removed by filtration. The resultant was subjected to vacuum
concentration, and 1 L of water and 1 L of ethyl acetate were added
to the residue to perform liquid-liquid extraction. The ethyl
acetate layer was separated, and the layer was washed twice with
500 mL of water followed by drying with anhydrous sodium sulfate.
After that, the resultant was subjected to vacuum concentration
to remove the solvent, to thereby obtain Coptis japonica extract
1.
[0041] <Reference Example 3>

The same treatment was performed except that the fruit skin
of Citrus aurantium (Rutaceae) was used instead of the rhizome of
Coptis japonica belonging to Coptis (Ranunculaceae), to thereby
obtain Citrus aurantium extract 1.
(0042} <Reference Example 4>

The same treatment was performed except that the aerial part
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obtain Centella asiatica extract 1. [0047] <Reference
Exanpl e 9> 33 The sane treatnent was perforned except
that the leaf of Engel hardtia chrysol epis
(Jugl andaceae) was used instead of the rhizone of
Coptis japonica belonging to Coptis (Ranuncul aceae),
to thereby obtain Engel hardtia chrysol epis extract 1.
[ 0048] <Reference Exanple 10> The sane treatment was
erfornmed exce at_the rhizonme o Ophi_opogo )
of BRI COE R PAc )" Y- Ted PRS S T0F SERE P hi Jigngh zome
of Coptis Japonlca bel ongi ng to Copt
of Cqughyidepoadeadyel andr r C@ﬁélﬁo%ﬁ%@%%%ﬂ%%@busto thereby
sol ution was used instead of the ethanor, to thereby
obtabdbt EpntEphnopogondpapoaktuscextiract 1. [0049] A
vesicle dispersion liquid in which the vesicle of the
[004PNesent tRyeatdoPe asath5@essed was obtained in the
same manner as in Exanple 2 according to the

fO%BQ“%QﬁefQE@HkﬁthnwaEO%ﬁyfdfﬁgaf%iﬂe bl £t dthe leaf of
I ngredients Mass% A "Ceram de TIC 001" 1 Sitostero

Rosm%ﬁlgggll flCl omgul%a?aégéégsrh% q%?ﬁggﬁgkgfgtxfthe rhizome
of Coptis japonica belonging to Coptis (Ranunculaceae), to thereby
obtain Rosmarinus officinalis extract 1.
[0044] <Reference Example 6>

The same treatment was performed except that the tree bark
of Betula alba (Betulaceae) was used instead of the rhizome of Coptis
japonica belonging to t Coptis (Ranunculaceae), to thereby obtain
Betula alba extract 1.
[0045] <Reference Example 7>

The same treatment was performed except that the aerial part
of Achilleamillefolium {Compositae) was used instead of the rhizome
of Coptis japonica belonging to Coptis (Ranunculaceae), to thereby
obtain Achillea millefolium extract 1.
[0046] <Reference Example 8>

The same treatment was performed except that the aerial part
of Centella asiatica (Apiaceae) was used instead of the rhizome
of Coptis japonica belonging to Coptis {(Ranunculaceae), to thereby

obtain Centella asiatica extract 1.

[0047] <Reference Example 9>
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B Phenoxyethanol 0.5 Water 83.4 Total 100 [0051]

[ Table 5] Table 5 34 Vesicle dispersion Ingredients

Property liquids 3 Coptis japonica extract 1 Vesicle

di sperse system 4 Citrus aurantiumextract 1 Vesicle

di sperse system 5 Houttuynia cordata extract 1

Vesicl e di sperse system 6 Rosmarinus officinalis

extract 1 Vesicle disperse system 7 Betula al ba

extract 1 Vesicle disperse system 8 Achillea

m TRef SRFET SRELRER 1 "s PR AT Ele R Rfot It gthe leaf of

Centel |l a asiatica extract 1 Vesicle disperse system
Engeibaed§érhghdvralerigsélupiigndreraet 1avesrefelnfspafisel the

system 11 Ophi opogon japonicus extract 1 Vesicle
rhizdmspers€opyitefepd? iEagbabbnyeéngckte dbppeésséRapghemliaceae),

