DESCRI PTI'ON VESI CLE USEFUL FOR EXTERNAL PREPARATI ON FOR SKI N, AND
EXTERNAL PREPARATI ON FOR SKIN COWPRI SI NG THE VESI CLE Technical Field
[ 0001] The present invention relates to a fornulation technique
useful for an external preparation for skin, and nore specifically,
to a fornulation technique utilizing a vesicle. The present invention
also relates to an external preparation for skin utilizing the
formul ati on techni que. Background Art (0002] Skin is an inportant

ti ssue for separating a living bog%: gngaNoutS|de wor | d.
Accordingly, if the skin suffers disor it means that the

protectiv I d S
may caus69%§3ﬁ%t%kﬁﬁﬁﬁgg%ﬁob¥hggﬁgﬁ %@ﬁggggﬂiﬁﬁEcphggI@On%gété§fEaﬁAL
di sorders such as damage on th be elinmnated rapidly.
However, a protectf ver 24T EQﬁuﬁﬁ§§nC8VPFE§IN§kT¥Ftﬁﬁﬁiﬂé@ a
hi ndrance for allowing a drug for elimnating the disorder to reach
the skin, especially to the derms, and hence there was a condition
that snooth elimnation of the disorder hardly occurs. Accordingly,
there i sTgcheéaat oF Y@l op a technique to accurately deliver a drug
to be delivered to the derms. [0003] Under the above-nentioned
condi ti 0ohCA814 backdiripgesent i heert hriveebricas be edprmedavapn ggshnique
devel opnents on neans for pronoting percutaneous absorption. For
exanpl e, ushéné farearerhsitingil e era ratdtcmofior Bkdhvianyl nekre ispeeg facally,
card- house or net-work structure forned

{ to a fourmulation technique utilizing a vesicle. The present

invention also relates to an external preparation for skinutilizing

the formulation technique.

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 technigue 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

sol vent such as N-nethyl-2-pyrrolidone (Patent Docunent 3); a nethod
involving wutilizing a percutaneous absorption pronoting ingredient
such as |auroyl sarcosine (Patent Docunent 4); and a nethod

i nvol vi ng allomﬁng a liposonme or a niosone, which is a sphere having

a phosp oI| str cture i ncl ueous core, to
enchpeul bier Shire etk (e el e Q?e&mﬁpgﬁ&n@eﬁrﬁé%gﬁmwg
to an external preparatlon for skln (Pat ent Docunent . Those

t echnol 0%‘?%%‘1’@}1'}%5?% AR BNt sTPh $EAHiSTg t&‘@ﬁreeér(?f eéeﬂPibf’t%‘i
the derm s, but the reaching degree was far fromsufficient, and in
consi derB®FROTAIERL VNG UEBAY &I REAIGHITEGONERIRE 1~ 3nDE TG ure formed
per cut aneous absorption inpaired the defense function of the skin
itsel f. PDOO4ilokaske GrhérahanePogsmant 42 mdA Betise 1peehnirgetilizing
utilizing a vesicle, there are known techni ques in which insoluble

i ngr edi em siltgusknds waverasriadérandngiarsst Epo| et teangsiny phageridldm
an external preparation for skin (Patent Docunent 6 and Patent
Docunent (FytentFhochwentt Bér eaimse@disb invewniagt echhi zfuey ian seivent agnuch
ingredient that is reactive with water is encapsulated into a
vesi cl e 4o Nshnelthyl-2-pertail hdbhe (RegietiteDootmoere: BAt ea -nedded involving
formul ati on (Patent Document 8) . However, in those vesicle

t echni ques; 1 isiy hagkaptithaechorabsuypttiva pesnet ndg Sirmyreatiiedni such as
surfactant. Accordingly, its application other than to washing

mat eri al 1dgrddiif fédotddsimnd( pduese: Wes@uWBHYY 4); and a method involving
allowing a liposome or a niosome, which is a sphere having a
phospholipid bilayer structure including an aqueous core, to
encapsulate a drug 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.

[0004] 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 & 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 aresult, it is difficult to apply the vesicle to an external
preparation for skin which is not capable of being washed off.

[ 0005] On the other hand, a vesicle, which contains an a, e-bis
(y-N-(Cd o0_30) acylglutanyl) lysine and/or a salt thereof, is

conpl etely unknown. It should be noted that, an extract of Coptis
(Ranuncul aceae) , an extract of Citrus aurantium (Rutaceae), an

extract d, 2hgag,s; and; a0, eXILAGE (s O LM A oS 68Edment
each hav‘g&é&ﬁmc Ion Slocfal a%ij st ngtaeicj“lne S&I°cT um 1-on (?ongéegnﬁrg:tcl on et
gr adi ent , of %@e & i_der m't% Lo g ei nf or CE the sski n sl&@:r Ei ggﬁ{é%no%t jfgrn]mirl
(Pat ent Ut )r.’ 11 TP SCITRAT et o BT o ¢ off Smari nus ¢
of ficinalis has functiqn of = suppressing deconposi.tion of elastin
(Patent BRCHAEREII0N & T PEICGHMRTRAE  ar ST S et APRL LFHe o7
has a function of supgre;si ng a Mail I‘ard,rgactijon (Izgt nt Docunent
11) . | tOFReK AT tRatagRtPdcTR e raIadt ALEa Gt O POgsR BSER Tt
a function of suppressing extension of dendrjte in_nel anocyte ,
(Pat ent ERTRMEAtWACH Gt 1ot fdiR vasyclr tsekAdias PRabLematic.
extract of Syzygi umaromaticum and triterpenes such as ol eanolic
aci d, betuld mestddirditand BefticweE: t@adRPRRVERR ¥eATHlicofot 80r RSV RL
derm s collagen fiber bundle (Patent 3 Docunent 14 and Patent
Docunentpi&agatijan Keswskimawhachaiaraet prrakdin ofy dedngsHpehadsoft-
function to inhibit elastase (Patent Docunent 16) . It is known that
pant et hel @05l f onaPa ore gtderihad,ve vesticieofwitimh gPyeginhen nicbis
acid or a derivative thereof each have a function of suppressing an
i nfl ammat o~ fQeter . adyligdulkpowh) t Hatsine and/or a salt thereof, 1is
completely unknown.

It should be noted that, an extract of Coptis (Ranunculaceae),
an extract of Citrus 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 functiocn to restore dermis collagen fiber bundle (Patent



hydr oqui none or a gl ycoside thereof, esculin, esculetin, glabridin,
nmet hoxysal icylic 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 from being
applied onto the derm s (Patent Docunent 17). [0006] [Patent Docunent
1] JP 2000-103722 A [Patent Docunent 2] JP H11-335271 A [ Patent
Docurent 3] JP H10-265379 A [Patent Docunent 4] JP H09- 169637 A

Pat ent t .51 JP 2004-143080 A Pat Do t J

patent (BORUIENL 9L 3E 30041 BORNA! Jhrat ot Lo B copran
8] JP H09-40543 A [ Patent 9] .JP 2006-331294 Pat
Documen(PH1e b SRS RS PPt Bac LRoRTR LT C JP PP SeB AT
[ Patent Docunent_ 12] JP 2003-113027 A %P t ent Eggunent 1%L JP. )
2004- 250854 Y Pat ent! tobt GREWR tRaf PPt 68?-“2%8 RALE pRFENETIvative

Docunment 15] JP HO09- 143050 A [Patent Docunent 16] JP 2004-1826387 A
[ Pat ent Exiaashend7glyeyppmet uEsgia OPisEreatrELEF thiFerdyveAtR dipve

[0007] The present invention has been achieved in view of the
above- nenfhoatdosiak GHEPAREESNS Andl ahl YBAT YoF aEHer pr d&ehi known that

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 of
eliminating active oxygen to prevent oxidation stress from being
applied onto the dermis (Patent Document 17).
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[Patent Document 6] JP 2006-199635 A
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[Patent Document 9] JP 2006-3312%4 A

[Patent Document 10] JP 2005-132823 A

[Patent Docuﬁent 11} JP 2005-35%11 A
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[Patent Document 13] JP 2004-250354 A

[Fatent Document 14] JP 2002-29988 A



invention is to provide a technique for allow ng an active ingredi ent
for inproving or maintaining a dermal environnent to reach the
derms. [0008] In view of the above-nentioned circunstances, the
inventors of the present invention have intensively studied on the
technique for allow ng an active ingredient for inproving or

mai ntai ning a dermal environnent to reach the derms, and as a
result, they have found that the follow ng vesicle has high

derm s-reachi ang h e Iatlng property of an
active ingregggﬁfrﬁpﬁ{ LY dﬁ#? b ﬁﬁ% hction’of adjusting the
dermal enviro nt the v h 4 #4&; vesi cl e conprising:1)
an a,e-bis (ﬁ?n%f@TO 5Fm§B§IB§ tghyf§% Viar87afid/ or a salt thereof,
2) a ceram de and/or a derlvatlve t he i 35%5% 3). one or nore
sel ected frorhE e HAH™EREt y/ ac d T rolygl ycerin fatty acid
ester, and a pyroglutam c acid glycerin fatty acid ester. Thus, the
present invention has been acconplished. That is, the present
invention is as follows. (1) A vesicle conprising: 5 1) an a, e-bis
(y- N (CIRishosamg qifuttdyey IIviepsiAB and/or a salt thereof; 2) a
ceram de and/or a derivative thereof; and 3) one or‘nDrelseIected
froma glQ@Etli n f at fheapiesent dnveatipslag peeniariiavad 48t aspErthe
and a pyroglutamc acid glycerin fatty acid ester. (2) A vesicle
accor di napdwe-inearhifiled whtremmstancasyl grougn iebidrt acfe-Uhies present
(CB 0- 30) acylglutanyl) |l ysine is a |lauroyl group.
invention is to provide a technique for allowing an active ingredient
forimprovingormaintainingadermale@vironmenttoreachthedermis.
[000B] In view of the above-mentioned circumstances, the
inventors of the present invention have intensively studied on the
technique for allowing an active ingredient for improving or
maintaining&adermalenvironmenttoreachthedermis,amjasaresult,
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
g-bis {(y-N-(Cig-30) acylglutamyl) lysine and/or a salt thereof,
2) a ceramide and/or a derivative thereof, and 3) one ormore selected
from a glycerin fatty acid ester, a polyglycerin fatty acid ester,
and a pyroglutamic acidglycerin fatty acidester. Thus, thepresent

invention has been accomplished. That is, the present invention

is as follows.

