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the Skin, Witening Agent and External Agent for the Skin Backgr dthdPRofili
the Invention The present invention relates to an external agent for the
skin containing an extract derived froman olive plant (O ea europaea L.)
and nore specifically to an external agent for the skin having a
skin-beautifying effect, 1in particular, an anti-aging effect related to
effects of preventing and eli mg@temdARIONI nkl es and sags of the skin
and a whitening effect, which can relieve or lighten and/or prevent the
dar k ski SkinEaai@yieeAgehs, and-Agag ternddonthaSkime¥hitehinhAgekt andl n
addition, the present invention also relates to a skin-beautifying agent,
a whi t eniBgengdinigentdfoanhaiBkinagi ng agent for the skin, conprising an
extract derived froman olive plant as an effective conponent as well as
an ext er lAckggevmd obthe heverition cont ai ning the sanme. G ls and fats, in
particul ar those contai ning an unsaturated fatty '

) acid are,quite ..
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fatty aci suc PA and have attracted special interest recently
and f oodg)iaficabieietiag eginlleb and sddsesfethrusitint arvé aswhitenime sffbetv evibelen put
on the market. These unsaturated fatty acids have very low stability to

oxi dat i ogannklicver @f bighteraranait préveantthestdolt akine mekasmpor ephalls Apg t hese

foods and beverages caontaining such fatty . acids, but there has not yet
been devdaskeringngr aiﬂllltﬁﬁsd%g“%ﬁk%t 1, @ddgion,g Pﬁ@%e’é’é(eﬁ%ﬂu&sg over a
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are for n?(.(iix' tl?esslgin(,) cgnﬁprﬁlgg% extract derived from an olive plant as an effective
component as well as an external agent for the skin containing the same.

Oils and fats, in particular those containing an unsaturated fatty acid
are quite susceptible to oxidation and this accordingly becomes a principal
cause of the quality deterioration thereof and the reduction of nutritive
properties and functional characteristics of the same. Among the unsaturated
fatty acids, linoleic acid, linolenic acid and arachidonic acid play important
roles as essential fatty acids and nutritive substances. Moreover, the
physiological activities of higher unsaturated fatty acds such as EPA and
DHA have attracted special interest recently and foods and beverages rich in
these nutritive substances have been put on the market. These unsaturated
fatty acids have very low stability to oxidation and therefore, an antioxidant
should be incorporated into these foods and beverages containing such fatty
acids, but there has not yet been developed any antioxidant effective for
storing these products over a long period of time.

The organisms efficiently generate the energy required for survival

while making use of oxygen. However, active oxygen species are formed, as




i nternedi ates, during the process wherein oxygen is transfornmed in zmtﬁr
I n such an energy netabolism As such kinds of the active oxygen sb) g,l][-
there have in general been known, for instance, superoxide anions released
by, for instance, the stimulation of nmacrophages and hydroxy radicals
formed through, for instance, the exposure to radioactive rays. These
active oxygen species are forned due to external incentives such as
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of chem cal substances or  snbking and internal causes such as
re-circulaty@h aht&ierggchetablisn. nAé atohtkiads oftthesactared oggger spdhes,act i ve
oxygen species thus excessively formed in the living body in general have
a hi gh chhsichhve aagthstat heew ko, fordastavie; upexoksiesansonp seleased byij acent
thereto in the living body such as |ipids, nuclejc, acids anci gi;)otei ns and
cor r esporfoll mystances the stimulstionaef weacrapbagerepndr hydnosy yasheals dormed of

di seases._ There has been proved that the , superoxide.as one of the active
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1-14). As the Fom city of such active oxygen species to the |living body has
been pr enBAmmAtibaXsH@ss anduaiings Thet astéve xygeen spedeedhabiaxcassively
substances, having an activity of efficiently elimpating the sang are
usef ul afomgedtin ther livimmbedy imgentranh avr adkighathepaicgbaeastonhy, i sy
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and cosneti cs. Recen the consuners have been quite sensitive to the
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synt hesi zed products, but also the )
diseases. For instance, the LDL present in the artery is oxidized by superoxide
to form foam cells therein and this in turn becomes a cause of the arterial
sclerosis. rMoreover, the hydroxy radicals produced through the irradiation
with radioactive rays may exert severe lesions on the living body such as

carcinogenesis (Halliwell B. & Gutteridge M.C. Biochem. J. 1984, 219: 1-14).
As the toxicity of such active oxygen species to the living body has been
proved, antioxidants such as active oxygen species-eliminating substances,
having an activity of efficiently eliminating the same are useful as agents for
protecting, from the oxidative deterioration, components included in the hiving
bodies or other products such as foods, pharmaceutical agents and
agricultural chemicals and the utilitarian use thereof have been expected 1n,
for instance, food industries, in particular, processed marine products, health

foods and nutritive foods as well as in the fields of pharmaceutical agents and

agricultural chemicals and cosmetics.

Recently, the consumers have been quite sensitive to the safety of not




antioxi dants. For instance, there has been such a tendency that th@ u @%
chem cally synthesized antioxi dants such as BHA (butyl hydroxy ani glﬁ?
BHT (butyl hydroxy toluene) is avoided. Mreover, nost of other

antioxi dants such as tocopherols derived fromplant oils are |ipophilic
(non-hydrophilic) in nature and various limtations are often inposed on
the practical use thereof. Under such circunmstances, there have
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anti oxi d%gen Species-Controlling Agents — Their Pharmacological Actions and
Clinical Applications”, pp. 224 to 228, published by Nippon IGAKU-KAN
Publishing Company, 1989).
However, the SOD is an enzyme protein and therefore, it has a poor
stability to, for instance, heat. Further, if it is orally administered, almost
whole of the administered enzyme is digested and externally excreted and
accordingly, the efficacy thereof is thus quite low. On the other hand, there has
been developed or proposed only a few practically useful hydroxyl radical-
elimination agents, which can efficiently eliminate hydroxyl radicals. For this
reason, it is quite difficult, at present, to industrially and stably obtain these
antioxidants in large quantities. In this respect, the foregoing SOD 1is in
general effective only for the elimination of superoxide and it has no effect in
the elimination of hydroxyl radicals. Similarly, mannitol cannot eliminate
superoxide at all.

As raw materials derived from naturally occurring products and having

an antioxidant effect, whose development has eagerly been demanded by the



conponent present in the sesame seeds (see, for instance, Japanese-

Exam ned Patent Publication (hereunder referred to as "J.P. KCKCKL&%AR%sz
Sho 61- 26342). Mreover, it has also been well known that this extract
fromthe defatted |ees includes lignan glycosides and that the |ignan

gl ycosi des possess a strong hydroxyl radical-elimnation activity (see,
for instance Japanese Un- Exam ned Patent Publication (hereunder referred
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types of products have been proposed. Typical exanples thereof I ncl ude

cosneti cR-206684). Howeiesetlee naipRiroxideialignimatjvan erctivityc rofashesepdigplapdr i ¢
al cohol (such as glycerin and sorbitol), hyaluronic acid, collagen,
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active oxygen species such as the combination of superoxide and hydroxy
radicals, but only a few such effective components have been commercially put
on the market. Moreover, almost no effective component having both of such
elimination activities has been supplied and therefore, there has been desired
for the stable supply of such components.
On the other hand, as cosmetics for imparting the tenseness and gloss
to the skin and for preventing the occurrence of wrinkles and sags thereof or
those for preventing the so-called aging of the skin, various types of products
have been proposed. Typical examples thereof include cosmetics, which
comprise a moisturizing component such as a polyhydric alcohol (such as
glycerin and sorbitol), hyaluronic acid, collagen, elastin, a natural
moisturizing factor (such as amino acids, lactic acid salts, sodium pyrrolidone
carboxylate and urea), an intercellular lipid (such as sphingolipids,
phospholipids, cholesterol), a simulant of lipid (such as olive oil, jojoba oil and

squalane); and cosmetics, which comprise a cell-activating component, for




placenta liquid and royal jelly). In addition, cosnetics containing
surface- treated titani um powder and/or talc powder for making the Mdl 48nafl
and wrinkles of the skin inconspicuous likewise fall within this category.
In general, it has been recognized that the qualitative and quantitative
changes of constitutive conponents in the dermal tissues of the skin may
greatly affect the aging of the skin and they result in the formation of
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wrinkles and sags may correspondingly be formed.

The crosslinks between collagen fibers has been considered to be one of
these causes of the foregoing protein modification. This crosslink is important
in the infant and younger generation and is promoted by a crosshinking
enzyme. However, the crosslinks, which are not needed for the living body, are
formed between collagen fibers independent of any crosslinking enzyme even
after the complete growth. At present, it has been known that active oxygen is
involved in this crosslink-production step (see, for instance, HIROSE Suberu
et al. J. Soc. Cosmet. Chem. Japan, 1993, Vol. 26, No. 4, pp. 289-294).

Collagen is produced in the fibroblast cells and decomposed by the
action of the enzyme produced by the fibroblast cell per se. The amount of
collagen may be maintained at an appropriate level in the tissue, due to the
balance between the production and decomposition thereof, but it has been

known that the amount of collagen is considerably reduced in the skin tissues

existing in the sunlight-exposed area or the so-called light-aged skin. In this




reduced due to the influence of the active oxygen (OKADA Torni o, aﬂmfmpwvwk
of KOSHO KAI, 1993, Vol. 17, No. 4, pp. 202-206). In addition, the space
bet ween the foregoing fibrous conponents is occupied by inter-tissue
substrates or nucopol ysaccharides (rmainly consisting of hyaluronic acid).
In this respect, however, it has been known that if active oxygen acts on
t he nmucopol ysacchari des, a phenonenon takes place, in which the latter is
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and they recogni ze that hydroxyl radicals show the highest effect (TANAKA
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It has been well known that the active oxygen S cIoseI% r el o.the 6 0
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nmechani sy, a0sh flet dxeeh G@},'lﬁuﬁ‘dﬁypﬁ(ﬁa&l‘so(‘ OH) and hydrogen peroxide
(H,0,). It has been considered that among these species, the hydroxyl radical
has a high reactivity and shows the highest effect of damaging organisms. In
connection with this, TANAKA et al. have investigated the effect of inhibiting
any crosslinking of collagen by the use of an experimental system in which
collagen and glucose take place a Maillard reaction to thus crosslink the
collagen and by the addition of a variety of active oxygen-elimination agents to
this system. As a result, they recognize that the elimination agent comprising
superoxide or singlet oxygen never shows such a crosslinking-inhibitory effect,
while a hydroxyl radical-elimination agent possesses such collagen
crosslinking-inhibitory effect. At the same time, they have also investigated
any influence of a variety of active oxygen species on the fragmentation of

hyaluronic acid and they recognize that hydroxyl radicals show the highest
effect (TANAKA Hiroshi et al. Bulletin of KOSHO-KAI, 1993, Vol. 17, No. 4,

pp. 207-213).
It has been well known that the active oxygen is closely related to the




stresses. For instance, the horny |ayer plays a role of physically 7 2004
protecting the skin fromlight rays such as reflection, absorptioﬂ aﬁfﬁ
scattering ultraviolet rays and the epiderm s includes a variety of

bi ol ogi cal antioxidants represented by superoxide dismutase (SOD) in order
to elimnate active oxygen species produced. For instance, it has been
known that tryptophane as one of am no aci ds generates superoxi de through
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abnormal oxidation stress such as excess sunburn, however, this not only
becomes a cause of dermatitis, excess of pigments and skin cancer, but also
induces various phenomena such as the aging of the skin because of
continuous oxidation stress.
As has been discussed above, it would be recognized that the prevention
of the generation of any active oxygen and the removal of such active oxygen
are effective for controlling the aging of the skin such as the formation of
wrinkles and/or sags. However, there have been known only mannitol,
tryptophane, thiourea, formic acid, alcohols or the like as hydroxyl radical-
elimination agents and there has not yet been developed any hydroxyl
radical-elimination agent, which is practically effective in a trace amount and
therefore, it is quite difficult to commercially and stably obtain such an agent
in a large amount, under the existing circumstances.

Furthermore, the dark skin and the melasma and ephelis of the skin

are caused according to the mechanism detailed below: In general, the
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probl ens arise such that these whitening agents include those having only a
weak nel anin production-inhibitory function, those quite susceptibﬂgiwﬁzwﬂ
oxi dation and unstabl e and those giving out bad snells or formng
precipitations. Therefore, if they are used alone in cosnetics, the
whitening effect of each resulting product is not always sufficient.
Accordingly, there has presently been desired for the devel opnent of a
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pl ant, wmehnbegte isesim gmoally depositddiin ithe skamdThexe hape dsentdavielaped
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fruits obybiigntl e RLEA'HAR YReRCERI RALAN AbhfOMcludtihdse dfHvIRE oA t hey
na al'te or of

are opti y'S use as one eepabl e foods. For this reason,

the oliveyddilihelahs predhiotavatiBibey dodctvy, hovegeniabl susceptibbatter i al s
havi ng hi gh safety to the human body. However, the olive oil 8 0 2 APR 2004

seedcakesxidatii nand ahieablpr easdi nhosd i gieing | odt opad hemells ver séwawnghave

simply been used as a fertiljizer or a fuel. It has recently heen know that
the ol i veretipitagionse Thereforedf yhey pyausegt dlgpe ingasiedics; the YHotsHREnol s

her o hafHoBLeh RSl ne PRPRGTS" cobaEavs SotteRs AgBain gy, HREIERe *The
hysi ol ogi cal | ORS.. { ' PR ' Qi
Y1 08l ROl 8o ek 47l e g e
there hag;nol %elecBS8N Ja8P05H@dsiAlE) WiHiehMehh OBliAANARE or prevent the

occurrence of dark skin and the formation of melasma, ephelis and dullness on

the skin or which has an effect of whitening the skin.

On the other hand, there has been known an olive plant belonging to
the genus Olive of the family Oleaceae as one of the famous plants whose
firuits have been utilized from ancient times. The olive is a plant, which has
been grown from old times and the representative olive-growing area 1s, at
present, the district along the shore of the Mediterranean. Regarding the
applications thereof, the olive oil among others is highly valued and has
widely been used in not only the Europe, but also various countries in the
world including Japan and the United States. The olive oil has been known to
have a variety of effects and has empirically been used in drugs or cosmetics
from old times. Moreover, the fruits of the olive plant have been eaten without
any treatment and they are optionally salted for use as one of keepable foods.

For this reason, the olive fruits are stably available and may be vegetable raw

materials having high safety to the human body. However, the olive il




olive, other than the olive oil. In particular, it has not been known that
conponents extracted fromthe olive plant possess a strong active dxy @700
elimnation function and an excell ent nelanin production-inhibitory
function and that an external agent for the skin containing the extract
has skin- beautifying effects such as an excellent whitening effect and an
effect of resisting the aging of the skin. Disclosure of the Invention An

0bj ect 0fsel B S FEbirBY ATt ek Sin QU] HonPih i SEdsARYS shpplyt he

skin, whic as a autifying effect, in particular, an anti-aging

ef fect f QeentiRddd AfatilaRr ot facfi]l.of 1 nparting tenseness and gloss to the
skin and elimnating or preventing such aging of the skin as the formation

of, for instdnchaswrécekiths leed/ dmemgthatwtheholize ad eéxcen¢ eralatibélyeni ng
effect or an effect of elimnating or preventing the occurrence of any
dar k ski mrsngceptebleftormmdation aiolypherta inepHed ithexmn agirpeRosAMBARERHSI ch i s
stable and safe for_ the human body. Anolghher obj ect .of t,he present,.

i nvent i oMave atérasted special nterest pog thers ﬁﬁegﬁéﬁt‘:?ng“mﬁt"éﬁﬁﬁﬁ" Y and an

anti-agin ent i ch have the, sane.e | lent gff I &GL bove in
connect i 5\% e@?‘%laatem\g‘r’]re&’tsé%%ﬂ’ ﬂé‘@@hﬁ”@“ﬁﬁﬁ“%?‘ﬁ? a“l‘ﬁggfi ﬁ\?g’n@gﬁ&g C%hi s

i nvention_have . condugt ed i ' | t f44 @QQi HG,pbj ect s
of the _p:T]é‘g%rr?tatlloﬁl\?gmvoenpmgegif%ﬁlﬁg%ﬁgﬁ& %ﬁd@%}%@lﬁ?&r hg)é'e%’ for 1%) hISe) skin
Compr S 98.49) bk Ly (RESY BYs ANl haed Peftted In@ck? 2@ (bh basthe

ski n-beautitying effect, 1n particular, an anti-aging effect for the skin
or an efblige! othet MAAA! i olieasehehs pairticglaysst thast het dieen kmewsl thetnat i ng
or preventing such aging of the skin as the formation of, for instance,
wr i nkl es compahents ageramtet fioan the olive Pdanthagssess ek SBIONENACHE CENENY ef f ect

and the FBraRtisn TTcHpR HEhan SBADFR O g LRI HEE LR ARy ot od
ext er nal 33gethot g eREEmakApeEb g Gengouh e BiERne Y B A St "
plants a%gagﬁﬂri?xrgagﬁ‘&@nsuch as an excellent whitening effect and an effect of
resisting the aging of the skin.
Disclosure of the Invention
An object of the present invention is to provide an external agent for the
skin, which has a skin-beautifying effect, in particular, an anti-aging effect for
the skin or an effect of imparting tenseness and gloss to the skin and
eliminating or preventing such aging of the skin as the formation of, for
instance, wrinkles and/or sags, which has an excellent whitening effect or an
effect of eliminating or preventing the occurrence of any dark skin and the
formation of melasma, ephelis and dullness and which is stable and safe for
the human body. Another object of the present invention is to provide a skin-
beautifying agent, a whitening agent and an anti-aging agent, which have the
same excellent effects discussed above in connection with the external agent
for the skin.
The inventors of this invention have conducted various studies to

achieve the foregoing objects of the present invention, have found that an

extexrnal agent for the skin comprising an extract derived from olive plants




external agent for the skin conprising an extract derived from ol ¥@pphmpts
as a skin-beautifying conponent as well as an external agent for the skin
conprising an extract derived fromolive plants as a whiteni ng conponent
and/or a anti-aging conponent for the skin. In addition, the present

i nvention relates to an external agent for the skin conprising (A) the
follow ng conponent and (B) at | east one nenber selected fromthe group

consi sti ?%f%hhrﬁegﬁfg%%e&r o érﬁ@)laﬁrhrﬁéﬁﬁ?ééiﬁgtéfﬁbf‘ﬁﬂ theki® ok ve

pl ant s; I teni ng ant1oxi dants, anti-1nflamuatory agents, cell

activat oh§, offdM- §€1HRPRIAHg ABARESessPhRANISEY ¢oll thki SinpasdUdlani itk or
hunmectants. In this respect, the extract can be prepared by extracting

ol i ve pl paésen tamesoch aghipdfiche ekimianaleiformhaonldfy foranistanaedwoimigepr ocess
w th water and/or an organic solvent and the resulting extract may be
subj ect edntitbrasagsemektitatat further bas apraxceBentowhitening eftestari ameffestiofi cat i on
treatnment_to thus strengthen the foregoing effects of the extract. The
present EHudnatiog ol Brevestiagdh e rcHIanCs -G aat dak Hgnagad the doympatian ng as

an effectjve conponent, . an ext t deriyed fr olive plants. _Thi s,k agent
can dire€ IWEll?é%pﬂr’]}é % A “@gﬁsﬁeﬂn‘gi %VEO?YH]PﬁeC%?P]ﬁt%‘F tﬁﬁypb%senﬁsed as
a raw materil_%;5 for an external agent for the skin. In this respect, the
extract UHfF 0]rbrepar ed by extracting olive plants and/or a product
obtained in 1 I?diﬁ\g}?v £06 £ Qhb ¥t 6h lreRIt06 U6 laRGe REACASSzeMt {Br WRE €r
and/ or an org%r??% SO véﬁ?’péﬁd the resul trieng extract may big subjected to a

concent r gkir0RohiRadiNENhn aBkract derfviedc fiotm adliven phaits§ andt prafetatdpt aent to
gi ve a skin-beautifying agent whose effects are further inproved.

Mbr eover extdraapngerenforitheedkin compelsne entextracsdervredfgomgdnie plestpas si ng,
as an effective conponent, an extract ﬁerived fromolive p%)?nts. Thi s
agent caf skinebeaytifyang emrenend apewelli as fagy XM FE5e i S ng the

Soe, o TR0 e 853 BBl ol P A R PRI
%?2& Sangﬁgfro?ra G B SAHE oMo for' the' d1in Ol ¥BaRidr, RROPYELNT iRVOSESHS W th
relates to an external agent for the skin comprising (A) the following
component and (B) at least one member selected from the group consisting of
the following drugs:
(A) An extract obtained from olive plants;
(B) Whitening agents, antioxidants, anti-inflammatory agents, cell activators,
UV-screening agents, blood circulation-promoters and humectants.
In this respect, the extract can be prepared by extracting olive plants
and/or a product obtained in the olive oil-producing process with water and/or
an organic solvent and the resulting extract may be subjected to a
concentyration treatment and/or a fractionation-purification treatment to thus
strengthen the foregoing effects of the extract.
The present invention also relates to a skin-beautifying agent
comprising, as an effective component, an extract derived from olive plants.
This agent can directly be applied to the desired site on the skin or may be

used as a raw material for an external agent for the skin. In this respect, the

extract can be prepared by extracting olive plants and/or a product obtained in
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an organi c solvent and the resulting extract may be subjected to a
concentration treatnment and/or a fractionation-purification treat G@mPR t2604
give a whitening agent whose effects are further inproved. The present

i nvention further relates to an anti-agi ng agent conprising, as an
effective conponent, an extract derived fromolive plants. This agent can

| i kewi se directly be applied to the desired site on the skin or may be used

as a raV%h@B&LﬁH(@thﬁ-g&%fgﬂEﬁﬁ-&)@éﬁ%tﬁgﬁaﬁeﬂaa{dfbmns&iganid BolvBhs an@shect, the

extract can S epared by extracting olive plants and/or a

product gRLaIthes ekbract NBag! be/ subjdctdd @ducicogequtostios tseaiment endiardaor an
organi c solvent and the resulting extract may be subjected to a

concent r dvhdtiodftiai-parificatioh creatm éntacd ighveani skanpgheautifying egent gghasent to
give an anti-aging agent whose effects are further inproved. In addition,
t he presarffectnmenturthemingravedat es to an external agent for the skin

conprising the foregoi ng skin-beautifying agent and preferably an xt er nal
agent for the Mm‘wvébnﬁ?li%imgs‘ﬁfﬁe nyeagen nd’eﬁq@?%- B%agt i tﬂ@“&geﬁen%and/ or

t he foregoing. anti-agi ng.agent. The present . nvepti.on,f rel s to an
ext ract W%Slggmﬁ?taéhgﬁ Y PURPORTRE: Reipirad g%%\r%a%ﬁ'b\r/r}étbg.{vg gﬁ b

Mor eover ,t.he present..i nyenti ' [ SEakE! ty¢dnitathpg 11 O
2 APR 2(’\15%13&%}?} F‘:’l%é]ilhe& gﬁee%bﬁ%dr(&m% Ss}éﬁr{&tan {j){r31 pare?g frorrr11 o?i ve

pl ants. J\/E,d,ﬁ, eV Pew bt thPwanditermalhgzept €oethie skinedhi on

Wil | here%?e? e dégglrsiggeosl 'n more detail. The prers%nt invention rel ates
to an extidiNabsREENhd extraftecaklikewtsnbe ipeparanbpaxtetingholaya slantei nl y
fromthe fruits or seeds, or further fromthe pericarp, seed coa&, | eaves,
stems anchrilidsa piroduet aditairedoinatite elivemil-producingprepesadviph Jertey and/or

pul veri zed products and defatted products thereof. The resulting extract
possessedIst ergagia csalventoapsbithel ivgs Eﬂgor?xﬂﬂfgti“b?ﬁ hl?‘?l S‘%HF?‘Féuﬁ%r? an

ot ot vaPPearTRPRE G R oRIE Aarrom iy bl FaGAaN ke And
excel | ent, gl aniDe REOUUGHLODerbRRIRL FRFthet HABLoWM. DUt the

The present invention further relates to an anti-aging agent comprising,
as an effective component, an extract derived from olive plants. This agent can
likewise directly be applied to the desired site on the skin or may be used as a
raw material for an external agent for the skin. In this respect, the extract can
likewise be prepared by extracting olive plants and/or a product obtained in
the olive oil-producing process with water and/or an organic solvent and the
resulting extract may be subjected to a concentration treatment and/or a
fractionation-purification treatment to give an anti-aging agent whose effects
are further improved.

In addition, the present invention also relates to an external agent for
the skin comprising the foregoing skin-beautifying agent and preferably an
external agent for the skin comprising the foregoing skin-beautifying agent
and/or the foregoing anti-aging agent.

The present invention further relates to an extract having a whitening
effect and prepared from olive plants.

Moreover, the present invention likewise relates to an extract having
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external agent for the skin shows a skin-beautifying effect, in paﬁtigﬁgar
an anti-aging effect for the skin or an effect of inparting tense Hﬂ£
gloss to the skin and elimnating or preventing such aging of the skin as
the formation of, for instance, winkles and/or sags and the agent has an
excellent whitening effect or an effect of elimnating or preventing the
occurrence of any dark skin and the formation of nelasma, ephelis and

dul | . _Si th . i . ' t. Th t t
used i n ERABEagITE PETahy e PRI AT protar QIR R FIMABET Lot | nvent i on
can be o%tegt Mﬁ%ﬁ?'@ﬂrgﬁg OLeTths I8¢htdd particular, it is suitably

produced from rult nd/ or seeds of the olive plant. Moreover, the

extract preparmgd free8nt e efeloatwilhéreuntdsr dodescrisediis mafretdeeaid! i ve pl ant
is preferred in'the present invention, since the extract does not require
any process Mhe peassfitninuamenessdatesotd aonpderrals agent Her | thee skithe term
"olive plant(s)" herein used includes products gbtained dyring ét?le olive
0i | - manuteampuisimg g ex@vskobtaiokd ayamdy; faoms th fenite ar seeds. oF faxtbsy,

resi dues remai ning after extraction, pressed ,oi trnacted oil i

sl udge &mmaiﬂlneﬁpegifcﬂw, Sf@d)g(ﬂ?ﬁfﬁsi ﬁlg‘,’%iSEelgg S@&g‘eb‘ifLﬁs% ﬁ')éa"lh“fet @P“?l?ﬁ;\‘?%@ | of
acids, dark, ojls te degol ori zi ng,. agent s, ' .

deodori z&$ itbﬁ,dl-‘}ed E’\é’\@dsi‘f%%?‘iwlmr@ﬁcg? Ielg dt??%??%é‘%%@%i?@n%&%%e wat er
and waste fil.tering. npterl [ : £ I 14 ne

o esont | TevinE,RREATE Hisslds pRbng BAEANHybh Rifbiatian feAttied |

seedcakep), ik et Afddiveol bxyeRLABRIRIiGH ChuRiores sdeles thabt at neahaf t er
pressing and residues remaining after extraction, but also oil sludge and
vwast e wakBhuRhadoedd sad ioffectivelyokliuvsnatd sepproxidé emdphydesy] radhiadd has in
general been discarded. These enbodi nents are pr. terr(raiglfr_om t he vi ewpoi nt
of ef f ecaindehasequitet éwcelBent emglamp-progaction-cinkibitege pfancgion, Rt the,

From ol | RelnahastnoRG tunPhmiHow AiRaoEly g Siek 1t BEKIOTRy RE
component»Bieae et et Hhdlis” 85 AL Bf MvbpfingdPRseritie htlElR0 100
inventi om alpQ L &4 liGSnhBn2 breiksenGhe e bl oftthe skih aschafachetioned
of, for instance, wrinkles and/or sags and the agent has an excellent whitening
effect or an effect of eliminating or preventing the occurrence of any dark skin
and the formation of melasma, ephelis and dullness, since the agent comprises
the foregoing extract.

The extract used in the external agent for the skin according to the
present invention can be obtained from olive plants and, in particular, it is
suitably produced from the fruits and/or seeds of the olive plant. Moreover, the
extract prepared from the defatted fruits and/or seeds of the olive plant 1s
preferred in the present invention, since the extract does not require any
process for removing unnecessary oil components or the hke.

The term “olive plant(s)” herein used includes products obtained during
the olive oil-manufacturing processes such as residues obtained after pressing,
residues remaining after extraction, pressed oils, extracted oils, oil sludge
obtained after de-gumming, oil sludge obtained after removal of acids, dark

oils, waste decolorizing agents, scum obtained after deodorization, juice
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in that it conprises the extract and at | east one nenber sel ected f§ Hﬁtﬁf
group consisting of whitening agents, antioxidants, anti-inflammat b 3 !
agents, «cell activators, UV-screening agents, blood circul ation-pronoters
and humectants. The extract used in the external agent for the skin
according to the present invention possesses a strong active oxygen-
elimnation function such as an excell ent superoxide-elimnation activity

and an e%%%}fjngalt g}g_ydq %ﬁﬁgessi&lﬂi\Q?Et‘ee{vvia'ﬂélngﬁﬂo{%agﬁét Eifﬂe&-ﬂl Rtht@riald, oG

mel ani n- pro Itory unction. Accordingly, the external agent

for the skifhreentidé BkhGict R@e@Xh! et prdiagt anwdditirD eantliexiiBg befdigainednd, in
particul ar, an excellent whitening effect and/or an excellent anti-aging

ef fect fdromheotdtilnleddloesuedcakas) ebtaasad aftof oil keprdsicegaichgad residuasns, the
extract may inpart an antioxidant effect to the external agent for the
skin. Forobtmstednafer phessin® raagerasidyss: raneainohg afiteraggnactiar, dutngsewdd. | n
ot her words, the external agent for the skin of the present., invention is
one cont aﬁﬂﬁdgﬁga@lﬁl aecte |eater npxoduged chrpes dite, oiive ﬁ&fﬂ‘ﬁ{'ﬁséw,n 8Y0&ESAponent
havi ng a ski n-beautifying.effect. reqver, the .external agent for the
okin of - oHRch o eptoR Hes CoimPrdoth i SIGATHEN gt et from

beauti fyi effect . in 1lc | ,ng effect and an anti-aging

ef f ect f(%ﬁgfée%p%m}ﬁﬁe%gév%Hgégﬁ}hea%%é%%& agent accordingly has a

whi teni ng ef fegle foferhi AbPAL FATUAN dkiP hEMRAI S %o tHE AeSY BiVeah ANy dark
skin and the formation of “nelasma, ephelis and dull ness caused due to the
abnor mal opeRestiindg ah deladideriveddi@ntdiveylbhes onedohyaihie th extoastt es
activated by, for instance, stinulation such as irradiation of the skin

wi th ul t mava ekat-beayt{yinproompineny anidn in parbionironenbabataving thesame! i sm or
genetic causes, as well as an an{i- aging effect for th? slﬂgn ar ef fect
of el i mi M&ta MhiteTHNBreomRpend anfior apant-agie 69mRAY et fand %J%msg‘gte The

SRGRL YT N R R T LTRSS O
the extragtylp ;an s ARPEARLEALANYatSIRhEC bRE mERRRIdelWbtod g1 Hesi red
| evel s of "every e]p?ﬁ}ét S expect eé 'ﬁy the external agent or the skin.