13 A eanolic acid Vesicle disperse system 14

to tlkeanyl berachdenethyk restiar cMesieliepdisspeesacsystem
15 Ascorbic acid glycoside Vesicle disperse system 16
a99ybean p ' ydepolysat e Yesicl e disperse system

L00 ?? Lauroy%ggg%gn%rote%nﬁﬁ%drolysate Vesi cl e di sperse
syﬁ%en1 18_€wb tin VésicI% %i%%gasexéés
PantEt PR ST FUHEL & AT 8L QTHFSpBF SEP

Ophiopogon japonicus (Liliaceae) was used instead of the rhizome

%e{%aégche rhizome of
system

of Coptis japonica belonging to Coptis (Ranunculaceae), and that
the 50% ethanol agueous solution was used instead of the ethanor,
to thereby obtain Ophiopogon japonicus extract 1.

[0049] A vesicle dispersion liquid in which the vesicle of the
present invention was dispersed was obtained in the same manner

as in Example 2 according to the following formulation.

{0050] [Table 4]

Table 4

Ingredients Mass%
A

"Ceramide TIC-001" 1
Sitosterol 1
"Pellicer L-30" 1
Diglycerin monooleate 3
Ingredients shown in Table 5 0.1
Glycerin 10
B ,

Phenoxyethanol 0.5
Water 83.4
Total 100
(00511 [Table 5]

Table 5

34



20 G abridin Vesicle disperse system 21 Esculetin
Vesicl e di sperse system 22 Stearyl glycyrrhetinate
Vesi cl e di sperse system Exanple 4 [0052] The sane
studi es were conducted by using various surfactants
in the sane manner as in Exanple 3. [0053] [Table 6]
Table 6 Ingredients Mass% A "Ceram de TIC 001" 1
Sitosterol 1 "Pellicer L-30" 1 Surfactants shown in

Vesiclqgljspermign 1004 2E3€btRSsol uti on of Pal mari a ¥epPeaet 1

tiquidg g ycerin 10 B Phenoxyethanol 0.5 Water 82 5

. Total 100 [008A7 TTEHI% 71 “Tabi% 7. 35 Vesi %@ﬂi Sioneroe syatem
5 dispersion 'ngﬁg&ﬁt%giﬁ RLORSEL Ve LAY ds 23 PIGLYESHTN e cyaten
6 nonost earat e §§§n%|r m_(rﬁ SReI SGa8YSERMact 1 Vesicle disperse system
7 Betula alba extract 1 Vesicle disperse system
8 Achillea millefolium extract 1 Vesicle disperse system
9 Centella asiatica extract 1 Vesicle disperse system
10 Engelhardtia chrysolepis extract 1 Vesicle disperse system
11 Ophiopogon japonicus extract 1 Vesicle disperse system
12 Eugenol Vesicle disperse system
13 Oleanolic acid Vesicle disperse system
14 QOleanolic acid methyl ester Vesicle disperse system
15 Ascorbic acid glycoside Vesicle disperse system
16 Soybean protein hydrolysate Vesicle disperse system
17 Lauroyl silk protein hydrolysate Vesicle disperse system
18 Arbutin Vesicle disperse system
19 Pantetheine sulfonate Vesicle disperse system
20 Glabridin Vesicle disperse system
21 Esculetin Vesicle disperse system
22 Stearyl glycyrrhetinate Vesicle disperse system

Example 4
[0052] The same studies were conducted by using various

surfactants in the same manner as in Example 3.