(1) A vesicle comprising:



(3) A vesicle according toitem (1) or (2) , wherein the ceram de or
the derivative thereof is a ceramde 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 selected fromdiglycerin nonool eat e,
di gl ycerin nonoi sostearate, decagl ycerin nonool eate, decaglycerin
nonoi sost ear at.e, decagl.ycerin _pentaol eate, .and d | ycerin
pent ai sost ear a]t)e?n(%)sg"ﬁijfeé?fﬁﬁq“é?g’&%ﬁ R gtlbltﬁﬂk}’?g??g"%ﬁ% £R76°% B 53
(4), further conprising one or nore of the follow ng active
i ngredi eR2e¢dY’ i nproving or maintaining a dermal environnent; an
extract of Coptis (Ranuncul aceae); an extract of Citrus aurantium
(Rut aceae); ar?) exteg@mige ged/qrgaederhvabdyadiredreofsutftyni a
(Saururaceae); an extract of Rosmarinus officinalis (Lam aceae); an
extract of Betd) @negoylpar¢ BalgcaeCaéyomah Ty ceadr bRLMEMIYdegster, a
(Asteraceae); an extract of Syzygium aromaticum (Mrtaceae); an
extract pdlyyierdcimmiaten riciidr geFeranaegtsd airaflutemicl raigf glycerin
(Urbel liferae) ; an extract of Engel hardtia chrysol epis
(Jugl andéxzelae)agidareshe.act of Ophi opogon (Lili.aceae); a natural
protein hydrol ysate or an acyl ated product thereof; oleanolic acid
or a derivative)t herveeficlbetotonding bet ditemi ¢1 hciwhorein der pegl i gmoup
t hereof ; pantetheine sulfonate or a derivative thereof;
glycyr r het ichieGy,acibd so¢yvaNdeTi vl iasgligherenf]) Iwdneqls Rdreimrylagroup.
gl ycosi de thereof; esculin; esculetin; glabridin;

(3) Avesicle according toitem (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 cne 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
fatty acid ester are one or more selected fromdiglycerinmonooleate,
diglycerin monoisostearate, decaglycerin monooleate, decaglycerin
monoisostearate, decaglycerin pentaoleate, 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



met hoxysal i cylic 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 Mde for. carrying out the Invention
[0009] (1) a,e-bis (y-N (C10-30) acylglutamnmyl) lysine which is
essential ingredient of vesicle of the present invention An external
preparation for ski n of the present invention contains an a, e-bis
(y-N (Cl 30 Iut my si ne as .essential ingredient. Th
Vo b e NBetetotens TR grbiany of Fobi hFaRosBrsatoRe RS e
in a formof a free body or, a salt. The salt thereof nay be used

wi t hout hy SFE¥IEER &F%tllé’r‘l’@ AL e 7| STHn8*hRREEh oﬁfayHﬂeerlcum
used..for an external preparation for skin. For exa favorabl e
e eol GHEF G ATId] BREAIAER PEHEURIS A P (HERl AoPatdeh 130 Tk At
and a potassiumsalt; alkaline earth netal salts such as a calcium
sal t andD%Eﬁﬁgh@%I@ﬁﬂ%@Fﬂ;’S@l?}%\#ﬁ cJugi aelangaes F st e taf QEHJFWQ%‘H
salt, a triethylam ne salt, triethanolamne salt, and a

monoet hahiol biviareedal & naimer Hlapirot aimh nerdid v ssdler grsa}t@caéatednymmt
salt and an alginic aci d salt. The acyl group is characterized by

i ncl udi ntheledioc 30lcambbic ators. ofhea aclgirigpodpe rpgrieefl;i neegtuline;
branched, or cyclic, and may be a saturated aliphatic group or an
unsat ur ateadh lalnighatid groupleSpediifviec thenapf epaftatheingcyhl fooatpe or
i ncl ude a decanoyl group, a lauroyl group, a nyristoyl group, a

pal mi t oy dgkaupriae trearant; gl goprrie thehenayld grroapie divatiisest learanf;
group, an ol eoyl group, and a linol eoyl group. O those,

hydrogquinone 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 items (1) to (5).

Best Mode for carrying out the Invegtion
{0009] (1) o, e-bis (y-N=-(Cyp-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-(Cig-35) acylglutamyl) lysine as anessential
ingredient. The «,&-bis {y-N~(Cig-3¢) 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 (A o0-30) acylglutamyl) lysine contains two acyl groups, and the
two acyl groups nmay be the sane as or different fromeach other. The
a,e-bis (y-N (C10-30) acylglutanyl) lysine may be produced by, for
exanple, the follow ng procedure. That is, the procedure includes
reacting glutamc acid with acyl chloride in the presence of alkal
such as triethylamne to thereby obtain N-acylglutamc acid, and

t hen condensi ng. N acylglutamc acid in the-presence of |ysine and a
bopti do SoMHESAL S EhHon SR Botlar B ipenBRarh mehd S the S Hhk

obt ai ned reaction product may be purified with a sjilica gel colum
chr omat o®F apIfiA Gt Whealtkand 8 Bapreitifofasbf verganist arHecspplea ggh
col um chromat ogr aphy, there may be preterablf exenplified a
chl or of o*PndfRATEHMHILUR Redtsod wiGThwpainghealy dirigthgnelanippesalt,
a,e-bis (y-N-(C10-30) acylglutanmyl) lysine is showmn in Formula 1.
[0010] [@p@me Mon@dtanRamnineHNale; (@pfl baH c HQUOCCHECINHSOLL§ GHAYIR ds
a lysine salt and an alginic acid salt. The acyl group is
characterized by including 10 to 30 carbon atoms. The acyl group
may be linear, branched, or cyclic, and may be a saturated aliphatic
( group or an unsaturated aliphatic group. Specific examples of the
acyl grcup include a decanoyl group, a 'laurqu. group, & myristovl
group, a palmitoyl group, a stearoyl group, a behenoyl group, an
isostearoyl group, an oleoyl group, and a linoleoyl group. Of those,
the lauroyl group is particularly preferred. Further, the «,e-bis
(y—N-(Cip-30) acylglutamyl) lysine contains two acyl groups, and the
two acyl groups may be the same as or different from each other.
The o, e-bis (y-=N-(Cig-30) acylglutamyl) lysine may be produced by,
for example, the following procedure. That is, 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 1like. BAs an elution solvent

of the silica gel column chromatography, there may be preferably

exemplified a chloroform—methancl mixed solution type. The



Rr~N-iH COON Formula 1 (but, in the fornmula, Rl and R2 each

i ndependently represent an acyl group having 10 to 30 carbon atons.)
[0011] The a,e-bis (y-N-(d 0-30) acylglutanyl) |ysine nay be
produced according to the above-nentioned nethod and used. However,
there already exists conmercially-available a,e-bis (y-N (Cl10-30)
acylglutanyl) lysine, and the commercially-avail abl e product may be
purchased and used. As the comrerciall y-avail abl e product descri bed
above, there maybe preferably exenplified "Pellicer L-30" . )

( manuf act i WPe a8dte RasePledipdrdtion) acelylufamyl) lysine is shown
(y-N-lauroyl glutamyl) lysine). The thus obtained a,e-bis (y-N

(C o- 30)imdagkEadyl ) |ysine has a property with which a bilayer 9
menbrane is easily forned, and, by this function, forns a vesicle
havi ng alP®tel | ent [§hewi ity with ot her essential ingredients
described |l ater. The vesicle has physical properties that are
approximate to those of the nenbrane structure of epidermal cells,
and hence is excel P&ttt ins kin perneability. In addition, the vesicle
is excellent in th& function of retaining an active ingredient
between | fpTa*biT §yer nenbranes. This owes to an anphi pathic
property of ( the ghﬁ%d bi | ayer nmenbranes thensel ves. Further, in
order to exhibit u function, the vesicle contains one or nore
selected fromthe w4 e-bis (y-N (C13-30) acylglutanyl) lysine in a
total anmount of, wiffth respect to the total anount of the vesicle,
preferably 1 nmass%xotr—commre preferably 5 mass%as a lower |imt, and
preferably 50 nass?

(CH2)2
Ry~——HN——CH
COOH

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

[0011] The «,2-bis (y-N-(Cip-30) acylglutamyl} lysine may be
produced according to the above-mentionedmethod andused. However,
there already exists commercially-available o, e~-bis (y—N-(Cig-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 Kasei Corporation; o, e=bis
(y-N-lauroylglutamyl) lysine). The thus obtained «,c-bis

{y-N—{Cyg-30) acylglutamyl) lysine has apropertywithwhichabilayer



or nore preferably 10 mass% as an upper limt. This is because that
there are cases where the stable vesicle may not be fornmed even if
t he anobunt of the above-nentioned ingredients is too |large or too
small. [0012] (2) Cerami de and derivative thereof, which are
essential ingredients of vesicle of the present invention The
vesicle of the present invention is characterized by containing a
ceram de and a derivative thereof (herein, sonetinme collectively

referredpbAnasne G&f @989 Yormdd, ihidknoynhatehReten, afS-genetaliye
seven types of ceramdes’including type 1 to type 7 (represented by

the foll ngg.fgﬁ n&é&f?ﬁe Z%abfpgcﬁ%it@ggo&%fefote@%aﬁtm bEg¥EEnd

those, type 2%is particularly pre
N-st ear Oéé'eg'%;P}’QéQXi’as@ehé ”goﬁ{e”ev%s%bq‘i%r U lp%rallsﬁ. BICLELHED 1 J00BGat are
cer am des e conmer cial | y "avai 1'abl'e, ‘and“sdc
commerci al | y-avail abl e rodug{ ma g&p urchased and_used, As.th
comer of SPPYORVI TS 0Pt BPoatt Bhe TIEPE Rg,® bal WP TR dermal dells,
exenplifieg' "Cer.am de _L." gnan factured, hy . snD-FarnL containing, .°
N (27- ocPARBERRDY FORy heFrACo Oy TR LN MHbRT AL it BhE YBel Fis
type 1 as an ingredtent; "Ceram de_ TI C-001" (manufactured ,QX
Takasagol P REEPALER bARIE NS TN Teloint i Fryactive ingredient between
N- st ear oyl - di hydr oxy- sphi ngosi ne, whi ch being type 2 as an
i ngr edi ehtP1d ErladicgempbPrapganufAdeuPeds by efsABRERHyPtORERPRTRY ©f
N- st ear oyl - phyt osphi ngosi ne, which being type 3 as an ingredient;
" Cer ani déhe 1iPiAbilaRRGMeERTREE SH) cBsShBe Far HUrEoRail gigfer toexhibit
N- |1 nol eoyl - phyt osphi ngosi ne, which being type 3 as an ingredient;
such function, the vesicle contains one or more selected from the
o, £-bis (y-N-(Cio-30) acylglutamyl) lysine in a total amount of, with
respect to the total amount of the vesicle, preferably 1 mass% or
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 small.
[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

10



"Ceramde I11B" (manufactured by Cosnp-Farm containing

N- ol eoyl - phyt osphi ngosi ne, which being type 3 as an ingredient; and
"Ceiramde VI" (manufactured by Cosno-Farn) containing