Mor eover ,or 5§ cBh 8S6RE dfRVIENEABR Rehios, Rltabedat®, antiekllennaht@geitentgr the
cell activators, UV-screening agents, blood circulation-promoters and
humectants. The extract used in the external agent for the skin according to
the present invention possesses a strong active oxygen- elimination function
such as an excellent superoxide-elimination activity and an excellent hydroxyl
radical-elimination activity and a strong melanin-production- inhibitory
function. Accordingly, the external agent for the skin containing the extract
has a skin-beautifying effect and, in particular, an excellent whitening effect
and/or an excellent anti-aging effect for the skin. Moreover, as a result of the
foregoing functions, the extract may impart an antioxidant effect to the
external agent for the skin. For instance, the storage properties of the agent
are improved. In other words, the external agent for the skin of the present
invention is one containing an excellent natural component, in particular, a
component having a skin-beautifying effect. Moreover, the external agent for

the skin of the present invention comprises a component having a skin-

beautifying effect, in particular, a whitening effect and an anti-aging effect for
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skin containing an extract obtained by extracting, for instance, tIg APR 2004
foregoing olive plants with water and/or an organi c solvent and the
present invention preferably relates to an external agent for the skin,
whi ch conprises an extract obtained by the foregoing extraction procedures
wherein the organic solvent is preferably a hydrophilic organic sol vent
and nore preferably the hydrophilic organic solvent is an al cohol. The
extract ithelydednidnthiH8pent SécdadingBeRhs havhitbringkéffect ol dempifsestnd

i nvention has an excel |l ent active oxygen-elimnation function. Moreover,
the extpaetves@ngbepsparadtei of anhidalk yskeh dapkthefoimates aff mehemmaw
material. Fromthe foregoing two facts, it is found that the extract has a
val ue of ephelissandndgolneds tcheset tducatedthex phanrmhpl repasiton fofinmelamn
multiplied by the yield per unit mass of the raw material, which is
defined trogmenss awnthesized dwygde melanosytasormctiyRée o\g\!ﬁyif&'dmfﬁéﬂﬁ‘?’

substantial ly higher than those obsgrved for, the extracts gbtain usi ng
ot her natsthalation segheps ﬂl@&%?ﬁﬁ}f@s em%’u‘b]a"?ﬂ%é-léy $orff Pbaﬁr‘qy
activity, the.activated oxygen-elinynati f tion-. Vi i.nd I.S: not
ess. t hadn 156 Bim i Poierrk e et RRR! pF dstlf @8 sl 4 5% A5l D004
3250 for € .ot aiped per..upj Jﬁfn’nt WAL eFdiAinge FRE
instance,a%ﬂ?%egﬁldéncggiifglifé}I isgﬁgodral t%ﬁeBi(:n)ﬂrac(fgr%osa 1 tag&ﬁlf)%o tirr%es thatg observed
for the @¥ti@ehce BPARY RAGh kYD 2@STHB anldist ofithe eRteReNs bk inevtpogatedoul d
permt the production of such an extract having a strong antioxi dant

ef fect anmltoatlst extepnaloagentdgr the Sihas nof vestriteedstd any paxahilghlepebhad | n

addition, the extract possesses an excellent mnel am ne-producti ota-
i nhi bi t othefaganti may epinpisesthejentyachiing an ormeupbrarpropyately: selpdtedved for

arbutin as a known I teni ng.agent, If uging arbuti,n as a positive control,
Che  rosdPPARGMETERG JePRORIcETS thy e FORP R OmPOIY DI FhTDr eyt
functi on.of teh . extract is about 0.5 to 5 tines that observed for arbutin,
even in g s@ of“8" crude extract. Further, the index ranges from about 10
to 50 when t haygidider, tR¥\prasdntiifivenBing Glsdtel Sted t6 AAESKHNA iagBnt frahgent
and/or a fractionation- purification treatnent and this indicates that the
extract BRi soWtdihihghag extrett abtainpddduettirackn g hiobiih stayice f threcforegoing
Mor eover, the extract has a i . )

olive plants with water and/or an organic solvent and the present invention

preferably relates to an external agent for the skin, which comprses an
extract obtained by the foregoing extraction procedures wherein the organic
solvent is preferably a hydrophilic organic solvent and more preferably the
hydrophilic organic solvent is an alcohol.

The extract included in the external agent for the skin of the present
invention has an excellent active oxygen-elimination function. Moreover, the
extract can be prepared in a high yield per unit mass of the raw material.
From the foregoing two facts, it is found that the extract has a value of the
strength of the activated oxygen-elimination function multiplied by the yield
per unit mass of the raw material, which is defined to be an activated oxygen-
elimination function-yield index, substantially higher than those observed for
the extracts obtained using other natural raw materials. Regarding the
superoxide-elimination activity, the activated oxygen-elimination function-

yield index is not less than 100 and approximately ranges from about 100 to
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cytotoxicity to B- 16 nel anoma cells considerably | ower than that %asgﬁVﬁﬂ
for arbutin and therefore, it would be concluded that the extract Yhd i
quite low toxicity to the skin. In other words, the extract is less toxic
to the cells as conpared with arbutin and therefore, it can, for instance,
be applied to the skin in an anbunt greater than those of the existing

whi teni ng agents. Therefore, the whitening effect expected when the

extract i3?59 58 the ekirhct PRkhEH pEPubitemsks 6f wau Ly beaterGheFoi hestandeat

observed for arbutin or the Iike. The substantial index of the

mel ani n- phesk@st enhiglhbhitherordbtiof titore5otintdseth aebsanted fohithh exératef i ned,
whil e taking into consideration the skin-whitening effect and the anount
act ual | y oBgihiedalfitem t eeddree s Kitms; atlye prfesemt dpsentignt would pemithdber ude
extract and it_ranges fromabout 10 to 50 for the extragct oat ai Iped by
subj ect i pyodinetion ofleudx anastracs avens eesitong aBHO{ﬂrd@élwg’f%Ft ant/ortrgne

fractionation-purificatiqn treatnent, as conpared with arbutin. This
clearly apﬁd@@d’@e@ﬁ%ﬁi@' Ohf‘eﬂ@?tlflé’c l@aﬂ?l‘fndeed, exert a high whitening
effect on the, skin.. Moreover,, this fac t . &ih-be
i ncor porat ed LRt %‘?J}P&P' f§e0e2<t Gy %ﬁ%e%sﬁ%gg?ﬁéﬁsnn%?%ggﬁ %ﬁg.dlf‘ll gh

concentr %ﬁﬂi%ﬁoqufmﬁl&f %ﬁiight &5 faiml | 168 ?P rsubBfior | tokEh 20 6bSdrRed ok he
i n-

extract can ensure a high's Itening effect. Further, the extract is

pref er abLy}, 08 SUbka6we0whiteAifOAERR! Ifaiding arbitiabsanpositidé contaol, the
fractionation-purification treatment. The concentration treatnment. may be,

for instasadting teervetndef of theanelemimgprodatiohtishibitnyifonctigndfdhean
i nsol ubl e fraction, which nmakes use of_ the sol ubi Ei ties of .cogﬁ%n ts in
wat er andktracthis ahgani G5 ol ¥ dhves shat ghserveldor arpuRp; even Wy £ using

I Xxed - hyd hobi ' I t t LI Zaki
e A L S U e

{ menrude pE TEFERIRBRES THRY TP Earfent TGP | ng
leabl 6 nevERRti s vpeRAL i Mo fnpbT e PREL QU |4 Ed GfheionCal Ten

re- preci Bh}ﬂéa‘ﬂbn 1 RRRR an P Whis| indaddtes tht tthe exeravelhphaseuise digh
reverse ase chromatography; a discoloring treatnment; and/or a

deodor i zaidlgnid-peeduEivn-intAbitoryi fghytion.heMpresemt the erxttact altes ral at es
to a discolored and/or deodorized extract having a whitening effect or an
ant i - agi ngtodbtietty tods- ihmelanoma cells considerably lower than that ob%erved i%r
arbutin and therefore, it would be concluded that the extract has a quite low
toxicity to the skin. In other words, the extract is less toxic to the cells as
compared with arbutin and therefore, it can, for instance, be applied to the
skin in an amount greater than those of the existing whitening agents.
Therefore, the whitening effect expected when the extract is practically
applied to the skin would be higher than that observed for arbutin or the lhke.
The substantial index of the melanin-production-inhibitory function for the
extract, which is defined, while taking into consideration the skin-whitening
effect and the amount actually applicable to the skin ranges from about 1 to
10 for the crude extract and it ranges from about 10 to 50 for the extract
obtained by subjecting the crude extract to a concentration treatment and/or a
fractionation-purification treatment, as compared with arbutin. This clearly

indicates that the extract can, indeed, exert a high whitening effect on the

skin. Moreover, this fact means that the extract can be incorporated into, for
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skin. The foregoing treatnent such as the concentration-purificatigg R
treatnent permts the i nprovenent of the functions of the extract JW 2404
the active oxygen- elimnation function and nel ani n- producti on-i nhi bitory
function and this in turn inproves the secondary effects such as the skin-
beautifying effect, whitening effect, anti-aging effect for the skin and
antioxidant effect of the extract. For instance, if the extract is

concentrated by %(Eeéri'ﬁet?(gste B%?}éé#é&ﬁemﬁm% HerbltfeStHeRishidti@orahe

conmponent’'s 1 n Wwa ting concentrated extract may have a

ski n-whi tignd Ashialdiaetths @uBrat chh BBSurds dagle skinhwhitehaig effe¢the crude
extract. For instance, the index of the nelanin- production- inhibitory

function (rel aFimbet,othdhexualctiasofrefeiubly rorees sabjeefesk éoce)conoéntration
resulting extract ranges from8 to 20 and this indicates that the extract
has a skitreatmérniang/oef & dracttoratiagepupiigatipnhigeatment-t Hae @psertyationor
arbutin. 1In addition, the extract may be sybjected . to a

further .
fract i ondreaimast may heopootapes.i § tREatMERT HPLERGIERIDE R F?}Pi’iféfquHﬁPove
each effect, thereof d .likewise be subjected to.a f her
di scol or ANHH aﬂé’bﬂ%\?‘&f&fgg‘%@q’ r‘@HPﬁéﬂ?ke{sousgei @ﬁg Sg]cu&%&ﬁfeﬁgfséoﬁnﬁo%%{l&rs | ess
extract and tpo th | npr.ove. . | 1 eahid {:.t.u: k S5 , the
ot act Slvifer ol IR ARl EEREL 4 B it PEvasin ldduricicactags,
appl i cati,gng &1 Baced bhyapRBhic | SigaRek | BolveRt CQYSendndd Ofrepsatallithion
conbi nat G Of an extYaction treatment and a concentration treatnent
and/ or a tpektichee@t 4 OFe-pieepifEbn | Sehthengshndchettentmany foperécbverioge.  For
instance, the olive plant is extracted with water and/or a hydrophilic
or gani ¢ golevipitates fpaned onparheovhoge Thie flactinparepipurificagiogatreatsenent is
renmoved fromthe resulting extract and then.the insol ubles Egrecj ght ated in
the aquasableharainiis, foripsiaped a BeQy FHALteRLMER 3, t¢-Pregpitation
preci pitated ter-insol ubl c be recqvened by ' c
filtrati he"t‘)tF“‘\éA‘@tnt M OBn?gy b%ﬁeo&qlghagl Iei{/ha\%’/gt ea'rm{c’g{l Ege\%g%ge?l%%% he
aqueous L iR, Qr 3w L L B | erizA B ohalreaGhefiecovery.
Mor eover ?ﬂ%ﬁ%a@?@éﬂg&&ktﬁr%ﬁ&gﬁgi tﬁgghﬁ%ﬂ%&@?ﬂe%‘% glf t ﬁe vf/a?er eand/ or
the hydr ohiohdise0y, 98d Cpebyeninvenaioht hiso exlatast taleai disdokoredn ahd/ool i ve

pl ant can be subjected to a water-addition
deodorized extract having a whitening effect or an anti-aging effect for the
skin.

The foregoing treatment such as the concentration-purification
treatment permits the improvement of the functions of the extract such as the
active oxygen-elimination function and melanin-production-inhibitory
function and this in turn improves the secondary effects such as the skin-
beautifying effect, whitening effect, anti-aging effect for the skin and
antioxidant effect of the extract. For instance, if the extract is concentrated by
the method, which makes use of the solubilities of components in water, the
resulting concentrated extract may have a skin-whitening effect several times
greater than that of the crude extract. For instance, the index of the melanin-
production- inhibitory function (relative to the value of arbutin as a reference)
of the resulting extract ranges from 8 to 20 and this indicates that the extract
has a skin-whitening effect considerably higher than that observed for arbutin.

In addition, the extract may be subjected to a further fractionation-
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treatnent and stirring treatnment and then the resulting water-insolj@bAREsN4
are recovered through filtration to thus concentrate the sanme, as has been
descri bed above. These concentrates can be fractionated and/or purified by
the normal phase and/or reverse phase chronmat ography and/or the
recrystallization. In addition, the present invention also relates to a
skin-beautifying agent, in particular, a whitening agent and/or an

anti - agi %Slb?‘%%@ o 6 t&mgbﬁt B9 AReLihb AR S8R Ofﬁet p{é&%bf)éﬁaﬁla) BRERiseWhi ch

is prefe concentration an

ati on- puthef k@lsfeb@A té eRFORMes AiScAbrahdieClésdoriARMORRHtmdnacChy giveeat of
the extract or agents can be enhanced or controlled by appropriately

adj ust i ngolorkese emd ddorhssfeaitrddt @ndotocthnis iaiprone dinelapplicability thereof. In
fractionation-purification treatnments. The skin -beautifying, whitening and
anti - agi thisopeet Shaextrditraaot by used aipplwide vagiatyiof Selds agetdlecdrintyt he
desired 17 0 2 APR 2004 effects, or may be used as a_raw material for the
ext er nal chgeplicaiaeng ﬁ@cgkﬁﬁnoﬁlﬁéltﬁﬂéBéﬁ? cployad/@nodqtr t her rel ates to an

ternal for the ski the f hoautJ £ t
Sﬁdeéﬂaexf‘gfﬂévhei&am S afoRndl T G droyen ”?a@ﬂi'gac'}.qqﬁ‘%‘é’m're g "

[ h I f
pocscssot st At LA ERRR reatBnEI A B ol IR U, o

agent foﬁ?o}*}ﬁs%‘ﬂd?e the tSﬁUeSp[ﬁtP?aC%xtltaQ?e@Wﬁl?%aﬂe% Sed/oy of Hhaespiaticve

plants. Therefore, 'the extract is excellent in the safety for the human
body andotgniskédvany 4 part sirathe vauipl of tHehedfoptalicberganitiselient rise t he
olive is one of the quite common plants. The olive plant (O ea europaea
L.) usedremovae fiom¢he resulngextaact amiéwemaﬂhermyolblé)lwe@mtahedesrtbet ive of

the habitats and may thus be those hone-g or Europe growh or y be
edi bl e oAgYeHs tw ﬁ)rreﬁ(ﬁ@léill to éﬁﬁ?%ﬁ"@n T hextExgl aﬁ{*e L&‘@Hlﬂl‘ﬁ‘tt?ga

ext ernal agent f he skin accor se i nven an be
obt ai nad rﬁﬁﬁm@s Er et EEo R didinstiee] BIGRRbn R oF

seed coaf, t|§ W%% @é&gﬂ%ugéﬁl&:{(% ftﬁeoal uve%u 's%muoﬁ%%hrlﬁi Widhoy

occurring p extract may ew se s i tably be prepared
stirring to improve the rate of recovery. Moreover, the dried extract obtained

by the removal of the water and/or the hydrophilic organic solvent from the
extract derived from the olive plant can be subjected to a water-addition
treatment and stirring treatment and then the resulting water-insolubles are
recovered through filtration to thus concentrate the same, as has been
described above. These concentrates can be fractionated and/or purified by the
normal phase and/or reverse phase chromatography and/or the
recrystallization.

In addition, the present invention also relates to a skin-beautifying
agent, in particular, a whitening agent and/or an anti-aging agent, comprising
an extract derived from olive plants, which is preferably subjected to
concentration and/or fractionation-purification treatments as an effective
component. Each effect of the extract or agents can be enhanced or controlled
by appropriately adjusting the conditions for the concentration and/or
fractionation-purification treatments. The skin-beautifying, whitening and

anti-aging agents may directly be applied to the skin for achieving the desired
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fromthe dried products, pulverized products and defatted products ﬂf hﬂe
foregoing raw nmaterials. Mdreover, water is preferably added to the Z 2004
foregoing fruits of the olive plant or the defatted product thereof or the
fruits or the defatted product thereof are hum dified by a steam ng
treatment. Thus, they appropriately get swollen and therefore, the
extraction efficiency is inproved. In particular, the defatted product of

the ol i V%H‘}Jcﬁg]torklg%; Bgei%eflf#b? %-e?\%ﬁ&etr&l lp6r g&@ £2eh88l Agerlifehthe skin.

concentrations. cordi ng IS preferred to obtain the desired extract

from the def atTiedpPsRayGhvanties i eeXtlaned tean dxtermail eganedor theskiery hi gh
yield and it is not necessary to renove the oil fraction fromthe

resul ti ngoexhit éiak. theferefodie skinlkertefyant aganviemid an aitemnal eiganbfortthean
extract derived fromolive plants and having a whitening effect or an anti
18 0 2 ARRIRAOMmusing hfef foegdivg vhigenkimagent and/oxi e, ap-3@ng|aenpossi bl e
to use a def attedﬁfroduct oht ai ned when téﬁ?l i péd coqupon nts contained in
the ol i vélhr axteropl agentérathe gy persesses ¢lEsddpdentac de HEPS%Wteflact i on
with at |east qne nenber selected,.fromthe group consisting of

hydr ocar H8hE1S ﬁg%gﬁéﬁﬁ?%,aﬁ%gg%??nﬂuﬂept ane, lower alkyl fatty acid

esters such as_ethyl ester..of ' I I .

organi ¢ sol ve_ﬁlf‘sﬁls}ééﬁsl)aes(: ’d1|;heet ﬁ’?ftﬁ‘géeﬂ[ %e@%‘geﬁ &Pﬁg}w?ﬁ%ﬁﬁo%ﬁg?@g&%shi ng
oper at i onyk s, it f; SNELERSRH Yn tRRESFEY- fohledkhin?G Bbdy andl e sk hhdwaker
and/ or an organic solvent can prépare the extract used in the external

agent forsthble slgply dhercbfci be@Rburddsinod tlomolive &f mreadf] the guite embmast
having a whitening or anti-aging effect for the skin according to the
present iplsetsion can be prepared fromthe olive plants using at |east one

a1 Conol o, anhyheo @0Vl BaRS) §)1CaCBaRasa el RarbEhE A VARUoD a8 FoRTYT 1 | e
TSSOy S AR e MG el AU Ml
present iNyeNGLLORMTBY M ofk ARwtR Y WP Hel baihPE BRRE CorS BhoNFoxOthel ol

expression. The extract used in the external agent for the skin according to

the present invention can be obtained mainly from the fruits or seeds, or

further from the pericarp, seed coat, leaves, stems and buds of the olive plant

as a naturally occurring plant. The extract may likewise suitably be prepared

from the dried products, pulverized products and defatted products of the

foregoing raw materials.

Moreover, water is preferably added to the foregoing fruits of the olive
plant or the defatted product thereof or the fruits or the defatted product
thereof are humidified by a steaming treatment. Thus, they appropriately get
swollen and therefore, the extraction efficiency is improved.

In particular, the defatted product of the olive plant includes
substances to be extracted in high concentrations. Accordingly, it is preferred
to obtain the desired extract from the defatted product since the extract can be
prepared in a very high yield and it is not necessary to xemove the oil fraction
from the resulting extract. Thevefore, the present invention also relates to an

extract derived from olive plants and having a whitening effect or an anti-
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hydr ophobi ¢ organi c sol vent. Specific exanples of the hydrophilic o&%anhc
solvents are primary al cohols such as nethyl al cohol, ethyl alcom&l, 1004
1- propanol and 1-butanol, secondary al cohols such as 2-propanol and

2- butanol, secondary al cohols such as 2-nethyl -2-propanol, |iquid

pol yhydric al cohols such as ethylene glycol, glycerin, propylene glycol
and 1, 3-butyl ene glycol, and .other known organic solvents such as acetone,
t et rahydr, ii.td | €, 1, 4-di oxane, pyridine, dimethyl sulfoxide,
N,N—dine?g§#f€%?ﬁg§? eggn ‘acetic acid. In addition, specific exanples of
t he hydrophobilg fIdeaphcitsiel Aenpssdble tokmana defgared prodbotesiitairedcwhes
hexane, cycl ohexane, carbon tetrachloride, chloroform dichloronethane,

1, 2- di chites ditiBacenp o etisy torethbmeed, irtthyel olacepdart or Hbrzdefatteddpreduséne.
These organic solvents nmay be used alone or in any 19 0O APR 2004

combi nat thereof ane rémaved byoedractipanvithhat legst ene marabersselecsed fram dhephi i ¢
organic solvent is preferred from the industrial standpqint, for instance,
from t he EVoWnEpERSASLIBE of Ay dyecarBans FYER, as PRBIYYY ?‘ieﬁ%e taﬁﬁcilﬂpﬁﬁ?eglofvi%sues

and the extractjon ficiency,and it ;i s.als ef er .

wat er - coRtsil Aty ﬁﬁﬁi Sﬁfﬁl'ﬁiséychr@%ﬁf}byls TR sa.ceggeac@f#i C d gﬁlgﬁ’gl e%er eof
i nclude al cohol s h Yo, -l t her Sh¥CRIEFHI

propyl enénsgq?lg@gl oﬁéliﬁlﬁtglge%g gggg%tih,ﬁot gfadgfraégl%iltcersol vent séb;ﬂ%h
acet one, L RLLAPKFELIHERT: AMEcaakPRbpddtk@ and these sol vents contai ning
water. The extract used in the external agent for the skin according to the
present i nvenHExeractiip hdivebtplimad witlonvater ahilice phaotgamsd repleentl eagt one
menber selected fromthe group consisting of the solvents |isted above.
More pr ebeepddieythe kstusict wised) wnthe €x azeat et Hbeatkap  of e Preseght ai ni ng
| ower al cohol s or_anhydrous | ower alcahols. .l.f the extract. having an active
oxygen- é‘ll‘i’%qfa’c-i%“ﬁ??{f&@i”i ‘i”%tr%‘ftgb%‘F‘BH,a W{qr’énﬁé’ﬁﬂ“iﬂn"ﬁg’é‘%fa ?'%e cr

sol ubi I'i characterj.stics. of t - : ' LLous
Functi onthe etth FehichBe ot r T S Ao ARCDE Bhep ARRCESH, P ¥AGLD S
water andflsdEuenbhld o onRAG: SAEMontRE 1ok} Vorsisig of waaes ai ni ng
hydr ophi 't ¢ organtTc solvent and nore preferably a water- containing

hydr ophi kjfieRegatifirGo hkohbld)anhydreuhialgbhulst ecetoant satrahydrofuran and

as

acetonitnle.

The organic solvent used for obtaining the extract, from the olive plants,
which is incorporated into the external agent for the skin according to the
present invention may be either a hydrophilic organic solvent or a
hydrophobic organic solvent. Specific examples of the hydrophilic organic
solvents are primary alcohols such as methyl alcohol, ethyl alcohol, 1-propanol
and 1-butanol, secondary alcohols such as 2-propanol and 2-butanol,
secondary alcchols such as 2-methyl-2-propancl, liquid polyhydric alcohols
such as ethylene glycol, glycerin, propylene glycol and 1,3-butylene glycol, and
other known organic solvents such as acetone, tetrahydrofuran, acetonitrile,
1,4-dioxane, pyridine, dimethylsulfoxide, N,N-dimethyl formamide and acetic
acid. In addition, specific examples of the hydrophobic organic solvents are
known organic solvents such as hexane, cyclohexane, carbon tetrachloride,
chloroform, dichloromethane, 1,2-dichloroethane, diethyl ether, ethyl acetate,

benzene and toluene. These organic solvents may be used alone or in any
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In addition, an extract having a nelanin -production -inhibitory fqﬂpmmqmm
Is preferably prepared by the extraction with water and/or a hydrophilic
organi ¢ solvent, preferably a water-containing hydrophilic organic sol vent
and nore preferably a water-containing hydrophilic organic sol vent having
a high water content. Alternatively, it is also possible to use a

hydr ophobi ¢ organic solvent and a sol vent conprising a specific

conbi nat i@ 1h aieh Wk Setdwradfithem.an i nproved ability of solubilization.

The conditions for the extraction are not restricted to any specific one

and the extracThe®use af watépanilios tanpdrophdicandnit sdvent s prefpaedfrom
ranging from5 to 950C, preferably 5 to 600C, nore preferably 10 to 90T

and f urt the i26uSty2al AR dpGatploefestabrs, fremtthegdewpomsodshepermgabdityr acti on
can likew se suitably be conducted at_ordi nary tenperature. Th.ergsi s such

a t endendherendtintnethiei ploaat’s Hpmiesxand dheoertrashin giipency RRANtGReRIP he
ord nar y PRPESEH oo Hiser eeseniantie by bt SppeuS, sHoRRISHPPRIEE by
the shakEAGTRIES ctoreef” TP cElbotts 5ifch, 25" HRERLPUCERE] PEURAT BlEaOL bY
ot mor SV R g Bl e o e o o e et

extracti R s&itdht] efgahPdiofiFardendr adethidintgids ahdotheseverleéntsnéanttesng o
several hours. In this respect, the Ion%er the extraction tine, the higher

t he extr aciteonThefdxttantcysedHnlve extemal egentdor the skine agegrdingp e dbei at el y
be determi ned or sel ected depending on the production conditions such as
product i gweserti invendtomaean yheohitaingd fxemi the Rlive Rlanhaisie Gt least 98B vent

used in the extraction.ranges from11 to 100,ti nes and

pr ef er abyeMPbEp SeIFClgaigem Hig ErpHP49aS)S g‘%&%‘&'sgg‘fe&gﬁéée/go voz)r?t used in the
extraction isprefe t or, dr.ophi{dic agj olvest and
nore preferabl oY vél{%g‘%%g%t gﬁen%e l%}%rﬂbgﬁl F?@Bgérégarﬁ(%:ﬂsg’:a\??ﬁt whil e
taking i%H_teﬁﬁ'i&%%ﬁﬁ;l’:@xt&l@&h&l@%r)ﬁh@yﬁr&fs loher dleshdld.i ng extract and net hods

for recovering the extract after the extraction

If the extract having an active oxygen-elimination function is prepared,
while making use of the solubility characteristics of the extract component
possessing various functions, it is preferred to conduct the extraction
procedures using water and/or a hydrophilic organic solvent, preferably a
water-containing hydrophilic organic solvent and more preferably a water-
containing hydrophilic organic solvent having a high water content.

In addition, an extract having a melanin-production-inhibitory function
is preferably prepared by the extraction with water and/or a hydrophilic
organic solvent, preferably a water-containing hydrophilic organic solvent and
move preferably a water-containing hydrophilic organic solvent having a high
water content. Alternatively, it is also possible to use a hydrophobic organic
solvent and a solvent comprising a specific combination of solvents and having
an improved ability of solubilization.

The conditions for the extraction are not restricted to any specific one

and the extraction can, for instance, be conducted at a temperature ranging

from 5 to 95°C, preferably 5 to 60°C, more preferably 10 to 90°C and further
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procedures. In particular, it is preferred to use a water-containing

al cohol and nore preferably a water-containing |ower alcohol. If §h&PR 200
extraction process is carried out using a water-containing hydrophilic
organic solvent, it is preferred to carry out the extraction with a

wat er - cont ai ni ng hydrophilic organi c solvent whose content of the
hydrophilic organic solvent ranges from 10 to 95% by nass, the

wat er - Cogfd%k&-hpgf 18785 ARIEL T GIPEAIRA! GhE kSR in PLRERIADISNitABE decont et

of the hydrop organi ¢ solvent ranging from20 to 95% by mass and the

sol vent %ﬁﬂuc&rdeéﬁéﬁﬁhﬁ?h?e?n 1690+ €Thée ishachdicmhty chat denhigirel vent
ranging from30 to 21 O APR 2004 95% by mass. If the extraction is

conduct edhdSiergr it tibat eenjRRhfi] NnthdyHighehi lthe ertrgatibn efficienty. afitiet he
intensity of the active oxygen-elimnation function of the resulting
extract iestedcsiont mikgrsuitably bensimied aut ahordiherertassure,omdes prpsaferabl y
carried out using a water-containing hydrophilic organic sol vent ose
content of redheces presshirkiestablishade byof e i stagceorsNiEREoR L APTEVEHNRES S
nore preferably a water-containi hydr.oghi | ic organi c sol vent e

cont ent Q%ﬁrﬁ%@nh?’@ﬂo%wmée‘gplj%gg’cthseo? Bjext OPetse§ﬁPHHW A% E@emass
and nost referably a water-contain ng.hydr 1lic .o ' . whose
o St el ey Sk e RO BRI PR sOh AP R
from 40 tQa80 ¥ fRRS thd RiEONElon blndaKG NI eatRAShIBHA ihdy iy

i ntensity of the ani n- production-i1nhibitory tunction of the resulting

extract, qupehaimPby JfEeMekirabiith cExditAsHs Bt M genaralataeiges dromisevaghl
hydrophili ¢ organi c solvent are those having a content of the hydrophilic

organi ¢ spiniges tofsenetal llmssst hathis0¥spyct, s $ongeprtheprdfartai imédbe havi ng
a content of the hydrophilic organic solvent ranging from10 to 95% by
mass and higker ptld eeabiagtionosfiiancng Bowewen ethe oexENast8Pdr 398i | P&Y0or gani ¢

AN RSN DGR ERTE R S
wat er - contabnt na. 1.ovel. gll'o%raglon%cifi@ie%rmyﬂi%ﬂ&. I ower al cohol if

In addition, the amount of the solvent used in the extraction ranges
from 1 to 100 times (mass/mass) and preferably 1 to 20 times that of the raw
material.

The solvent used in the extraction is preferably water and/or a
hydrophilic organic solvent and more preferably a water-containing
hydrophilic organic solvent while taking into consideration the yield of the
resulting extract and methods for recovering the extract after the extraction
procedures. In particular, it is preferred to use a water-containing alcohol and
more preferably a water-containing lower alcohol.