[0053] [Table 6]

Table 6

Ingredients Mass%
A

"Ceramide TIC-001" 1
Sitosterol 1
"Pellicer L-30" 1
Surfactants shown in Table 7 3
10% aqueous solution of Palmaria extract 1 1
Glycerin 10
B

Phenoxyethanol 0.5
Water 82.5
Total 100
[0054] [Table 7]

Table 7
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24 Diglycerin nonoi sostearate Vesicle disperse system
25 Triglycerin diisostearate Vesicle disperse system
26 Pentaglycerin trioleate Vesicle disperse system 27
Decagl yceri n hexaol eate Vesicl e di sperse system 28
pyroglutam c acid glycerin oleic acid Vesicle disperse
system Exanple 5 [0055] Vesicle dispersion liquid 29
~_was produced in the same manner as in Exanple 3
vesicly CHEPHTTIG"t 0 PAEEFENTOW ng formul ation. An  EWEPSIA i ed

ligquid
23 i i ogoste Vesiclé disperse system
24 ,[,0056] . [Tabl ig ygﬁébi é“ g ig’]o@ieya%gt S,, I\/B_SS% \'Igsic disperse system
25 Cer am de _Tl @ ceiinngliﬁgc?gtggp teI Pel li Ce\'i—es_li&iiz) disperse system
26 Decagl _yce“ n P@Q%ﬁ;@@fi@lt @rfbl_egr@e% agueous sol wdiefe Qifisperse system
27 Pal mari a ext mastgilcdrifGOhyefyieBtd0 B Phenoxy@dham@ldisperse system
28 0.5 Water 82ybogilataic 460 gH@aph @16id 006V ] vadkesi€ldsperse system

di spersion Iiquid 30 was produced in the same nmanner

as in Exanple 3 according to the follow ng

fornul ation. It
Example 5

H

[0055] Vesicle dispersion liguid 29 was produced in the same
manner as in Example 3 according to the following formulation. An

emulsified state was also observed in a part of the vesicles.
[0056] [Table 8]

Table 8

Ingredients Mass%
A

"Ceramide TIC-001"

Sitosterol

"Pellicer L-30"

Decaglycerin monostearate

10% aqueous solution of Palmaria extract 1
Glycerin 10

B

Phenoxyethanol 0.5
Water 82.5
Total 100

W e

Example 6

[0057] Vesicle dispersion liquid 30 was produced in the same
manner as in Example 3 according to the following formulation. It
was a vesicle disperse system.

[0058] [Table 9]

Table ¢

Ingredients Mass®%

36



was a vesicle disperse system [0058] [Table 9] Table
9 Ingredients Mass% 36 A "Ceram de TIC 001" 0.3
Sitosterol 0.3 "Pellicer L-30" 1 Decaglycerin
nonostearate 3 10% aqueous sol ution of Pal maria
extract 1 1 1, 3-butanediol 10 B Phenoxyethanol 0.5
Water 83.9 Total 100 Exanple 7 [0059] The sane
studies were conducted by using different kinds of

A ceram des in the same manner as in Exanple 3. [0060]
"CerpabbeT10}00Tabl e 10 I ngredients Mass% A | ngredpents
Sitosbewnlin Table 11 1 Sitosterol 1 "Pellicer L-30"31

"Pellicer L-30" 1
Decaglycerin moncstearate 3
10% aqueocus solution of Palmaria extract 1 1
1, 3-butanediol 10
B

Phenoxyethanol 0.5
Water 83.9
Total 100
Examplie 7

[0059] The same studies were conducted by using different kinds
of ceramides in the same manner as in Example 3.

[0060] [Table 10]

Table 10

Ingredients Mass%
A

Ingredients shown in Table 11 i
Sitosterol 1
"pellicer L-30" 1
Decaglycerin monostearate 3
10% agueous sclution of Palmaria extract 1 1
Glycerin 10
B

Phenoxyethanol 0.5
Water 82.5
Total 160
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Decagl ycerin nonostearate 3 10% aqueous sol uti on of
Pal maria extract 1 1 dycerin 10 B Phenoxyet hanol
0.5 Water 82.5 Total 100 37 [0061] [Table 11]
Tabl e 11 Vesicle dispersion Ingredients Property
liquids 31 "Ceramde |I" Vesicle disperse system 32
"Ceramde Il1" Vesicle disperse system 33 "Ceram de
Il A" Vesicle disperse system 34 "Ceramde I1I1B"
sicle g ystem 35 "Ceranmide IV' Vesicle
1006} sperseméys et Bxanpl e 8 [0062] A milky 1iquid vas
Tablgrigucgd, which is the external preparation for skin,
ccording to the following fornmulation. That is, each
vesiclOfaikpgredhentisg{A)iemas M xed with eachopther and the
liquig#g Xxture was heated to 80C. On the other hand, each of
31 I ngredients ("‘Byramase Heated to 80C Treipixiddseemt $ymsen
32 i ngredi ents ('‘Byramadedddéd to the m x{agieloflisprrse system
gi i ngredi ents (:g\zr%miﬁﬁdIi\Ké;é, stirred to ‘{?é%él%ﬁ,lldé???iég. SY:EG‘“
: L - em
3 still f_urther,_I Fgredigits (O were a&f@é@ﬁ@%ﬁ%@r@etsﬁystem
was stirred and cool ed