N- 2- hydr oxyst ear oyl - phyt osphi ngosi ne, which being type 6 as an

i ngredi ent. Those ceranm des nmay be contained singly or in

conbi nation of two or nore. In the vesicle of the present invention,
those ingredients each have a function of reinforcing the vesicle

structurg_fof &&Bll%vl R Xgpg;tgggxlmé (sg;Qr_%Q%u@gyi HO kgl ygfes o

In order to ex the vesicle contains ceram

In an agggr esvmtr%£§specg $$ @%Tt%éahass q} qf the v E§&{C|e“9ﬁP

prefera Taes% of Tore prefe as alower Timt

T refﬁﬁ% ST A A< %?2 o rapat eng UoddP%hs cne
fhe rat [ SPBIEAHd fléf—%vaﬁ%pﬁét n?svirsoe E%géfe?iﬁ,e%sic’?%vf s ot BT ST e
R L I R SR

~l ~l O—l A R2~ O Fornula 2 Oeramde pe . . )
- (27-octadecanoyloxy- heptacosanoyl )-phytosphlngOSLne, which
being type 1 as an ingredient; "Ceramide TIC-001" (manufactured
{ by Tékasago International Corporation} containing
N-stearoyl-dihydroxy-sphingosine, which being type 2 as an
ingredient; "Ceramide ITI" (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 TIIIB" {(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 ceram;des 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 «,e-bis (y-N-(Cip-30) acylglutamyl) lysine.
In order to exhibit such an effect, the vesicle contains Eeramides

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 |inol eoyl oxyal kyl group represented
by R2 is generally in the range of 45 to 50.) Ceram de type 2 (Rl and
R2 each i ndependently represent an al kyl group or an al kenyl group.
The carbon nunber of the al kyl group or the al kenyl group

t b 1 i | | i th 15 23.
oD TR Rt A o0 af Shy Srxe ebPRaF ey X atse aboat amner
d R2 ch. i nd dent | t | kyl .. Th b
number ob e al Ky ERBUETORRtetht Bhe by RECOLERS IS qEfer dRFger n the

the range of 15 to 23k; £0015] [Chem4] CH OHR t OH R 11 0
effect may not be éxhibited in some cases. Further,

above-mentiocne
the ratio of the total of the mass the ceramides to the total of
themass the o, e-bis (y-N-(Cip-30) acylglutamyl) lysine is preferably
2:1 to 1:50, and more preferably 1:1 to 1:5.
[0013] [{Chem 2]

( oH

RN oM
R
T

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, 1s generally in the range of 45 to 50.)
Ceramide type 2

(R;-and Ry 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



Formula 4 Ceramide type 4 (Rl represents an al kyl group and R2
represents a linoleoyl oxyal kyl group. The carbon nunber of the alkyl
group represented by RL is generally in the range of 15 to 23, and
t he carbon nunber of the 1inol eoyl oxyal kyl group represented by R2
is generally in the range of 45 to 50.) [0016] [Chem 5] 13 H OH
11-1 O Fornula 5 Cerami de type 5 (Rl and R2 each independently
represent an al kyl group. The carbon nunber of the al kyl group
represented by RL or R2 is generally in the range of 15 to 23.)

[ 0017] [Chen16&ioaﬂ R- OHAH ~ OO0 Fornula 6 Ceram de type 6

Ry \l)\/\ﬂﬂ

Formula 3
Ceramide type 3
(R; and Ry each independently represent an alkyl group. The carbon
{ number of the alkyl group represented by R; or R: is generally in
the range of 15 to 23.)
{0015] [Chem 4]
aRn

OH
Ry SN

i
'ﬁ*wrﬁm
0

OH

Formula 4

Ceramide type 4

(R; represents an alkyl group and Ry represents a linoleoyloxyalkyl
group. The carbon numpber of the alkyl group represented by Ry is
generally in the range of 15 to 23, and the carbon number of the
linoleoyloxyalkyl group represented by Rz is generally in the range
of 45 to 50.)

[001l6] fChem 5]

13



(R1L and R2 each independently represent an al kyl group, and R3
represents a hydrogen atom or an al kyl group. The carbon nunber of
the al kyl group represented by RL and R2 is generally in the range

of 15 to 22.) [0018) [Chem 7] 14 OH OHR OH AH Rz I[ O Formula 7
Ceram de type 7 (RL and R2 each independently represent an al kyl
group. The carbon nunber of the al kyl group represented by RlL or R2
is generally in the range of 15 to 22.) [0019] As ceram de
derivatives, ceram de anal ogues or the |like such as sphingosine,

sphi ngomyel i n, sphi gosylphosphorylchollne and those described in,
for exanple, JP-S62§228048 A, JP S63-216812 A, JP S63-227513 A JP
S64- 29347 A,R1 520/ and JP 1-18-319263 A are preferably
exenplified. "Specificglly, the ceramide derivatives can be
preferably exenplj in the ingredients of the following fornula 8
and the ingredi 5 of the following formula 9. [0020] [ Chem 8]

Formula 5
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]

Formula ©

Ceramide type 6

(R; and R; each independently represent an alkyl group, and R
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



/OH XOHO (" I11'--~ONCH ORlL R2-C H2'H2' 15 Fornmula 8 (but, in
the formula, Rl represents a hydrocarbon group having 10 to 26
carbon atons, R2 represents a hydrocarbon 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] R4 /R1I' R3 H2CG---O 0 1

Jl

NH H R2-C-* ~ NOCCCOH H2 I OH Fornmula 9 (In the formula,

R1' and R2' each independently represent a hydrocarbon group having
1 to 40 carbon atons, which may be hydroxyl ated, R3 represents a
| i near or branched al kyl ene group having 1 to 6 carbon atons or a

2, 3-di hydr oxs

single bond, and R4 r esents a hydrogen atom a linear or branched
al koxy group ha@ing 1 fo carbon atons, or a
% _oup?“kbwever, R4 represents a hydrogen

fix

Y

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, sphingcsylphosphorylcholine,
and those described in, for example, JP S62-228048 A, JP 563-~216812
A, JP S63-227513 A, JP S64-29347 A, JP 564-31752 A, and JP H8-319263
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
N CH OR
”/ ~ N
RQ_C C L9
Hs Ha
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atom when R3 represents a single bond.) [0022] The i ngredient
represented by the formula 8 or 9 can be produced by a usual nethod
in accordance with the contexts of the above-nentioned patent
docunents. [0023] (3) Gycerin fatty acid ester, polyglycerin fatty
acid 16 ester, and pyroglutamc acid glycerin fatty acid ester,
which are essential ingredients of vesicle of the present invention
The vesicle of the present invention contains as essenti al
ingrediegts one or nore of the ingredients chosen froma polyglycerin
fatty acr @"88t%2r°and a pyroglutam c acid glycerin fatty acid ester.
Preferred exanpl of. the fatty acid residues of the glyceri fatt
aci d est BPSF nolitdbea EPATIRF R oY HOPESTHRIE SN EPSEFEORpuR Darite, 2oa
palmtic acid residue, a stearic acid residue, a behenic acid

resi due, FQrF§ SEEROR REOHET Ry ESPAGESNER 0NYPEOFRFACR ST YR havang 9 to
linolic acid residue, and a |linoleic acid residue, and the oleic

aci d resfAUETRHe aO8Er| BNdcK FIRESSGHES AR HePgSEsaire g o CHal -
residue are particularly preferred. Further, the degree of

pol ymer i ZAt¥B¥ch ot xABrasantsi 8 tRe®- pol ygl ycerin of pol yglycerin
fatty acid ester is preferably 2 to 20, and nore preferably 2 to 10.
Further, [(p9e¥erred dclmepl €3 of the fatty acid residues include a

| auric acid residue, a nyristic acid residue, a palmtic acid
residue, a stearic acid residue, behenic acid residue, an isostearic
aci d residue, an oIeic/ggRg residue, aMRinolic acid residue, and a

| i(nol ei c acid residu nd the oleic cid residue, the stearic acid
resi due, and the(i)so%%ari c acigL—0O

H2 )
lclz/ N\ﬁz O/C\?/C\ o

R;'

Formula S

{(Inthe formula, R;' andR,' each independently represent a hydrocarbon
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, Rq represents a hydrogen
atom when Rz 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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residue are particularly preferred. In the polyglycerin fatty acid
ester described above, it is preferred that the nunber of fatty acid
resi dues per nol ecule be nore than the nunber of free hydroxyl

gr oups.

Exenpl i fying specific exanples, a diglycerin nonooleic 17

acid ester, a diglycerin nonolauric acid ester, a diglycerin
nonostearic acid ester, a diglycerin nonoisostearic acid ester, a
triglycerin dilauric acid ester, a triglycerin distearic acid ester,

ot AR LB B0 e R B A e e

ester,

trlstearlc acid ester, a penta%l cerin trioleic acid ester,

pentagly%%???F%%%l%ﬂﬂﬁ%ﬂﬁﬁWF%a

gstete of H Bpopeafti ﬁnfféleaP%un c

acid ester, a heptaglycerin tetrastearic acid ester, a heptaglycerin
tetraol ei c acithedEsicls REPEAYIRKSIINt LBYPRFLOR teHiad MciRg eabentialy
decagl ycerin pentalauric acid ester, a decaglycerin pentastearic

aci d est ErgrediRitdgPye erineent AbEdingraeiantscassen o Ipedytyresiim
pent ai sostearic acid ester are particularly preferably exenplified.
As a matfattpRcidigsker ahdsz pyaeohgtanhecidudiger iof fAYty @oikd egtoups
such as a decagl ycerin nonol auric acid ester, a decaglycerin

nonost eari ¢ admfegired egarnebaybycere Aabbyeicddstenirdueacf dhesgbycerin
and a decagl ycerin nonooleic acid ester exhibit the effect, and,

t her ef orfsattprcldsesterusedi ude0d4]) akxarnpleisl afesiivigeedaenysiwblechacid
have the sane effect as the polyglycerin fatty acid ester include
pyr ogl utees e d g ncieriidnact dtries iaitied £stebsisuriidasesi gy p@l bl
acid glycerin stearic acid ester and a pyroglutanic acid glycerin

ol ei ¢ acadh €HeRiduEN088 isostearic acid residue, an oleic acid residue,

a linolic acid residue, and a linoleic acid residue, and the oleic
aclid residue, the stearic acid residue, and the isostearic acid
residue are particularly preferred.