If the extraction process is carried out using a water-containing
hydrophilic organic solvent, it is preferred to carry out the extraction with a
water-containing hydrophilic organic solvent whose content of the hydrophilic
organic solvent ranges from 10 to 95% by mass, the water-containing
hydrophilic organic solvent more preferably has a content of the hydrophilic
organic solvent ranging from 20 to 95% by mass and the solvent most

preferably has a content of the hydrophilic organic solvent ranging from 30 to
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taking into consideration the safety for the human body when it is applied
to the skin. In addition, it is also preferred to use water and/orﬂ?ngZWL
al cohol in the extraction. Water and/or an al cohol are preferably used and
the use of a water- containing alcohol is also preferred fromthe vi ewpoint
of the yield of the extract and the recovery thereof after the extraction.
Moreover, if the extraction is carried out using a water-containing

al cohol , bextraction is preferably conducted using a water-containing 22
0 2 APR 4 P41 "¢6RbI havi ng an al cohol content ranging from20 to 95% by

mass, in  par tfgcfﬂeafe%%‘?/c%@ﬁ el - CRIthRLA AR CORPAtebvh Ry Alyelrbphilicont ent

ranging from 20 to mass and nost preferably a water-containing

al cohol \M}gﬁﬁic H16aN0hn & N ifenisRyad] thetRdiviecniyigen rekingim atforf fuorotd ¢fo 95%
by mass. | particular, the alcohol is preferably a | ower al cohol

Mor eover thief réalting eRtractdssalier talian inbe donsilesatignofthehextaection Bxygen
elimnation function of the resulting extract, the extraction is preferably
carri ed quiefarsbhygcarmed ent amsmgia MedeREen BNk Y fPPARLG OESHYL LYRYNt  of

not |ess than 10% by nmass._ The _water-contai ning al.cohgl u herein nore
pref er ablwhmcwom eloths hxdsephHic gEanM Sqtllé%%t ]F%’rfﬁ lﬂ%ﬁ/ﬁ’tﬂ}‘ i@g’sbya%ﬂs? he

al cohol content, of .the water-caontai i l.cohol . r

adj ust ed Teere preferahly @ %fltef-?cgm%%ng%ﬂggggp@ﬁﬁg%@lﬁ r?g%%btt %ﬁsgrc?'nt%et

al cohol i r ef er,abl y,. I r r [ ' :

consi der itg’fpr Pﬁgrqpmﬁsqrg%\l’\%fsqq’k%ﬁlpng% gﬁfgégsgrﬂ% uc??io%rt\)fyi %ﬁg&niﬂgg gﬁ?)st}nct I on

of the resubling, eX{uaGteqdtRfnifAki HFLRpATlic bfgarit eobreitl whexs castend ofi th a
wat er - cornt'al ni ng al cohol having an al cohol content of not |ess than 10% by

mass. Thenwe @iropRiicbitant sdloahols sdrdtedtr diarangeohfreredfidoyBliadyan

al cohol content ranging from10 to 95% by mass and the al cohol content of
t he wat ermae#it ai ni ng al cohol is nost preferably adjusted to the range of
from30 to 95% by mass. In particular, the alcohal erabl.y a | ower

, hol i
al cohol . In thVerewepet Fa]i!!%&n*ﬁi‘[t%s"oé‘ﬁlq‘?’i@tlﬁ?c%opgeﬁééﬁp‘gfﬁh?%én BLEnt

' nvent| Onproduction-inhibitory function of the resulting extract, preferably used in the

extraction with a water-containing hydrophilic organic solvent are those
having a content of the hydrophilic organic solvent of not less than 10% by
mass, more preferably those having a content of the hydrophilic organic
solvent ranging from 10 to 95% by mass and most preferably those having a
content of the hydrophilic organic solvent adjusted to the range of from 30 to
95% by mass.

Movreover, it is preferred to carry out the extraction using either of
water, a water-containing lower alcohol or an anhydrous lower alcohol if
taking into consideration the safety for the human body when it is applied to
the skin. In addition, it is also preferred to use water and/or an alcohol in the
extraction.

Water and/or an alcohol are preferably used and the use of a watex-
containing alcohol is also preferred from the viewpoint of the yield of the
extract and the recovery thereof after the extraction.

Moreover, if the extraction is carried out using a water-containing

alcohol, the extraction is preferably conducted using a water-containing
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are known sol vents, for instance, primary al cohols such as nethyl al cohol,
ethyl al cohol, 1-propanol and 1-butanol, secondary al cohols such asf? APR 2004
2-propanol and 2-butanol, tertiary al cohols such as 2-nethyl - 2-propanol,
and liquid polyhydric alcohols such as ethylene glycol, glycerin,

propyl ene glycol and 1, 3- butylene glycol. These sol vents may be used al one
or in any conbination of at |east two of them |In particular, it is

pref er edyf g 4Sf, Bl OURY RlBaNlont EAMLREGNGNS 26! 102850 DyARRR004

|
st andpoi 'nsttance, fromthe view production cost and the
handli ng a4, ?U& e230h PAnLSMBMBholhating HPhleohbl éditenybangingifkdmt i on.
The term™l ower al cohol"™ herein used neans a known al cohol having 1 to 4
carbon atag gy BOSH S nihdRl dd I osts pecfockily , a tveatier-aoytaning aqdoiopovlydsedr i c
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can |ikew,&€ thenORH&I BGUndds@M e SPateton iRl fladcohbhesseddicheits mdrer
preparing extracts are preferred fromthe viewpoint of effective use of the
ol i ve pl giveferhbhy Bxs haclicohod don tent oé npt kEesetban #08nby enasseand theeglicaleolbe
obtained from the waste water produced during the_ oljve qil expression
process. cBhientr ef the i watessconsembng lediol 98| Josh paetergblyo2gshed P at i on

function, but also a melanin-production- inhibitory functio

bar i col mengexiraom Ag oriber b Feasi Rt gE BEER EHERAY 8
expr essi qn folraﬂs an oil fraction and a product called juice containing
moi st ur e JAHET A% he water is renoved fromthe

Furthermore, if taking into consideration the intensity of the melanin-

production-inhibitory function of the resulting extract, the olive plant is
preferably extracted with a water-containing alcohol having an alcohol
content of not less than 10% by mass. The water-containing alcohol used
herein more preferably has an alcohol content ranging from 10 to 95% by
mass and the alcohol content of the water-containing alcohol is most
preferably adjusted to the range of from 30 to 95% by mass. In particular, the
alcohol is preferably a lower alcohol.

In this respect, examples of the alcohols used in the present mvention
are known solvents, for instance, primary alcohols such as methyl alcohol,
ethyl alcohol, 1-propanol and 1-butanol, secondary alcohols such as 2-propanol
and 2-butancl, tertiary alcohols such as 2-methyl-2-propanocl, and liquid
polyhydric alcohols such as ethylene glycol, glycerin, propylene glycol and 1,3-
butylene glycol. These solvents may be used alone or in any combination of at

least two of them.

In particular, it is preferred to use a lower alcohol from the industrial
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product to give olive oil. In this respect, the recovery of the 02 APR 2004
precipitates forned in the foregoi ng agueous phase can suitably produce an
extract having a nel anin-production-inhibitory function and a tunor
cell-proliferation- inhibitory and/or extinction function. As has been
descri bed above, the extraction using water and/or an organic sol vent
woul d permit the preparation of an extract possessing an 24 0 2 APR ?00U

e OSB! T LOMEU T Ofh Ao Bl a6H BrbaQelia cast dmiithe! oy

functi on. reover, the water-soluble conponents or the |like of the extract

used in Ha{?ﬂlﬁf@t%iﬂ@ﬂz saeenRk theheideabh thearvdamdithgotgh tseillutasent i nvention
are excellent 7 n an antioxidant effect and an anti-aging effect for the

skin, while mMydtermyweloaversalbstivle harelharsedi hesns abireown adtohohbaving éof have
a strong skin- whitening effect. A dried extract used in the external agent
for the skidcmbonhetopiesech asiaprimarynsecandaey, dpttzanyeer BguidhpolyBydns| of
the solvent and water fromthe extract thus prepared., The sol.vent and the
wat er caraltzhol disbecbabenss oviirh gawbanged alowe orieaRrosykinakon Hf ?g Eq:a}sit i on
under reduced, pressure, drying under reduced pressure or in vacuo,

| yophi | i 2#0i8#h€BY- freeze-drying), and spray drying. In this respect, it is

a matter of c ursggj';&%%l w‘?h@f’é{)?@%‘ﬁmﬁiag?’ %%g‘gg i.LRo %ﬁ&éppg‘g@u&gy such

sol vent and flef 'S f enmov romthe extract to give

ol ut i:0n- . i n@f h
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renoval noi sture would permt the control of the

concent r gbk;Amc8fobt iR @t @CH reREinzh fedifiiéd pimaiinp efientexnsictioss poéssed he
active oxygen-elimnation function and the nel ani n-production-inhibitory

functi on oiledektriastddesitls dibsiudee mheaiavedtafter dé-gummaing oilsslydeecbbanpdyi ng
controll ed active oxg{gen-el I.m natjon and jrel anj n- producti on-i nﬂ%’%htary
on
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filtering materials. The extract having an active oxygen-elimination function
and a melanin-production-inhibitory function and used in the present
invention can likewise be obtained from these raw materials. These methods
for preparing extracts are preferred from the viewpoint of effective use of the
olive plant.

The extract used in the present invention can likewise be obtained from
the waste water produced during the olive oil expression process. The
resulting extract has not only an active oxygen-elimination function, but also
a melanin-production- inhibitory function. In particular, expressing the fruits
of the olive plant in the olive oil expression forms an oil fraction and a product
called juice containing moisture and then the water is removed from the
product to give olive oil. In this respect, the recovery of the precipitates formed
in the foregoing aqueous phase can suitably produce an extract having a
melanin-production-inhibitory function and a tumor cell-proliferation-
inhibitory and/or extinction function.

As has been described above, the extraction using water and/or an

organic solvent would permit the preparation of an extract possessing an
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function and a nel ani n-production-inhibitory function in a high yieﬂﬁAPP?M&
unit mass of the raw material as conpared with the conventional nethods
using other natural raw materials. For instance, the nmethod of the

i nvention permts the achievenment of a high yield on the order of 1 to 10
times that observed when sesanme is used. Therefore, the present invention
also relates to 25 0 2 APR 2004 a nethod for preparing such an extract

havi ng in&ﬁfzags | @nihfinaBbACHGRA- bAG! B hAnfpRidRBoandnhiBishignt i al
mel anin -pro u8$$%%?i%EPEP?ory unction of not |less than 5. Mreover, the
extract dgmcue froma defatted product is preferred since it does not
contain any oil-sol uble conponent such as triglyceride, sterol and

t ocopher ol ~ andvivherehotte whbe-stobleatonpnents eguhe dik eaofythet epsracrusede
renoval of these conponents and any purification step. In addition, an

extract havilng externed | agenéxfpyetibe skinnpecorng toride BrEseBhdnNeRBPR AYE
-production -inhibitory function

. | can |ikewi se be p ared. from t
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de- gunm ng, .,0i | slgd&e obt ai ned after renoval of acids, dark oils, waste
decol ori z hﬁeﬁﬁ%‘f €C%cum obtained after deodori zation, j ui ce obtai ned by

Oi | expressiong &ﬁ?&@hs@ﬁ% tWBxCerfial tiehR ForBh e skl of thbgyesermt hods
e

for preparing éxtracts from foregoing raw materials are preferred from
t he vi ewgeivehtieh @hf 86 obysindd@yothe tdmowili ofetha solveminandrveatal Soorextbel | ent
fromthe viewoint of the production cost, These extracts nmay be used

wi t hout amgtrapasthusmeapaeedt.,, but may further be subjected, if necessary, to
a concentration treatment and/or a fragtionatio égcurificgtion reat ment .

The concent r at B salyesdra9¢ dhe sXateacan REy PPE .015@“153 U AW THEYBr esent
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In this respect, it is a matter of course that the extract may be used
without removing any such solvent and water or only the solvent is removed
from the extract to give an aqueous solution. Moreover, appropriate contxol of
the degree of the removal of the solvent and the moisture would permit the
control of the concentration of the extract or the control of the intensities of
the active oxygen-elimination function and the melanin-production-inhibitory
function and this leads to the preparation of an aqueous solution having
controlled active oxygen-elimination and melanin-production-inhibitory
functions.

In addition, the production method of the present invention permits the
preparation of an extract having, for instance, an active oxygen-elimination
function and a melanin-production-inhibitory function in a high yield per unit
mass of the raw material as compared with the conventional methods using
other natural raw materials. For instance, the method of the invention

permits the achievement of a high yield on the order of 1 to 10 times that

observed when sesame is used. Therefore, the present invention also relates to
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makes use of the solubilities of the conponents present therein in %@RZML
andl or an organic solvent; a liquid-liquid partition treatnent usinE?

m xed wat er-hydrophobi c organi c solvent system a recrystallization
treatment; a re- precipitation treatnment; and a treatnent for recovering
precipitates forned by 26 0 2 APR 2004 cooling. In particular, the extract
obt ai ned by subjecting It to concentration, mhile maki ng use of the

201 U011 14 ol "o RRRERES SPUESER: SAASEP! ol MSKe! ot

is preferr smce I't has'a strong

mel ani n- Qgﬂgﬁbﬂ thfﬂ?t&i}rtfﬁh}fmf)ﬂ Ngid QibsthRfial Hﬁe‘l ?]i)ldd@‘%mﬁﬁﬂnﬁibﬁdl?

concentr tion netho makes use of the solubilities of the

conponentegnpfiss oot NedshtBagXg.ract in water, permts the separation of
wat er - sol ubl e conponents or the like fromthose hardly soluble in water

and/ or i nsol utiferéovenatherextradialediveddatrara defatteideprodaporsgneeferved shee | i ke.
In this connection, it has been found that the concentrate derived from
the wat erit doésiinoé contpnraant eilisabible campionenbsygeas taiglyaends; sterolgadi on
hi gher than that_ observed, for_the concentrate derived fr? thhe har dl.y
water- sdpemtherebapd fhareforautheextrast mavesregugenany step for ¢ ¢ removal’

nmel ani n- pr.oducti on-i nhi bi t fun substantially higher than that
observed Ofélileﬁen%orf‘B?]ﬁ%th ‘ﬁ’ﬁf%@ﬂ aagg *dP-exanpl e of the concentration

net hod, a con | a E‘nge f rocess
for renoving fi Sd& vent %@%t a%x%)lr%tgc? eri g%&fre]ci)ir}niq1 goglﬁuﬁﬁgﬂant
More speginfii §ahklanidlhr3dHBeNs-inkibh sy FanttiONcahi 1ekewisk e Propaobd drdmhas
been renoved is subjected to, for instance, a filtration treatnent, a
centrif U@BbIpmdht&abhﬁﬂhe@mﬁlrmgieﬁmft@tﬂmwohw eﬂtmmnufaabunhgspmpweat e the
wat er - sol ubl'e fraction fromthe water- insoluble fraction and then these

fr act i onsueh esssadursedbratieidyafiter pressing, reridags remgiagaftnednacthan
et Sénbgggég%épﬁ%séﬁ?ﬁéﬁdf%?ﬁoﬁuaéé'o CaiB8f| LR ST £V BURDLE GO
e R AT U SOOI TR A .,
above, B%ﬁ%ﬁtéf%ﬁdm 2910 Ifhi éb@fﬁaﬁnﬁ oﬂ%&ﬂxé@idn g1 vaftbeahdf or the
ski ns ang concentrate haw ng ‘a ﬁé‘ ski n-
waste filtering matenals. These methods for preparing extracts from the
foregoing raw materials are preferred from the viewpoint of effective use of
the olive plant and are also excellent from the viewpoint of the production
cost.
These extracts may be used without any post-treatment, but may
further be subjected, if necessary, to a concentration treatment and/or a
fractionation-purification treatment. The concentrated and purified extract
may likewise be used in the present invention.
The concentration treatment is not restricted to any particular one, but
it is preferably at least one member selected from the group consisting of a
treatment for recovering a soluble fraction and/or an insoluble fraction, which
makes use of the solubilities of the components present therein in water
and/or an organic solvent; a liquid-liquid partition treatment using a mixed
water-hydrophobic organic solvent system; a recrystallization treatment; a re-

precipitation treatment; and a treatment for recovering precipitates formed by
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whi tening effect can be obtained through a single concentration pr@ggﬁﬁéﬂmd
therefore, this concentration nethod is considered to be a quite e I
means even fromthe viewpoint of the efficiency. 27 02 APR ?m
Alternatively, water is added to the dry product obtained by extracting
olive plants and then evaporating the resulting extract to dryness and then
the resulting mxture is stirred to thus separate the dry product into
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wat er or hardly water-sol uble con}:l)onents. In this respect, it has been
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conponents. In addition, it has also been confirmed that the hardly

wat er - solthbl watenpinble solnpenents hreehh eattivee baygan- pelinhing s tion- funehiohi t or y
function _considerably higher_than those observed for the whole extract
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In addition, as an example of the concentration method, a concentrate
can easily be obtained in the course of the process for removing the solvent
from the extract derived from the olive plant. More specifically, an aqueous
solution from which only the solvent has been removed is subjected to, for
instance, a filtration treatment, a centrifugation treatment and a decantation
treatment to thus separate the water-soluble fraction from the water-
insoluble fraction and then these fractions are separately dehydrated and
dried to give a concentrate containing, for instance, the water-soluble
components and having a strong active oxygen-elimination function and a
concentrate containing, for instance, the hardly water-soluble components
and having a strong melanin-production-inhibitory function, respectively.
As has been described above, a concentrate having high antioxidant
and anti-aging effect for the skins and a concentrate having a high skin-
whitening effect can be obtamed through a single concentration process and

therefore, this concentration method is considered to be a quite excellent

means even from the viewpoint of the efficiency.
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separated fraction through, for instance, filtration. Mreover, thejagprnji
of the resulting water-soluble conponents and the intensity of the active
28 D 2 APR 7104 oxygen-elimnation function can be controlled and the
anount of the resulting hardly water-soluble conponents and the intensity
of the nel anin- production-inhibitory function can |ikew se be controll ed,
by adjusting the anount of water used and the tenperature. Alternatively,

the extract u%ﬁ?e%ljn%tl%grs SxLtBI 1k ageens thOWr} PeodldtutRbindaehy BXRSeRAg

I nvention can, necessary, be concentrated by the liquid-Tiquid
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Specific exanples of such hydrophobic organic solvents are known organic
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di chl oronet hane, 1,2- dichl oroethane, diethyl ether t hyl acetate,.
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extract toOmPanRtLNdf Nitghesxtkhan ddully adodlableednbywatee foor egaiergsoluble
concentration. The fractionati on and/or E:gi fication treatnent shows such

advant agesmpohahtd; hend reeaipmrentperaidly solbls ulys teater sand/aprinsdible Bf each
effect such as the nel anin-production-inhibitory effect anci)@t h?{t tctfe

t r eat nenwaser o thardhe watemsslablo comppnents; &8 thisctespertadt has begngepd \ore
specifically, the fractionation and/or purification tneat ' eferred
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instance, the hardly water-soluble components has a considerably high skin-
whitening effect.

Tt has been confirmed that the concentrate containing, for instance, the
water-soluble components present in the extract derived from the olive plant
has excellent antioxidant and anti-aging effect for the skins considerably
higher than those observed for the whole extract from the olive plant and the
hardly water-soluble components. In addition, 1t has also been confirmed that
the hardly water-soluble components have an excellent melanin-production-
inhibitory function considerably higher than those observed for the whole
extract from the olive plant and the concentrate containing, for instance, the
water-soluble components j)l‘esent in the extract.

Thus, the concentrate of the water-soluble components and that of the
hardly water-soluble components can easily be obtained by adding an extract
derived from olive plants to water with stirring and then collecting the

separated fraction through, for instance, filtration. Moreover, the amount of

the resulting water-soluble components and the intensity of the active
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The method for the fractionation and/or purification treatnent is n@tz g9 fi
2 APR 2094 restricted to any specific one, but this treatnment may suitably
be carried out according to, for instance, at |east one nethod sel ected
fromthe group consisting of purification by normal phase andl or reverse
phase chromat ography, recrystallization, re-precipitation, discoloring
treatnents and deodorizing treatnents. Anong the chromat ography
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pr esent tion since this technique permts t cl ent ract fgonat i on
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prepar i ngharés?l indudencomibiglatione dtwhic@aidrophéisie oeganici sudsenttoBpedifist ance,
silica gel and the nobile phase conprises, for instance, a hexane- ethyl
acet at e nixantples i shehr hpdiophobif orgame sblveots ara dohowig wirghnis igpbvenitag  an
extract fromolive plants or the concentrate thereof to the colum at a
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oxygen-elimination function can be obtained by the removal of the water from
the aqueous phase, while a concentrate having a melanin-production-
inhibitory function can easily be prepared by the removal of the solvent from
the organic solvent phase.

Further, the extract and the concentrate thereof can be subjected to a
fractionation and/or purification treatment. This permits the concentration of
the extract to an extent higher than that attained by the foregoing
concentration.

The fractionation and/or purification treatment shows such advantages
that the treatment permits the substantial improvement of each effect such as
the melanin-production-inhibitory effect and that the treatment permits the
removal of impurities presenting the extract. More specifically, the
fractionation and/or purification treatment is preferred since the resulting
extract can be incorporated into the external agent for the skin of the present
invention without undesirably coloring the agent.

The method for the fractionation and/or purification treatment is not
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30 D2 APR M4 The reverse phase |liquid chromatography technique is, f A 0k
I nstance, the follow ng nethod. In other words, this nethod conprise Ephg.ﬂ
steps of preparing a colum in which the stationary phase conprises, for

i nstance, silica gel coupled with octadecyl silane (ODS) and the nobile
phase conprises, for instance, a water-nethanol mxed liquid, a

wat er-acetonitrile mxed liquid or a water-acetone m xed |iquid; supplying
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pol ari ty cehsistiggs obf e plurificaniohi | by phemmals phageni sad/drncrevessel. phiagehi gh
performance |iquid chromatography (HPLC) technique_is, in principle,
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chromatography and high performance liquid chromatography HPLC). Any
one of these chromatography techniques may be used in the fractionation-
purification treatment of the extract or the concentrate thereof. Preferred are
normal phase liquid chromatography, reverse phase liquid chromatography
and high pexformance liquid chromatography (HPLC), while taking into
consideration, for instance, the resolution, the loading and the number of
steps.

In this connection, the normal phase liquid chromatography means, for
instance, the following method. In other words, this method comprises the
steps of preparing a column in which the stationary phase comprises, for
instance, silica gel and the mobile phase comprises, for instance, a hexane-
ethyl acetate mixed liquid or a chloroform-methanol mixed liqud; supplying
an extract from olive plants or the concentrate thereof to the column at a rate
of loading ranging from 0.1 to 5% (wt (mass)/v (volume}); and then eluting a
desired fraction according to the continuous elution method using a single

mobile phase or the gradient elution method in which the polarity of the

solvent or mobile phase is stepwise increased.
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0 2 APR 2004 and then to a fractionation-purification treatnent or it ﬁa
be subjected first to a fractionation-purification treatnent and DALR ﬂﬁ“a
concentration treatment or further it may be subjected to a concentration
treatnment, a fractionation-purification treatnment and a concentration
treatnment, in this order. Naturally, any conbination of these treatnents
may be used, in addition to the foregoing ones. Myreover, if a concentrate

prepared fromp -e%;ééﬁﬁagbelﬁJ;M@cthfrbmmga@phglﬂevﬁnmuaris, for indtanpe aHect
obtained by further fractionating and/or purifying the concentrate is
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reverse phase liquid chromatography techniques, but is used for the rapid
fractionation-purification treatment at a high resolution.

The use of at least one of the foregoing methods is preferred in the
present invention since the use thereof would permit the concentration of the
extract to a higher extent and the preparation of a concentrate free of any
impurity.

The concentration required for achieving each effect can be controlled
by the foregoing methods, which are used alone or in any combination of at
least two of them and the combination would permit the arbitrary design of
the intensity of each effect and characteristic properties of the resulting
extract.

The foregoing concentration treatment may be repeated over a desired
times or different concentration treatments may be used in combination.
Similarly, the fractionation-purification treatment may be repeated over a

desired times and different fractionation-purification treatments may be

combined. Further, the extract may be subjected to a concentration treatment
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al one or in conbination. Thus, the intensities of the active
oxygen-elimnation function and the nel ani n-production-inhibitory §aARR 28
can arbitrarily be designed and the resulting product can be used as an
extract having further inproved active oxygen-elimnation and

mel ani n- production-inhibitory functions. Mreover, the extract can be

I ncorporated into other antioxidants, whitening agents and/or
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certainly be used in wide variety of fields.
Examples of such discoloration treatments are a treatment with active
carbon and a treatment with china clay, while examples of such deodorization
treatments likewise include a treatment with active carbon and a treatment
with china clay as well as supercritical extraction and steam distilation.
Moreover, an extract having an active oxygen-elimination function and
a melanin-production-inhibitory function can likewise be prepared from the
products obtained during or after the olive oil-manufacturing processes such
as residues obtained after pressing, residues remaining after extraction,
pressed oils, extracted oils, oil sludge obtained after de-gumming, oil sludge
obtained after removal of acids, dark oils, waste decolorizing agents, scum
obtained after deodorization, juice obtained by oil expression, waste water and
waste filtering materials. The resulting extract can likewise be subjected to a
concentration treatment and/or a fractionation-purification treatment.

The resulting extract and a product obtained by subjecting the extract

to a concentration treatment and/or a purification treatment may be used
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The extract can favorably be used in a wide variety of aqueous or hsiin
type foods and beverages in uniformy dissolved or dispersed condﬂiﬁ@ Jli
In particular, regarding the application thereof to cosnetics, the extract
can be used in aqueous cosnetics and therefore, the extract is advantageous
in that it can be used in cosnetics having a wide variety of applications.
It has been found that the hardly water-sol uble conponents of the extract

are excelfigid o h{‘cc{f}ﬁbiﬂact}tlxﬁf’l?hdéﬁtﬁé‘%ﬂ@ﬁkﬁf&s%ﬁ"&h@@@ﬁbé eRyiahihhtiakkon
function. The %ard y water-soluble fraction is preferred since it is
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effect to the skin. Regarding the application thereof to oil-based
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above, t he "extrac use In the Xt er na agent or the skin possesses an
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having various solubility characteristics while making use of the solubility of
each component in water and they can be incorporated into products so as to
make the most use thereof.
The component having an active oxygen-elimination function present in
the extract used in the external agent for the skin according to the present
invention can suitably be incorporated into an aqueous product among others.
The extract comprises components easily soluble in water, components hardly
soluble in water and those insoluble in water, but as a whole, these
components are appropriately dissolved and/or dispersed in water and
therefore, the extract can suitably be used in aqueous products. Most of the
usual antioxidants such as tocopherols derived from vegetable oils are
lipophilic (hydrophobic) by nature and they are largely limited in their
practical applications, but the components having an active oxygen-
elimination function present in the extract are soluble in water (comprising

water-soluble components) and therefore, they can be used in a wide variety of

applications and the antioxidants comprising the extract may be recognized as
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t hrough the catching or stabilization of radicals. In this respect, the
term "active oxygen species" mainly means, for instance, superoxidd,Z APR 200
hydroxy radicals, perhydroxy radicals, hydrogen peroxi de and singl et
oxygen and al so includes peroxides of, for instance, |ipids, proteins,

car bohydrates and nucleic acids and free radicals derived fromthe sane.
These active oxygen species strongly oxidize a variety of conponents of

f oods andwidaly nge@@degs such as |ipids, proteins, carbohydrates and

nucl eic acids to thus convert or deconpose theminto conponents different
fromthe origiTht enest dEhefefanbly bei ssed umca ivadei sanetf of dpreops atrect i ng
t he conponents included in, for instance, the |Iiving body or an external
agent foremhésigki typer fondsnyndx beuetages disx emifarmlyodissolvedpart tisperged t he
extract possesses a high superoxide-elimnation activity and a high

hydr oxy reedeens| i mi nation activity, among others. The term
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However, it serves as, for instance, a source of hydrogen peroxide, it is
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2004 substance is an enzyne protein and has poor stability. For instance,
if it islacgel hyncaois nioft draxdly nodtsobfble heosmmmentu|l dnbérexat-sssduklad
therefore, the efficacy t hqr eof is quite [ow In other. wor s,arw?atgxtract
of the presyanents and therefore, it is preferred to incorporate it mnto oils
after it is purified by, for instance, the removal of insolubles or after water and
an emulsifying agent are added to give an emulsion. In particular, if it is
intended to impart an active oxygen-elimination function to a product, the
extract is preferably subjected to the foregoing treatments.

As has been discussed above, the extract used in the external agent for
the skin possesses an active oxygen-elimination function and a melanin-
production- inhibitory function.

The term “active oxygen-elimination function” herein used means an
ability of, for instance, controlling the generation of active oxygen species
and/or catching, eliminating, disproportionating and/or decomposing these
species in the living body or foods, pharmaceutical agents and agricultural
chemicals. More specifically, examples of such functions are the control of the

active oxygen species by chelating and inactivating metal ions, which may

induce the formation of such species, the elimination or decomposition of the
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i nvention can stably show its superoxide-elinination activity by thelZ APR 20
I ngestion or application thereof to, for instance, the skin and thus it
permts nore effective protection of biological conponents and it in turn
contributes to the nmaintenance of healthy bodies and beautiful skin. The
extract of the present invention is a sinple extract, but possesses a
superoxide-elimnation activity stronger than that observed for BHA having

a strongsuberoxieve! bRjRa spBeibineé lispopertivmitien | theaedf ontidafur.
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cont ri but£higlohyAfoxymRididAndimimatforheaivity abudigethans beautiful skin.
The term “superoxide-elimination activity” herein used means an
ability of disproportionating and inactivating superoxide generated through
the mono-electron reduction of oxygen molecules. Superoxide is generated in,
for instance, leukocytes and mitochondria in the living body and the formation
thereof is inevitable in the living body, which makes use of oxygen. In addition,
the superoxide has a relatively low reactivity and can react with limited
substances such as iron and nitrogen monoxide. However, it serves as, for
instance, a source of hydrogen peroxide, it is thus involved in the formation of
other active oxygen species and it may cause oxidative damage of biological
components. Accordingly, it is a serious active oxygen species, which should be
eliminated immediately after the formation thereof. Superoxide dismutase
(SOD) has a superoxide-elimination effect and a biological enzyme included
even in the procaryote, but a substance having a superoxide-elimination
activity is desirably applied to the living body in order to more positively

protect any biological component. However, SOD as an example of such
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The extract of the present invention as an extract free of any POsy 2 ﬂ[PR 2004
treatnment (original extract) would permt the hydroxy radical-elimniation
(for instance, the inhibition of any peroxidation of linoleic acid) in a
considerably small anount and is thus quite effective as conpared with the
usual hydroxy radical-elimnation agents. The extract can thus be used as
a hydroxy radical- elimnation agent, a |ipid-peroxidation- inhibitory

agent ang, By, | LkeWp %ngﬁmeuﬁxg)g?%z afd 1B f')igﬁ‘ SkaBilify Folnbiaficegiordy
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The term “hydroxyl radical-elimination activity” herein used means the
activity or ability of catching and/or stabilizing hydroxyl radicals generated
due to various causes. The formation of hydroxyl radicals is inevitable in the
Jife-maintaining behavior of the living things, which makes use of oxygen, the
hydroxyl radicals are highly reactive chemical species among a variety of
active oxygen species and are active oxygen species having the highest toxicity
to such an extent that they may cause oxidative damage of any biological
component. An example of the hydroxy radical-producing routes is Fenton's
reaction in which iron ions present in the living body are involved in the
formation of hydrogen peroxide and superoxide. However, there is not any
effective mechanism of eliminating hydroxy radicals and therefore, it is
essential to ingest a substance having a hydroxy radical-elimination activity.
As such hydroxy radical-elimination agent, there have been known mannitol,
tryptophane and formic acid. However, most of these elimination agents
should be used in a high concentration although they are single component

substances. On the other hand, the extract of the present invention shows its
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fragmentation (conversion into | ow nol ecul es) of inter-tissue sub%&;ﬁﬁe or
mucopol ysacchari des (nmainly hyaluronic acid) and it has al so been 200¢
known that active oxygen is involved in all of the foregoing phenonena.
Anong the active oxygen species serving as the causes thereof, hydroxyl
radicals are the nost reactive one and this greatly affects the formation
of winkles and sags. In addition, superoxide has a relatively | ow
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it may in he ormati on of various other active oxygen species such as

hydroxyl grp@icafiba-thePéof tohfs mBeHe, thé skin aﬁdiarm@fdiﬂglty, acidiveitoxy@en
species involved in a variety of oxidative damages of, for instance,
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super oxi de-el f'm nation acti vi y and a hydroxy radical-elimnation activity
in  conmbipdidaPRliatidatiba entacThd bxtsapedan tisud beusadabiathiyalrony radieal-
generation of any substance serving as a cause of the skin-aging and the
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result, the extract may 38 D 2 APR 1044 further contribyte to.th
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extract of thesprReent thevRkksing WPSis simply effective for eliminating
superoxide, does not show any activity of eliminating hydroxy radicals and
mannitol cannot likewise eliminate any superoxide. Contrary to this, the
extract of the present invention shows an effect of eliminating both of these
substances.