Example 8

[0062] A milky liquid was produced, which is the external
preparation for skin, according to the following formulation. That
is, each of ingredients (A) was mixed with each other and the mixture
was heated to 80°C. On the other hand, each of ingredients (B) was
heated to 80°C. The mixture of the ingredients (B} was added to
the mixture of the ingredients (A), and was stirred tobe emulsified.
Still further, ingredients (C) were added thereto to neutralize
the mixture, and after that, the mixture was stirred and cooled
to 35°C, to thereby produce the milky liguids. Any of the milky
liquids maintained the vesicle disperse system after storage for

one month at 5°C, 20°C, or 40°C.
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to 35C, to thereby produce the mlky |iquids.

Any of

the mlky |I|iquids maintained the vesicle disperse
system after storage for one nonth at 5C, 20C, or

40C. 38 [0063] [Table 12] Table 12 Ingredients Mass%

(A) Behenyl alcohol 0.5 Cetyl isooctanoate 2.0
Squal ane 8.0 Dinethicone 2.0 Sorbitan sesquistearate
1.5 PCE (45) stearic acid 1.0 Cetyl stearate 0.5

[006$?hen|c %ﬁiékﬁéb(B) 1, 3-butanediol 5.0 dycerin 5.0

2-out a

Tablpytd water 21.8 Potassi um hydroxide 0.6
Ingredients

(O

Pure water 35.5 Ingredients shown
in Table 13 15 Dipotassiumglycyrrhizinate 0.1

Mass%

(A)

Behenyl alcohol

Cetyl isooctanoate
Squalane

Dimethicone

Sorbitan sesqguistearate
POE (45) stearic acid
Cetyl stearate

Behenic acid

OO R FEMNOONOC
;Lo ;o O O WU

(B)

1, 3-butanediol 5.0
Glycerin 5.0
1,2-octanediol 1.0
Pure water 35.5
Ingredients shown in Table 13 15
Dipotassium glycyrrhizinate 0.1
(C)

Pure water 21.8
Potassium hydroxide 0.6
Total 100
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Total 100 39 [0064] [Table 13] Table 13 Sanples
Ingredients MIKky liquid 1 Vesicle dispersion |liquid
1 MIky liquid 2 Vesicle dispersion liquid 2 MIKky
liquid 3 Vesicle dispersion liquid 3 MIky liquid 4
Vesicle dispersion liquid 4 MIky liquid 5 Vesicle
dispersion liquid 5 MIlky liquid 6 Vesicle dispersion
IiﬁEid|6 MIlky liquid 7 Vesicle dispersion liquid 7
y liguid 8 Vesicle dispersion liquid 8 MIlk
[006f{ qui d 9%%%%|%§Eispersi on liquid o M Ky quuiyd 10
Vesicle dispersion liquid 10 MIKy liquid 11 Vesicle