Further, the degree of polymérization.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 lincleic acid residue, and the oleic
acid residue, the stearic acid residue, and the isostearic acid
residueareparticularlypieferraﬂ. Inthepolyglycerinfﬁttyacid
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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ingredients may be used in the vesicle of the present invention.
(0025] The above-nentioned ceram des and a, e-bis (y-N (C10-30)
acylglutanyl) lysine can forma stable vesicle only in the presence
18 of the above-nentioned one or nore selected froma glycerin fatty
acid ester, a polyglycerin fatty acid ester, and a pyroglutamc acid
glycerin fatty acid ester. In order to formthe stable vesicle, it
is preferred that one or nore selected fromthe glycerin fatty acid
ester, the polyglycerin fatty acid ester, ,and the pyroglutanmc acid
gl yceri n*$ t?ggﬁgd EstEIHESLIRt AMEdAPALE PELEl Eibdint Sof 1o WGarin
respect to the total anmpunt of the vesicle, preferably 5 to 30 mass%
and nor R RHBIS 2F3 % §555 mmd s I RGNS MR SPEFRBrinf acHe et
of the mass of the glycerin fatty acid ester, the polyglycerin fatty
aci d est@ririflyagrdnpgidghatameidceeteyl v Getiviglvgerynaei gtearis agd
the total of the nmass of the a, e-bis (y-N (C o0-30) acylglutanyl)

| ysi ne issteif artaliigl yeeringioleicoadidestepr &f byl yceriindi psgstieartise
interaction between the two nenbers adjusts the alignment of the

li pi d bidaidresierhrapenthHyE vderd natf Ustwed debagerstamnbr paesagniycerin
retain an active ingredient therebetween. Further, there is

conpat i bidtidbedmitovesnid hestoat ,era waehtaofl tdeerilni [tayiel efenfacdne estesi, clae
and the cell layer of a horny |layer, and hence, the vesicle has
excel | erngedtorglydexyart fiersvealaritya cildudtar,, a hoptad Ivcaeimane chesl awand
the a,e-bis (y-N-(Cl0-30) acylglutanyl) |ysine each exhibit a

pr éf er r ek fBst é ONa Welpht a@ypeelintte tirhetder 1t acidrdthencehe®yafl ydedin
vesi cl e which does not contain the above-nentioned active ingredient

exhi bi t ssarfx6ald 881q efsfegt, DhepiREOYESE O clRENESEDENE ¢ BeidetgtRIr,

a decaglycerin pentalauric acid ester, a decaglycerin pentastearic

acid ester, a decaglycerin pentaoleic acid ester, and a decaglycerin

pentalsostearicacidester areparticularlypreferablyexemplified.

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 alsc be used,

{0024] Examples of ingredients which have the 'safne effect as

the polyglycerin fatty acid ester include pyroglutamic acidglycerin

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.

f0025] The above—-mentioned ceramides and o, e-bis (y-N- (Ci¢-30}

acylglutamyl) lysine can form a stable vesicle only in the presence

18



environment. [0026) The vesicle of the present invention may be a
vesicle 19 which contains one or nore of active ingredients for
inproving or nmaintaining a dernmal environnment depending on its

pur pose. The phrase "inproving or maintaining a dernmal environnent™
specifically includes the follow ng: to enhance skin barrier
function; to suppress deconposition of elastin; to suppress a
Mai |l ard reaction or to inprove nonuniformty of the Maillard

reaction; _tqQ suppress extension of dendrite in | anocyte;to restore
derm s COf IRRCPYESPeBARATES Q15 PRNTBFE SHESEESeI PR 2 GHYFELanatatty
inflanmmatory factor; to elimnate active oxygen; and the |ike. .
Specifica%%%H%ﬁQEF«ﬁatﬂﬂ&yﬁﬁdFéfﬁﬁanBﬁédﬁ i8F&StngPedi enP¥roghetanie
for exanple, an extract of Coptis (Ranuncul aceae), an extract of
G trus aAfHhOLYRPTRUEAEEACIBASENE r adh VdarckP APgREhe(Frlkd Yegickn
extract of Houttuynia (Saururaceae), an extract of Rosmarinus
of fi ci nalt siY PariteEsad) thah ana pachors sBdegited {Bemihecgdyreran fatty
extract of Achillea (Asteraceae) such as Achillea mllefolium an
extract atidGgsygiruriiavpel dgbredrimfasryreadd ofterypaditdigpyroglutamic
(Clusi aceae) such as Hypericum perforatum an extract of Centella
(Api aceaxdid alyeetriactably Bngiad leatetri e cluritsdinepi $n 4 Jujladndmcene)gf,
an extract of Ophiopogon (Liliaceae), natural protein-hydrolyzed
pr oduct swith asdmatotd tootheunslisal heroeeif: sdcthasvesiakgapreferably 5 to
prot ei n- hydrol yzed products, silk protein-hydrolyzed products, and
mafine c30 Inggers hydr abyaedrpreotists,10lkeansl heseei d Fuandeder tvatiatgs
t hereof, betulin, betulinic acid and derivatives
of the total of the mass of the glycerin fatty acid ester, the
polyglycerin fatty acid ester, and the pyroglutamic acid glycerin
fatty acid ester to the total of the mass of the «, e-bis (y-N- (Cig-30)
acylglutamyl) lysine is preferably 5:1 to 1:1, and more preferably
4:1 to 2:1. The J:.nteraction between the two members adjusts the
alignment of the 1lipid 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 exceilent horny layer permeability. Further, both the ceramides
and the «,e-bis {y-N-{Cip-3¢) acylglutamyl) lysine each exhibit a
preferred function with respect to the dermis, and hence, even the
vesiclewhich 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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t hereof , pantethine sulfonic acid and derivatives thereof, 20
glycyrrhetinic acid and derivatives thereof, hydroqui none and

gl ycosi des thereof, esculin, esculetin, glabridin, nethoxysalicylic
acid, tranexam c acid and derivatives thereof, ascorbic acid and
derivatives thereof, and L-carnitine. The extract of Coptis

(Ranuncul aceae), the extract of G trus aurantium (Rutaceae), the
extract of red algae, and the extract of Houttuynia (Saururaceae)
each have_a functiaqn of adjusting %he .cal cium ion concentration

gr adi ent ot HETEFREr RIS 0 TPERNP 0 EE L ENENERT R BT iT&F HIREYY Y °F
The extract of. Rosmarinus qQfficinalis  has acﬁfnction of suggressing
deconposTRIBTA TN fstdGFRatn ENTXEPRBENTL gfe Y 2PpatRaBUEPPIMct i on
of suppressing a Maillard reactjon or to inprove nonuniformty of
the Maillard re¥cPPSASCThAMRRITERG ©F BEinkhitinh 2aA8CCRh YPOFSITERER
have a function-of suppressing extension .of dendrite in nel anocyte.
The ext reRecoiigylAnyi uheledeomathe uhPliager® | tangrheneer S&ies bagydh eds
ol eanolic acid, betulinic acid, and betuline each have a function to
rest or e Benraiionicotd aglerbieberdenamicsitiive ot wlastnet &ion suppress a
hydrol ysate has a function to inhibit el astase. The pantethei ne

sul f onatMap¥lard degdaiatdrvect hee ebfipeerk tienuylifoprmviliat iafi ¢ hecilthidd agd
derivative thereof each has a function of suppressing an

i nf | amuatexyt fact oo supfheshpdtogai.omné dendaige yoosldaoceredh restore
esculin, esculetin, glabridin, nethoxysalicylic acid, tranexamc
acid or gegerd vatlilwgent htseofounaid ; asc dmhiibidce th orase déoi yappress an
t hereof each have a function to elimnate active oxygen so that

oxi dat i ofnSldn@f. Yy factor; to eliminate active oxygen; and the like.

Specific examples of the above-mentioned active ingredients
include, for example, an extract of Coptis (Ranunculaceae), an
extract of Citrus aurantium (Rutaceae), anbextract 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
proteinfhydrolyzed products or acylated compounds thereof such as
soybean protein-hydrolyzed products, silk protein~hydrolyzed
products, and marine collagennhydrolyzec{products, oleanolic acid
and derivatives thereof, betulin, betulinic acid and derivatives

thereof, pantethine sulfonic acid and derivatives thereof,
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21 the derms is suppressed. The content of those active ingredient
in the vesicle of the present invention nmay be set an enough anount
so that the above-nentioned functions are exhibited, and f or
exanple, the content of each of the active ingredient may be
preferably 0.1 to 30 mass% and nore preferably 1 to 10 mass% w th
respect to the total anobunt of the vesicle. [0027] The vesicle of
the present invention can contain an arbitrary ingredient general ly
used in %?e vesi cle and_t he exter.nal [

addi ti on Bci’h’éh%tbldb’ec RAtToRaY S8sawerhyes | ﬁ]té?’é%l‘? ta¥ h‘&qllb’?”écfneer 1B

i ngredients. h appropri at conpoun s may preferably include

pol yval eﬁﬁ' ‘5?%30 of s su e%%""?;i ycereiSﬁ:u *dir gl yc@FFH?eBP‘Br opyl| 8hgbridin,
glycol, 1,3-butanedial, 1,2-pentanediol, isoprene glycol, 1,

2- hexaneErFBrox&isalzl%@t%édi : tgﬁaeﬁﬁr%tw%ﬁ@d GeFdgrtivpe| Fpereot,
al cohol s such as chol esterol, canpesterol, sitosterol, and

sti gmast 8FEPTLHhREIIbIANS derdyekiyes| Beerdnt, 2 dregenatéact ecit hin,
hydr oxyl at ed IeC|th|n ghosphatidyl et hanol am ne, phosphati dyl

i nositol, phos%?i‘é’;ﬁc erfi Reptand Raphssphaceasg) - ghyc%x@racir aftGitrus
aci ds such as oleic acid, capric acid, «caprylic acid, and stearic
aci d; hi ghe@nai@mh@i@asxﬁﬂe)as tbet aiqbta}ct stieaed aégcehoamdamle ahxaylact
al cohol ; net hyl par aben; and et hyl paraben. O those, particularly

pr ef er r edf fanplwmien¢Fadeucyctaa) ahcbhuiwy a2 Funglaien ofl adjuptiang the
sterols (phytosterol) such as canpesterol, sitosterol, and

st { gmast eabtiumpdlopy abeatnarabheh @rdiieneno s yheecpide rnibet ¢ antierforet
the phytosterol is preferably 2:1 to 1:2 with respect 22

the skin barrier function. The extract of Rosmarinus officinalis
has a function of suppressingdecompositionof elastin. Theextract
of Betula alba has a function of suppressing a Maillard reaction
or to improve nonuniformity of the Maillard 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 hydroquinone or a glycoside thereof, esculin, esculetin,
glabridin, methoxrysalicylic 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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to a,E-bis (y-N (CI1 O 30) acylglytam ne) |ysine, and the content of

t he pol yval ent al cohol which is an essential ingredient, is
preferably 5 to 15 tinmes greater than that of a, E-bis (y-N (C10-30)
acyl glytam ne) lysine. The vesicle of the present invention can be
used to produce a vesicle dispersion conposition by processing the
essential ingredients by a general nethod, the preferred

ingredients, and the arbitrary ingredients. [0028] (4) External

prepar at {98 d¥nisKii8 Shpphessu®sehe ddMMH 8R AL ELXERLAL ingredient
preparation for skin of the present invention is characterized by