More specifically, the extract of the present invention possesses a strong
superoxide-elimination activity and a high hydroxy radical-elimination
activity or shows an active oxygen-elimination activity against both of these
active oxygen species. Thus, the extract can be used in a wide variety of
applications.

Regarding the effects, the extract possesses an active oxygen-
elimination function or the both superoxide-elimination and hydroxy radical-
elimination activities and therefore, it is excellent in the bio-antioxidant effect.

In addition, it is also excellent in the lipid-peroxidation-inhibitory effect due to
the hydroxy radical-elimination effect and in the effect of improving the

storage stability of, for instance, foods, beverages, cosmetics, pharmaceutical
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from20 to 65 unit/(nmg/ M), which is quite high on the order of 2 b?é@ﬁ
times the superoxide-elimnation activity of the extract derived 2004
sesanme lees. Incidentally, the method of the present invention permts the
preparation of an extract having a strong active oxygen-elimnation
function in a high yield per unit mass of the raw material. These facts

i ndicate that the nmethod permts the achievenent of a very high | evel of
the activy eﬁé¥9ﬁﬂibéﬁ§ﬁﬁ nation function-yield index defined by the
following Formula 1> or the product of the intensity of the active

oxygen- el i nm natd Qaukencifi fie akinagmyipHedonpera soch amgheoforntetionawf
material, as conpared with the extracts derived from other natural raw
mat er i al swrihklest fed sagsdthereiavenbears knhan theecomsekinking el eollagen, the
oxygen-elimnation function achi eved per unit mass of the raw naterial is
qui te hi ghdudties, oft bee prapuntitaf oppllagenudue oo the redpeden off a RAlgFBsent

oy gon. SIFFAIHERECT NG BDRGHeHICRF G0 coUnRED BPBHRIEEE QLN B hdpe
t f duct when th t t of, 1 i nyention. d | df
Those dedranbntiti (Hsemar re P Raebnpel B Shudon SRRl e |

oxygen- et 7108k kch LHAGLT @ ARNIEUAGAGE AN FRSR: Ofast Rl BUeBVEN @l i 5

quite hig t he production cost would | i kew se be

expect ed }/3GaPHARHtve! BRygeRl 85 eRbolvaY ERAt BNofklse fodgdies phenameiahod for
preparing an extract, fromolive plants, which permts the achi evenent of

a hi gh | emgbngftHehactverailygeacspiecies sxyien -« iné matsen thereofi bydyiaild i ndex
per unit mass of the raw material. In this respect favor%gl! e conditions
for the prawabs ave tharmbst deactive onel andi thes ereadily gliets the faraation iodn t hi s

Sctive OXugei e Lo Dol G LHRELL O oL e 28 0 AR IO04, g o 1>
ovaet Bl Beb O RGP b gt o T e e, (4
acti vi ty solssthdoh RYCXBREILBRC: Rotivtevieh sputipg sadioasbarcis] ohdichls. Fext f act
obt ai ned per unit mass of the raw material ranges fromabout 100 to 3250.
Ther ef or ghist fiasBhe Sl ah ieRitan ddtkewhsgenadaras involvedenhad atmty of
oxidative damages of, for instance, bio-components although the reactivity
thereof 1s low.
As has been discussed above, a substance having such a hydroxyl
radical- elimination activity would permit the inactivation of hydroxy radicals,
which become a cause of the skin-aging phenomena and are the strongest
active oxygen species. Moreovey, a substance having a superoxide-elimination
activity permits the inactivation of superoxide serving as a source of various
other active oxygen species including hydroxy radicals and it would in twrn
permit the inhibition of the generation of any skin-aging-related substance
and this results in the prevention of any aging.
Regarding the effect observed when the extract is used, the extract has
a superoxide-elimination activity and a hydroxy radical-elimination activity in
combination and the extract thus permits the inhibition of the generation of

any substance serving as a cause of the skin-aging and the inactivation of the

generated causative substance of the skin-aging. As a result, the extract may
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preparing an extract derived fromolive plants having a superoxi deﬂz APR 7004
elimnation activity-yield index per unit mass of the raw material "of nozlﬂ

| ess than 100. For instance, if conparing with the value for the extract
derived from sesane, the extract of the present invention has a
superoxide- elimnation activity- yield index on the order of 1 to 650
times higher than that observed for the sesane extract since the index of

the | att e flaaentfihAR tethOskfKgihp i joMords, the nmethod of the present
i nvention permts the preparation of a desired extract having a

super oxi de- el WheRadon@padh g ithe tactivei Blygen ediexinatioh fumcGofl dfi thiesesthadte usi ng
the sane anount of the raw material. Fornula 2> Superoxide-Elimnation

Acti vit y-withl dhbseleaf thSnpaatxially- dEbariimgt aotioAckings,t yheusiipexaxgder ) )] X
(Yield per Unit Mass of Raw Material) (9% The extract of the invention has
a strong elshawtionectiviyi ofntheextiach dernviednborpsesame kees.nivhose active

"mel ani n- production-inhi pitory function"_ heyei useg ans_the fungtion of
i nhi bi t i rAXYERBR-aimmaRminetigh igspaFdares Eﬁy@%ﬁ'ﬁ atiyshehiehy Fapges &ohdll at i on
of nel anqcyties with t e sure thereof t raviaolef.r . r.mal
hor none ﬁatﬁﬁam‘qﬁé@w e&ﬁggenﬁ‘aée‘#; 'ece’?tﬁ?@r?ilat{}ﬁeo‘?{eg?ﬁ% bne‘%ér%ﬁn, Ftt%°has
been fou St f | i

exposur o 1 abfd PS RLRRGRK Srwhich S ke hfoRing [0er BER IO RS 1o
thus bi og}BtdA@ek&xiaE]ehithin afiodRivi B theextrdAdeniveddi@ntsebameatdesi zed

in the cells is deposited in the skin to thus cause dark skin, nelasng,
ephelis and dukidessally, Thheefnosthodt hd abeupresed ahvelstién skermitselthena,

ephelis and 40 0 2 APO 2004 dullness may be elimnated or prevented by
i nhi bi t i myepheatpendfien exirart hawng festapng activetpygen-elpusatiopfangippact of

(1 Present LINCRLL pn et d shot Such B TEL e 2L e B ik
L e e TR, S SR IMLE o bR, o
the mai nt@RANCEI A fiMiio - FRMl RRRULAdAH 5Ky The Thifovine! irmhld e oprtReent
I nvention 1s evaluated using the nelanin-" production-inhibitory function
defined hebluctst thie intelisiat ifdthe athiee oRy et elimination function and the yield
per unit mass of the raw material, as compared with the extracts derived from
other natural raw materials. In other words, this means that the overall
active oxygen-elimination function achieved per unit mass of the raw material
is quite high. Thus, the preparation and use of the extract of the present
invention would permit the production of a product having a strong active
oxygen-elimination function and also permit the production of a large amount
of a product when the extract of the invention is substituted for those dexived
from other natural raw materials since the overall active oxygen-elimination
function achieved per unit mass of the raw material is quite high. Thus, the
reduction of the production cost would likewise be expected. Accordingly, the
present invention also relates to a method for preparing an extract, from olive
plants, which permits the achievement of a high level of the overall active
oxygen-elimination function-yield index per unit mass of the raw material. In

this respect, favorable conditions for the production can be determined while

taking into consideration this active oxygen-elimination function-yield index.
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conprises conducting a cultivation experinment using B-16 nel anona d&dI AR Abid
eval uating the nel ani n-production-inhibitory function by conparing the
cell - whitening degree (nelanin-production-inhibitory function) with the
cytotoxicity. The B-16 nel anoma cells possess a nel ani n-producing ability
and the «cells naturally grown or proliferated during the cultivation is

pignented black. |f the culture systemincludes a substance capable of
I nhi bi ti nggthe 18] 20iBve R QPEL ERiA bR Fullt@ioR Pleld Bhdét enIntdmityasfkeni ng
of the cell's 1s suppressed,”” while the whitening thereof is pronoted. Thus,

the nmel and s Oﬂygéﬂ-%nirimid@i FantiéninceYield warUhi Maas uhRed Mateoear i ng
the degree of darkening of cells observed when any sanple is not added
with the (dggree of whitening of cells observed when the sanple is added.
In this connection, sone of substances may be toxic to_the B-16 nel anoma
cel|'s. To evalRegaditg s theytsomexpxideyelimination) | acvityi viie r SHREHPGved

when a sanple is not added  is conpared w th t .observed fof_the,system
free of aWmumtpineactinsyvigldrindex %&ﬁgthyome %ﬂﬁ%"ﬂi’“ﬂo? O%Hiat PBqui@e

eval uated using.the cell-whitenin eqgree nd. kK h - suryi val ein
conbi nat ie¥irackpbd ReTo It HBa?Fe?%ﬁlfg? ¥ nilatseﬂileaé trlgﬁgg%ahs? E’lﬂn&\bgﬁ? P bta‘{? e

mel ani n- d L on-i nhkDi upﬁl' N & LeGlibl ipabi edethyat & usi ng
- 16 nﬁéﬁogﬁﬁ%@‘%& E%Ir?pi]?ésgl}ér?g ehgl{agpgkg‘fﬁ |§8ens% ng 2 m/well of a
cul ture | welliSa@l Ryl At elivk Nptatat inpgivg desisuperaddent  of
B-16 41 ﬁﬂé\g@glz%& ér#\g:l anoma cel | s on each ael |, allowng the wells to
stand at }BmithbYeRty-yviddtindex per inittmsshud theldas: materiak oflagt desssequent
thereto, a sanple (each of a variety of extracts derived fromoljve)

sol uti on thaepad@dFos irsidade,tif companaig withiithe vedne for thesatiask degvefvat i on
I's then continued. The culture diumis replace fresh _one t he

d wih . QN
5" day firom tsesamei tther irant chethey PrPYEtt dRVEREOD ¢ has sﬁnﬁ}‘Be%‘B‘I“g‘%‘i onis
R U e T
B 1 BB hebyehe ek saiont ol Wnecabiesauneni
' 5 to 100. In other words, the method of the present invention permits the
preparation of a desired extract having a superoxide- elimination activity-
yield index of 1 to 650 times while using the same amount of the raw material.
<Formula 2> Superoxide-Elimination Activity-Yield Index = [Superoxide-
Elimination Activity (unit/(mg/mL))] X (Yield per Unit Mass of Raw Material)
(%)

The extract of the invention has a strong melanin-production-inhibitory
function. The term “melanin-production-inhibitory function” herein used
means the function of inhibiting the biosynthesis of melanin pigment induced
by the stimulation of melanocytes with the exposure thereof to ultraviolet rays,
abnormal hormone metabolism thereof and genetic information. In general, it
has been found that the melanocytes are stimulated by, for instance, the
exposure thereof to ultraviolet rays and abnormal hormone metabolism to
thus biosynthesis melanin pigment and the melanin pigment biosynthesized

in the cells is deposited in the skin to thus cause dark skin, melasma, ephelis

and dullness. Therefore, the occurrence of dark skin, melasma, ephelis and
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I s evaluated by conparing the cell-whitening degree thus obtai ned Mﬁp t@ﬁ’l,t
observed when the sane procedures used above are repeated except t §0
,ug/m of arbutin solution (positive control) is substituted for the
sanple solution used above and that observed when the sanme procedures used
above are repeated except that any sanple is not added (control). The
extract of the invention is a sinple extract (untreated or crude extract),

but h - | ani n- tion-inhibit funcy i ' ti ' t

Chose obdbiltess Ry Bectbr iR SopieeRiahy MR Enk 180 Hh68uctin LRS! o7 fO
ose obdBHVESSHBRY ALHPH 2l op which Ha S

uhi ¢ oni ngherPue: B ap AeotrcP ther REQGeH (FE BBt i LRROT AR Shipw b 11 O

product | o) b8l LR, AR HPIARELR! e RABRRE ihlar Aloskogbabeved for

vitamin & ghesi mel’ani n- producti on-i nhi bitory

functi on Jes LY §8lingested, Whild tHex iR tanitridlgogiswothd effiedtivloanyit

function "1 ndex gle?| ned by the followi ng <Forrmula 3>, while using arbutin
as a contig@hplied t6/fé¢gn&shea0hehién anduhue, thegdxtract may contribute to, for
mel ani n-production-inhibitory function index ranging fromabout 0.5 to 5
al t hough jhétanseatlss maleteanncaof whitcandibaghtifultshén. present invention al so
relates to an extract whose nel ani n-production- inhibitory function index
is not |ess tHEe extract of the meesentcinvention ihevalyatgkasmg the melanin-

concentration treatnent and/or. a fractjonation- purificati tre nt

t he qual it dbqiti@mrén]éi;bﬁ?%ﬁtfuir@fiipﬂr@?ﬁ?ed fo\’/e?’c'f ﬁﬁdn@h@%'gﬂ%‘%- g%’gact"on
42 0q2 APIRI;92004 I nhi,bi t.ory fuynctj.on indﬁ)f i%ds'- W_$6 %%Cﬁ;alg l; |
instance,COP}%“%%&‘iogéPCtlegﬁccéﬂBP’ﬁ 88 SRFFESRKISAGE Use g#@ﬁe Sol u ?lhi ty in
wat er has_a l. ani - L. {H}{& : . | ' | gell-0 a

| evel of eé'ﬁ%)‘gi%%gttge fgélg‘ﬂ%{f%?%h%> Héﬁ{tﬁl-}tPro u%:o;ﬁ:‘léjrz]@ Igﬁfrfl)iagiﬁ%%@mnct I on

| ndex = UWHRT L &EPT 2-pRvcanadahikitorgn Gingie)t i watle ontheol
(arbuti n%lg(% pr%fe 'Elgé:gdé% r(ggfrrglg%n t he concentral?inon (ppm of a test sanple
required dy@stoxagfyl evi ng the sanme whitening degree observed for the system
to which the positive control (arbutin 300 ppm is_ added. The e trhact of
the present i rileni-b6 nheannuta eallsypesseax eanekaminpapdpriRg ability and the

roduction-inhibitory functio ai ns -16 nel.anoma cell.s, but a
8 uite cells naturally érown ox pr&ifaegate% c{urlia’ng ?he Culfivationis plgmenged gfa%f?.

If the culture system includes a substance capable of inhibiting the melanin-

production during the proliferation, the darkening of the cells is suppressed,
while the whitening thereof is promoted. Thus, the melanin-production-
inhibitory function can be evaluated by comparing the degree of darkening of
cells observed when any sample is not added with the degree of whitening of
cells observed when the sample is added. In this connection, some of
substances may be toxic to the B-16 melanoma cells. To evaluate this
cytotoxicity, the cell-survival rate observed when a sample is not added is
compared with that cbserved for the system free of any sample. The melanin-
production- inhibitory function is evaluated using the cell-whitening degree
and the cell-survival rate in combination.

An example of the method for inspecting a sample for the melanin-
production-inhibitory function in a cell-cultivation system using B-16
melanoma cells comprising the steps of dispensing 2 ml/well of a culture

medium to wells of 6-well plate, inoculating a desired amount of B-16
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| ow cytotoxicity to the 13- 16 nelanoma cells and therefore, the toxicity
thereof to the skin would be considered to be low For instance, ifZtA8 2004
cytotoxicity to B-1G nelanonma cells is expressed in terns of the index of
the toxicity to cells (cytotoxicity index) defined by the follow ng
Forrmula 4> while using arbutin widely used as a whitening agent as a
positive control, it is found that the extract of the invention has a | ow

si ti ve cont, th t o i on ]
Wt ar ShitReRESEIRE LGS Bnching B B R D R T aan <

the_concepiihak At Pfte!he RS OhVihe(hiy silseqlest uattewansariple (sudty ofval rate

of B-1G nelanoma ¢ s 1s reduced to"a level of not nore than 10% (arbutin

500 ppm \aRfbtP of SREGENHEVEE fEeH Give) sblueivnofrepatedis sddgl to thubwellved when
the survival rate of B-16 nelanonma cells is reduced to a | evel _of not nore

than 10%with dthiring @adette ctilivatimms’ cedd centiniiedl Thetcadturerpdiumédd i s
defined by the followi ng <Formula 5> Formul a 5> Cel | - Suryival Ratg (% =
(E/F) X t@placedWithfeeshaire aotin 58degfvan theinitiation efttbmerivghenadd sanpl e

tost Samhe sanmlo Bl F0BEAR BRREhE F67 SginG BHOREX 106 EhE LUl NES pr esent
noan. s TRe BRI & FONEL e O Rl s by WathidlPBR Shich FBETbuLI T
appi 1 ed RBREsRAT ARt pRvdigl G B ah Rl E el n b ey
i gher Y B B e Cdlacer | bed above. -
addi ti on,is bhhRigRANY édiﬁbaﬁh? tht dellcwhitenine degeer thoss abéainied twithf that

I nstance, <cosnetics in a relatively high concentration_ and thﬁs é@e
resul ti ngbsesnzt when the samee préceduges used ajovsarexeneated purRt dBAL AR, abl y

B e g et el Ssbmiivl SortI L QlnehbEect b2 Ghe SaRRILS ©f
solution used above and that observed when the same procedures used above
are repeated except that any sample is not added (control).

The extract of the invention is a simple extract (untreated or crude
extract), but has a melanin-production-inhibitory function identical or
superior to those observed for arbutin and kojic acid, which have an excellent
melanin-production-inhibitory function and are whitening agents having high
whitening effects. Moreover, the extract has a quite strong melanin-
production-inhibitory function substantially higher than those observed for
vitamin C-magnesium phosphate. If the mel anin-production-inhibitory
function is expressed in terms of the melanin-production-inhibitory function
index defined by the following <Formula 3>, while using arbutip as a control,
a crude extract has a quite high melanin-production-inhibitory function index
ranging from about 0.5 to 5 although it is a simple extract. Accordingly, the
present invention also relates to an extract whose melanin-production-
inhibitory function index is not less than 0.5. If the extract is further subjected
to a concentration treatment and/or a fractionation- purification treatment,

the quality of the extract is further improved and the melanin-production-
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skin and the overall intensity of the whitening effect thereof or tm? B
whitening effect expected when practically applying the extract to Hg 2004
skin can be expressed in terns of, as an indication, the substanti al

mel ani n- production- inhibitory function index defined by the foll ow ng
<Formula G> on the basis of the nelanin-production-inhibitory function and
the toxicity to the skin observed for arbutin. If using the substanti al

mel ani n- iﬁhﬁﬁv&%gp@éedﬂgg *gzha@% %s HROGIEOIbIHRE, FOC i AHLHRE! I ddigadty esent

i nvention has a tanti al n- production-inhibitory

function JoRdextQfed Rhiks deikidl usbAHttht sAublitphin avatebUhad d sdlaeth-as a

control and therefore, the extract can practically exert a high whitening

ef f ect onrbR8cEhinkRibi wePahetorMddexdmiioved to Adeveldifrlont &ttoe2pr esent
invention also relates to an extract having an index of substantial

whi t eni ngRefrbeda 3f MeddnineBsoduraioniinkithigoxxFuaction dndéxurtBr be subjected

to concentration-purification to obtain a product having a high

subst ant iveheresh dntaprpsatadhieconieirpiionof pogiiyd Wm‘ﬂd@?bu%r%%@ﬁﬁce, an

extract, whjch is concentrated whil e nuki se of the splubility in water,
has a sussk :fntﬁeﬂFeWtaﬂ?%-cﬁPW?Fl%?&Wr%i#o?ytqsﬁnWB irﬁ%'éls‘(egréﬁ’?oved up

to a level. of about 8 to.20. <Fornula 6> Substantia .

Mel ani n- Iﬂtciﬂﬁ)ﬁ’?g& 9IW‘Bi"‘f}&$W§n SEY6% PRENEATIL 405 %SAE"I!% E%glplflﬁ/g}jgni n-
Producti gn-..lnhj bitary. ' ljndex of Toxicity to the Skin) In
this resﬁ’é’gltt,we[ %@%@e%éﬁ%ﬁﬁ?@%’ﬁ%?%édetdhe present invention permts the
prepar ati on ofTiane arhEEsH thagiieéh Binke ol AMdt-dH1p iCéicellent rtulphinor y
function and the achi evenent of a high yield per unit nass of the raw

mat eri al progetisfosieibieey funttion aghnstB-18aneldromasells,ing asoraquithas a
consi derably high nel anin -production-inhibitory functjon~yield index and a
consi der dbwicyhotgriciybit thet Bal6 melantma cegllnanditherefprmithe tekgity thersdn- vi el d

i ndex defined as a product of the intensity of the melan-in -production-
i nbi bi t oty theskin wieuldhhe capsideraditofRs 1ofhi ¢ “nass of the raw material and

exoressed by e bolhou iSRGV 6718 TR, Sengss OmRGet i (1,
) terms of the index of the toxicity to cells (cytotoxicity index) defined by the
following <Formula 4> while using arbutin widely used as a whitening agent
as a positive control, it is found that the extract of the invention has a low
cytotoxicity index and therefore, it is less toxic to the skin as compared with
arbutin.
<Formula 4> Cytotoxicity Index = C/D
wherein C represents the concentration of the positive control observed when
the survival rate of B-16 melanoma cells is reduced to a level of not more than
10% (arbutin 500 ppm) and D represents the concentration of a test sample
observed when the survival rate of B-16 melanoma cells is reduced to a level of
not more than 10%.

In this respect, the term “cell-survival rate” herein used is defined by
the following <Formula 5>:
<Formula 5> Cell-Survival Rate (%) = (E/F) X 100

E: Viable cell count observed for the system to which a sample is added.

F: Number of cells observed for the system free of any added test sample.
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means that the nethod of the invention permts the achievenent of a high
overall nelanin -production -inhibitory function per unit nass of t i EPMUHL
material. Accordingly, this means that the preparation and use of the
extract of the present invention would permit the formation of a product
having a strong skin-whitening effect and also permt the formation of a

| arge anmobunt of a product when the extract of the invention is substituted

For other nat e AbANNG 3082k ILNGOUR AL BELANN, (BLadyct  on

r
-'inhibitory func Stanti I'n oduction-1nhibrtor

functi on BREQYUEH 195Er Wk thARIBsAled IS AMMITRIRGHA! adhcyBitbam iy ThUS,

the reduction o production cost wou W se be expect <For nmul a

7> Mel anifhviPs QAUScEREN t it iint SfadubHBs th B9 fdn bHse¥nd thefeleie, dhe
Mel ani n- Production -Inhibitory Function) X (Yreld per Unit Mass of Raw

Mat eri al Yolier shay mel ap e Budthanilial inVal lange-doieouc tinosthlen hivbikdsontlie
Function-Yield Index = (Index of Substantial Ml anin -Production

-1 nhi bi t exyrdetmeay pricticallyiateda gertelngh wheiseniog affeat patthe iskin apndjthwhen
conparing the melanin -production_-inhibitory fupctiqgn-yield 45 D_2 APP
2004 i nd@feghts bigher shan dhaterhigved by abetinoas hanbeen epscrikadeabyis. in el d

i ndex of the extract of the invention with those observed.for other
natural GG aEtethie oAk ARG FIG FBEIET B DS P EIAGRH It (OISR 1 or

t he crude extr.act of e ,invention i.s_hi e t .2 to 15
et napSEBUEE in g velpvgly MER oBer datbd Al 0B 5Tl BheRogHnifs O, 2
from ses L fe y L i Bt By SHE Wh@neihd ket I | €

t hat obsg’?\?}elgq'?(é)erEﬁgﬂgggrtggﬁ%ﬁi%%%%&%édi tai oy\rll\gilglqﬁ subjnec%ed qt:o

concentr ghe@Rirgand/ or fractionation- purification is quite high on the order
of about 10 to 50 tines that observed for the foregoing water-sol uble
extract. Moredher amohat sflidbeaedtradt caglabie nf bpmgipradtivallyi applisd to yhé unct i on

i ndex for_the extract of the invention is on the orde£ of abgqtijt 2 to 15
times thakimpadithe@versll zrrf@nmvéaf-thmvt}awu@gtqué@ thergot ohthe WOREMIMEr eof i s

on Lhe Ot Qhulka I0LITERLNRY CRSEENS G oL s Vet g Wihepextroct

expressed in terms of, as an indication, the substantial melanin-production-
inhibitory function index defined by the following <Formula 6> on the basis of
the melanin-production-inhibitory function and the toxicity to the skin
observed for arbutin. If using the substantial melanin- production-inhibitory
function index, the extract of the present invention has a quite high
substantial melanin-production-inhibitory function index on the order of
about 1 to 10 while arbutin is used as a control and therefore, the extract can
practically exert a high whitening effect on the skin as compared with arbutin.
Accordingly, the present invention also relates to an extract having an index of
substantial whitening effect of not less than 1. The extract can further be
subjected to concentration-purification to obtain a product having a high
substantial melanin-production-inhibitory function index. For instance, an
extract, which is concentrated while making use of the solubility in water, has
a substantial melanin-production-inhibitory function index improved up to a
level of about 8 to 20.

<Formula 6> Substantial Melanin-Production-Inhibitory Function Index =
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I ndex thereof is on the order of 2 to 30 times that observed for the water-
sol ubl e extract and the substantial nelanin- production-inhibitory 02 APR 2004
function- yield index thereof is on the order of 2 to 40 tines that
observed for the water-soluble extract. The extract of the invention has a
skin nel ani n-production-inhibitory function and a yield higher than those
observed for other natural whitening conponents and also has a

mel ani n- Ftiv?éiﬁﬁlirho!@ﬁ-&%\hﬂ'ftmﬂ-ﬂﬁmmﬁéwtm&tidaﬂqﬁdeﬂﬂanaeﬁudsfsqamci@l torethani n-

producti on-in i tor unction i ndex considerably higher than those
observed d)gpyot her natural whitening conponents. This neans that the

met hod of the present invention permts the achievenrent of a _high overall
intensity of time thi asspedsr aHacprapmritibn birtethyd f efhdhe oprgsent anivention
production-inhibitory function-yield i ndex and substantjal rnel anin-
product i qreriibs lthe opxepgaton oof- an eexiracidbryingea high makkpigoreAuctiiony
material. Accordingly, this nmeans that tge r%tparfl i on and use c%ftthe
extract dhhilmborypfumstion ans ehe pehiexsmedt 9éa Re %PSH&‘&’P BB %' %r oduct

havi ng a strong skip-whiteni effect,.an | s0,4perm f,.the lgn of a
| ar ge andidft anteglaiﬁﬂgorg &We%ﬁtﬁ trbﬁd{?élpm% pﬁeeléegﬁhrﬁajgte O%Q&E}%&% (r%vent i on
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using, aadbRdiemhéPNEs o Raofloceadi tig irteamsity pf othe trhekanimtprbdacngn-
function-yield index and substantial nelanin-production-inhibitory

f unct i on-iyhehidoiyn exctire aexdt thetyigd péew vmyenasonf Hhe Bawamatedal and

oxygen-elimnation function and a | ani n-prqductj op-inhi bitory function.
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The extr _ sKi'n; @ skin-beautifying
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contai ni ng,the mdadntpduchigniiMfiidrdNfunction per unit mass of the raw
material. Accordingly, this means that the preparation and use of the extract
of the present invention would permit the formation of a product having a
strong skin-whitening effect and also permit the formation of a large amount
of a product when the extract of the invention is substituted for other natural
whitening agents since the overall melanin-production-inhibitory function
and substantial melanin-production-inhibitory function achieved per unit
mass of the raw material are quite high. Thus, the reduction of the production
cost would likewise be expected.

<Formula 7> Melanin-Production-Inhibitory Function-Yield Index = (Index of
Melanin- Production-Inhibitory Function) X (Yield per Unit Mass of Raw
Material) (%)

<Formula 8> Substantial Melanin-Production-Inhibitory Function-Yield
Index = (Index of Substantial Melanin-Production-Inhibitory Function) X
(Yield per Unit Mass of Raw Material) (%)

When comparing the melanin-production-inhibitory function-yield
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havi ng such functions shows an excellent anti-aging effect for the § and
a strong whitening effect. Thus, the external agent for the skin sm R™2004
extrenely excellent skin-beautifying effect. The term "external agent for

t he skin" herein used includes pharmaceutical agents, quasi-drugs and
cosnetics, which are applied to the skin and the dosage formthereof is

not limted to any particular one. Exanples of such dosage forns are
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ointnments, dispersions, creans and |liquids for external use. The extract
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Moreover, the present invention also permits the inprovenent of each

f unct i onphydu&idj-aahiligoivhRnexiondatek doatlroedeatt ot therinvestomenondhd/ or a
fractionation- purification treatnment and_the desiagn of % pr oper
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2gent. T ofhe NEeldihepvei e SRS alol Hy 10dinBe EhrbrbseREed bt Ve TRel r ed
R R T
index thereof is on the order of 2 to 30 times that observed for the water-
soluble extract and the substantial melanin- production-inhibitory function-
yield index thereof is on the order of 2 to 40 times that observed for the
water-soluble extract.

The extract of the invention has a skin melanin-production-inhibitory
function and a yield higher than those observed for other natural whitening
components and also has a melanin-production-inhibitory function index and
a substantial melanin- production-inhibitory function index considerably
higher than those observed for other natural whitening components. This
means that the method of the present invention permits the achievement of a
high overall intensity of the melanin-production-inhibitory function (melanin-
production-inhibitory function-yield index and substantial melanin-
production-inhibitory function-yield index) per unit mass of the raw material.
Accordingly, this means that the preparation and use of the extract of the
present invention would permit the production of a product having a strong

skin-whitening effect and also permit the production of a large amount of a
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concentration of the extract. The present invention relates to an external
agent for the skin containing an extract prepared fromolive plan{g,APRUgl
the content of the extract nmay variously vary depending on the intended
ski n-beautifying effect such as anti-aging effect for the skin and a

whi tening effect, nodes of application, the anount of the agent to be
applied, and the degrees of the concentration and/or

fracti O“ﬁﬂgﬁggP%}iJﬂ )‘;H% ' O AR orCAl ﬁ%n‘ﬂ@(ﬁ)ﬂr ?slt Eé?st%te i‘i%)f'fotstﬁé’r %%gu{l;ép]uz ni S

not rest to an arti cul ar range. ance, use

anmount 1 afRHBgid g%@llﬁs%% {1 QRN YW RRESin gPERice raeiszie»leg-p%‘il%it Phas3Q by

mass, nore prefer y 0.01 to 30% by nass, "particular preferably 0.05 to
30% by NaES, yafllih &kl fleeq@itt high 1Thas 36 bydutans ahthapséduddief &isably 0.1
to 20% by nmass. In addition, the present invention relates to an external
agent forwdlld lilsdwine berdxpieniatly an extract obtained fromolive plants as a
ski n-beautifying 48 02 APR 7004 conmponent and in particular, an external
agent for the Rieferredconirtiong far pkeparing iangitradtisandre deicaponedusmid/ or a
whi t eni ng conponent . ThesF age_ntsp?ﬁﬁve, a skin-beautifying effect, .in

parti cul &8, inghcafensaghaglareeang malapineprogustigagniubifgy; nﬁgorerﬂeéét. The
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the resulting external agent for the skin of thé present invention. The
t er m " skielinbigationf Yamgi@f finchidehsupéroxideedimbed ticde activity andt hpdexyhn
effect of elimnating or preventing the dark skin, nelasma and ephelis
gener at edadical elimsdation acivaty Jihiecextratt alaodws amentidaggg effectifpxthece,
ot 0gr A Skih KR PORR LT B S Gh 65 LHER & PEFromatk o, SAOBARBEL  of
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the skin, an Tne external agent for the skin containing the extract of the invention

having such functions shows an excellent anti-aging effect for the skin and a

strong whitening effect. Thus, the external agent for the skin shows extremely

excellent skin-beautifying effect.