Tablgidpersion liquid 11 MIky liquid 12 Vesicle

Samp Lgpersion l'iquid 12

MiLllyi LpaPEton 11 quid , : iguid 1
Milkyi $p8PEFoA 1iquid 15 FQLieq L PEE G iguid 2
Milkyi $pER&FoA 1iquid 16 MY AiqEIEPEr & diguid 3
Milkgi $paréidoA liquid 17 MISEidliq@idPres svesi diiguid 4
Milkgi $parsifoh liquid 18 MVEeidliaq@idres svexs) dliigiuid 5
Milkei $pgrnsdod |iquid 19 MVdeidlicquiisr@d SMesi dligiuid 6
Milkdi speusdon |iquid 20 Mudeidliequlicpl svesi dligquid 7
Milkgi speustos liquid 21 Vesicle dispersion liquid 8
Milky liquid 8 Vesicle dispersion liquid 9
Milky liquid 10 Vesicle dispersion liguid 10
Milky ligquid 11 Vesicle dispersion liquid 11
Milky liquid 12 Vesicle dispersion liquid 12
Milky liquid 13 Vesicle dispersion liquid 13
Milky liquid 14 Vesicle dispersion liquid 14
Milky liquid 15 Vesicle dispersion liquid 15
Milky liquid 16 Vesicle dispersion liquid 16
Milky liquid 17 Vesicle dispersion liquid 17
Milky liguid 18 Vesicle dispersion liquid 18
Milky liguid 19 Vesicle dispersion liquid 19
Milky ligquid 20 Vesicle dispersion liquid 20
Milky liquid 21 Vesicle dispersion liquid 21
Milky liquid 22 Vesicle dispersion liquid 22
Milky liguid 23 Vesicle dispersion liquid 23
Milky liquid 24 Vesicle dispersion ligquid 24
Milky liquid 25 Vesicle dispersion ligquid 25
Milky liquid 26 Vesicle dispersion liquid 26
Milky ligquid 27 Vesicle dispersion liquid 27
Milky liquid 28 Vesicle dispersion liquid 28
Milky liquid 29 Vesicle dispersion liquid 29
Milky liquid 30 Vesicle dispersion liquid 30
Milky ligquid 31 Vesicle dispersion liquid 31
Milky liguid 32 Vesicle dispersion liquid 32
Milky liquid 33 Vesicle dispersion liquid 33
Milky liquid 34 Vesicle dispersion ligquid 34
Milky ligquid 35 Vesicle dispersion liquid 35

Industrial Applicability
(0065] Accordingtothepresent invention, theremaybeprovided

a technique for allowing an active ingredient for improving or
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naingplBapgi endpt

for

MIlky liquid 22 Vesicle dispersion liquid 22 MIKky

liquid 23 Vesicle dispersion liquid 23 MIky liquid

24 Vesicle dispersion liquid 24 MIKky liquid 25

Vesicle dispersion liquid 25 MIKky liquid 26 Vesicle

di spersion liquid 26 MIlky liquid 27 Vesicle

di spersion liquid 27 MIKky liquid 28 Vesicle

di spersion liquid 28 MIKky quuid 29 Vesicle

di sp erS|on i d 29, Mlk uid 3 le .
diildeBuLmRPrRD T FuFa=aE VBe: Spgnis.

di spersion liquid 31 MIKky liquid 32 Vesicle

di Spepsieseniti uyenBion iey e 3R} ¢ 83 aves¥epenal preparation

di spersion liquid 33 MIlky liquid 34 Vesicle

dikspersion liquid 34 MIlky liquid 35 Vesicle

di spersion liquid 35 |Industrial Applicability [0065]

According to the present invention, there may be

provided a technique for allow ng an active

ingredient for inproving or 40 maintaining a derma

environnent to reach the derms. The present invention

maybe applied to an external preparation for skin. 41

CLAIMS 1. A vesicle conprising: 1) an a,e-bis

(y-N-(Clo-30) acylglutanyl) lysine and/or a salt

t her eof ;
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2) a ceram de and/or a derivative thereof; and 3) one
or nore selected froma glycerin fatty acid ester, a
pol ygl ycerin fatty acid ester, and a pyroglutam c acid
glycerin fatty acid ester. 2. A vesicle according to
claim1, wherein an acyl group in the a,e-bis
(y-N-(Clo-30) acylglutanyl) lysine is a |auroyl group.
3. A vesicle according to claiml1 or 2, wherein the
ceram de or the derivati%ﬁjﬁﬁﬁieof is a ceram de type
2 or a ceramde type 3. 4. esicle according to any
one of clains 1 to 3, wherein the one or nore
sel eck B+ oh? aCOTRELFIRIfatty acid ester, a
pol ygl ycerin fatty acid ester, and a pyroglutamc acid
gl Ycem a, efhisyhyadi-dlGastet amel Pngamy nolgsdakezn@dor a salt
fromdiglycerin nonool eate, diglycerin
ther8®fApi sost earate, decagl ycerin nonool eate, decagl ycerin
nonoi sost ear at e, decagl ycerin pentaol eate, and