cont ai ni g dHeaboyes NELANSE MR ShfenBiod Rg%&f‘%%t@&% gghﬁgﬁraq%?'u?‘g

for skin contains the vesicl'e, an active 1ngr S ere

the dermscnapdCUiddiRlmehiie Relifind 1685 b el B} ACKL A AANL e,

| ysi ne, iS a constituent o vesi cl'é, "act's 6n

I nprove [ rty-of the_derm.s.. Ln order. to exhibit thos

ef f ect s,élpﬁé%gg%ﬁlgn%{foﬁaéﬁgfvg%? ca1céCliv§ T Lgd(’alrean%I Iﬁ}aﬁ.bf Pge?ﬁr%%ls%%'l
and nore_preferably 0.5 to 5 s% w t respect to .the total anount
of “the o7 oRhIPRSPLRRs 195 BB eaRPhY 115 ARCTRORT GHEh SoPBRCS i 1the
enough amounts of the a, E-bis.(y-N (Cl10-30) acylglutanyl) |ysine,
t he ceraﬁ?%éi,agﬂﬂfqﬂﬂfagéﬁiV Sﬁgé?edients may not reach to the
derms for exhibiting the effects, whereas if the content is taoo

| arge, th&9%fk¥ect | dP6 VFEAERBSCOF ot BE RGRSENT LRZPBBYOT npAR rfIRFn an
degree of freedom for fornulation, [0029] The external preparation
for ski PRI HIBEERELCDE FeRPEALLYNSE nlrbéhaﬁ‘iﬂsllééev\ﬁ%é £ affyprnal

specific limtation as |ong o . )
preparation for skin in addition to the above-menticned essential

ingredients and preferred ingredients. Suchappropriate compounds
may preferably include polyvalent alcohols such as glycerin,
diglycerin, dipropylene glycol, 1, 3-butanediocl, 1,2-pentanediol,
isoprene glycol, 1,2-hexanediol, 1,2-octanediol, and polyethylene
glycol; cyclic alcochols such as cholesterol, campestercl,
sitosterol, and stigmasterol; phospholipids such as lecithin,
( hydrogenated 1lecithin, hydroxylated lecithin, phosphatidyl
ethanolamine, phosphatidyl inositol, phosphatidyl serine, and
phosphatidyl glycerol; fatty acids such as oleic acid, capric acid,
caprylic acid, and stearic acid; higher alcchols such as cetanol,
stearyl alcohol, andoleyl alcohol; methylparaben; and ethylparaben.
Of those, particularly preferred examples include cyclic alcohols,
in particular, plant sterols (phytosterocl) such as campesterol,
sitosterol, and stigmasterol; polyvalent alcchol and even glycerine.

The content of the phytosterol is preferably 2:1 to 1:2 with respect
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as it is externally applicable to the skin in general. Preferred
exanpl es of the external preparation include cosnetics containing
quasi -drugs, dermal nedicines for external application, and

external ly applicable dernmatol ogi cal sundries. O those, cosnetics
are particularly preferable. This is because in the cosnetics,

dermal access is desired, and many active ingredients with | ow dermal

access %eaCQ%ﬁsn@\d—ﬁh?cﬁl%' E&?i?ﬂ}@&’mfﬁf@ﬂﬁﬁ%r@é ey ¢eeMBLhESnt of

lnclude |Ot|0n cosnetics, i'on cosneti'cs, essence cosnetics,

of eam coggely q;,ﬁaolae% gi%hbi&wrﬁoﬁf‘ﬁ%%gore@g%ﬁ 1200 clsansiag .

cosnet | er osage forns cosnetl cs ar

particul ar | as bei ner own in the fj eI

o cosnBEFEETobhY fei 6 BrOFErabTy L epaiegh chak BF e 1ok ety e
oil-in-water_enul sion fornulati ons, water-in-oil emulsion

f or mul aBFBHYLYEBRPBE) t YEHDE i oTP%rﬁﬁSsJiqlﬁ R oenBr&frBhRsiNAANTipR can
| i ke. [0030] The external preparation for skin of the present

i nvent i ba wsed dontaionluest Boveas ¢ hgrdidirans ams edmporivilop by processing
external preparation for skin as well as those essential ingredients.
Pr ef er r eHeexampings adf sughedpénonabyi rgresherd 5 machude: thid spyekesred

such as macadam a nut oil, avocado oil, corn oil, olive oil, rapeseed
oi |, sesARRcQibntSASHAR th a&@&%kaw@r1ﬁgked§@h£@nseed oi |, jojoba
oil, coconut oil, palmoil, Ii qU| d lanolin, cured coconut oil, cured

oi |, X, cureg c %r % @;ﬁﬂ@‘?‘] sardel idyl;a, wax, t%%r%@% £
24 wax, ?620?2 wax, ano rn uced ano |% Eard zilno},\?n and jojo r%i
wax; hydrgg&bggs such as I i qU| d paraffin, squal ane, pristane,

. An external preparation for skin of the present invention
ischaraéteriZaﬂbycontainingtheabove—mentionedvesicle. As the
external preparation for skin contains the vesicle, an active
ingredient is delivered to the dermis, and further, the «o,c-bis
{y-N- (C1p-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.
Ifthecoﬁtentistoosmall,enoughamountsoftheu,e—bis(y—N—(Cmqm)
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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ozokerite, paraffin, ceresin, vaseline, and mcrocrystalline wax;

hi gher fatty acids such as oleic acid, isostearic acid, lauric acid,
myristic acid, palmtic acid, stearic acid, behenic acid, and
undecyl eni ¢ aci d; higher al cohols such as cetyl al cohol, stearyl

al cohol, isostearyl al cohol, behenyl alcohol, octyl dodecanol,
nyristyl alcohol, and cetostearyl alcohol; synthetic ester oils such
as cetyl isooctanoate, isopropyl nyristate, hexyldecyl isostearate,

di i sopropyl q%; at e gi-Z-e%h |, hexyl sebacate, cetyl. . l.actate,
i | sost enl YT TRIREEn BEngPERE IR S0YePRyT: HekdigHigrion as long
neopentyl gl ycaql dica rai | ycer b dj - -hep% | undecanoat.e, | ycer
rr o et B e arn e P ebRarRr b s PLD- I WAoot e 2zt ed
trimethyl ol propane triisostearate, and , pentane erythrite o
tetra-2-¥f Sﬁo%?%;e"&ﬁé‘ﬁ‘ﬁlpﬁﬁ/%‘?lf%ﬁb%n%‘&ﬂe Ggmetics contalning
di et hyl pol ysi | oxane, et hyl phenyl pol ysi | oxane, and i _
di pheny| P& $5i1953%me; 98 B8 c FALFdNPSx AR §5ERTA3L application, and
oct anet hyl cycl ot etrasi | oxane, decanet hyl cycl opent asi | oxane, and
dodecanetF52 e lohsaiesih ledaiena trd gioflicad sperydpr ox dHekhezphcagretics
am no-nodi fied pol ysil oxane, polyether-nodified polysiloxane, _
al kyl - nozif ¢ i rat elulsidlyx prefeaablel uditiire dvodefradepdhyshe oxasme tias,|
agents such as silicone oil; anionic surfactants such as fatty acid
soaps (strtmalsasoel s is|dasiatd, adl oy ant put Angaed)enpoawasbiliomdermal
| auryl sul fate, and triethanol am ne al kyl sul fate ether; cationic 25
suf f act antesuehe asorttrd imeichyhe sertoni Fresteacy lexaiipdeisdef the cosmetics
benzal koni um chl ori de, and | auryl am ne oxi de; anphoteric surfactants
such as ingXa®oléinerbasatk airphoh £l kel st dracd ad 1si sSUedisence cosmetics,
cream cosmetics, pack cosmetics, cosmetic removers, and cleansing
cosmetics. Further, as dosage forms therecof, cosmetics are not
particularly limited as long as being generally known in the field
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.
fO030] The external preparation for skin of the present
invention can contain optional ingredients used commonly in an
external preparation for skinaswell as thoseessential ingredients.
Preferred examples of such optional ingredients include: oils/waxes
such as macadamia nut oil, avocado 0il, cornoil, oliveoil, rapeseed
0il, sesame oil, castor o0il, safflower o0il, cottonseed oil, jojoba

0il, coconut oil, palmoil, liquid lanolin, cured coconut oil, cured

oil, Japan wax, cured castor cil, beeswax, candelilla wax, carnauba
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as a 2-cocoyl -2-imdazolinium hydroxi de-1|-car boxyet hyl oxy disodi um
salt), betaine-based surfactants (such as al kyl betaine, amde

betai ne, and sulfo betaine), and acyl nethyl taurine; nonionic
surfactants such as sorbitan fatty acid esters (such as sorbitan
nonost earate and sorbitan sesquioleate), glycerin fatty acid esters
(such as glycerin nonostearate), propyleneglycol fatty acid esters
(such as propyl enegl ycol nonostearate), cured castor oil derivatives,

gl ycer ol alky.%10 ther, PCE sorbita fg&i id ester %é ch as ,POE
S0t bi t ar#ond6PEGt T hind 2p8ILy Byt b ok Bt SR T RoIie Bltaf Byt 09988
sorbitol fatty acid esters (such as PCE-sorbitol nonol aurate),, POE
ol yoer o "¥5i 13y Gach e SUTUGE JSBEE. BRGESFER. | REHD| Lo R Laiee:
PCE fatty acid esters %such as pal yet hyl enegl ycol . nonool eat e and POE
di st ear R KSPEE aPRYPL EL RecSESHB WRSeIPOE - BRE yMddPstyStet haRs wapeE
al kyl phenyl ethers (such as POE nonyl phenyl ether), pluronic types,
POE/ POP sl g r EahbY acidgctnds as pdeip@eidet§Pt et aideefidetlifer) c acid,
tetronic types, POE castor oil/cured castor oil derivatives (such as
POE castrwrigitticambiRRE paniddi ¢ satish: dileprisuase fhahapigciarisht énd
and al kyl glycoside; polyval ent al cohols such as pol yet hyl ene

gl ycol , yidmmrliemic ac3dbubydeee gglopbolls enghas tasitylsealpphol, stearyl
xylitol, maltitol, propylene glycol, dipropylene glycol, diglycerin,
i soprenelyigledl,, if6stdeyendhodtilnl  behehhexahedhol, ¢cRyhdscdaratiadl,,
and 1, 2-octanediol; noisture ingredients such as sodi um pyrrolidone
cat boxylme; sdydc tadicehocand anddatos bed mtle ;a lidohe lpasyhthesis uesitars oils
mca, talc, kaolin, synthetic mca, calciumcarbonate, nagnesium
such as cetyl isooctancate, isopropyl myristate, hexyldecyl
isostearate, diisopropyl adipate, di-2-ethylhexyl sebacate, cetyl
lactate, diisostearylmalate, ethylene glycol di-2-ethyl hexanoate,
neopentylglycol dicapfate, glyceryl di-2-heptylundecanoate,
glyceryl tri-2-ethylhexanocate, trimethyloclpropane
tri-2-ethylhexanocate, trimethylolpropane triisostearate, and
pentane erythrite tetra-2-ethylhexanoate; chainpolysiloxanes such
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;
o0il agents such as silicone oil; 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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carbonate, silicic anhydride (silica), alum num oxide, and barium
sul fate, whose surfaces nmay be treated; inorganic pignments such as
red iron oxide, yellow iron oxide, black iron oxide, cobalt oxide,
ultramarine blue, iron blue, titanium oxide, and zinc oxide, whose
surfaces may be treated; pearl agents such as mica titanium fish

scale foil, and bisnmuth oxychloride, whose surfaces may be treated;

organi C dyes such as Red No. 202, Red No 228, Red No. 226, Yellow
A, lo NO 28R4 uke ds Noa  #130, tﬂ?di: JHo.