The term “external agent for the skin” herein used includes

pharmaceutical agents, quasi-drugs and cosmetics, which are applied to the

skin and the dosage form thereof is not limited to any particular one.

Examples of such dosage forms are cosmetics for skin care such as milky

lotions, creams, toilet waters, packs and cleansings; cosmetics for make-up

such as lip colors and foundations; cosmetics for the scalp; and pharmaceutical

agents such as cintments, dispersions, creams and liquids for external use.

The extract is derived from olive having good impression and therefore, it

would impart psychological refreshing feeling and a sense of security to the

consumers,

The olive plants as raw materials for the extract of the invention are

stably available plant materials. The extract of the invention is prepared from
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effect of making the skin young and fresh or maintaining such youn% and
fresh skin, and an effect of inhibiting or preventing the progres$ ZofPRtMl
ski n- agi ng phenonenon. In addition, the extract has an effect of
inhibiting the generation of any odor such as body snells generated due
to, for instance, the oxidative deterioration of sebaceous matter although
this effect is not direct and/or visible effect and this is also

consi der e o2 SkbP el Wil Bl plih@, WiAaK 1RRSEdelhDegx! ef nal

agent for : I'n-according tot present” invention has all of the
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function and the nel ani n-production-inhibitory function of the extract of
the preséatmbAavedii on, but it is, in particular, excellent in the

whi teni ng effect capable of elimnating or preventing the dark skin,
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damage the constituents of the skin such as |ipids, saccharides and
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foregoing winkles and sags or_ the skin-aging can be elinipated or
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whitening effect, by appropriately controlling, for instance, conditions for the
concentration of the extract.

The present invenﬁon relates to an external agent for the skin
containing an extract prepared from olive plants, but the content of the
extract may variously vary depending on the intended skin-beautifying effect
such as anti-aging effect for the skin and a whitening effect, modes of
application, the amount of the agent to be applied, and the degrees of the
concentration and/or fractionation-purification and can appropriately be
adjusted and thus is not restricted to any particular range. For instance, it is
used in an amount ranging from 0.0001 to 50% by mass, preferably 0.0001 to
30% by mass, more preferably 0.01 to 30% by mass, particularly preferably
0.05 to 30% by mass, further preferably 0.1 to 30% by mass and most
preferably 0.1 to 20% by mass.

In addition, the present invention relates to an external agent for the

skin containing an extract obtained from olive plants as a skin-beautifying
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The anti-aging effect for the skin can be evaluated by actually
formulating a variety of agents externally applied to the skin SLﬂgZh @s |
creans, toilet waters and mlKky |otions and conducting sensory t s% @9
femal e panelists using, for instance, the external agent for the skin.
More specifically, a fornulated external agent for the skin is applied to
the skin of these panelists (15 wonen of 20-year-old to 50-year-old) tw ce

a day in the i . . i f e a dh@-
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observed when the agent is actually applied

can be e‘é@iﬂ%ﬁﬁﬂibﬁ%r&%ﬂ%‘éhbﬂﬂan@/@? apligbhislgofroriene. Theseagesds have gl oss
of the ski'n and the effect of relieving winkles and/or sags and then
eval uati ngsiiRep t#sdt, hegatticulagcor dirtieegiog effect foyl thevikig an ee
criteria: effective, slightly effective; and not effective. In_ the.
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to uItra\x ange 1 n the hornone bal ance and genetic prograns.

In generQ'lesujtin@é&erﬁm‘%érﬂlfﬂﬂtﬁ&ﬂﬁntdﬂhmlrmﬁnesntimm stinul ated by, for
i nstance, the exposure hereof to ultraviolet rays_and any change in the

hor mone bal ancEhe tdien “slih deian tifyipgediecti leypin heed inslndes, foranstancs, ara
deposited in the skin to thus cause dark skf'(n, .rel asya, ephelis agd
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the skin transparent and beautiful or maintaining such transparent and
beautiful skin, an effect of improving the gloss and/or tenseness of the skin, an
effect of making the skin young and fresh or maintaining such young and
fresh skin, and an effect of inhibiting or preventing the progress of the skin-
aging phenomenon. In addition, the extract has an effect of inhibiting the
generation of any odor such as body smells generated due to, for instance, the
oxidative deterioration of sebaceous matter although this effect is not direct
and/or visible effect and this is also considered to be a skin-beautifying effect
in a broad sense. The external agent for the skin according to the present
invention has all of the foregoing skin-beautifying effects due to the active
oxygen-elimination function and the melanin-production-inhibitory function
of the extract of the present invention, but it is, in particular, excellent in the
whitening effect capable of eliminating or preventing the dark skin, melasma,

ephelis and dullness and the anti-aging effect for the skin capable of

inhibiting or preventing any progress of the skin-aging.
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elimnation or prevention of the foregoing dark skin, nelasma, ephelis_and
dul I ness of the skin and thus shows an excel | ent whitening effect. BhdPR 70N
whitening effect can |ikew se be evaluated by actually fornmulating a
variety of agents externally applied to the skin such as creans, toilet
waters and mlky lotions and conducting sensory tests by fermal e panelists
using, for instance, the external agent for the skin. Mre specifically, a

fornul ated e r | :] : ' ' to the
skin of these)ith_%aﬂr%g—*nl g.g@i‘%%%bﬁ f?)]#(t}gbo-gégarh teg‘?%i‘ \?%%S%%rtﬂ%?g%&fb \f\ll ce a
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ef fect observed “when the agent is actually applied can be eval uated by

i nspect i igsthhee, dgpehictcultedvibhe okt agld the apki 0 thdhekiehlaagavitkrhel i s and
dul I ness of the 51 0 2 APR 2g04 skin inconspicuous and then eval uating the

sensory teshlleésging dae toradiyndhange inhtdef dyiowi enlgaliahce endfdrt sy damegéect i ve;
slightly effective; and not effective. in the foregoing evaluation, the
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shows an anti-aging effect for the ski i dentical or, superiaqr to those
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crude exiipadd s@bchBXdePEAS pHORDEs. AN dréforeXfaRs€ hctiv 8 akygen kpaaks ean and
mel ani n- producti on- i nhi bi tpory function are inproved by subjecting a crude

extract be @dimboatedntthatfovegangd/ wriklestdrahabgomrpthe fskiataigong toamaberent s.
Moreover, the extract may |ikewi se be an extract whose active oxygen-
el i ni nat ebminates ovrpreyented. aln whig sesract.othe exteinadrsganinéan e isk1 nproved

or mxture thereof. The foregoing treatment such as cgncentration uld
permit ta%cqraaar%%m?r%srentgwmfg%mw% eorqsippdon of jphyginiiience of
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external nagent fwd he silfetoli@¥ldninitiidedtRifheen® a hydroxy radical-
elimination activity. Accordingly, the agent permits the elimination and
prevention of any skin aging such as the formation of, for instance, wrinkles
and sags and shows an excellent anti-aging effect for the skin.

The anti-aging effect for the skin can be evaluated by actually
formulating a variety of agents externally applied to the skin such as creams,
toilet waters and milky lotions and conducting sensory tests by female
panelists using, for instance, the external agent for the skin. More specifically,
a formulated external agent for the skin is applied to the skin of these
panelists (15 women of 20-year-old to 50-year-old) twice a day in the morning
and evening every day over several weeks. The anti-aging effect for the skin
observed when the agent is actually applied can be evaluated by inspecting
the panelists for the tenseness and gloss of the skin and the effect of relieving
wrinkles and/or sags and then evaluating the sensory test results according to
the following three criteria: effective; slightly effective; and not effective.

In the foregoing evaluation, the external agent for the skin or the like
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Mor eover, enbodi nents of the external agent for the skin may i ncl ugﬁemﬂhme
conprising, in addition to the extract of the invention, at |east !
ef fective conponent selected fromthe group consisting of whitening agents,
antioxidants, anti-inflammatory agents, cell activators, UV-screening
agents, Dblood-circulation pronoters and hunectants. As has been descri bed
above, other effective conponents nay be incorporated into the external

agent foracI:&%i{?éic}%t ﬁgefﬁg%em i&l@fzﬁﬂgnpé}ﬁﬁ%man hAN Y O bffeld fohithe GRoe, |

woul d be “expec e resulting agent show a synergistic effect of

the ext rfi‘&e%nt‘i’éaltd}esd YRR ith YhafBFsdived deweik eftheat dertvedromosmante leBpeci fi c
exanpl es of such effective conponents will be listed 52 0 2 APR 1004 bel ow.

The anpbunrk Dtohhiel aibes pryaficainchentseirad crgeat doethé sk vhtheprtreentl
agent for the skin may vary dependi ng on the kinds of the effective
conponentsvasi achad anbexcellent snpragfing effdct fordbe skite sane in an anmpunt
falling wthin the range specified below. The addi ffective

ti |
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extracts COlI X °See extracts of scutellaria roots, extracts from

marine algag fandd Wheethenidl atd§tePaRNgtnhdstediy, fennstarmgethsexmpmure cul ar | y
preferred are vitanmin C, derivatives thereof and salts thereof, arbutin,

gl ut at hi ehereafidtopldivanicdet eays antd .anfhehamgrinn the theanfopechalangeother

whi t €ni ng agents incorporated into the external agent for the skjin
accor di ngnelenim@ipnest Mosynvbesizesh ipthe celpny depast “?rtg?nséﬂ"bé%éh“fo 10%

b d f |y 0.0001 t % t basi.s. of t ot al
by Tecs Sna T bl ol 0 0001 T 2 b OB AR B e 012
conbi nat ijon, Wi th LAE WL LSS AAFRNREsS ey HeEafMiinated (or lightened) or

prevented if the production of any melanin can be inhibited. In this respect,

the external agent for the skin of the present invention comprises the extract
of the invention and the latter has a melanin-production-inhibitory function
and therefore, the former permits the production of such melanin pigment to a
level as low as possible. For this reason, the agent of the invention permits the
elimination or prevention of the foregoing dark skin, melasma, ephelis and
dullness of the skin and thus shows an excellent whitening effect.

The whitening effect can likewise be evaluated by actually formulating
a variety of agents externally applied to the skin such as creams, toilet waters
and milky lotions and conducting sensory tests by female panelists using, for
instance, the external agent for the skin. More specifically, a formulated
external agent for the skin as a test sample is applied to the skin of these
panelists (15 women of 20-year-old to 50-year-old) twice a day in the morning
and evening every day over several weeks. The whitening effect observed
when the agent is actually applied can be evaluated by inspecting the
panelists for the effect of making the melasma, ephelis and dullness of the
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i nvention, the ratio (by mass) of these whitening agents to the MMiﬁfHEﬁ%
agent of the invention preferably ranges from0O: 100 to 95: 5. Wen 004
pl acenta extract and plant extract are used in the liquid state, it is
sufficient to use the sane in such a nmanner that the dry solids content
thereof falls wthin the range specified above. |If the anount thereof
falls within the range specified above, the resulting external agent for
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or melanin-production-inhibitory function is improved or mixture thereof. The
foregoing treatment such as concentration would permit the improvement of
skin-beautifying effects such as skin-aging-inhibitory and whitening effects as
secondary effects and therefore, these effects can be adjusted depending on
each particular external agent for the skin having intended effects.

Moreover, embodiments of the external agent for the skin may mnclude
those comprising, in addition to the extract of the invention, at least one
effective component selected from the group consisting of whitening agents,
antioxidants, anti-inflammatory agents, cell activators, UV-screening agents,
blood-circulation promoters and humectants.

As has been described above, other effective components may be
incorporated into the external agent for the skin according to the present
invention. In this case, it would be expected that the resulting agent show a
synergistic effect of the extract of the invention and the added effective

components. Specific examples of such effective components will be listed
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of inflammation, dark skin and skin-aging due to the formation of lipid
peroxi des within the skin and shows excellent whitening and 07 APR 204
skin-beautifying effects. Exanples of anti-inflammtory agents are
glycyrrhizic acid, glycyrrhetic acid, allantoin, azul ene, nefenam c acid,
phenyl but azone, i ndonetacin, ibuprofen, ketoprofen, a -am nocaproic acid,
hydr ocorti sone, panthenol and derivatives and salts thereof, zinc oxide,
diclofenq&ﬂggdiunl al oe extract, extract of beefsteak plant, nugwort
extract, canomle extract, 54 0 2 APR 2004 confrey extract, sangui sorba

root extract afigl WalRmtdrase Fkfide compdaehiLiicdforapédiitortd@ external

anti-inflammatory agents are, for instance, glycyrrhizic acid, glycyrrhetic
aci d, derjpati Yais thheskiof mad salt ddpeadanf ,on alenyimdherfs thdhefativant of
the anti-inflammuatory agent to be incorporated into the external_ agent for
t he skin @inpdents sskented, hueit ioprgfeskdrtablse thargpase in am aovobfalling 5% by
mass and nore preferably 0.0001 to 3% by mass on _the basis of the total
mass of twithaxitbe nangageetifiedrbdpw. Theraddiiopak affopireecBORERLSiNEVEXt 1 act

is used in the liquid state w thaout any ost-treatpent, it is sufficient to
use the satverselysaidectathimmmanty it the,& ﬂﬂ?ngopf?@“gg‘m%rﬁant HEPELY i;‘Jﬁl l's

it hi t.h : ified above. .If, t t fof L Lhkn th
fange spaciiea hgBcE, vehemg. i b ey e iRt o Thespihits Lo’
excel | enty,  aptchi A daIBb OhY RS LSRRGS SRR Sieildaanaohi tening and

skin- beddfy ying e activators, there may be |listed, for

i nstance, royalhi@hiYe agPRtARePshin Besse ofahelpret@itdnvantionénilude) foes
thereof, fetal calf blood extract, vitamn A and derivative thereof,

citric acngtadcetitamasiC detrpmatives thasofl andeblts thexsdof, arhuyine ghtatisiode,
succinic acid, serine, glutam c acid, hydroxyproline t heani ne,

pyrrol i daiacesabextyhcts, aatrhcts of strasbeayt geranimp £XF1acts of,aops seeds,

Bi fi dobacteri um gi fi dLim extract and fernmented n?rit abal i.c_ext r%ﬁt_.c Anong

t hese cel9XtERqtp gheaHSE! a’ﬁ‘&rltopfﬁaleéplaﬁtspﬁBWea Bag apd WHEat SEitAter i vat i ve

thereof, citrig agldyoTR\i5it8Ghe adedSl] faffhilarls SFiehhral huBWiEAhIFIONe
derivatives thereof and salts thereof, arbutin, glutathione and placenta
extracts.

The amount of the foregoing other whitening agents incorporated into
the external agent for the skin according to the present invention preferably
ranges from 0.00001 to 10% by mass and more preferably 0.0001 to 5% by
mass on the basis of the total mass of the external agent for the skin of the
invention. When using in combination with the whitening agent of the present
invention, the ratio (by mass) of these whitening agents to the whitenming
agent of the invention preferably ranges from 0: 100 to 95: 5. When the
placenta extract and plant extract are used in the liquid state, it is sufficient
to use the same in such a manner that the dry solids content thereof falls
within the range specified above. If the amount thereof falls within the range
specified above, the resulting external agent for the skin has more excellent
whitening and skin-beautifying effects and also provides good feeling when
applied to the skin.

Examples of antioxidants usable herein include enzymes such as

53




carboxylic acid. The anmount of the cell activator to be incorporat FQ
the external agent for the skin of the present invention preferab Z/j &n@@s
fromO0.00001 to 5% by nmass and nore preferably 0.0001 to 3% by mass on the
basis of the total nass of the external agent for the skin. In case where
the extract is used in the liquid state without any post-treatnent, it is
sufficient to use the sane in such a manner that the dry solids content

t her eof fﬁEHrd ?ﬂl{fer{h@n{d}% & tné @Eem ? &hﬁhgéj ﬁ)@ ero’ fapighe

amount the e range |ed a ove, esul ting

ext ernal @eﬁﬁ'&m\f&rthfei‘é‘ofs&iHﬁt?ﬁﬁy@%x?&ﬁﬁbh@ Mu tyPUGArSlani $dlé; dAdotedbfdct and
al so shows excellent whitening and 5kin- beautlfyl ng effects. Exanpl es of

UV- scr eenidtl) degieatives nhkihf fehzal o7 aarstehygpeatn andedmivgiagetiaresfich as
p- am nobenzoi c acid; anthranilic acid type UV- screening agents such as

net hyl esteh aé gallibramd | amd ®tiagic sald; didwmload:s duchpas flavoper eabdchgn.agent s
such as nethyl salicylate, cinnam c acid type UV- screenl ng agents such as
met hyl p-grerbetioy-ang namtélocmzlupr@naﬁ@% ypeh as\nky gvm fggﬁmmsuch as

L i paney ag%%aﬁaiéi‘ﬁé‘r%?aﬁcmﬁo 505 5ychi 2 BOOaVHD 29ACHBEF et hane,
2-(2' - hydr t,hyl ph b t I t { d
i o pahac%?ﬁtgt PTRBENRA Bt BSN B IdeRER Py SHREIRC ind | b BApHAON! A€
WV-screenj;ng agsgélt i@ thhic hods MRhaRGBcotTBicdid amﬁstahwaﬁwﬂmlﬁte

titani um OXI particulate titaniumoxide and zinc Oxide, anong

ot hers. Bmllﬂjmuﬁia:ﬁﬁtélh&ywolﬂ%ﬁemgtgdlﬁgeﬁbrdmy&ﬁ)gmmremrﬁ@d into the
ext ernal agent for the skin of the present invention preferably ranges from

0.01 to 20% byAmmasg thase mmtiexplaftsr pticudadytjorefd¥edyn hesingrntine dasi s of
the total mass of the external agent faqr the skin. If the anount thereof
falls wisupertide fisrgetaspedtpsapherabend, denwatives| thevgolextesreatinagadt f or
t he skin has excel l ent UV-screening effect and al so shows excell ent
whi t eni nghangito alQki n- beautifying effects. Exanples of blood circul ation

promoters are gueLil 3 Reringd Lafibxidants to be incorporated into the external
agent for the skin according to the present invention preferably ranges from
0.00001 to 5% by mass and more preferably 0.0001 to 3% by mass on the basis
of the total mass of the external agent for the skin of the invention. In case
where the plant extract is used in the liquid state without any post-treatment,
it is sufficient to use the same in such a manner that the dry solids content
thereof falls within the range specified above. If the amount thereof falls
within the range specified above, the resulting external agent for the skin has
a more excellent antioxidant effect, permits the prevention of any occurrence
of inflammation, dark skin and skin-aging due to the formation of lipid
peroxides within the skin and shows excellent whitening and skin-beautifying
effects.

Examples of anti-inflammatory agents are glycyrrhizic acid,
glycyrrhetic acid, allantoin, azulene, mefenamic acid, phenylbutazone,
indometacin, ibuprofen, ketoprofen, & -aminocaproic acid, hydrocortisone,
panthenol and derivatives and salts thereof, zinc oxide, diclofenac sodium,

aloe extract, extract of beefsteak plant, mugwort extract, camomile extract,
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cephar ant hi ne, tocopherol and derivatives thereof, nicotinic acid and
derivatives thereof, nonanoic acid vanillylanm de, capsaicine, zing@r?of8, 200,
cant hari des tincture, ichthamol, caffeine, tannic acid, a -borneol,

cycl andel ate, cinnarizine, tolazoline, acetylcholine, verapaml, vy
-oryzanol, canphor, hinokitiol, enzynmes such as |ipases and papain, red
pepper extract, swertia herb extract, arnica extract, safflower extract

and Japangagy %@g@éﬁ%&@ﬁ%&%& G dewhiedSes BRASCH hese bl ood

circulation pesﬁo partic preferred are, for instance,

cephar ant hi ne pa,9capASF Obrdod edebhtiakifiesmabareafzents gre; ooy zamhnce, The
anount of the blood circulation pronoter to be incorporated into the

external gﬁ&?ﬂihi&ﬁr dch® slicprdfetichacid; edmitativese théxwof pref ealtls| thereofges from
0.001 to 10% by mass and nore preferably 0.01 to 20% by nass on the basis
of the tmialg odsssof the external agent for the skin. If the anount

thereof falls wthin the range specified above, i%e. resul ting. xtﬁrnal
agent for theTha ampunt ohherptirpdammppabyy agent e @ﬁgmoéﬂ{fﬁ 0dBEect and

| h I 1 ent i teni d skin-b tifyi fhects, f
Pumoct anPatal FBEDh {8 Fi R GIEC STERORs I RCEtEY yRaeR B 0y Pone
| l, di | | | 3z | I
or ot of s O GIRRAATG AT ads apd KRR LR B3P R MR R YT e
as col | agefy, ‘i{)ﬁﬁtﬂngss KELRE ieRierdE AReRE FEStIANSIEE Th ke Walseret therglaht such as

gl ycine, "aspartic acrd and arginine;, sorbitol, xylitol, erythritol,

t r ehal 0Sextrae0sd tdd iHCINgEid SHtd Withoabdnd @osi-atdaveent htiesiffictattioi n and
derivatives thereof; sugars such as bees honey; D-panthenol and derivatives
t her eof ; ubyahesanicimsich amiarsaed that the SoF sohts opetiens sheresf fallswitham as

chondroitin sulfuric acid; pyrrglidone carboxyli i d sagl.ts,, urea
phosphol the cangs yeetifisfdaboveer Hnikee %W%ﬁ)&ﬁﬁ’[’ﬁ"&a@ﬁ]&t (‘é".’ﬁﬁﬁa%‘? dange
particularly.preferred, hunectants are propyl Ly , r.at ej ch as
col | agen?p%‘%;gg@i ?Poé’ﬁd(ikér’eﬁs P%féwiacg%éé%gﬁat% ési% t%agta&ergié%?l@gnd
mucopol ygsac.c ' h C de,pi.t i I | Ciwthitel38e agBE@NEkBE t he
numeet angipoge fEPHE oy BARCLRC, B afeliordT whitclfe

beautifying effects.

As cell activators, there may be listed, for instance, royal jelly,
photosensitizers, cholestercl and derivatives thereof, fetal calf blood extract,
vitamin A and derivative thereof, citric acid, lactic acid, tartaric acid, malc
acid, glycolic acid, succinic acid, serine, glutamic acid, hydroxyproline,
theanine, pyrrolidone carboxylic acid, yeast extract, lactobacillus extract,
Bifidobacterium bifidum extract and fermented metabolic extract.

Among these cell activators, particularly preferred are vitamin A and
derivative thereof, citric acid, malic acid, lactic acid, serine and pyrrolidone
carboxylic acid.

The amount of the cell activator to be incorporated into the external
agent for the skin of the present invention preferably ranges from 0.00001 to
5% by mass and more preferably 0.0001 to 3% by mass on the basis of the total
mass of the external agent for the skin. In case where the extract is used in
the liquid state without any post-treatment, it 1s sufficient to use the same n

such a manner that the dry solids content thereof falls within the range
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for the skin of the present invention preferably ranges fromO0.001 to 70%
by mass and nore preferably 0.1 to 20% by mass on the basis of thdZtARall
mass of the external agent for the skin. If the amount thereof falls
within the range specified above, the resulting external agent for the
skin has an excellent noisturizing effect and al so shows excell ent
whi t eni ng and skin-beautifying 57 D Z APR Z11p4 effects. These whitening

: .axi.d , i -infl , | 1. i vat
V- sor cenpriatonte f Bt BEr B PR 0D B M AU s e
agent 1 ot pesultofl bR AR ET ST CRRS ARl cBehl Sihet! SREEBNEE S by

| ncor por AfoBPahAGIEXLEAR ek iR WiAbshihg hd'alihtidsueltylréffeces.  shapes,

whi ch hav een known as the usual agents externally applied to the skin,

according to tEekpldsed! | YWsademiizhegenThanshalee behzsibe atidr nypat BY-
external agent for the skin is not restricted to any particular one and

speci fi ¢ sexeamphgsageins eafchi nsl paenicoberziic sacidphathmndlic iassd tagenVy-f or
external use and quasi-drugs such as mlky |otiogns, .creang, toilet waters,
packs, cosreening agentsauth ag roethyll estey slgantuanilis adds spliciaadgype

di spersigns and qi ntnents. reover, - the external .agent for,the ski

accor di ndJ YSCrepnpE e38efts ?‘L\l‘/gbrﬁﬁ &heqhﬁlg,sqﬁ%yﬁ’é&é: %F“Cc@ﬁbq itéfBeoﬁhgr
comonl y used.conponents jin _sugh.an_a nt t.hat er
adver sel PCHFeARE ?gteﬂ S SHFR @ gm ﬁmxlh%'m%ﬁééé'nbg?lﬁ\%%? i gﬁﬁghﬂ é’g’gt&‘?’?g

exanpl es {ther are s ' _i}ﬁ,clih. Almeixy- Hehbhgh W, Bodasieep- sea
wat er) , nﬁégl%gl %%113&?%@%25;1 g(léb[eg gct [ v}g?%gerrrllfs, xymat al ﬁg[(l: soap, gel atinizing
agents, pEWIEHSe TV -G0fehng Webeis-sivhuld ethidlegtar of urotahier dodd M-tdudglent s,
resins, clathrate conpounds, antibacterial agents, perfunes, deodorants,
salts, pH-assthoeybémpyhgemtbane efd-{Zjdydmosy-Semetbhpbenybr beagottagele| ant s,
ani mal s and m croorgani sns, astringents, |ipid-l| eaka&ggn | ocki ng agents,

chel at i ngxabemene, kianium-oxids, disiel R Y AGHPOIVBZY 2B e and

W be i ot ety Rrekres HIES TR Fikdde b dptor, BRI o
methoxy-cinnamate, titanium oxide, fine particulate titanium oxide and zinc
oxide, among others.

The amount of the UV-screening agent to be incorporated into the
external agent for the skin of the present invention preferably ranges from
0.01 to 20% by mass and more preferably 0.1 to 10% by mass on the basis of
the total mass of the external agent for the skin. If the amount thereof falls
within the range specified above, the resulting external agent for the skin has
an excellent UV-screening effect and also shows excellent whitening and
skin-beautifying effects.

Examples of blood circulation promoters are swertia herb extract,
cepharanthine, tocopherol and derivatives thereof, nicotinic acid and
derivatives thereof, nonanocic acid vanillylamide, capsaicine, zingerone,
cantharides tincture, ichthammol, caffeine, tannic acid, o« -borneol,
cyclandelate, cinnarizine, tolazoline, acetylcholine, verapamil, ¥ -oryzanol,
camphor, hinokitiol, enzymes such as lipases and papain, red pepper extract,

swertia herb extract, arnica extract, safflower extract and Japanese angelica
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I ncl udes salts capabl e of being prepared. The nedicinal oil is used herein
for inproving the handling ability of the constituents of the baBé ARdlGor
i nproving the feeling upon use, may be any one inasmuch as it is used in

t he usual cosnetics and may be selected 58 0 2 APR 7RO irrespective of,
for instance, the origin and the quality thereof. Therefore, it may be a
natural oil or a synthetic oil or may be in the formof a solid, a

sem sol i d. 3 eRtldcfiui d. Exanpl es thereof usable herein are hydrocarbons,
waxes, fatty acids, higher alcohols, ester oils, silicone oils and

fluorine atomAgRREhBABI00H chcuBRRs] fidmenasniasicalabypefondidcieaforoi | s
are hydrocarbons such as squal ane and vaseline; oils and fats derived from
pl ants anastaroeateplaiahtlase, tdcophexil landobaivatives| thejajf aipa Yidryzanabk oi |,
macadeni a nuts oil, apricot oil, persic oil, safflower oil, sunflower oil,
avocado oil, rBoleilaorandi¢of theablobi araulation giremedente bepacomozatid intgesane
oil, borage oil, cacao hutter_and_shea butter; and V\?XG such a el | ow
bees wax,thesxtexns agant fatheskin phthepresant Tyenneadinelerphly angesdiomt s
used for epulsification or solubilization.of, for, .instance, di.ci nal oi
and exangl-84! tadP&by massia PE‘?H”’Q‘?@ ¥|i03$1]| E‘),%{?&P’ilgﬁlsﬁ?nrrfggﬁ)gﬁlféc&and
anphoteri,¢ surf.actants.. The, netal || ”le b Iyl fEpal ions
ot her the{: eatloﬁ%]l jras ?ébeseér lélai;fagFg%?(ﬁag}ﬁ S agﬁt}g%é‘é’? |caegl>%g?r%l esgt her eof

are al umpim s El?@fé’t?{e spdIISNESH AP, $6E RN BBkt &3¢ albdHt flrethe Bkén has

gel ati ni zi ng agent sed for the stabilization of the resulting system
for inprad ngctNenthadedd nércalbation-ypromoting effest isndenls shotise ebedlenand for
i mproving the feeling upon use and exanpl es thereof include am no acid

deri vat i wekitsnmig aisd Bkinabeaotifyingyeffectni ¢ aci d, dextrin fatty acid esters
such as dextrin palmtic acid esters, @;ﬁr se glsters of .fatty,acids, and
clay nineral s Examplaseal iumedaghniarespelyhyess aloghelspsiehsras SI¥ermy used

o) S e S P PR ORT, SPoll E PR Pad 2

upon use ang PBYeRE (ARG, PTG s ABFITHERe&ShktedfS hydrolyzates thereof and
salts thereof such as collagen, elastin, keratin; amino acids and derivatives
thereof such as glycine, aspartic acid and arginine; sorbitol, xylitol, erythritol,
trehalose, inositol, glucose, sucrose and derivatives thereof; dextrin and
derivatives thereof, sugars such as bees honey; D-panthenol and derivatives
thereof; hyaluronic acid and salts thereof, mucopolysaccharides such as
chondroitin  sulfuric acid; pyrrolidone carboxylic acid salts, urea,
phospholipids, glycolipids, ceramide and sodium lactate.

Examples of particularly preferred humectants are prqpylene glycol,
proteins such as collagen, elastin and keratin, hyaluronic acid and salts
thereof, and mucopolysaccharides such as chondroitin sulfuric acid.