despol YEEF LRI dPCRLAY §PSH €QLE AL Rat Hde Sthér¥E88} ChRd
according to any one of clains 1 to 4, further

fggf;%r?é.en S?r;&g:eors.e%%%eglf fE‘Bﬁ £o<]!}in§?%f‘ﬂ1 %ﬂ.tz}grancg]d ester, a

r inproving or naintaining a
environment; an_extract of Coptis Ranuncul. aceae), ; .
poLy GV ETBCEobFY RS HecabP ant Fih ERAYSCAAMN S e Batraglvoorin
of red al gae; an extract of Houttuynia (Saururaceae)
fattygpacédt aEETof Rosmarinus officinalis (Laliaceae); an
extract of Betula alba (Betul aceae); an extract of
Achillea (Asteraceae); an extract of Syzygi um
aromati cum (Myrtaceae); an extract of Hypericum

(Got taferam)le arcexidiant tof cCanmell| awloé felibedn idegrlagysoup in
an extract

the «,e-bis (y-N-{Cig-30) acylglutamyl) lysine is a lauroyl group.

3. A vesicle according to claim 1 or 2, wherein the ceramide
or the derivative thereof is a ceramide type 2 or a ceramide type

3.

4. A vesicle according to any one of claims 1 to 3, wherein
the one or more selected from a glycerin fatty acid ester, a
polyglycerin fatty acid ester, and a pyroglutamic acid glycerin
fatty acid ester are one or more selected fromdiglycerinmonoolieate,
diglycerinHmnoisostearate,decaglycerinnmnooleate,decaglycerin
monoisostearate, decaglycerin pentaocleate, and decaglycerin

pentaisostearate.
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of Engel hardtia chrysol epi s (Jugl andaceae) ; an
extract of Ophiopogon (Liliaceae); a natural protein
hydrol ysate or an acyl ated product thereof; oleanolic
acid or a derivative thereof; betuline; betulinic
acid or a derivative thereof; pantetheine sulfonate or
a derivative thereof; glycyrrhetinic acid or a
derivative thereof; hydroqui none or a glycoside
greof escul i n; esqule in; glabr

Ryl PECSErInG: HanaRinoet des Gl defe,dei farther
thereof; ascorbic acid or a derivative thereof; and
comprigangi PhRe OrGMONs ©ft driifalf Prleptird i apt ¢ SRgHedients for
conprising the vesicle according to any one of clains
imprévingmr d8intaining a dermal environment: an extract of Coptis

(Ranunculaceae); an extract of Citrus aurantium (Rutaceae); an
extract of red algae; an extract of Houttuynia (Saururaceae); an
extract of Rosmarinus officinalis {(Lamiaceae); an extract of Betula
alba (Betulaceae); an extract of Achillea (Asteraceae); an extract
of Syzygium aromaticum (Myrtaceae); an extract of Hypericum
(Guttiferae); an extract of Centella of (Umbelliferae); an extract
of Engelhardtia chrysolepis (Juglandaceae); anextract of Ophiopogon
(Liliaceae); a natural protein hydrolysate or an acylated product
thereof; oleanolic acid or a derivative thereof; betuline;
betulinic acid or a derivative thereof; pantetheine sulfonate or
a derivative thereof; glycyrrhetinic acid or a derivative thereof;
hydroquinone or a glycoside thereof; esculin; esculetin; glabridin;
methoxysalicylic acid; tranexamic acid or a derivative thereof;

ascorbic acid or a derivative thereof; and L-carnitine.

6. An external preparation for skin, comprising the vesicle

according to any one of claims 1 to 5.
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