223 Orange %Ea“%% &y R 21%5‘ w Ro. 2%)‘51 AR Pk

ney be | aef]{lZci"lc];'rk%%qu%P Poridd pI €es sﬁg# %ed %dezm,a o%@tghc

may be | ;organic tine paftl A po yet ene

polyneth tha | at.e .0 mder n

el ast one %%trﬁnnobsélﬁ %gﬁeﬁ%‘ezp arer 53?8& a{“%%ggsgeges\{"?éa%g%s (such
ant hrani | at e-based ul travi ol et abs rbent ; ased

ul travi dt%t ébso%bgﬁfoyi hﬁéﬂﬁf% HAEEY %V 35%%% 5%@% PEHY 1%y
benzophenone- based uItraV|oIet absar be ar-baseg iraV|oIet

n u
abSor borftL SR AREFb bt BRSO BeRes caueh L 4t ahts gsuch =% betaine,

2-(2' - hydroxy-51-t-octyl phen benzotriazol e, _an
4- met hoxdRigle Peraﬁmdras@r%ﬁqré%%wée) 1 emgracarl@sﬁavé QTR 84 ncé“ﬂ?éﬁ&l

and isopropanol; vitam ns such as vitamn A or derivatives
t her eof ;SuAfaghiants sPpBsas RIFRILAN ECANH Bo hyRAGE dPrae, a%u?t%ﬁlﬁan
B6 tri pal mtate, vitam n B6 di octanoate, vitam n B2 or derivatives

t hler eof mqnqmaxaspzancanqrmtwn&ssmsomaia@m ghyesebn EReEBgcidgstemsn
E types such as a-tocopherol, J3-tocopherol, y-tocopherol, and
vitamn Bmaﬂeaatgei,yqﬁrtimhm@tgqx@:,e)vi pmmnlqmeqdamo(it freoft ¢ agdfgsters

(suchas propyleneglycolmonostearate}, curedcastoroilderivatives,
glycerol alkyl ether, POE sorbitan fatty acid esters (such as POE
sorbitan monooleate and polyoxyethylene sorbitan monostearate),
POE sorbitol fatty acid esters (such as POE-sorbitol monolaurate),
POE glycerol fatty acid esters {such as POE-glycerin
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 PCE
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 o¢il 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,

propyleneglycol,dipropyleneglycol,diglycerin,isopreneglycol,
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pant et hi ne, and pyrrol oqui noli ne qui none; and anti bacterial agents
such as phenoxyet hanol. [0031] The external preparation for skin of
the present invention can be produced by processing the essenti al
ingredient and the optional ingredient by a conventional nethod.

[ 0032] Hereinafter, the present invention is described in nore

detail by way of exanmples, but it is needless to say that the present
invention is not limted to those exanples. Exanple 1 [0033] Vesicle

dispersiPr?J(_)F\gMé}%%aq}ejdi%f t he pﬁ’eé%%a’far{%ﬁ%tﬂ'on \c/}ﬁsz_g{e %%;agﬁ(’:cordiarﬁ%

to the fof ormul’ation)” . Tngredi‘énts

i ngredi ents_ .each to 70C.10 .be _honmpgenequsly dissol ved,
and the L ror bt ao R ss Ird et R A PGy By it SeRE
while stirrin to thereby obtain a .vesicl di spersion liquid. A
part of THEVEAAT dREREFEr of T 14l d ke CCa bR a it PARG LGPEHRER 2Rg
thereafter, centrifuge t he syper.nat ant s renmoved, the resultant
was. vas A widd i ?%Oﬂé?er?m o1 DR CF HerEbPAREEnEE oV IgP LN
drying, and the resuktant was wei ghed, to 28 thereby calcul ate the
cont ent ngrterhdt Vst ¢ 1aNinine (esl 4 - alepereraridequrad Ranicm
was found to be 9.3 mass%_ Further, in the same procedure, the

fol | owi nif¥erte t FEgced S TeRasS sBRE PRilnGatedeodpaEdenie B@Empties Buch
which lecithin was substituted for "Pellicer L-30"; Conparative
Exanpl e 3 radicarr=xing | yebioy 1gon omisies tbsadk ixerioxfige, 'codeaiviakd.de,
TI G- 001"; and Conparative Exanple 3 in which polyoxyethylene (2)

ol leat e wis-ramsstineupbge § drrodi Blyeertilifanium oxide, and zinc oxide, whose

surfaces may be treated; pearl agents such as mica titanium, fish
scale foil, and bismuth oxychloride, whose surfaces may be treated;
organic dyes such as Red No. 202, Red No. 228, Red No. 226, Yellow
No. 4, Blue No. 404, Yellow No. 5, Red No., 505, Red No. 230, Red
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 powder, and
organocpolysiloxane elastomer; p-aminobenzoate-based ultraviolet
absorbent; an anthranilate-based ultraviolet absorbent; a
salicylate-based wultravioclet absorbent; a cinnamate-based
ultraviolet absorbent; a benzophencne-based ultraviolet absorbent;
a sugar-based ultraviolet absorbent; ultraviolet absorbents such
as 2~ (2'=-hydroxy-5'-t-octylphenyl)benzotriazole, and
4d-methoxy-4'-t-butyldibenzoylmethane; lower alcchols such as

ethanol and isopropanol; vitamins such as vitamin A or derivatives
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nonool eate. As a result of observation using a polarization

m croscope, polarized Iight was not recogni zed in any of Conparative
Exanpl e 1, Conparative Exanple 2, and Conparative Exanple 3, and
hence, it was found that Conparative Exanple 1, Conparative Exanple
2, and Conparative Exanple 3 did not formvesicle disperse system
[0034] [Table 1] Table 1 Ingredients Mass% A "Ceram de TIC 001" 1
Sitosterol 1 "Pellicer L-30" 1 Diglycerin nonooleate 3 dycerin 10

B Phenoxyet hanpol Q.5 . r 83.5 _Total 100, 0Q35 . .

Cret or onuge fened 3B i Bl Bucl A vitdni, BB OAI QIR yigamin
and thereafter .29 wei ghed 1Q0 fromthe dried prqoduct. 2 L of water
oo nodis Cep bR tE e R et e iR S P afa TR Bt e b ves

the tenperature was nmintained for 3 hours, and then the resultant
was | ef t “RELHRFE nG: tEBLIR Sat FBdrVd&Wérﬁ}éPét‘iﬁreP"aﬁcﬂf"&s HharRpidobt @pin

I nsol ubl es were
E types such as «-tocopherol, [-tocopherol, vy-tocopherol, and

vitamin E acetate, vitamin D types, vitamin H, pantothenic acid,
pantethine,andpyrroloquinolimequinone;andaptibacterialagents
such as phenoxyethanol.

(! [CO31] 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 in more
detall 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. A part of the vesiéle 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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removed by filtration, and the filtrate was freeze dried to thereby
obtain Pal maria extract 1. [0036] The above-nenti oned Pal nari a
extract 1 was used to produce Vesicle dispersion liquid 2 in the
same nmanner as in Exanple 1. Further, in the same manner as in
Exanple 1, the following were treated in the sane manner:
Conparative Exanple 4 in which lecithin was substituted for
"Pellicer L-30"; Conparative Exarrple 5in which "Pellicer L-30" was

ahven pat SE5OB GERR ) B e M, SRV BB R Blene

| f b | .
n”ff;'?glsﬁiéfesp%roﬁla% S ot oRR A Pegahr o> Py e o il
Ex t d CO t l e 6, d
nonce, 1 1A RoRHE TS CBRBoF ok U8 maia r%f'tve%omi%%%e Beangre
5, d Co t Ex f di
Fir Cher CTREPHHSS ST b4 BhUch g B o F Y EH B R e A g oo

liquid 2 vvas 9.8 mass. [0037] [Table 2] Table 2 Ingredients Mass% A
" Cer ami de 339G Gerpanat iy Kxyipkes op vpichpielldepr f-38Y wps THRAHESRA

monool eate 3 10% aqueous sol ution of Palmaria extract_ 1 1 )
for "Ceramide TIC~001"; and Comparative Example 3 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 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"

{ Sitostercl
"Pellicer L-30"
Diglycerin monoocleate
Glycerin
B
Phenoxyethanol 0.5
Water 83.5
Total 100

E_l
R

Example 2
[0035] <Reference Example 1>

A whole plant of Palmaria palmate was dried, and thereafter
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G ycerin 10 B Phenoxyethanol 0.5 Wter 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 were each used as a sanple. The skin was
previously applied and blocked with 1% sodium | auryl sul fate aqueous
solution for 24 hours to enhance transepi dermal water |oss (TEW),
and was applied and blocked with the sanple for 6 hours, and 30

mnutes after r Vi bandage, T det ermi ned usi

Tewarmet o L RRHOA QDU BY° AR RFRRTEh pdh KOTORror Ha R paretor
noted that water. was applied control . Tabl.e 3-shqws the

resul ts. J‘?}I‘? GeSYLiGR T’%gtgrﬁﬂ”taﬁzlyah%?&%ci MEnte %@-’s%ﬁgggﬁeﬁétgf?e‘ﬁs
is recognized in the vesicle disperse system This is inferabl )
because If‘%%“%ﬁﬁ%-froéaéhpﬂﬁrspr%r&grtt}f“oft PaF ettt A s et %%/r&q}q%
an active ingredient, has been enhanced ow ng to the vesicle,

Furt her , t9 tcofds tPeEdghi RSP anadure ph f e pefingorogtady inggduiles were

function of su gressi ng TEW. [0039%.£Tabl e 3] Table 3 Sanples TEW
Cont r ol Q@nox@cg ¥ Bl Hf B3feiraft,oAng i thei §iltxate g4s freeze dried to thereby

obtain Palmaria extract 1.
[0036] The above-mentioned Palmaria extract‘l was used to
(.. produce Vesicle dispersion liguid 2 in the same manner as in Example
1. Further, in the same mahner 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
"pPellicer 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 2.8 mass%.
[0037] [Table 2]