The amount of the humectant to be incorporated into the external agent
for the skin of the present invention preferably ranges from 0.001 to 70% by
mass and more preferably 0.1 to 20% by mass on the basis of the total mass of
the external agent for the skin. If the amount thereof falls within the range
specified above, the resulting external agent for the skin has an excellent

moisturizing effect and also shows excellent whitening and skin-beautifving
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commonly used in the usual cosnetics, irrespective of the shape (SUﬁg %ﬁ
spherical, needle-like, plate-like shapes), particle size (fune, fi APR 2004
particles, pignment size) and/or particle structure (porous, nonporous).
Specific exanples 59 0 2 APR 2004 thereof include inorganic powders such as
barium sul fate, calciumcarbonate, talc, mca, synthetic mca, mca,
kaolin, sericite, silicic acid, silicic acid anhydride, alum num nmagnesi um
silicate, geram cs powders and boron nitride; organic powders such as
polyestere owdter s, pol yet hyl ene powders, polystyrene powders, nylon

powders and | apy oy w'}m%hﬁh% az8hod, eth PHEABRRESS anftRinfl s AVEE agef®y, 411 C

pi gnents such as i1ron oxi carbon bl ack, chrom um oxide,” iron blue and

ul tramar i 08;vAtake PV EeRnL9F abanitss ol dididatye pabghotaleean D hebatadls
natural dye; pearl pignents such as titanium oxide-coated mca, titanium

oxi de- coahag b wsed dosevt n any cohiiihdion bf btaldasitwriodehemat ed  bi snut h
oxychl oride, titanium oxide-coated talc, fish scale flakes and titanium
oxi de- coat ed pIyererterdahiagent oribe dkan adyading tel thepyesgntyinyestienicag dyes
such as cochineal .. These powders may be conmbined to formco oisi tes or may
be surfadcee prepmed by MeoRQIRENgathcopFtEactsinte dobrseqn ANFBIGtHE forms or

atomcontaining .c oungds. anpl es ,of al cohols arge | ower alcghol s such as
e]t hanf)l ; _Pteﬁsllﬁ’b?‘ﬁ‘pngﬁ‘l(ﬁ 8%’ gﬁ@ n3s B}?(’g\l% ralfgﬁ,nz_ﬁfaﬁ rgl ygﬁlﬂpﬁ{ﬁ%,tlo(ﬁlgt hyl ene
gl ycol, tngj. X ol , dipropyl ene glycol,
1, 3- but y|s£§? ag C?c‘gﬁlgat%&%%gpyeg{tﬁg%é%&e&%%%l . The water-sol uble polyner is
used for inpropdghifiEofsthaibhhlYatefl xbénal agth fofdhs ¥&i€ i nétheshaadti ng

[

ability and the feeling upon use thereof or for nparting noisturizing

ef fect tqot haysysttsulabpese f awd expeviplie sexaimplas ethersof Ubkkdeolcysmeticar e

pol yners derived fromplants such as carrageenan, pectin, agar and | ocust
bean gumphrohyaendicdbageandtd for extiennal wes et 18 asl- dargsisugh aeamilydogoms

pol ymers derived from ani nal f( such as sein and gelatin, starch %%pe

pol yner s @aamsatoilat ¥atRrs, facks) Rsmetifsdop 3as it oL tleRn SN, AATASFCLIE| ul ose,
et hyl cellujose, ,carbox ose, hydroxypropyl cellul ose,

l. 1yl
ni trocel BR E'@pawpfﬂ'?gﬁgﬁlmoéngéwu‘ose; alginic acid type pol ymers

Moreover, the external agent for the skin according to the present
invention may, if necessary, comprise other commonly used components in
such an amount that the use thereof never adversely affects the effects of the
present invention and specific examples thereof are water (purified water, hot
spring water and deep-sea water), medicinal oils, surface active agents,
metallic soap, gelatinizing agents, powders, alcohols, water-soluble polymers,
film-forming agents, resins, clathrate compounds, antibacterial agents,
perfumes, deodorants, salts, pH-controlling agents, refrigerants, extracts
derived from plants, animals and microorganisms, astringents, lipid-leakage
blocking agents, chelating agents, keratin-solubilizing agents, enzymes,
hormones and vitamins. Specific examples of these components preferably
used herein will be listed below. In this respect, the “derivative(s)” listed below
includes salts capable of being prepared.

The medicinal oil is used herein for improving the handling ability of
the constituents of the base and for improving the feeling upon use, may be

any one inasmuch as it is used in the usual cosmetics and may be selected
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such as sodium al gi nate; vinylic polynmers such as carboxyvinyl pql ﬁﬁr'
pol yoxyet hyl ene type pol yners; pol yoxyethyl ene pol yoxypropyl ene 3H% y%@#
60 0 2 APR 2004 type polyners; acrylic polynmers such as sodi um

pol yacryl ate; and inorganic water-soluble polymers such as bentonite and
hectorite. The water-sol uble polyner also includes filmform ng agents such
as polyvinyl alcohol and polyvinyl pyrrolidone. Exanples of extracts

der { ved oL ANRISE OF JLGL00 QP0G Ll blequishalnaghl Phastexiy act

protein lind rum ~spleen,” egg conponents deri rom for instance,

fow s, Cf}ﬁﬁgg{b J%)éfj{ieﬁial oflO6KSCRhetkI AL br Bh¢IHe AXthadbrm &hgldobidsla meat

extract, ro silk prot'ein and deconposition products thereof or

deri vati v@snisbga ©9fa i g dPBkaRiplefiltbrdeomids hbiain e dduecbesarbonsenfxes,

| actoferrin or deconposition products thereof, nollusks such as cuttlefish
ink, fi dattyeaicidsxhighets atbeholsededtenmoilyi silicene uits can drefiweine atom s,
shel | fishes, insects, fishes, nollusks and crustaceans and extracts

deri ved foontainamgoder gani sms such as extract of Forces japonicus. Various

effects such as a_ noisturizing effect,. a cell-activating.effect, a

whi t eni ng ef f exnecifis examnples rﬁr}l %‘Fﬁlﬂat%‘?%m]é’fa‘fie@ls, AR %‘#"Pgbl?‘ﬂ& SPERAS 1 or
the skin, an,active oxygen- .elimnation.ef t I s

circul at ist%‘-ab"i“b‘hﬁf‘ﬁry Séﬁ?_%’c?]fscﬁlﬂh ggtsi ‘ﬁ%}&ﬁ({eﬁg o%f%q'ﬁg a?x)gf ?Iglé? alg_r%lf}érast he
external Jgent fc%rstélhtﬁl,iﬁio% By txﬂ&l{?ﬁﬂ,’ 112284 &hi 2B ueX bl 26 ric8esil igétsfcr om an
ani mal ora m croorgani tﬁeréto. e extracts derived fromplants are not
limted igy t Bernsinie®Soll O shaflofelr ait! edocddd WE{ hadduhomet bH, exmdliai ah and
may be those extracted from for instance, roots, stens, trunks, barks,

pl unul es,alhfmdeal, fdrilweid, sebaniet cil, dndages eddmcad buttersdeshradyytteriand
extraction can be conducted, for instance, by subjecting these raw.

mat er i al svaxespmbons yellaw beeawsancarnaydr wax qapdel] aW?’hépé SPETMARRL-

pressing or fermentation and the xtracti. .hese tr ed raw rial
with a varietyllg %’ﬁ%ﬁ‘%ﬁm e UsH vﬁ’n’it e‘é’t‘h%l%fqa Feﬂbeﬁoiﬁfﬁl@aé?naoﬁ%&
tenperature, or undeg. a gengl e Nel, L. e I on
sol vent s BPE¥REE eIP?dJIC%R/@r 0]pl)r |¥Iﬁgr g’t‘%ﬂz?g%o?'é&sﬁgﬁ“sé@ %e%%?j gélhgo)r%:iﬁfaa%d et hyl
al cohol ; Jaiattid LYY AidCadbhenal Ssedadtanss. 9l ycerin, propyl ene glycol and

i The metallic soap may be, for instance, metal ions other than alkalh
metal salts of fatty acids and specific examples thereof are aluminum stearate,
magnesium stearate and zinc laurate.

The gelatinizing agent is used for the stabilization of the resulting
system, for improving the handling ability of the constituents of the base and
for improving the feeling upon use and examples thereof include amino acid
derivatives such as N-lauroyl-L-glutamic acid, dextrin fatty acid esters such
as dextrin palmitic acid esters, sucrose esters of fatty acids, and clay minerals
modified with organic substances.

The powder is mainly used for blocking a color or the skin in the
cosmetics for make-up and for a wide variety of other purposes, for instance,
for improving the feeling upon use and may be any powder inasmuch as it 1s
commonly used in the usual cosmetics, irrespective of the shape (such as
spherical, needle-like, plate-like shapes), particle size (fume, fine particles,

pigment size) and/or particle structure (porous, nonporous). Specific examples
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butyl ene glycol, which may be used alone or in any conbination. It is also
61 0 2 APR 2004 possible to conduct the extraction using a |ipophi ljizcapp 2004
sol vent such as hexane, acetone, ethyl acetate and ether or the extract
may |ikew se be one obtained by extracting with an oily conponent such as
squal ane. The resulting extract may further be subjected to absorption,
di scoloration and/or purification using filtration and/or an ion-exchange

resin to s, ARNfele! mto %t O%elﬁ@{lﬂa ak Warik MShANEe, czﬂcﬁ?& ehithatd Paste,
a gel or a po ) e extract thus treated may further be

subj ect egdal® ﬁu@aur syﬁmﬂﬁtticomfcaeaﬁmntkmh agicitte ogdhiticz atidorsinad/ acid

di scol oration i nasnmuch as the treatments never adversel y affect the
effects onhjridst ahohindmanphgsesbimplsdidase asesmuiosepotvers tamd ebdroact are
asparagus, rose fruits, raspberry, sophora roots, Spathol obus suberectus
Dunn, acanttidpaneginic qumders suhf 8 p y&séelppawder&smtdmﬁwﬂren@@towdﬂs
crataegus, white lily, herbaceous peony, .tea Iant ese beech, hops,
Japanese RebEstyreng Rewdesaviompavserpanddaar ’E}E}cho PRI, Tor

A I k k Koi d Ax | | hel | .gdend

e T St e e Brente Pad aF on TS AT Placﬁaﬁrgm i REESe T rum

roots, Wmén bti' rcgndsflﬂ En@Uk]HI{Q ]21611' r Ptar Q{S'ﬁtgﬁﬁfhgndgg Xﬁ&clgkebarl ey,
r ui t, gen

j uj ube, rosemary, cop zohe g nari a

of fici nalﬁlémlent oerfH%ﬁ?Elsﬁyé nf éall ntd @ué}P@EShtaﬁE\hﬂ' Wé-@béﬁﬁpmléd ee
mal | ow, W Tch-hazel | eaves sfoots, Japanese (and Chi nese) plum M
m quel i amﬂ:,anh@ihseml&é”&e@ﬁt@dt nmlttd Q}idrmith Objzdﬂgﬁdb/] | titanViami aussdetéaetds such
as a noistultlizing effect, a cel I -activati ng effect, a whitening effect,
an anti - |hn$manhukyclylomfdieemtamuam Omdtercoa@ﬁgale,fﬁfétscaﬂe)ﬂakh%asd tHanwmact i ve

oxygen-elimnation effect and. a b ood ciyculation-propoting effect can be
i mpart ed W&ﬁ‘@@ﬂtﬂlﬁme%ﬁalﬁﬂc%ﬁg e’e%?%&(&? aaén@a%?ﬂnrw}c KiRE By eChe

dd f |
eant 5 neBehdt iRl RS AGAT By Be Wi PSS HmBRIAAG BEY 2
p- chl or o4y ﬁﬁf) eggé'&%%H%léﬂl&h‘él%ﬂyesme&@@%yﬂu&%mbnﬁe%tbﬁﬁﬁgopyI

nmet hyl pheno Ition, the external agent for the skin of the
I nvent i ogofpunldskewi se conprise, if necessary, other currently used

additives such as a
Examples of alcohols are lower alcohols such as ethanol and

isopropanol; glycerin, diglycerin, ethylene glycol, diethylene glycol, triethylene
glycol, propylene glycol, dipropylene glycol, 1,3-butylene glycol and
polyethylene glycol.

The water-soluble polymer is used for improving the stability of the
resulting system, the handling ability and the feeling upon use thereof or for
imparting moisturizing effect to the system. Specific examples of water-
soluble polymers are polymers derived from plants such as carrageenan,
pectin, agar and locust bean gum; polymers derived from microorganisms
such as xanthan gum; polymers derived from animals such as casein and
gelatin; starch type polymers such as starch; cellulose type polymers such as
methyl cellulose, ethyl cellulose, carboxymethyl cellulose, hydroxypropyl
cellulose, nitrocellulose and crystalline cellulose; alginic acid type polymers
such as sodium alginate; vinylic polymers such as carboxyvinyl polymer;

polyoxyethylene type polymers; polyoxyethylene polyoxypropylene copolymer
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62 D 2 APR 2004 preservative, a dye, a thickening agent, a perfunﬁ andl or a
beauti fying conponent. Moreover, the external agent for the skin dr AHRKAA04

i nvention may be formed into pharmaceutical preparations together wth,

for instance, saccharides such as |actose and gl ucose; excipients such as
dextrin, cellulose, silicates (salts) and cal cium carbonate; binders such
as cellulose, starch, gelatin and saccharides; and disintegrating agents

h wd .at i wd ' | .ol |5 :
Gerivati JE8° RRDERrs AT E DRSS, 3P ReA RIRRSlae A B8Feante |

f AR CarBo i - preparatt be
ot or nal VRO B A e R S Cam bo- propared

according to thg Ysial seRLIVH R BloNidcBu By fifarfbiningagags sidr assuch as
a mlky lotion, a cream a toilet water, a beauty lotion, a cleansing, a

pack, a eebABh{CalcohoM@sdpolyviriylgyeasisdong.and a foundation, as well as
ot her dispersions, granules and ointnents. In addition, the extract of the

present i nvenfxampksafextridtsideyived fepmratiniale prgnioyeongeatams apgude

therefore, it may optionally conprise_ other onponents originated @romthe
olive pl &ettaéca@&dn@c?estmtmm&mcfmﬁa@%ﬁmm eYh RSB haeHVEYe

|l ants include triterpenes such as ol eanglic ,acid,an r sel iC [
gt erol s &XEH g@‘ mgﬁapgg,t g’r"t’;ﬁ’ 5 @‘E%rfﬁsﬁfgr SP?ksﬁﬂ’&‘bp'é’?VB#en%’le? e%%éﬁ”'as
d eur opei bascpsi i gst rosid, _&wvr . r in. The
forego!onaﬂé%ﬁg%n@ﬁ?g eﬁ‘gpa,clf‘i (fJO);n‘r“elc’%islg’a?]y,¥ Fﬁ@’%%%’?@a%ﬁ Oigﬁgél ? Eéeidﬁdé%(t er nal
agent f Oy, L3 5KioR0h RS thivesnH Modl i wied HERMfosifien prédEs thérebfiese

conmponent's tter. The present invention also relates to an

oi | - cont giRbfarRXF a@éoxpﬁgga_ﬁbgqu-oaﬁamthbﬁeoﬁrmjoﬂssbi sath agcpitdefish inkor eover,
the present invention |ikewise relates to an enulsified conpogition having
a whi t enfisl meataixtradts derived frome paimdlbyuciyas mpmamadmipwls. ;Bﬁgﬁ%%t to
the foregoing oil-containing extract. 63 .
insects, fishes, mollusks and crustaceans and extracts derived from
microorganisms such as extract of Fomes japonicus. Various effects such as a
moisturizing effect, a cell-activating effect, a whitening effect, an anti-
inflammatory effect, an anti-aging effect for the skin, an active oxygen-
elimination effect and a blood circulation-promoting effect can be imparted to
the extract and/or the external agent for the skin by the addition of an extract
derived from an animal or a microorganism thereto.

The extracts derived from plants are not limited in the sites to be
extracted and methods for the extraction and may be those extracted from, for
instance, roots, stems, trunks, barks, plumules, leaves, flowers, fruits and
seeds. In this respect, the extraction can be conducted, for instance, by
subjecting these raw materials to appropriate treatments such as drying,
finely cutting, pressing or fermentation and then extracting these treated raw
material with a variety of appropriate solvent at a low temperature or a
temperature or under a gently heated conditions. Examples of extraction
solvents are water; lower primary alcohols such as methyl alcohol and ethyl

alcohol; liquid polyhydric alcohols such as glycerin, propylene glycol and 1,3-

butylene glycol, which may be used alone or in any combination. It is also
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0 Z APR 1004 The hardly water-sol ubl e conponents of the extract of hge R
i nvention may also be included in the olive oil and therefore, the s%)dwm
the olive oil as a nedicinal oil conponent of the external agent for the
skin of the invention would permt the preparation of an external agent

for the skin whose whitening effect or the like is further inproved.
Moreover, if the extract of the invention is prepared from seeds of olive

pl ants C%%b% 1 BhHucPMRORR RS tioh RR¥ing %sui)%,imﬁc%h_remrsh@hrﬁgwae%é,act may
conprise 'such oil components. In this Tegard, the oil-containing extract

extract edycktdi®, etheiSa&tat bl nghet br theeRnAenntayHkewisedid bRe avantdgeous
in that it can be used in an external agent for the skin, which requires

t he use &y eitractnpevidntas. civbcempetentasuchemubgidlynadlhgeetultmy dxératided t o
the oil-containing extract to obtain an_ enulsified _conposition cansisting
of 100% ohay éuxther besubiested to abisorptiopodiscoloratiery apad/or PasHALNAEINGt 0 t he
external agent for the skin of the pr_esenthinvention In part.icular, the
ext er nal ﬁélgv@mnf and{orean Rop-epehanga resin  oethusoeeRviset Ahe extragt JAte. nfokmny

d di . thi | si fied bt It
neor por APSECR B ATk LPASI: Ao bPOVRE af Pect s S S s usea
b f ' ting. s Nt :
Vor cover DEREdo R AR SR RUE W AR Peat I CURER 29,

pl ants Orde%dﬁﬁEHfiéﬁ RhAPCt diddlofitiond] asthdel ANoel testmeénts tuevehe
consuners.” The oli1ve has a favorable inpression on the consuners and

t her ef or edveheleraffest fthedkffetpotilid extractedmplesdeiplunts fis aountesvier woul d
give a good inpression and a feeling of security to consuners,  and the use
of the e¢hewextractsarehaspaphgestiose druits, qaspbenyesanhozd optsmInasholobpoi nt of
the effective use of the whole olive plant, Exanples of .the foregping

emul si f yistieraséns Punp aesithap anafis soxtgxncofiee, giceRlant, %ﬁ%@ﬁ"éﬁrrﬁggﬁ’

ot ors, - BERaERR| "CokeILY. RSPy BARSyF i b PitiseaReedh KORE  ang
ani oni ¢ giesSHEN 45 f ahhin@C! daR@Riy 2 dr&Qifh M Midefb i g APR £8Bmallow,
Angelica keiskei Koidz, Artemisia capillaries herba, nettle, phellodendron
bark, Hypericum erectum, lonicerae flos, Salvia officinalis, lhithospermum
roots, white birch, Sapindus mukurossi Gaertn., Chinese milk vetch, barley,
jujube, rosemary, coptis rhizome, grapefruit, gentian, Saponaria officinalis L.,
Japanese iris, rehmannia roots, cnidium rhizome, tree mallow, witch-hazel
(eaves), coltsfoots, Japanese (and Chinese) plum, Tilia miqueliana, horse-
chestnut and Cydonia oblonga Mill. Various effects such as a moisturizing
effect, a cell-activating effect, a whitening effect, an anti-inflammatory effect,
an anti-aging effect for the skin, an active oxygen-elimination effect and a
blood circulation-promoting effect can be imparted to the extract and/or the
external agent for the skin by the addition of an extract derived from a plant.
Examples of antibacterial agents are benzoic acid, sodium benzoate, p-
oxybenzoic acid esters, p-chloro-m-cresol, benzalkonium chloride, phenoxy
ethanol and isopropyl methyl phenol.
In addition, the external agent for the skin of the invention may

likewise comprise, if necessary, other currently used additives such as a
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al kyl sul fat es- Moreover, the present invention relates to a vari etyngfhp o0
phar maceuti cal preparations conprising the extract of the invention §nz
effective conponent and in particular, to a skin-beautifying agent, a
whi t eni ng agent and an anti-agi ng agent, which conprises the extract of
the invention as an effective conponent. In the ski n- beauti fyi ng agent
containing the extract of the invention, the "effective conponent” neans

that th ' h
acﬁi eveg [ﬂgg‘%’ey récfJ %ﬁ%é E{]%ﬁz{tegjﬁgé 4 u%tj%t g?@o 'S %%{Eg)ae%glﬁgﬁlggrl y

restrict edmphendmount of the effective conponent may appropriately be

adj ust ed dependlng on, for instance, the intended degree of the

ski n- beaut i fylM@l@”fvfeBCthe teheerfati exgef:t afopl fheaskimnsf thbeiramntion afayt be agent,
and the degrees of the concentration and/or fractionation-purification. of
the extfarmnedndntes pisarmpacavitival aprgparasions cttegether hasthedar dasdanesd
above, but it is, for instance, not less than 0.0Q1% mass referably
0.01 to S9ccyemdesanch asdertass @nérgélmsabewnlew guchy 985%3( nﬁ@gﬂo%e

t t b d by t ol | ant d/ d
obt ai ned Siates GALtar Fad Fﬂﬁﬁpf@% GrALS D iR e B el St o0

d/ | dt | t h
aubj ect 2&8?% R oA R RAeh g rep Pt Ao %}‘E%%E‘F??@%ﬁ%a& PoulEe s 1o
thus gi V % (E? difoH 51%]1%96%”& g d@fufvﬁﬁtveé §ndfc'élé1ﬂﬁf (éélyﬁﬁﬁtéed Thi s

ski n- bea g ageh conprlses both wat er-soluble and

wat er - s0IMtﬁePOﬂmeeﬁi®a@aﬁoﬁ@%g§05@ ini nyreforke sugkdas rhdmtib, selidsgous
system and oil -based system after the renoval of any insolubles.

Al t er nat isealiyolidd)@nsidisionsemd inbyeseg agent may, for instance, suitably be
enul sified prior to use. Mreover,_ the skin-beautifyi ng agent can g
applied to tREhaawernsddggentd fors ahei #‘U@t 19 r theo paeseRf e
pharmaceutical . prepgratio reilis eeds,and agents ext

appl i ed D3ePREEL REGPTE b‘bé eb‘éuﬂL é“?‘é lhl‘ff?"é g‘?’%’? %o 53% nd can

e e o Ay it AR O
for the RWARRSEy 0L pté%ﬁ,uh' dco)éirﬁglctﬂb‘ﬁf wHdHin@ or"@¥akéng and a foundation, as
well as other dispersions, granules and ointments.

In addition, the extract of the present invention is one suitably
prepared from olive plants and therefore, it may optionally comprise other
components originated from the olive plants. Examples of other components
originated from the olive plants include triterpenes such as oleanolic acid and
ursolic acid, sterols such as (3-sitosterol and campesterol, and polyphenols
such as Oleuropein, Verbascosid, Ligstrosid, tyrosol, hydroxytyrosol and rutin.

The foregoing components may, if necessary, be incorporated into the
external agent for the skin of the invention to thus impart the effects of these
components to the latter.

The present invention also relates to an oil-containing extract prepared
from the fruits of olive plants. Moreover, the present invention lhkewise
relates to an emulsified composition having a whitening effect, which is
prepared by adding an emulsifying agent to the foregoing oil-containing

extract.
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used as a raw material for an external agent for the skin. The presen

I nvention |likew se relates to an anti-aging agent containing the &Z)ﬁéb&]ﬂhg
extract having an anti-aging effect for the skin. Moreover, the present

i nvention relates to cosnetics containing the foregoing extract and/or the
foregoing anti-aging agent. In the anti-aging agent conprising the extract
as an effective conponent, the term"effective conponent” neans, as has

been descri beqy, ARoyvfy %’E r-ddMEh RIS p GRIRE | Tothel BargXt bAthe liflveiséh an

anount that the agent | eves the desired effect and the anount thereof

i's not paiay aldodsd cludst i tHeesliveldit andubptefofe, the usklofché vhve oilpenent may
appropriately be adjusted depending on, for instance, the intended degree

of the amtédiagiadail efhpoteritosf thhe cstdrnal tigentrbatetled skppbf ¢he ilpventiche
amount of the agent, and the degrees of the concentration and/or

fracti onatdudd- pesmniti the ipepafatitre efxanaexteranl dgenpclorpthe jskim awhgse
restricted as has been descri bed above, but ' for, .instance, .not |ess

han 00 pfaibeninaefechoniion Lk ys HEtheeuantaved. Morepwsy Hbe XUt ol thot er oy y
0.1t 99.9% Db , f h f bl 0.5t Q9, 50.
part | oul m%%%?‘ﬁ%sﬁﬁ oy %Wgr"ﬁﬁﬁi’l%@ Cﬂﬁg?nm%?'i¥%‘§?’§3§“%so%% by

. Th ract. he. i | i | QE
gt o TeSibnEC by Afliatfisf ERAREE phiy SR APl Cutb Sl ReB R lle
water angjolq AT GARDAIARINEUxPRY | ABrdctad! hoR0 REdsAChneaIIGher be

subj ecte concentration and/or fractionation-purification treatnments to
t hus gi veomponaitd magi hqadeidvahesgotkfigthat st Ean bbarsednpray esteriihe
anti-aging agent is water-soluble and therefore, it is suitably applied to
aqueous agehefim Hmoskin,ovhishsreqilites thet uselof oil componertsaboresser, o |
systens after, for instance, the _enulsification thereof. Mreover, the

anti - agi ﬁ@‘ﬂ@@mﬂgcéﬁﬁlﬁen’éﬁypbﬁ éflded Eonéh? w&mtwg SHrast e PRERR Y f 0ods
o e S oSSk BLERET ' s S04, WL S’ R 2
e e e T kP
theret o §pssehntSnPeH RS EnOfaritudy, B8e eRferafl hgadt fog thé fskir i ased hetlski n or
form of an emulsion in many cases and accordingly, this emulsified
composition can be suitably incorporated into the external agent for the skin
or may suitably be used as a base used for incorporating other substances into
the agent.
Moreover, the emulsified composition is one derived from only the olive
plants or a natural product and may give a feeling of security to the
consumers. The olive has a favorable impression on the consumers and
therefore, the emulsified composition completely derived from olive would give
a good impression and a feeling of security to consumers and the use of the
olive in such applications is quite preferred from the viewpoint of the effective
use of the whole olive plant.
Examples of the foregoing emulsifying agents are nonionic ones such as
glycerin monostearate, polyoxyethylene (POE) sorbitan fatty acid esters,

sorbitan fatty acid esters, POE alkyl ethers, POE-polyoxypropylene (POP)

block copolymers and anionic ones such as fatty acid soap and sodium
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may be used as a raw material for an external agent for the skin. Tm?APR2M4
present invention |likew se relates to a whitening agent containing the
foregoi ng extract having a whitening effect, as an effective conponent.

The present invention further relates to a whitening agent containing the
foregoi ng extract having a whitening effect and/or the foregoi ng whitening
agent. The term"effective conponent” neans, as has been descri bed above,

t hat thea?ﬁgggﬁﬁ%gprises the extract in such an anmount that the agent

achi eves e desired effect and the anount thereof is not particularly

restricted. The,eseanthobrédptahiectiby eclasd onantariey diiapiacueicyl be
adj ust ed dependi ng on, for instance, the intended degree of the whitening

ef fect, pheparadens§ capplisteg i thes, extthactarddunke oinvendicagen , amndffettivalegr ees
of the concentration and/or fractionation-purification of the extract and
i s not qmmpoventaiahg ingeoticoland tag Hhis-hesawifegagentd aanbitening@gent i s, for
I nstance, not I|ess than 0.001% by nass, g{leferabl y.0.01 to 99.9% by nass,

more prefed i gntcagveagens. Whioh Corprises she extragt of the apgentpen a3 A | ess
than 0.5%.by. mass, further preferably 1 to 95% by mass and nost preferably

2 to 909BIBSLtNEOMPERfltay r act can be prepared by extracting olive plants

o P S PR U P i R S ashe

process with ni'c so € resulting extract can

further {}ge fe?%{cﬁ%a%q nef@Nmeahs 3hhPPh@AGESH cdhphbéPLTIRd btrabitin Siat i on

treat men us give a skin-beautifying agent whose effect is further
i mpr ovedan Bagowy {184 the aeemtachievebahdldesivet effesphnll theandowhetlsdreof, it is

preferably applied to oil- based systens anong others. Alternatively, it
may be ajsphoegparticaburiousstsicsednThe admennt fobrtheneffenttve, comporent :1a% cat i on
2nd UsedePIFOpEEELY boadnesiad BeDEr AgEson, SRARRRSER: M SRABS Aeernet
R SR R b BERLRE B0 L AR, e,
R e L o K
the ski Ney@kact and is not particularly restricted as has been described above, but it is,
for instance, not less than 0.001% by mass, preferably 0.01 to 99.9% by mass
and more preferably 0.05 to 99.5% by mass. The extract can be prepared by
extracting olive plants and/or products obtained during or after the olive oil-
manufacturing process with water and/or an organic solvent and the resulting
extract can further be subjected to concentration and/or fractionation-
purification treatments to thus give a skin-beautifying agent whose effect is
further improved. This skin-beautifying agent comprises both water-soluble
and hardly water-soluble components and therefore, it may be used in both
aqueous system and oil-based system after the removal of any insolubles.
Alternatively, the skin-beautifying agent may, for instance, suitably be
emulsified prior to use. Moreover, the skin-beautifying agent can be applied to
the human body and used in other foods and beverages, pharmaceutical
preparations, fertilizers, feeds and agents externally applied to the skin. It

can be used internally through oral route and can be applied to, for instance,

the skin. When the skin-beautifying agent is applied to the skin, it may
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may be used as a raw material for an external agent for the skin. Th

f or egoi ng ski n-beautifying agent can be formed into a pharnaceuticaﬁZAPR?Wﬂ
preparation according to the usual nethod, but the extract used therein as
an effective conponent nay be either a crude extract or one subjected to
concentration and/or fractionation-purification treatnents. Regarding the
anti-aging effect for the skin and the whitening effect of the

ski n- beayt.i f \i _ ' e A . L r

st ancotep s AR pholRe SR RdsE I AU AL B G i be

anti - agl ﬂge&%g QGlaw Alatkg! forkdextébhhBaddift foKie Bigiaut i fyi ng agent
containing, for instance, the hardly water- soluble fraction of the
extract has aThiegheeseMt tiaRbngdogf IRehasdorelbtdss tor easoantitdging aftrh
preferred to use an extract obtained by concentrating and/or )

fracti onesntagaipgr tie ifogegolrey watiect dodvibg earw cpiviagntg afifecbfor Hbehgudl y

wat er - sol ubl e conponent dependi ng on the intended skin-beautjfying effect.
The f or elybiregvanthe pyeseytageentiomnelateein cesmpeti¢sogansaiming dhg foregang
pharmaceutical preparation according to the usual nmethod, but the extract
used t heP¥iraciaand/ar the e HHYGEEM 288RL-be either a crude extract or one

subj ected to congentration and/or, fractiagnatipn-purifjcation t . nents and
in particul af‘? the | antagng - agenty (iﬁ’gg”éﬂngxttﬁﬁc?x%raétja?s’edg%y eggﬁ%gt rating
and/ or [ | t.hno: | Y 5 e ' | ng the
ef fect o%orgﬁ%}ég@tﬂrhgc[’%%ﬁ hgﬁ:e%%ir&tg Siﬁ@t“%ten?ﬁ %ﬁg{nsf aﬁgﬁg?ﬁé%lr ?ﬁ%?génace, t he
vat er - SOLpQle thhf a5d E?éht'@ﬁnﬁrigéé}ﬂﬁr exdRhétiadivtd Af hanurftahat ke sigemt and

er

therefore, It is pre red, in this case, to use the extract obtained by,
for instafgeves cthecdesiralli affedthandatlkes - smouhk ethereplbnemot Heeticolaehoi ng
whi teni ng agent can also be fornmed into a pharnaceutical preparation
accor di neestuctde Theaampanhod, thautefientive xeorapenents pn [RepaEspriately be

et e CoTBREnL T b2 B ietd e, SxLiagty or on 8 0,2 AR 2N
andi o PREPh e i SHEFOICHr PR, B Rkl AL SRy aRTpRA TALI N0
?ﬁg?;ﬁizgge%%gs hogl;tgﬁ%;éor&tanfﬁ%io?f%ﬁ&f&"frE&?oxYﬂﬁérﬁﬁhﬂﬁcﬁﬁ@ﬁtoicﬂﬂat aktthtg, for
e1md is not particularly restricted as has been described above, but it is, for
instance, not less than 0.01% by mass, preferably not less than 0.1% by mass,
more preferably 0.1 to 99.9% by mass, further preferably 0.5 to 99.5% by mass,
particularly preferably 1 to 95% by mass and most preferably 2 to 90% by
mass. The extract can be prepared by extracting olive plants and/or products
obtained during or after the olive oil-manufacturing process with water and/or
an organic solvent and the resulting extract can further be subjected to
concentration and/or fractionation-purification treatments to thus give an
anti-aging agent whose effect is further improved. The anti-aging agent is
water-soluble and therefore, it is suitably applied to aqueous systems among
others. Alternatively, it may be applied to oil systems after, for instance, the
emulsification thereof. Moreover, the anti-aging agent can be applied to the
human body and used in other foods and beverages, pharmaceutical

preparations, fertilizers, feeds and agents externally applied to the skin. Tt

can be used internally through oral route and can be applied to, for instance,
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wat er - sol ubl e fraction has a higher whitening effect and therefore, it is
preferred, in this case, to use the extract obtained by, for instabeédPR 00
concentrating the hardly water-sol uble conponent. The external agent for
the skin according to the present invention may be used in a variety of
forms, for instance, solids such as powder obtained by drying the sane;

| i qui ds such as those prepared by diluting the extract with water or a

sol vent; tlfé‘%gﬁﬁ%ﬁéﬁ tRe %@19@51? agtilt 18Ry pliel ey the dkeénfRrirg diricdy be

phar maceut preparations h as powdérs, capsules (such as hard
capsul es; gk dret@frthePurpssapliésisylnrotican gragmyg effectpfol the skimoshes,
liquid preparations, or pharmaceutically acceptable sustained rel ease

pr epar at in@iyhe t5al 8oh rawihaseri phfve rmacexteicall agend for thtd 918 may be conbi ned
w th pharnmaceutically acceptabl e additives such as bases, carri.ers,

exci pi ents, 'fheipresgrtanvestion dievoaerelateritaavorterRingneens COREBPHEg to

t he known pharmaceutical _preparation net h&;@j. Exagglnﬁ Bfé’ carriers tand
exci pi enthe {eyegoing exfgeet pauntmachhitelIng SHeph 3k BOEe) LHREEM Y| ucose,

sucrose, nnitol , potato starch, corn starc cal ci ‘%955? al ci um
phosphat’gggd?}leé?% Yﬁ‘?‘%ﬂ%?“’?‘i’%tr&meﬁemcﬁlW@tgglél,% gg%g@{e g ?g';;/hrefhl za,
and powdgr ed .genti an. anpl es ' ' hese-aher whaeHideLal

pr epar at '06?1%0]'%50?%%“ Eé\gglgh,g Y&gﬁagﬁgﬁg%ﬂd%ﬁg{%ﬁgﬁ ﬁﬁ gsyr gp, pol yvgf:nyl

al cohol ,aﬁﬂ yvinyl ether, polyvinyl pyrrolidone, hydroxypropyl cellul ose,
met hyl ce utT ose, ethyl cellulose and carboxynet hyl c%‘i uli%s‘?ﬁarrpl es of
di si nt egr at or yhuseemi feffdieive dmayormadlitmeats, pasepas dteenndescithe V€t ar ch,
agar, powdered gel atin, sodium carboxynethyl cellulose, 69 0.2 APR 2006

cal ci um tiextbthey redeny| caxepiisénshe evtyattain iswshcan| amevat that cthenaggbonat e,

1t hoscAgHaY emcbat ideaepr Epertasndndhe | fEIAL Hireeianr et e BraraRy c.