Table 2

Ingredients ' Mass$%
A
"Ceramide TIC-001" 1
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Vesicle dispersion liquid 2 13 Conparative Exanple 4 24 Conparative
Exanple 5 18 Conparative Exanple 6 19 Exanple 3 [0040] <Reference
Exanpl e 2> To 500 g of chopped pieces of the rhizonme of Coptis

j aponi ca bel onging Coptis (Ranuncul aceae) , 3 L of 50% et hanol
aqueous solution C were added, the m xture was heated under stirring
and was refluxed for 3 hours. After being cooled to roomtenperature,
i nsol ubles were renoved by filtration. The resultant was subjected
to vacuwmiteormesitration, and 1 L of water and 1 L of ethyl acetate
wer e addepkiiirdha-3@si due to performliquid-liquid extraction. The
ethyl ased Bieetiay elonds esgpar at ed, and the |ayer was washgd tw ce
with 5009agfeotrt eb1fiotbaver M rdrikngxniddr anhydrous sogi um

sul fate. Glﬁ«félelrnthat the resultant was subjected to vacuum
concentrgtion to renove the solvent, to thereby obtain Coptis

j aponi capreaidafdthaho1l 0041] <Reference Exanpl e 3> The sang_gr eat nent
was perfppgg@ except that the frU|t skl n of Cltrus aurargtgllg,m

belonglng‘to CDptIS (Ranunculaceae) to thereby obtain Cltrus
aurantiumextract 1. [0042] <Reference Exanple 4> The sane treatnent

was perfornmed except that the aerial part 32
[0038]) <Test Example 1>

Vesicle dispersion liguid 1, Vesicle 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

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

[0039] [{Table 3]

Table 3

Samples TEWL
Control 28
Vesicle dispersion liquid 1 C 21
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of Houttuynia cordata (Saururaceae) was used instead of the rhizone
of Coptis japonica belonging to Coptis (Ranuncul aceae), to thereby
obtain Houttuynia cordata extract 1. [0043] <Reference Exanple 5> The
sanme treatnent was perforned except that the | eaf of Rosmarinus
officinalis (Lam aceae) was used instead of the rhizome of Coptis
j aponi ca belonging to Coptis (Ranuncul aceae), to thereby obtain
Rosmarinus officinalis extract 1. [0044] <Reference Exanple 6> The
same treatsbille WHiSsR@Fionmedqgexaept that the tree bark of Betula
al ba ( Betdthpeeag)vavakangad knstead of the rhizane of Coptis |aponica
bel ongi ngorheh tatGoRe iEkaldgaRuBcul aceae), to therigby obtain Betula al ba
extract demdOOASlvelRefsgharce Exanple 7> The sane treatnent was
perforneT—t_t‘h_t_%_l—t_—T—A_ﬁ‘l‘l—‘lexcep € aerial par 0 chittea mllefolium
(Conpositae) was used instead of the rhizome of Coptis japonica
bel onging to Coptis (Ranuncul aceae), to thereby obtain Achillea
m | | ef ol Bxamreba r3act 1. [0046] <Reference Exanpl e 8> The sane
treatment was perfornmed except that the aerial part .of Centella
asi ati cal{®¥fllaceae) <Rafcusndei Beareptk &> t he rhizone of Coptis
j aponi ca belonging to Coptis (Ranuncul aceae), to thereby obtain
Centel |l a asi atlicca0éxd reefcthdpp¢dPlidcesRef ertenchiErmepd & COpt133jdihmnica
sanme treatnent was perforned except that the | eaf of

belonging Coptis (Ranunculaceae), 3Lof 50% ethanol aqueous solution

( were added, the mixture was heated under stirring and was refluxed
for 3 hours. After being cooled to room temperature, 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-liguid 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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Engel hardti a chrysol epi s (Jugl andaceae) was used instead of the

rhi zome of Coptis japonica belonging to Coptis (Ranuncul aceae), to

t hereby obtain Engel hardtia chrysolepis extract 1. [0048] <Reference

Exanpl e 10> The sane treatnent was perfornmed except that the rhizone

of  Ophi opogon j aponi cus (Liliaceae) was used instead of the rhizone
of Coptis japonica belonging to Coptis (Ranuncul aceae), and that the
50% et hanol aqueous sol ution was used instead of the ethanor, to

th b t.ai i ' ' t t 1. [.004 i.cl

i <por 21 o LR 8POA0R, JLPER S R0 ok RS KOS Bhivone
di d btai ned.in_ t , i n EX I di

Lo PR’ fof Ias Tt o PoROnSERR ST Poab 8 e norah aRaS e by Ho B
Mass% A "Ceranm.de Tl C- 001" % Sitosterol.1 "Pellicer L-30" 1

Di gl ycer?Rtdondi i Ea GrgrabreRtE2fowh in Table 5 0.1 dycerin

10 B Phenoxyethanol 0.5 Water 83.4 Total 100
[0043] <Reference Example 5>

The same treatment was performed except that the leaf of
Rosmarinus officinalis (Lamiaceae) was used instead of the 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 belconging 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 Achiliea 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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[ 0051] [Table 5] Table 5 34 Vesicle dispersion Ingredients Property
liquids 3 Coptis japonica extract 1 Vesicle disperse system 4 Citrus
aurantiumextract 1 Vesicle disperse system 5 Houttuynia cordata
extract 1 Vesicle disperse system 6 Rosmarinus officinalis extract 1
Vesicl e disperse system 7 Betula alba extract 1 Vesicle disperse
system 8 Achillea mllefoliumextract 1 Vesicle disperse system 9
Centella asiatica extract 1 Vesicle disperse system 10 Engel hardti a

chrysol epis extract 1 Vesicle disperse ste 11 hi opogon

j aponi cus ext ratt Sla“\?esti%aé:“tﬂr@pé’p@'?ep??%%ﬁﬂ?g]ﬁxﬁéﬁnﬁg ekl deat of
di sperse_system 13 O eanolic acid Vesicle disperse system 14

O eanol | En@ei e At s/ Iclestserl endsi PBIERRIRTAP s yeteNEeP5 LASERR D o ddid
gl ycosi de Vesicle disperse system 16 Soybean protein hydrol ysate
Vesi cl e BiEpare 05 yEartHS TROPadcayPesPrEipT diiGetydr ARFSHREUYRSFRT e
di sperse system 18 Arbutin Vesicle disperse system 19 Pantethei ne
sul f onateo Veherehy dibdpdns Engedtiamdt 20 chuabIeRaisvesttEretdisper se
system 21 Esculetin Vesicle disperse system 22 Stearyl

gl ycyrr he®® 481t e Vesi<®eé edieyper Bramygbe efi> Exanpl e 4

The same treatment was performed except that the rhizome of
Ophiopogon japonicus (Liliaceae) was used instead of the rhizome
( of Coptis japonica belonging to Coptis (Ranunculaceae}, and that
the 50% ethanol aqueous 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 .

Phenoxyethancl 0.5

Water 83.4

Total 100

[0051] [Table 5]

Table 5
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[ 0052] The sane studi es were conducted by using various surfactants
in the sane manner as in Exanple 3. [0053] [Table 6] Table 6

I ngredients Mass% A "Ceramde TIC-001" 1 Sitosterol 1 "Pellicer
L-30" 1 Surfactants shown in Table 7 3 10% aqueous sol ution of

Pal maria extract 1 1 Gycerin 10 B Phenoxyethanol 0.5 Water 82.5

Total 100 [0054] [Table 7] Table 7 35 Vesicle dispersion Ingredients
Property liquids 23 Diglycerin nobnostearate Vesicle disperse system
24 Di glseseela diereos sost earagedvesiscl e di sperse syst em e@pedivi gl ycerin

dii sos
Vesi cl & di sperse system E‘ZP“Béc&yI"?é‘é’r Fﬁtiﬁéia}ol eat e Ve‘é,‘iistaﬁﬂéE gdigjsers ysten
syst(3n14 Citrus auvrantium extract Vesicle disperse system
5 Houttuynia cordata extract 1 Vesicle disperse system
6 Rosmarinus officinalis extract 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 Eugencl Vesicle disperse system
13 Oleanolic acid Vesicle disperse system
14 Oleanolic 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 BArbutin 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 wvarious
surfactants in the same manner as in Example 3.
[0053] [Table 6]
Table 6
Ingredients Mass3%
( A
"Ceramide TIC-001" 1
Sitostercl 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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28 pyroglutam c acid glycerin oleic acid Vesicle disperse system
Exanpl e 5 [0055] Vesicle dispersion liquid 29 was produced in the

sane nmanner as in Exanple 3 according to-the follow ng fornulation.

An emulsified state was al so observed in a part of the vesicles.

[ 0056] [Table 8] Table 8 Ingredients Mass% A "Ceram de TIC 001" 1
Sitosterol 1 "Pellicer L-30" 1 Decaglycerin nonostearate 3 10%
aqueous solution of Palmaria extract 1 1 dycerin 10 B
Phenoxyetshalroldifpegsidpt eing8@ligntsTot al 100 Exanple 6 [D@%FtWesicle

d|spersPﬂHl¢ﬁnn|d 30 was produced in the sane manner as in Exanple 3
accordlﬁg to the followilt lY‘fthgl "EEPURITAE  was a ves Z’%ﬁ%ﬁ §P@rerse g:z::g
0
syst em25[ 0058] [Tabl e g]TrLiﬁcoj é rgldtf@'péég é@i S Mass% Vesicle disperse system
26 Pentaglycerin triocleate Vesicle disperse system
27 Decaglycerin hexaocleate Vesicle disperse system
28 pyroglutamic acid glycerin oleic acid Vesicle disperse system
Example 5
[0055] Vesicle dispersion liquid 29 was produced in the same

manner as in Example 3 according to the following formulation. An

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

Table 8

Ingredients Mass$%

A

"Ceramide TIC-001"

Sitosterocl

"Pellicer L-30"

Decaglycerin monostearate

10% aqueous solution of Palmaria extract 1

Glycerirn -

B .