Y o0enalod LEBEHE S, 1P B TURONEL colBBnR LY BB B
adjusted depending on, for instance, the intended degree of the whitening
effect, the mode of applications, the amount of the agent, and the degrees of
the concentration and/or fractionation-purification of the extract and is not
particularly restricted as has been described above, but it is, for instance, not
less than 0.001% by mass, preferably 0.01 to 99.9% by mass, more preferably
0.05 to 99.5% by mass, particularly preferably not less than 0.5% by mass,
further preferably 1 to 95% by mass and most preferably 2 to 90% by mass.
The extract can be prepared by extracting olive plants and/or products
obtained during or after the olive oil-manufacturing process with water and/or
an organic solvent and the resulting extract can further be subjected to
concentration and/or fractionation-purification treatments to thus give a
skin-beautifying agent whose effect is further improved. The whitening agent
is hardly water-soluble and therefore, it is preferably applied to oil- based
systems among others. Alternatively, it may be applied to aqueous systems
after, for instance, the emulsification thereof. Moreover, the whiteming agent
can be applied to the human body and used in other foods and beverages,

pharmaceutical preparations, fertilizers, feeds and agents externally applied

67




t hose commonly pharnmaceutically acceptable. Wen preparing a tablet 3r%@
granule, it may be coated with sucrose, gelatin, hydroxypropyl celm I émm
purified shellac, gelatin, glycerin, sorbitol, ethyl cellul ose,

hydr oxypr opyl cellul ose, hydroxypropyl methyl cellulose, polyvinyl
pyrrolidone, cellul ose phthal ate acetate, hydroxypropyl nethyl cellul ose
pht hal ate, nethyl nethacrylate and nethacrylic acid polynmer, which my be

used al opeyRl skih EIE'){alg%_@ms@étiﬁ&'i‘leﬂy %rdrf&@ﬁ&ra‘l\ﬂ@utﬁ atdiesn beldpplieditoyel y,
or

it may be encapsulated in a capsul e of, instance, ethyl cellul ose or
gel ati n. foph@Rt 4@, PREERAE Whis ahe pkapbeattifying agappls apblia tchehesthiin, it may
be in a solid, semsolid, semsolid-like or liquid-like state. Exanples of
liquid pharrgcéietidabepsmiedaticant forethehae mase wf i eaiultifyingc Bepskib @

emul sions such as enulsions or |otions and tinctures externally applied to
the ski nmafhbe upbdasmceay muderiph Byanaextern Aeagead Ao | éﬁ-“-commnl y used

di luent such as ethanol, an _oil frag:_ii on and  an errubsifﬁéi‘n% agent .
Exanpl es of sud§ sEHEEAPEd SRARANBININEal 288 p Lt | Ofis QIR g nt%  such

il-b d oj.nt t d hyd hil i I nt t . Thi tical
b epar at PBAVBGRERHCHe aparannt g dp e VAT koL By BECRBEES D00
an oi | f(aci R0, nd/.0f, ApSHEI ACh ARy &% fGORIRIhLy USEbdelB Fackiosforfeal 1 e

Exanpl es"of or-s phar maceut preparations are a hard

plaster (Spehiaar {o1ReleRbasbA! Ao AatEatidl-pUkifidatipas, treanapitas s,

packs and ‘bath nedi cines. These pharmaceutical preparations may conprise,
as a CuRkgatdivigudrdahasezing effett fer thaskinbbed thepehitehimgetfecicol @ nat ur al
rubber, 70 0 Z APR 7004 and a synthetic rubber such as, butadiene rubber,
SBR or %Em—hemmgiaggnt,agmsﬁigubwmf}@& &SPt CRABIDHEG QT APFEV6R de; a

hydr ophi lic pol yner such as odi um car boxynet hyl cel | ul ose.and sgdi um
pol yacr ythe water-selable {ractign of the exgrach F“filq'rﬁl §i3ﬁ‘%’éﬂ@nlgi %%fic&?%‘a arfin;

, ! |1, f i . / f _ i
\Slfteg;r a'? %lgxﬁ]; \ﬁhg}q tirh%g%ypglgb%agﬁaoﬁnsgg a %Illjt; ﬁgﬁaﬁﬁglﬁl)g, TP sNRE TREE HalrGRY

water- soluble fraction of the extract has a higher whitening effect. For this

reason, it is often preferred to use an extract obtained by concentrating and/or
fractionating-purifying the water-soluble component and/or the hardly watexr-
soluble component depending on the intended skin-beautifying effect.

The foregoing anti-aging agent can likewise be formed into a
pharmaceutical preparation according to the usual method, but the extract
used therein as an effective component may be either a crude extract or one
subjected to concentration and/or fractionation-purification treatments and in
particular, it is preferred to use an extract prepared by concentrating and/or
fractionating-purifying the water-soluble component. Regarding the effect of
the extract, the inhibitory agent containing, for instance, the water-soluble
fraction has a higher anti-aging effect for the skin and therefore, it 1s
preferred, in this case, to use the extract obtained by, for instance,
concentrating the water-soluble component.

The foregoing whitening agent can also be formed into a
pharmaceutical preparation according to the usual method, but the extract

used therein as an effective component may be either a crude extract or one
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agent such as a stabilizer, a solubilizing agent and a percutaneous [j7 APR 2104
absorption-pronoter; or an additive such as an aromatic and a preservative.
The present invention relates to an external agent for the skin containing
t he foregoi ng skin-beautifying agent. The use the skin-beautifying agent
woul d permt the preparation of an external agent for the skin having a
skin-beautifying effect. The anount of the skin-beautifying agent to be

I ncor por | e Y ' '
cont o1 1 e g B PR "Best T et o oot

of the intaRGRY AISHPrefirkad Aethisy POk iraeh Fiéjﬁréﬂﬁgsc@fceﬁﬂﬂﬁr%aﬁhm_ﬁ
thereof, "'the anount of the agent externally applied and the intensity of

the ski nfrherubtng parifdesttheFhardlpstataresoltile eompotertthRegdrdmgndks from
0.0001 to 50% by mass, preferably 0.0001 to _4_0%bfy mass and_nore

pr ef er ableffedt 6DtHe extrad)¥hbwhitesingmpent lvontaiping, foy imgancesthe kasddy t o t he
range specified above at all. Mreover, .the anmoynt of ta]e ski n-heauti fying
agent t ovaser-solwbberfraetion has at heghsit @f}ﬁﬁqﬂlﬁﬁe?‘#eqto?‘n@h e3Rigye, Alpas

i nstance, ranges from.0.0001 to 30% SS f.erab . 0001 .t0 20% by
mass and P& @'%’e%rgﬁﬁycés.%om pef 1% lfyq‘%r%sgggaﬁn?'ﬁekﬁa PE BEIPIE ¢ ot al
anount of the extract.,Mreove t r Lhvention relates to an

ext er nal C%@%eﬁ’ttr?té?gﬁ\%hag%%’nw%%ﬁfsgpﬁ?lﬁégﬁgth?egoi ng anti-agi ng agent

and/ orthe f 0ngQOlagnllide2nt R (A08Ah-acthiRting o Ghe piesciliAveRBbA iy NG

agent, the anti-aging ag and the whitening agent would permt the

pr epar at ih@ns@f iana eutietyof faeantfof distahee, sskids shaliasgpendandbitaigidnby ef f ect
for the skin and a whitening effect. The anount of these anti-aging agent
and whi t dpying dgesdmepliheidsnnehpas tiee preperad by dilutire the extiast agént

externally applied may appropriately he controll eq_]v\,hi.l e.taking,.nto
co?si delr lawat@n or ltﬁeSQgtégTﬁ@f@f emn@l?ﬁ% F‘P?(}Eeiif mtéir}]’ ' ﬁtb(?ra]fgéﬁﬂ% ?f o
ext erna applied, e noﬁes 0 plicatigns ere anpu e
?%en;[m _eidp !ai‘i’&‘l""lc?“h%%lplﬂlzﬁa : ntshéu?lﬁt @ﬁspf’}vggrsof ;;%Seuq%?&sg gﬁi% géléﬁt Og(r)lcli
e iteni e LD
to_50% by Hages ST st Apebite) GEEFuIL  FoAlhy trabdRa RIS RaeaRes TS,

0. 0001 t é@a@al%" RBS phabifacth WBteptablROtustefifed tdleshet prapfaeationge
speci fi egra ove at’ al Ip_"jll\/bragove‘r:iiﬂ[SD v

thereof).

These pharmaceutical preparations may be combined with
pharmaceutically acceptable additives such as bases, carners, excipients,
disintegrators, lubricants and coloring agents according to the known
pharmaceutical preparation method.

Examples of carriers and excipients used in these pharmaceutical
preparations are lactose, glucose, sucrose, mannitol, potato starch, corn starch,
calcium carbonate, calcium phosphate, calcium sulfate, crystalline cellulose,
powdered glycyrrhiza, and powdered gentian.

Examples of binders used in these pharmaceutical preparations include
starch, tragacanth gum, gelatin, syrup, polyvinyl alcohol, polyvinyl ether,
polyvinyl pyrrolidone, hydroxypropyl cellulose, methyl cellulose, ethyl
cellulose and carboxymethyl cellulose.

Examples of disintegrators used in these pharmaceutical preparations

include starch, agar, powdered gelatin, sodium carboxymethyl cellulose,
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t he amount of the anti-aging agent and the whitening agent to be
incorporated into the external agent for the skin, for instance, rppdéR 72004
from 0.0001 to 30% by mass, preferably 0.0001 to 20% by nass and nore
preferably 0.0001 to 10% by nass on the basis of the total anmount of the
extract. The intended strength of the whitening effect of the extract

havi ng such whitening effect can appropriately be adjusted dependi ng on

ext ract <t e RigiaEHaog ipae: hE SRIRT IR oy AR, G, ¢
cosmticsodiﬁgn aﬁ%f@ﬂ?@?#f?t@% hekeaIgnag. because of the difference in

raw mate?| a erence I n the content of the water-sol uble

conponents. Houeyelles WSRbriAR1&XIde8Cin Ghebdpnesarutical gnteparations
i ncorporated 1nto t%e external agent for the skin, the amount thereof, for

i nst anc g ch S gnkoind sbfarate, 362 hy draenatedveietnhls gil0and ma2ogelby nass
and nore preferably 0.3 to 10% by nass. For this reason, the external
agent for theThkicalosinghagentsosestindbess phanviadenidenltnyeppratiaiienay b he
human body, excellent in the storage stabjlity and excellent in the

ski n- whi these cgmaneekyt phavss acsugically @ecetepiect and/ or agi ng-i nhi bitory agent

according to the present invention may favaorably.be inc Lnto
agents ext er n@inep F%Fé’gﬂ%att@%? em;sﬁigﬁl’gﬂi ! ?%%?ﬁe%ag%(?c’\gﬁggwﬁ)ﬁh’gs, and

phar maceuti cal ;agents. | i e ORLERn O exhiagdl, of the

i nvent i o%etlﬁﬁnt ﬁg%g%@%gypg%lg%ﬁ)sé,f ﬁﬁﬁﬁeg % i naccé?r? appr lgFi&gth’el y be

controll € ' rBh AN ¢eHuldse] q{yih byyefopyhemaitliyl agllatpsef f ect

for the %%y?l gﬁgﬂk)ﬁ% gggjyfégg};pll%ﬁmm cﬁ tshe 2 0 %@Rgz 2004 1‘éxtract is to be

added. T;gﬁarﬁﬁi}ﬂeﬂgrrﬂdﬁ‘ﬂbﬁ@f delalee phonalatd ladevat)hpdroxpesopyl prethyhbl y
0% by

0.05to mass and nore preferably 0.1 to 30% by mass, althoygh the
cont ent eslhdosephtioflatdenathyl amthaeryhate aridinesfaerylic ﬁp@lqrg_ Blers bqliwf i ed
sbove. For U1l € JEason e X nal agel 106, 18 SHL 0, Ufl AfyfRere!
ise of tHanakPeHERP SaRe Fb Ra i A e P PR eE e e o
woul d per it e, Agh SHERALe i prkh Ardifitts AppIngl 6f fircikidyer maytihe
in a solid, semisolid, semisolid-like or liquid-like state.
Examples of liquid pharmaceutical preparations are pharmaceutically
acceptable emulsions such as emulsions or lotions and tinctures externally
applied to the skin. This pharmaceutical preparation may comprise a
commonly used diluent such as ethanol, an oil fraction and an emulsifying
agent.
Examples of such semisolid pharmaceutical preparations are ointments
such as an oil-based ointment and a hydrophilic ointment. This
pharmaceutical preparation comprises, for instance, water, vaseline,
polyethylene glycol, an oil fraction and/or a surfactant as a commonly used
base or a carrier.
Examples of semisolid or solid pharmaceutical prep arations are a hard
plaster (such as rubber plaster and plaster), films, tapes, cataplasms, packs

and bath medicines. These pharmaceutical preparations may comprise, as a

currently used base or carriex, a rubber type polymer such as natural rubber,
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anti-aging effect for the skin and the whitening effect of the extrddtARrygp
an excellent anti-aging effect for the skin such as the inprovenent of the
tenseness and gl oss of the skin and the prevention of any fornmation of

wri nkl es and/ or sags as well as an excellent skin-beautifying effect due to
the whitening effect such as the elimnation or prevention of any
occurrence of dark skin, nelasma, ephelis and dullness. Furthernore, the

extract Qﬁgtgg%&@%&%%ﬂb@ilgﬂgl% Petadgasd hubha, SBrepaisis; fbr auspehiitg pl ant s

or may sul € prepare omthe products formed during or after the

olive oi hsdfnui@r by delitin! REASS snddzine eaad;va hideophidiechdpthetherchfay e, the
present invention is quite favorable fromthe viewoint of the Er oducti on
cost, thgydthabteranpniethyboelldlbse efiflestiwvn pepaofylatec a taakifreal suchszsur ce.
EXAMPLES Then the present invention will hereunder be described in nore
detail sitacnybiceresineand ligeid qpdrafifing vetemplother ik frantios andier iavent i on
Is not restricted to these specific Exanples at all. A variety of extracts
wer e preparfactant. t he fol |l owi ng Exanples 1 to 19 and Conparative Exanple 1.

Th ield ' in the.fol | ow ng. Ex I det.er m ned . di
Lo the fol | ovf AESe BRBIMBSFIUGH AEFLAIGHONSED G Y45 ArBPHSGPRETTACY = (Mass
f Ext t (Note, 1))/ (M f _F ' B ' 2 73
0 2 APR S5 ROEE B° PhomBiero)t (REbhiAbe PRGN Gl AT PhRUEHOS ©)

freeze- d{iydgo tioNPBnfoter i APSEditAL RichidsUid Sron86e adldea prebegeative. Was
det er m ne mredi ately before initiating the extraction for preparing the

extract. Examhpkepiedont ethviehtiiohs rélanes udi ng eseodsnnl (dgd) fof that ska ol ive
(O ea europaea L. were crushed and 3 L of hexane was added to the crushed

dried fredrtaiting therfaragoinhekiexbenifyorg agent dhef use thehskinsheantyYmg egoi ng
operations were _repeated 4 tines to pobtain defatte fruitgj@rthe seeds were
removed agehweield pergig she preparationsofian extersak agPnidee the P R3BEE And t he

fruits V\sﬁtri%-b%%%it%ying effect. The amount of the skin-beautifying agent to be
incorporated into the agent externally applied may appropriately be
controlled while taking into consideration the degree of the desired effect of
the intended agent externally applied, the modes of applications thereof, the
amount of the agent externally applied and the intensity of the skin-
beautifying agent. For instance, the amount thereof ranges from 0.0001 to
50% by mass, preferably 0.0001 to 40% by mass and more preferably 0.0001 to
30% by mass, but the amount is not restricted to the range specified above at
all. Moreover, the amount of the skin-beautifying agent to be incorporated into
the external agent for the skin, for instance, ranges from 0.0001 to 30% by
mass, preferably 0.0001 to 20% by mass and more preferably 0.0001 to 10% by
mass on the basis of the total amount of the extract.

Moreover, the present invention relates to an external agent for the
skin containing the foregoing anti-aging agent and/or the foregoing whitening
agent. The use of the skin-beautifying agent, the anti-aging agent and the
whitening agent would permit the preparation of an external agent for the
skin having an anti-aging effect for the skin and a whitening effect. The

amount of these anti-aging agent and whitening agent to be incorporated into
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extracted with 5 vol unes of hexane for 3 hours to give 229 g of defﬁﬁtﬁﬁ
|l ees fromwhich the oil conponents were conpletely renoved. To the APR' 2004
defatted | ees, there was added 10 vol unmes of water-containing ethanol
havi ng an et hanol content of 60% by nmass, followed by extraction at room
tenperature for 3 hours with vigorous stirring. The whole of the
extraction systemwas filtered and the resulting filtrate was concentrated

to dryn f %&rﬁ' e\;gemr%@%,c}g{d by aﬁgg:rbﬁﬁhte]}_ e coftréllictNehibx t4ldak iNas

I nspecte he supe e lon activity and the hydroxy

radi cal 'é’drisiﬂél%‘i:iioﬂnth%cdézg\i‘bé ¥f tHbdesiesd ffect fube inbhedetbagarteedtemtaly i n t he
followng Tables 1 and Z. The resulting extract was also inspected for the

mel ani n- apResl GhiaRodethbfodgpdica tions thersof ath atheuntiobthef agerdi extexnallwal . The
results obtained are listed in the following Table 3. Further, the

fol | owi ngppladal end thiecingenditieyiofithe andi-aging pgaduand she viHIeNDE 38 bnct i on

i ndex, substantial melanin-production- i nhifbi tory functi I ndex, nel ani n-
pr oduct | Ber iinktasiceorthef amoundntiereptl 1enges o S aAei g@%ngyamaﬁ-s’

duction-i nhi bit f Lon-yield;ind Th
G pr coweraidy (B0’ t0 Bk pakas ol o b8 Bl PR T BRO 1 O3PS | ocs
Th 10 I f a.water- { D ' ' t h I
content W Hoanpniat EraS AL % FAEIHoa hha AU o PR
2096 extgactinBufl bhcidelai adidofetRs abAndet orhisiningomgbaupRr daire for
Vg

3 hours "w I gorous stirring m%e same manner used in Exanple 1. The
whol e Ofincbﬁﬁ)r@ééd afitd oie sycdraal wgent ifort eiedkandot hnstamse) rangpst frbor at e was

Xt act 0901 o/36¢ b hass, phelesais (590 Ll by amnonan SR Cr R r esul
e, OO0 | Sk ottt bbb L9 B0 Ry o o0l 1 of
B AT A T e S
product i\%ﬂiﬂemg IBREY chif rﬁi}&a&@ﬁﬁ{@f’b’e SY0sianddftn diRE 38 fhre RInAJuCileon-

subject to which the extract is added. The amounts of the extracts to be

incorporated into the external agent for the skin such as cosmetics is not

indiscriminately determined because of the difference in raw materials and

the difference in the content of the water-soluble components. However, when

the extract of the present invention is incorporated into the external agent for

the skin, the amount thereof, for instance, ranges from 0.05 to 30% by mass,

preferably 0.1 to 20% by mass and more preferably 0.3 to 10% by mass. For

this reason, the external agent for the skin such as cosmetics is considered to

be safe for the human body, excellent in the storage stability and excellent in

the skin-whitening effect.

Moreover, the extract and/or aging-inhibitory agent according to the

present invention may favorably be incorporated into agents externally

applied to the skin such as cosmetics, quasi-drugs, and pharmaceutical agents.

In this respect, the content of the extract of the invention in the external agent

for the skin can appropriately be controlled depending on the intended
intensity of the anti-aging effect for the skin and the subject to which the
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i nhi bitory function index, nelanin-production-inhibitory function-yield
index and substantial nel ani n-production-inhibitory function-vyiel d24 HNdedl
of the extract are summarized in the following Table 4. Exanple 3 The sane
procedures used in Exanple 1 were repeated to obtain defatted | ees. Then
10 vol unes of a water-containing ethanol solution having an ethanol

content of 70% by nmass were added to the defatted | ees and the extraction

of the dekpiieds oS AidCINEehesh (Ah ot ATRAGER B W E1 E050% BPWigss W th

vigorous stirring in e sane nmanner used in Exanple 1. The whole of the

extracti QRefe¥abRM0\WEStd 13012 he0mang dofte nicee Witdf@@bly I0LT abe30tashy anassnt r at ed
to dryness to give 97.8 g of an extract. The resulting extract was

i nspect edlfheughhehs epatemti steamiourit ruft thenextatt W thyt lithdedeuthe rhnge
obtained is listed in the follow ng Table 1. Mreover, the results of the
i nspect i speafiethabawees UTwi tisereasaet therexternalesgantnforpthel séin gwchnds bi t ory
function (degree of cell-whitening and rate of cell urvival) are listed
in the fepsmelingisreansidered tobersfe forHbeyiunan hedyasicsllent i Hye ptorage

on-inhi bitqry. fungtion.index, substanti | ani n- .production- inhibitory
funct i onSF%Béﬁ,’ Ieéﬁ&#?rﬁr]ﬂcf@(?tar"gﬁ?% %etcg‘f‘g} 'ir'ilf bn-yield i ndex and

substanti al ani nb- pr.od I on=Lahih f iRGHL QDo ' e 75 0
2 APR 2004 eﬁhélc?f E}ééﬁgg%ﬁf:n#%ré}%glﬂ{%ln epfl Yor e n%c%{déba*‘eié Jﬁﬂ“@%ﬁ%ﬁt‘g 4 The

same pro 1£5h WHRHH hBrdRtanehieveRicn t e Baki £ HehQtifhgicifectlahats gk | ees.

Then 10 vol unmes of a Wwater-containing ethanol solution having an ethanol
cont ent  @htiS&%migyeffi@ssfonathe siddeshd ehé hehiehialgt effedteafStlandxtimet oexdr acti on
of the defatted | ees was conducted at roomtenperature for 3 hours wth
vi gor ousestallenitngntiraging effend foanther skdeosuch Beathpt dmprovemenhotethd the
extraction systemwas fil tfred nd the resulting.fi Itratexﬁgla%@&onceptrated
to drynetensenegs and gloss gf ghegskiaxapdcthe preve t9f BB O Rt oR, 8

et e L G PSR SEER L BRae SN TP oSV LR
whitening effect such as the elimination or prevention of any occurrence of
dark skin, melasma, ephelis and dullness.

Furthermore, the extract of the present invention may easily be
prepared from olive plants or may suitably be prepared from the products
formed during or after the olive oil-manufacturing process and commonly
discarded and therefore, the present invention is quite favorable from the
viewpoint of the production cost, the stable supply, and the effective use of the
natural resource.

EXAMPLES

Then the present invention will hereunder be described in more detail
with reference to the following Examples, but the present invention is not
restricted to these specific Examples at all.

A variety of extracts were prepared in the following Examples 1 to 19
and Comparative Example 1. The yields appearing in the following Examples
were determined according to the following relation: <Formula 9>:

<Formula 9> Yield of Extract = (Mass of Extract (Note 1))/(Mass of Raw

Material Before Extraction (Note 2))




the results of the inspection of the resulting extract for the nelﬁaiﬂy
production-inhibitory function (degree of cell-whitening and rate BImUL
survival) are listed in the followi ng Table 3. Further, the yield, nelanin-
production-inhibitory function index, substantial nelanin- production-

I nhi bitory function index, nelanin-production-inhibitory function-yield

I ndex and substantial nel anin-production-inhibitory function-yield index

are SUNMK@LL Zedy ] ]ﬁ@* d@g—g A& e procedures
used in éc le' g‘hfq{/\légi(é)g%%sg@éeﬂé%tno 0 tgféclélﬁ de at}?ferge;f eeg-ﬁﬁ hen 10 vol unes
of a wat @150t arpi Ngh £khagPlofS Ghiitd OBediR¥kBY andn seédandhs Cadteeitined 40% by
mass were added to the defatted | ees and the extraction of the defatted

| ees was;aanuBigt@y bafore opitidtenp ciattrectiot fa hrepasingvibielextigdr ous stirring
in the sane manner used in Exanple 1. The whole of the extraction system

was filt @xagopled the resulting filtrate was concentrated to dryness to
give 112.9 g of an extract. The resultilg extract was jpnspected foIre t he
super oxi de- el Driethfivats Gacmiding peedsid 1 ed rtmathves oy &Pleegenonaedtled in the

foll i Tabl 1. M , h I f i [ f. t.h

| osult] nieratarashed i ReLrfi BN/ 520 S006%e 058 SRR Risd ErPE e or y

f ti d f | |.- whij.t eni . ' L d
e O 50, P SR 20 e e kg AL 20 1
producti ?%}E%aqgﬂ bi 1iles %d;gﬁﬁa'iﬁ’ RENAEE et Shanideds WaleaRiniovdd AGUE then-

inhibito unction in mel ani n- production-inhibitory function-yield

i ndex apgiaubgcanhiied tHBS anbatddr adue tidnedindd hirdrtye ffraitsi woryiagath i ndex
of the extract are summarized in the followi ng Table 4. Exanple 6 The sane
pr ocedur estrasadl withEs amblised ofdrezane fieas duburs tolgive 329 detfadefatitadeleses Then
10 vol unes of a water-containing ethanol so]ution rb: | n et hanol

cont ent Gfon2@daiply the.otl camronendswere compleieiareaevy égtgﬁdﬁ’?"l"n ed d68% act i on

of the defatted |eges conducted at room.tenperature fo h with

vi gor ous thezer Wﬁﬁgj‘qdﬁd}[,\ﬁi ve e?ré?ﬁ Néa%eh-g%ltailwngg X ﬁ%a%%\.y\xhgﬁfea%é)}
content of 60% by mass, followed by extraction at room temperature for 3
hours with vigorous stirring. The whole of the extraction system was filtered

and the resulting filtrate was concentrated to dryness to give 112.7 g of an

extract.

The resulting extract was inspected for the superoxide-elimination
activity and the hydroxy radical-elimination activity. The results thus
obtained are listed in the following Tables 1 and 2. The resulting extract was
also inspected for the melanin- production-inhibitory function and the rate of
cell survival. The results obtained are listed in the following Table 3. Further,
the following Table 4 shows the yield, melanin-production-inhibitory function
index, substantial melanin-production- inhibitory function index, melanin-
production-inhibitory function-yield index and substantial melanin-
production-inhibitory function-yield index of the extract.

Example 2

The same procedures used in Example 1 were repeated to obtain

defatted lees. Then 10 volumes of a water-containing ethanol solution having

an ethanol content of 80% by mass were added to the defatted lees and the
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the extraction systemwas filtered and the resulting filtrate was 02 APR 2004
concentrated to dryness to give 110.6 g of an extract. The resulting
extract was inspected for the superoxide-elimnation activity. The result
thus obtained is listed in the followng Table 1. Mreover, the results of
the inspection of the resulting extract for the nel anin-
production-inhibitory function (degree of cell-whitening and rate of cel

sur vi val dxianeibi B i Bpratftel foel LW i akefldca Sroohltdiiferathife fofl ShourdTe! ani n-

producti on- 1 Itory function index, substantial nelanin- production-

i nhi bi t oWt Wipetb N sERERY in "Mhleadlinfle Pi At hedlt ImBixbirtpde V1. fthctvhole of el d
I ndex and substantial nel ani n-production-inhibitory function-yield index

of the &4 eaghctiore spstermvazdiltaradtdml tha tezndtigg Tiltrhee wasEoamgpitratedThe sane
procedures used in Exanple 1 were repeated to obtain defatted |ees. Then
10 vol unesdiymeasn hy grveus9. dtehefraol extenet. added to the defatted | ees and the

extraction of _the defatted | ees was, conducted room tenperature for 3
hours with vi§beoipsuliing remgaqth@ﬁelwﬁﬁt%hﬁﬁs‘ﬂtP@‘ﬂx %Es%%ané'tlfp The

o e e D LA LSS0l S Aol AR,
Theresule tREtb GGt RISl o ther pErHE PR et B P e BEhy e
5L o RehaRSSyon et Gupls pocarummtin g shociel anel
sur vi val gureial) isrkelsted irhahéofollowimng Tedlé e3.3Fufihethéehie yiéld, yneladin-nel ani n-
production-inhibitory function index, substantial nelanin- production-
i nhi bi t aprpdixationiinhihibeyx, fumetiani rindesdusubssantishi Blelanip- urednelei el d
7OeK, il Bkl el an o pr et oo LSS VAL Smy VSl ndex
sl g8 SR L PRSI RS SR GA e ast o men

extract are summarized in the following Table 4.