Phenoxyethanol 0.5
( Water 82.5

P e e

j}
o

Total 100

Example 6

{0057] Vesicle dispersion liguid 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 9

Ingredients

Mass%
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36 A "Ceramide TIC- 001" 0.3 Sitosterol 0.3 "Pellicer L-30" 1
Decagl ycerin nonostearate 3 10% aqueous sol ution of Pal maria extract
11 1,3-butanediol 10 B Phenoxyethanol 0.5 Water 83.9 Total 100
Exanpl e 7 [0059] The sane studi es were conducted by using different
kinds of ceramides in the sane manner as in Exanple 3. [0060] [Table
10] Table 10 Ingredients Mass% T Ingredients shown in Table 11 1
Sitosterol 1 "Pellicer L-30" 1 Decaglycerin nonostearate 3 10%
aqueous molution of Palmaria extract T I Qycerin 10 B

"Ceramide TIC-001" _ 0.3
Sitosterol ) 0.3
"Pellicer L-30" 1
Decaglycerin monostearate 3
10% aqueous solution of Palmaria extract 1 1
1, 3-butanediol 10
B
Phenoxyethanol 0.5
Watex 83.9
Total 100
( Example 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 1

Sitosterol 1

"Pellicer L-30" 1

Decaglycerin monostearate 3

10% aqueous solution of Palmaria extract 1 1

Glycerin 10
{ B

Phenoxyethanol 0.5

Water 82.5

Total 100
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Phenoxyet hanol 0.5 Water 82.5 Total 100 37 [0061] [Table 11]
Tabl e 11 Vesicle dispersion Ingredients Property |liquids 31

"Ceram de |I" Vesicle disperse system 32 "Ceramde IIIl" Vesicle
di sperse system 33 "Ceranide Il A" Vesicle disperse system 34
"Ceram de I11B" Vesicle disperse system 35 "Ceram de |IV' Vesicle

di sperse system Exanple 8 [0062] A mlky liquid was produced, which
is the external preparation for skin, according to the follow ng
formul at j That ac ingredients (A) was nmixed with each

ot her antf?(?%]e] mxtur@ B rl1P'igat ed to 80C. On the other hand, each of
i ngredi e;gts %i was - heated to 80C. The m xture of the ingredients
(B) was the m xture of the ingredients (A , and was
stirrediekdche despdrsidd edingr&tiichts f urt her, i ngredisrisy (C) were added
theretdiboidreutraljize the mxture, and after that, the mxture was
stirredland cooled to 3%€ratigetHer eby produce VerEcht 1% quisquﬁy%em Any

of the g@ | ky 1iquids rm,;cﬁf%ﬁl g%‘ghg vesi cl e di §pfse $2%?réﬁ1 aete

PErsSe Sys

stor age.Mf or one nonth ICe§Z:h11d aell 40C. 38 Vesicle disperse system
35 "Ceramide IV" Vesicle disperse system
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), andwas 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 ligquids. Any of the milky
liguids maintaineq the vesicle disperse system after storage for

one month at 5°C, 20°C, or 40°C.

38



(0063] [Table 12) Table 12 Ingredients Mass% (A) Behenyl al cohol
0.5 Cetyl isooctanoate 2.0 Squalane 8.0 Dinethicone 2.0 Sorbitan
sesqui stearate 1.5 PCE (45) stearic acid 1.0 Cetyl stearate 0.5
Behenic acid 0.5 (B) 1,3-butanediol 5.0 dycerin 5.0

1,2-octanediol 1.0 Pure water 35.5 1Ingredients shown in Table 13 15
Di potassi um gl ycyrrhizinate 0.1 (C) Pure water 21.8 Potassium
hydroxide 0.6 Total 100 39 [0064] [Table 13] Table 13

(0063] [Table 12]

Table 12

Ingredients Mass%
(A} . )

Behenyl alcohol

Cetyl isooctanoate
Squalane

Dimethicone

Sorbitan sesquistearate
POE (45) stearic acid
Cetyl stearate

Behenic acid

OO P NONO
L Y 4 =« = u
o oooW,m

( (B)
1,3-butanedicl 5.0
Glycerin 5.0
1, 2-octanediocl 1.0
Pure water 35.5
Ingredients shown in Table 13 15
Dipotassium glycyrrhizinate 6.1
{C)
Pure water 21.8
Potassium hydroxide 0.6
Total 100
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Sanmpl es Ingredients MIlky liquid 1 Vesicle dispersion liquid 1

MIlky liquid 2 Vesicle dispersion liquid 2 MIlky liquid 3 Vesicle
dispersion liquid 3 MIky liquid 4 Vesicle dispersion liquid 4

MIky liquid 5 Vesicle dispersion liquid 5 MIky liquid 6 Vesicle

di spersion liquid 6 MIky liquid 7 Vesicle dispersion liquid 7

MIlky liquid 8 Vesicle dispersion liquid 8 MIlky liquid 9 Vesicle
dispersion liquid 9 MIlky liquid 10 Vesicle dispersion liquid 10

M | ky I|g(1#)€ 1 VeS|cI di gﬁrsion liquid 11 MIKky liquid 12 Vesicle
di sper si ?éu.d 1473 j iquid 13 Vesicle dispersion liquid 13
MIlky liqguid 14 Vesicle dlsper5|on liquid 14 MIKky liquid 15 Vesicle
di spersio®P1¥qtid 15 MIky liquid 16 Vesicle dispersion liquid 16

M | ky Ilgjé,}h e/ Vesicl e dlsper5|on I|qU|d 1fnngj‘|elﬁyS||CIU|d 18 Vesicl e

di sper sTi}3 OI.OEE vHRY O[S LINO P RS V(=S T 19
MIky |igHd 20 Vasi 6l e dispersion 4 9 iy 41 Vesicle
di sper si Ul g 1§45 3 MIky liquid Lglgg' gg Qﬁ-fsn Jqquid 22
M1 ky |igyd Oﬂﬁ (‘gle di spersi onyLLg N |i§ 4 Vesicle
dlsperswﬁ qui O .24 - M | ky I|qU|d 5%3'8 gp ;lo%rsll 4 gwd 25
Milky liguid € Vesicle dispersion liquid 6
Milky liquid 7 Vesicle dispersion liquid 7
Milky ligquid 8 Vesicle dispersion liquid 8
Milky ligquid 9 Vesicle dispersion ligquid 9
( Milky liguid 10 Vesicle dispersion liguid 10
Milky liquid 11 Vesicle dispersion liquid 11
Milky liquid 12 Vesicle dispersion liguid 12
Milky liquid 13 Vesicle dispersion liguid 13
Milky liquid 14 Vesicle dispersion liquid 14
Milky ligquid 15 Vesicle dispersion ligquid 153
Milky liquid 16 Vesicle dispersion liguid 16
Milky liquid 17 Vesicle dispersion liquid 17
Milky liguid 18 Vesicle dispersion liguid 18
Milky liguid 19 Vesicle dispersion liquid 19
Milky liquid 20 Vesicle dispersion liquid 20
Milky liquid 21 Vesicle dispersion ligquid 21
Milky liquid 22 Vesicle dispersion liquid 22
Milky ligquid 23 Vesicle dispersion liquid 23
Milky liquid 24 Vesicle dispersion liquid 24
Milky liquid 25 Vesicle dispersion liguid 25
Milky liguid 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 liqguid 30 Vesicle dispersion liquid 30
Milky liguid 31 Vesicle dispersion liquid 31
Milky liquid 32 Vesicle dispersion liquid 32
Milky liguid 33 Vesicle dispersion liquid 33
Milky liguid 34 Vesicle dispersion liquid 34
Milky liguid 35 Vesicle dispersion liguid 35

Industrial Applicability
[0065] Accordingtothepresent invention, theremaybeprovided

a technique for allowing an active ingredient for improving or
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MIlky-liquid 26 Vesicle dispersion liquid 26 MIKky liquid 27 Vesicle
di spersion liquid 27 MIlky liquid 28 Vesi.cle dispersion liquid 28
MIKky liquid 29 Vesicle dispersion liquid 29 MIKky liquid 30 Vesicle
.di spersion liquid 30 MIKy liquid 31 Vesicle dispersion liquid 31
MIlky liquid 32 Vesicle dispersion liquid 32 MIKky liquid 33 Vesicle
di spersion liquid 33 MIlky liquid 34 Vesicle dispersion liquid 34
MIKky liquid 35 Vesicle dispersion liquid 35 Industrial

p|lcabl|lt 0065] cordi t ot hepr esent en t here maybe
oY bui Gadte b RtR g R SROTie PO AR Gets v A4ibrath GRETRr i oy ovi ng
or 40 nalntalnlng a dermal environnment tq reach the derms. The
present i nventt¥hPREYHR" APPETELCR By ReARPIL AL T AR BEFRFRBhPLEBRT&kI 9T
41 CLAIMS 1. A vesicle conprising: 1) an a,e-bis (y-N(C o-30)
acyl gl ut&9¥15%1%sine and/or a salt thereof; 2) a ceram de and/or a
derivative thereof; and 3) one or nore selected froma glycerin fatty
acid ester, a polyglycerin fatty acid ester, and a pyroglutamc acid
glycerin fatty acid ester.
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2. A vesicle according to claim1, wherein an acyl group in the
a,e-bis (y-N-(C o-30) acylglutanmyl) lysine is a lauroyl group. 3. A
vesicle according to claim1 or 2, wherein the ceram de or the
derivative thereof is a ceramde type 2 or a ceramde type 3. 4. A
vesicle according to any one of clains 1 to 3, wherein the one or
nore selected froma glycerin fatty acid ester, a polyglycerin fatty
acid ester, and a pyroglutamc acid glycerin fatty acid ester are
one or nore selected fromdiglycerir&L ﬂgoleate, di gl ycerin
nonoi sost earate, decagl ycerin nonool&€ate, decagl ycerin
nnnoisostearate,pgeca Lxcerin gentao!eate, and decagl ycerin

pent ai sost ear at'e® ¥£58C1K GREPEF & A%tording to any one of claims 1 to
4, further caqnprising,qne or._npre of th ol l owi ng active

i ngredi ents. for 2PfEoRtsg 6r meTatal w@g@uew% qé/ﬁ\}inueo?rh%?? agiplt
extract of Coptis (Ranuncul aceae); an extract of G trus aurantium
(Rut acedd®®*eff7 extract of red al gae; an extract of Houttuynia
(Saururaceae); an extract of Rosmarinus officinalis (Lam aceae) ; an
extract of Betdll & c&rBRidpeplfderad)derivabiticatheseofichanfiea
(Asteraceae); an extract of Syzygium aromati cum (M/rtaceae); an
extract of Hyperreener (e iskéegspd Brcm @ pdvcevindentte lagid ester, a
of (Unmbel l i ferae); an extract of Engel hardtia chrysol epis

(Jugl andadead)yceram dxtractcofl pheppoyph & [Myidogdesarn)c achdtakyterin
protein hydrolysate or an acyl ated product thereof; oleanolic acid
ol a derfiatety weitcherseefr;, betuline; betulinic acid or a derivative

t her eof ; pant et hei ne sul fonate or

2. A vesicle according to claim 1, wherein an acyl group in

the a,c-bis (y-N-(Cio-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
fattvacidester are one or more selected fromdiglycerinmonooleate,
diglycerin monoisostearate, decaglycerin monooleate, decaglycerin
monoisostearate, decaglycerin pentaoleate, and decaglycerin

pentaisostearate.
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a derivative thereof; glycyrrhetinic acid or a derivative thereof;

hydr oqui

none or a glycoside thereof; esculin; esculetin; glabridin;

nmet hoxysal icylic acid; tranexam c acid or a derivative thereof;
ascorbic acid or a derivative thereof; and L-carnitine. 6. An

ext er nal
any one

preparation for skin, conprising the vesicle according to
of claims 1 to 5. 43

5. A vesicle according to any one of claims 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
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; oleanclic acid or a derivative thereof; betuline;
betulinic acid or a derivative thereof; pantetheine sulfonate or
a derivative thereof; glycyrrhetinic acid or a derivative thereof;
hydrogquinone or a glycoside thereof; esculin; esculetin; glabridin;
methoxysalicylic acid; tranexamic acid or a derivative therecf;

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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