Example 3

The same procedures used in Example 1 were repeated to obtain

defatted lees. Then 10 volumes of a water-containing ethanal solution having

an ethanol content of 70% by mass were added to the defatted lees and the

extraction of the defatted lees was conducted at room temperature for 3 hours

with vigorous stirring in the same manner used in Example 1. The whole of

the extraction system was filtered and the resulting filtrate was concentrated

to dryness to give 97.8 g of an extract.

The resulting extract was inspected for the superoxide-elimination

activity. The result thus obtained is listed in the following Table 1. Moreover,

the results of the inspection of the resulting extract for the melanin-

production-inhibitory function (degree of cell-whitening and rate of cell

survival) are listed in the following Table 3. Further, the yield, melanin-

production-inhibitory function index, substantial melanin- production-

inhibitory function index, melanin-production-inhibitory function-yield index

and substantial melanin-production-inhibitory function-yield index of the

75




the extraction of the defatted | ees was conducted at roomtenperature for 3
hours with vigorous stirring in the same nanner used in Exanple 1.2 APRe(DL
whol e of the extraction systemwas filtered and the resulting filtrate was
concentrated to dryness to give 118.2 g of an extract. The resulting
extract was inspected for the superoxide-elimnation activity. The result
thus obtained is listed in the following Table 1. Exanple 9 The sane

proceduiéél‘%ée%ish%%ﬁlgﬁ# tﬂ%?&lév@ﬂlﬁmetf obtain defatted |ees. Then

10 volu ng "acet on aving an acetone content of 60% by
mass \A/erlgxmgf(g4to the defatted | ees and the extraction of the defatted
| ees was conducted at roomtenperature for 3 hours with vigorous stirring

in the same MPRAE NS §ibobddipeaMb@l In ERamylel & wérd repestetir tctoboainsyst em
was filtered and the resulting filtrate was concentrated to dryness to

gi ve 51.defgttell 1ass. a0 volihees of ulwateg-contaiamg wisanoh sphdiadhavingt he
superoxide-elimnation activity. The result _thus obtai neg is listed in the
fol | owi ren Ettimmeol lconiéntQup 58%Rbp anassewerpladded tohesdafattsddeetiandsthgsed in
Exanple 1 were repeated to

btain defatted |ees., Then 10 vgl s_of
wat er - cotraatiane ci@fatmé(iaesrwes cgpfn %1'085%615913‘?1'@% r%\ﬁ’rrgﬁ%d to the
defatted | ees and the extraction of the defatted. | t at
roomte AP FPEOUSH I 1} g‘ﬁ/islaﬁle m%eéu%se?t ¥ 7 Fﬁ%%?%f%%ggﬁe%n%ner

used in &Eﬁ%%{-fc&%o@ %}gemkﬁ ri\i?éer{é@%ntdgﬁhteg%%hitﬂﬂg sYShEMWARSohtdiiteard and the

resul ti conce a ryness to give 54.3 g of an

extract 'to-ﬁ}ﬁn@g§fﬂ vag 1841 § df bnWBgrddispect ed for the superoxide-elimnation
activity. The resul't thus obtained is listed in the follow ng Table 1.

Exanpl e 11 Thghsaweulbacedtres waedinispe&ednfire the vamerexndesbainagionbt ai n
defatted | ees. Then 10 vol unes of_ water-containjng. AN h&\gn n AN cont ent
of 60% mmctivitys Ther xesabidd st ebteirediss hyted an| thedolawing dabler }-MoreaYes: ¢ he

the results of the inspection of the resulting extract for the melanin-
production-inhibitory function (degree of cell-whitening and rate of cell
survival) are listed in the following Table 3. Further, the yield, melanin-
production-inhibitory function index, substantial melanin- production-
inhibitory function index, melanin-production-inhibitory function-yzeld index
and substantial melanin-production-inhibitory function-yield index are
summarized in the following Table 4.
Example 5

The same procedures used in Example 1 were repeated to obtain
defatted lees. Then 10 volumes of a water-containing ethanol solution having
an ethanol content of 40% by mass were added to the defatted lees and the
extraction of the defatted lees was conducted at room temperature for 3 hours
with vigorous stirving in the same manner used in Example 1. The whole of
the extraction system was filtered and the resulting filtrate was concentrated
to dryness to give 112.9 g of an extract.

The resulting extract was inspected for the superoxide-elimination
activity. The result thus obtained is listed in the following Table 1. Moreover,

the results of the inspection of the resulting extract for the melanin-
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defatted | ees was conducted at roomtenperature for 3 hours with iﬁzg@ﬁohjs
stirring in the sane manner used in Exanple 1. The whol e of the ektr t/MHn
systemwas filtered and the resulting filtrate was concentrated to dryness
to give 54.3 g of an extract. The resulting extract was inspected for the
superoxide-elimnation activity. The result thus obtained is listed in the
followng Table 1. Exanple 12 Dried fruits of olive (1 kg) from which seeds

had been, 'gm\ﬁ?ﬂ]-mﬁpﬁg% %ﬁ%ﬂonzﬁ%éég%é'”ﬁs cOll-vPhitetipk- cadt 2atd g &flhanol

solution"having an e |” “conte 60% by mass were added to the

crushed dnigdaf)r #id Sistdtd ihdhe Sllovaaki Pablef 31 Martiel the wisld; omeleaied at
roomtenperature for 3 hours Wth vigorous stirring in the same manner
used abopesdubtsonshiiibitexy r Anidtivn ydexe msubstahitial emeelanite prosiuctipag
filtrate was concentrated to dryness to give 238.5 g of an %l{&nagt. To the
resul ti ninlekitoagtfunttien éndex, enel productiazf-inhibitarie 10n-pefd gRAyt er |
followed by sufficient stirring, concentration,of the .79 D API? ﬁ%M

r esul t i ngndqsiebsiengied smelanin-nysgureaeran b igry nastiog-[eld 1 9ex a

fractionated extract. The yresylt} ext s inspected for the

super oxi BBLIELY A HaMERATL ’r‘\/ﬂleyé.‘)ﬂgﬁ’éng g\gﬁfetx\'?hus obtained is listed in the
foll ow ng Tabl.e 1. Moreover, the results of the inspection of the

resul ti ng"é}é‘!ﬂlﬁc for the nelanin- production-inhibitory function (degree

of cell-whiteg aﬁ‘hﬁé’ fesCREdQ iRURKa¥A: frRetd Sepated theobtald owi ng
Table 3. Furt e‘??st e %@gﬁ%@ersrel ani r} prggﬁjct I on-i nhi blﬁt ory function index,

subst ant gafati@l BebisNThieh aduedliales dfhivatderon thimng iethanoldeikytion having
mel ani n- production-inhibitory function-yield index _and substantj al
mel ani n- pnosthaiiob e temit Kift20% byumass overgi aslded; wdthe defatipd leéﬁtqﬂéjlcalear e
sumari zed in the foll ow ng Table 4. anp] e 13 Seeds of oli.ve, (500 g) were
cr ushed, exgag@pnmé she defatied lﬁesé"(ﬁﬁ%nﬁaﬁbed &l FP&FR)?E@B PYATSR f‘.?fa% ﬁ"ﬂ'élsan
chhenol Soll .l by UGS Ve AR | I mRIoE BN WRPars an
the extraction system was filtered and the resulting filtrate was concentrated
to dryness to give 110.6 g of an extract.

The resulting extract was inspected for the superoxide-ehmination
activity. The result thus obtained is listed in the following Table 1. Moreover,
the results of the inspection of the resulting extract for the melamn-
production-inhibitory function (degree of cell-whitening and rate of cell
survival) are listed in the following Table 3. Further, the yield, melanin-
production-inhibitory function index, substantial melanin- production-
inhibitory function index, melanin-production-inhibitory function-yield index
and substantial melanin-production-inhibitory function-yield index of the
extract are summarized in the following Table 4.

Example 7

The same procedures used in Example 1 were repeated to obtain
defatted lees. Then 10 volumes of anhydrous ethanol were added to the
defatted lees and the extraction of the defatted lees was conducted at room

temperature for 3 hours with vigorous stirring in the same manner used in

Example 1. The whole of the extraction system was filtered and the resulting
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tenperature for 3 hours with vigorous stirring in the same nmanner us%?
above. The whol e extraction systemwas filtered and the resulting §7 AP 2R06
was concentrated to dryness to give 42.0 g of an extract. The resulting
extract was inspected for the superoxide-elimnation activity. The result
thus obtained is listed in the followng Table 1. Mreover, the results of
the inspection of the resulting extract for the nel anin-

product i @q-i.nhi kit ' k l-ofhiint @R and rate of cell
sur vi val graggllwi%sstcgéx?é#?ﬁ%i %Il(yg%géng@%:g’bel Iege'%.g Furt%feurl%i&t he yield, nelanin-
product i on-i nhifRi tesultihgnekirapt ivexnssdebed dot ithle sapanixide-plioduatiown-

I nhi bitory function index, nelanin-production-inhibitory function-yield

i ndex anpg@tisithsTRaL bkt HBhabOaipedds distahin ti fiilklooring flabde iloMofieever, i ndex
of the extract are summarized in the follow ng Table 4. Exanple 14 Qi ve
pl ants (Cheareulispafathe. Inspatitipanofistheo resaltinguexsrast bfearcthe melamp-go o 2

APR 2004 expression, 3 L of hexane_ was adﬂc/i\gd to 1 kg ofaF)H]e_ rez(a.ltiﬂg
pressed pakductinh-inhibitexy rfsection (drgresrolngellc¥uderngg 1844, 58r §6X The
extraction progedures re.repeated 4.,tine d .t hen,the seeds _foreign
matter WSHEVLY %’é—’disﬁﬁ" i ¢ the E@E‘Wf‘gnrga%l@f gt ?:nélﬁt]?egs{{gﬁew(egcg4%ge)l f ough
filtration to give.,l 0 efatted | e e fl.attedyl&Rgtiohher e
were add®y° W‘%mmglﬁ%’%’ ahm%%eorn- %%nxai E?‘Ha&gltt%ano glsao 1Etigh ha\it/niong an

et hanol ?&E&%ﬁm?{lggﬁ@ BY d SRS B JR8dudKd-ashibor§ enasén Yadddadeduct ed at

room tenpera hours with vigorous stirring. The whol e extraction
syst em Wasdf khb&tagdi a2 nshel difinf@edhtiiog inhibitorgt fanemneyiebknndag edf the dr yness
to give 19-2 g of an extract. The resulting extract was inspected for the
super oxi @detw@ct are abmonarizest in/thqxfoll‘ﬁhéngé"gb?& 4t hus obtained is listed in the
followng Table 1. Moreover, the results of the inspection of the

resul ti ng&@mplgd? for the nel anin- production-inhibitory function (degree

f cel |l -whiteping and rate of cell i val LSted| | owi
Table 3. Fur t I SEHE Jredursarl s FHRIOE dnsieth PEarp Hindt Pon naex

subst ant izak, PBY A0INTHRAOAYGELBes b RaBh! REYe BHAE tORhE MEXtted lees and
nmel ani n- gr O(}UC(!I on- i #hl bitory function-yield index
the extraction of the defatted lees was conducted at room temperature for 3
hours with vigorous stirring in the same manner used in Example 1. The
whole of the extraction system was filtered and the resulting filtrate was
concentrated to dryness to give 118.2 g of an extract.
The resulting extract was inspected for the superoxide-elimination
activity. The result thus obtained is listed in the following Table 1.
Example 9
The same procedures used in Example 1 were repeated to obtain
defatted lees. Then 10 volumes of water-containing acetone having an acetone
content of 60% by mass were added to the defatted lees and the extraction of
the defatted lees was conducted at room temperature for 3 hours with
vigorous stirring in the same manner used in Example 1. The whole of the
extraction system was filtered and the resulting filtrate was concentrated to
dryness to give 51.5 g of an extract.

The resulting extract was inspected for the superoxide-elimination

activity. The result thus obtained is listed in the following Table 1.
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and substantial nelanin-production-inhibitory function-yield index of the
extract are summarized in the following Table 4. Exanple 15 To the[]@dﬂ?ﬁtmmd
| ees prepared according to the sane procedures used in Exanple 14, there
wer e added 10 vol unes of a water-containing ethanol solution having an

et hanol content of 70% by mass and the extraction thereof was conducted at
roomtenperature for 3 hours with vigorous stirring. The whole extraction
system azrlﬁﬂl%e];(ﬁd and the resulting filtrate was concentrated to dryness
to give . of an extract. The resulting extract was inspected for the

super oxi de- el MieN@hin@Npraeduyéd YasedNin @&#h%)let husveabt aipeated 2ol bistad i n the
followng Table 1. Moreover, the results of the inspection of the

resul ti ngefntaddeed oTheheldreldnines pff editet-contdinirighiTHEF yhavimgt moAHKegr ee
of cell-whitening and rate of cell 81 0 2 APR 2004 survival) are listed in
the fol | cotent BAIB0& By nFass were added v dhel defastedthices andthe extgactiomiobi t or y
function index, substantial ne|anip- production- inhi E'{?t ory, funct i.Ot{I I ndex,
mel ani n- Brodledaited- lagni was opgpdusted | anrg9m| EENRERAIUTe Higr s3ibReWS: Mat

mel ani n- producti on-.i nhi bj.;t ory function-yiel.d {ndex,of e _extragt, are
sunmar i zBHorPuE 1'?‘8§I’6’\/\*}|'ng¥’§t‘il ‘é‘a&?ebléﬁg% @éa'apil?/é‘ ;ﬁiﬁnwgozeooggh%ur opaea
L.) indigengus to l | egt [ .0 . xane
was addegx&rgcéo%gsygﬁe?%#éﬁfeigtﬁ %{fﬁgﬁptﬁgs%gaﬁ%%%g%ﬁgg at%lﬁe&gftélrlgg?%%ﬁgt her eof
was condy sfi8loive BRUW Sof JR@xEsfacti on procedures were repeated 4 tines
and then t'he resulting defatted residue (884 g) was pulverized w thout
removi ng the Shedsesultihfieettirke twnsgivepeBia] doofthpubweerozate-ehmadistidred | ees.
To the pul verized, defatted | ees, there were added 10 volunmes of a

wat er - coattavity.rith etdmmdiothwoohtaingd isdidted imthe follovongdtabdedt of 60% by mass

and the extracgtion thereof was conducted at roomtenperature for 3 hours
with vi gbrampletdlyring. The whole extraction systemwas filtered and the

GEMECRUE RN G A AT Y0
defatted lees. Then 10 volumes of water-containing AN having an AN content
of 60% by mass were added to the defatted lees and the extraction of the
defatted lees was conducted at room temperature for 3 hours with vigorous
stirring in the same manner used in Example 1. The whole of the extraction
system was filtered and the resulting filtrate was concentrated to dryness to
give 54.3 g of an extract.
The resulting extract was inspected for the superoxide-elimination
activity. The result thus obtained is listed in the following Table 1.

Example 12

Dried fruits of olive (1 kg) from which seeds had been removed were
crushed, 20 volumes of a water-containing ethanol solution having an ethanol
content of 60% by mass were added to the crushed dried fruits and the
extraction of the fruits was conducted at room temperature for 3 hours with
vigorous stirring in the same manner used above. The whole extraction
system was filtered, the resulting filtrate was concentrated to dryness to give
2385 g of an extract. To the resulting extract, there were added 1.5 L of

hexane and 1.5 L of water, followed by sufficient stirring, concentration of the
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activity. The result thus obtained is listed in the follow ng Table 1.
Moreover, the results of the inspection of the resulting extract fod 7t M8 2004
mel ani n- production-inhibitory function (degree of cell-whitening and rate

of cell survival) are listed in the followng Table 3. Further, the yield,
mel ani n- production-inhibitory function index, substantial nelanin-
production- inhibitory function index, nelanin-production-inhibitory
function-yigld._i bt RANEL My I Ayg o] ' -4 Nighi 4 ory
functi on%‘diugjpggi ﬁggé@uosﬁgﬁﬁgg ext rgg Igrgg& ?Sm@rg%%d%ngﬁéhe%o? Irg(;wi ng Tabl e

4. Exanmpke Lindbed BarRed veri zed, defatted | ees prepared according to the
same procedures used in Exanple 16, there were added 10 vol unes of a

wat er- cont ai Thegr&hdlEng! es@het ivaas lasy srgedifortthansup ewnidneliving®d®m by mass
and the 82 0 2 APR 2004 extraction thereof was conducted for_ 3 hours with

Vi gor ous astivity.i Tlge r@hdt whos ebtared as Listed ky thefalloyengiTabde dd Mageves hanol

was conpletely renoved fromthe resulting filtrate to,.give the,agueous
fracti ontld nelsultexof ddwe, ingrestionaef abhfedesuligrge ey tyartstth tAf mﬂf"t hat

the total apmount of .fhe system was,830 g for, t ur pose Qf .1 nmpr Qwi ng t he
recoverypé?(*l}“é}oé’n’é’gl’lélftoﬁhe{%%é‘?@?- ‘?%P‘Elb?ffe cejl; E’t%?lg]ﬁl ﬁ"&l%t ﬁgﬁé {@ea%’ﬂesulti ng
m xture was _.vigorousl tirned - e f Aeg h iihe whol e
m xt ure Wé’é‘”X%ﬁtﬂef §6€‘ﬁftn& trheen%osjeo Vglﬁgm[‘?)irﬂgg? 'p??lg'tt%%’ atﬁg ﬂ%g% the resulti ng
super nat gpgd,mﬁ?{. GIANRLAT R @REANM A dXON subd@ntie dnBlanihyi peodtidion-
concentration of the supernatant to give 22.9 g of a concentrate. The
extract ghiipidaey rahétesn ih@ex anekmiinairbdnctiasinindpecy ddnétion-yimdd isdger oxi de-
elimnpation activity. The result thus obtained is |isted in the follow ng
Tabl e 1. ahdaspbstahial antbmig-podubeorsnhistoryr Bpoten-yigldiadex eofl the her e
was added 2 L of water and then hge_reﬁ\uui ng m xture was vigorously
stirred extragbare senpanzed v theyfodaainglablerhe whol e ni xture was

centri fuged, the{esul ting supernatant was renoved by decantation and the

remainin xﬁl“&bllep]l ates were

Seeds of olive (500 g) were crushed, 10 volumes of a water-containing

ju

ethanol solution having an ethanol content of 60% by mass were added to the
crushed olive seeds and the extraction thereof was conducted at room
temperature for 3 hours with vigorous stirring in the same manner used
above. The whole extraction system was filtered and the resulting filtrate was
concentrated to dryness to give 42.0 g of an extract.

The resulting extract was inspected for the superoxide-elimination
activity. The result thus obtained is listed in the following Table 1. Moreovey,
the results of the inspection of the resulting extract for the melanin-
production-inhibitory function (degree of cell-whitening and rate of cell
survival) are listed in the following Table 3. Further, the yield, melanin-
production-inhibitory function index, substantial melanin- production-
inhibitory function index, melanin-production-inhihitory function-yield index
and substantial melanin-production-inhibitory function-yield index of the
extract are summarized in the following Table 4.

Example 14
Olive plants (Olea europaea L.) indigenous to Italy were subjected to ol
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dried to give 10.0 g of an extracted concentrate. The results of t?e
I nspection of the resulting extract obtained after the concent r afliZohRr B
t he nel ani n- production-inhibitory function (degree of cell- whitening and
rate of cell survival) are listed in the following Table 3. Further, the
yi el d, nel ani n-production-inhibitory function index, substantial nelanin-
production- inhibitory function index, nelanin-production-inhibitory

functi ong el dohngex ARGk w8 Bddal e lanbftrreadlishg poessed tak tandy

function-""yie ex o extract are summarized in the follow ng Table

4. BExanphfy %}?tﬁ@ti&IQQhGrétff whe cexduaed for 8anad. TheEwdnpuitonl grocedures was
added 2 L o wat er and then the resulting m xture was vigorously stirred

at room ﬁ@r@r@wﬁ@d%%éfﬁﬁér‘oﬁbﬂ rthefseeds na dnfoueign Thatien overentenpdves was
centrifuged, the resulting supernatant was renoyed through dﬁt{jgnt i on and
the rensfroimthe peadiipigt defettedeaee diei 884t throeghy iligagoptogve PP & Ped
concentrate. The results of the inspection of the resultin xtr g

obt ai neddefateed teee. Te sheslefatded dees Gﬁelfen@’eﬁ%laéﬂfaﬁ-l&r ‘6@8&"?58?1{-%? rmig%lEt ory
function (degree of cell- whitening and rate lgoSME VI i st ed
in the feMgHRG etgﬁpg %?1“%BPE*W<¥F}gga?ﬁ e |°é?8f“el'&egf60/u b it the

mel ani n- product i on-i nhi bi t.or i hade Ladtibal 3 'Rl Gith

pr oduct | FHXAF R bt?]t%? fwl?r?cfz%{%%&#(rél e2§<)d,q 1*r)re aﬁ?rﬁ-ﬁgﬁdg%t i on-inhibitory
functiongyl ' P e SHRSE 2R AtiofBlyatém Wi ofllterédand rthiebiesolting
functi onnYlg)??% dgﬁﬁgg% ’gﬂet he g%??actmar g%surrmari zed in the follow ng Table

4. ConpafiRbhMewEs 2ot thafdd wdhyassst sieed9.Z ¢ okgh embrastcr ushed, fol | owned
by addition of 3 L of hexane and extraction for 3 hours, Tpggge r ocedures
wer e repeat edThet remdting exfiract 506, ingpestedidonithe Jsurarexige- H?‘%E‘OHTO t he
resulting defatted | ees of sesane

wat er - coattayity-ithetesHb thas phiapad ﬁ%liig%ejé’nt regfqﬁg%%gg rljloghyeg%’ltjﬂ%o?e@fb%aby mass
W th vi gorouesslsr of e TP aaishe ChyEater Jre gl pRE e FkRinid oS
;gts :,Jl,if:![ n 1'6:&&0&{0?}-31}&%0&? NG&RtibAt Blbetfe dbfy REB Swhienifisv @n8xateg obf cdh
survival) are listed in the following Table 3. Further, the yield, melanin-
production-inhibitory function index, substantial melanin- production-
inhibitory function index, melanin-production-inhibitory function-yield index
and substantial melanin-production-inhibitory function-yield index of the

extract are summarized in the following Table 4.

Example 15

To the defatted lees prepared according to the same procedures used in
Example 14, there were added 10 volumes of a water-containing ethanol
solution having an ethanol content of 70% by mass and the extraction thereof
was conducted at room temperature for 3 hours with vigorous stirring. The
whole extraction system was filtered and the resulting filtrate was
concentrated to dryness to give 17.4 g of an extract.

The resulting extract was inspected for the superoxide-elimination
activity. The result thus obtained is listed in the following Table 1. Moreover,
the results of the inspection of the vesulting extract for the melanin-

production-inhibitory function (degree of cell-whitening and rate of cell
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The extract prepared from sesane seeds was inspected for the S”pffﬁﬁigﬁl
elimnation activity and the hydroxy radical-elimnation activity?

results thus obtained are listed in the following Tables 1 and 2. The
results of the inspection of the resulting extract for the

mel ani n- production- inhibitory function (degree of cell- whitening and rate
of cell survival) are listed in the followng Table 3. Further, the yield,
mel ani “‘9&8@9&{)!&%‘ Lk 'g&tt‘ﬁrero W05hE OBl B 0E X Fusthes! @hé iyabld, melanin-

mel ani n- producti on- Tnhibitory functTon index,

el ani n- g GANGIdnRRHIBRbR) t Aletiounciniden; ysebstantidbx nadldninubsiraduictibn-
nelanin-groduction-inhibitory function-yield index of the extract are
sumer i zpghibftob R fuh @i dex, Tadlaint pratddiod -inkabizonufigrsioncmelhindex
Exanpl e 2), which was a synthetic antioxidant _ having, )

super oxi dadesubstaatiabmeakaminiprydeetton-idpbdory Wﬁpﬂéqupé‘?‘é% §d. the
elimnation activity. The result fhus ohtained is listed in the follow ng
Tabl e 1. exfrgatrare mmagarm‘dl;mtmcfg%ﬁw& rati ve Exanple 3) and kojic
acid (Conparative Exanple 4) were inspected for the nel ani n-producti on-

i nhi bi t oE¥ammetions. The results thus obtained are summarized in the

fol | owi ng Tabe. 3. ,F he. el ant ta | ;
tﬁe omng a8 bjﬂver{ggﬁ t@%? 8%}6‘?}{3%% ﬁ?;%g%ﬁ@gfﬁd RanY FRidOLEPeYtddndexes an

subst ant I 'on- y 1 ndexes of ‘these substances

are |isied 0;4n8 1f of h%szgw ablifed to ey 6PIHOVIsANIAE roavedadkelard

eval uati ng activé oxygen-ell mnation and ~ nel ani n- producti on-inhibitory

f unct i ong, @pgttRBoh 8BEkeT Whs seeductv@ifomBilours. The edraotmn procedures
oxygen-elimnation function is evaluated by the determnpation oB

super oxi tere ebpahted: 4 cimas cnfdy thax yhe agswtingefefatied: resmdur (384 #) 428 whose
eval uation nmethods and eval uated resylts rﬁik\%a ai.l e% el o%.cv. et had for
the Eval pubvesizedrwithpat senaeng thei seaas of UAR Gk 1o 21veRdS&, o RUleg#edr ( ne

he ot higadiechlesecty Tf PEYEBFheRAl it Rag oty Re A1ARLR0 ORAREFLAD 0

by KANEDA Yasushi éﬂ}lz, He3fnd B eth hdbll céAiEbh Fattd 0% Biyngasonpany,
1993. Toafé}eﬁfogrﬁg'ﬁum %rg%lglglgﬁn car b%natee buffcer (pH 10.2), there were

added 50y};q0fceltraBtion- tFBIAS was conducted at room temperature for 3 hours

with vigorous stirring. The whole extraction system was filtered and the

resulting filtrate was concentrated to dryness to give 39.5 g of an extract.

The resulting extract was inspected for the superoxide-elimination
activity. The result thus obtained is listed in the following Table 1. Moreover,
the results of the inspection of the resulting extract for the melanin-
production-inhibitory function (degree of cell-whitening and rate of cell
survival) are listed in the following Table 3. Further, the yield, melanin-
production-inhibitory function index, substantial melanin- production-
inhibitory function index, melanin-production-inhibitory function-yield index
and substantial melanin-production-inhibitory function-yield index of the
extract are summarized in the following Table 4.

Example 17

To the pulverized, defatted lees prepared according to the same

procedures used in Example 16, there were added 10 volumes of a water-

containing ethanol solution having an ethanol content of 60% by mass and the
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solution, 50,gL of a 1.5 ng/nL bovine serum al bumn (BSA), 50,.L of a 0.6
ng/ mL nitrobl ue tetrazolium (NBT) solution, 50,uL of a 0.5 ng/nL Xandffi 258
solution and 0.1 nL of a "sanple solution" obtained by dissolving an olive
extract in a predeterm ned concentration, followed by adm xi ng them and
allowing it to stand at 25C for 10 mnutes. To the resulting mxture, there
was added 50,uL of a 0.1 unit/nL xanthine oxidase (XOD) solution, foll owed

by stir E'E’Q%a%ﬂg? rﬁgé}f‘éﬁ%}ﬂ%{&ﬁﬁhk&\ﬁi fagfiiﬁoué'g w"iﬂf?‘ Rbugsbrfifk. ERe WHM es-

Af ter copper chloride so Sﬁon was adg'ed to the
resultin ] r : Gl h® e eBbeah it i hat 560
g"'ﬁ%ﬁiﬁﬁi‘t& %&dé(ﬁ)%ft@fed? RBY ¥eh 4,86 Bempl@eBD o3t

nmwas 8 004 rmned. Separately, a control solution was

pr epar edyQ1H8RERLIAIE th8ve TReBqREQRLHUEEM of elde aktrvet, exateptwioaddesd ng t he
sanme amount of 'the "buffer” instead of the "sanple solution” and the

absor banflgeret) it bacleah aasuht iead e totel emounédf the spsitim was 83hgdbe bl anks
were prepared by reversing the order of addition of the copper cl?) oride
sol ut i ontledpuripest sefnpnprevingt ithe" reseverye efficigneerof. thesyatarppepWbigd t he
absor bance val ues of these bl anks were |ikew se. detsﬁrm' nedii \ﬁgi ch were

her eundefractiper pad themadhg merpling  WaRREE; WaPy VIBBHOYHE JEHE A¢*™but yI
hyd i | BHA hahly . i ] ahl i i d

o imar ot BPSAIES e DARE Ths oV oty 1A% EpRinl @ A dBe s o0 05 0
th t h . j i '

B Ly e

of 1.25 ved BHANSA glhh@conRERpAtRE HYtHY seediviatgnt té give aRithgndlain a
desired f(‘:]%}rlljcentrati on g\/‘Ivas added i n an amount of 50uL and an XOD sol ution

havi ng acerfveaerdteati on of 0.2 unit/nL was prepared and used. Further, a
control solution was pr egar_ed by substituting the sanme. anount _of
"met hanol " f o hehextrBMAobtdined oaftertbie (eongenigatione vast Msnesied &1 the the

absorbance value (H). In_addition, .ganpl e bl anks re pr.epared .by

rever si n§uBerexHtel ephmginaiaen 13cH Y M%’&B uéh‘i’%}%rbeéfé%l lﬁtfz(gnmame t he

" BHA so]LlﬁEﬂi on"s,lor tge "met hanol ", respectively and the absorbance val ues
of t hese?®OaRELARE &1 i kewi se det er i ned, which were hereunder referred to

as g andEQam;ﬁSsl%eCti vely.
To 100 g of the extract prepared in Example 1, there was added 2 L of

water and then the resulting mixture was vigorously stirred at room
temperature for one hour. The whole mixture was centrifuged, the resulting
supernatant was removed by decantation and the remaining precipitates were
dried to give 10.0 g of an extracted concentrate.

The results of the inspection of the resulting extract obtained after the
concentration for the melanin-production-inhibitory function (degree of cell-
whitening and rate of cell survival) ave listed in the following Table 3. Further,
the yield, melanin-production-inhibitory function index, substantial melanin-
production- inhibitory function index, melanin-production-inhibitory
function-yield index and substantial melanin-production-inhibitory function-
yield index of the extract are summarized in the following Table 4.

Example 19
To 100 g of the extract prepared in Example 14, there was added 2 L of

water and then the resulting mixture was vigorously stirred at room
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Then each superoxi de-elimnation activity was cal cul ated accordi ng,t he
followng relation: Fornmula 10>. In this connection, "I" appearingzﬁﬁRﬂ bs
formul a represents the sanple concentration in the test solution system and
the activity required for elimnating superoxide to thus reduce the
absorbance value by 0.1 is defined to be one unit (1 unit)- It should
recogni zed that the higher the activity value, the stronger the

e AR o el YRR et L1

Raw Mat ersugbﬁaqtraﬁet Y2l d rSey SEA-thrdesll Ydiehn tauvdex andDeflat t embhfgg160% H
O Et OH49. 2602952 2Def atted Lees 180%  H 0- Et OH34. 831. 21087 3Defatted Lees
170% H2QrEtipH42es/ 782084 cd Rofottd 28 OleoBarl 6Rfactd deonicEhi@1&582813 5Def at t ed
Lees 140% H O Et OH49. 356. 32775 6Defatted Lees 120% H O Et OH48. 333. 61623
7Def att ed Lee§hElBGUWtsAfthdnosseddiodd. k5 sEltOH 8ahat okihined after the
1WAt er 51. 624. 81281 9Def atted Lees 160% H20- Acetone22.517,.1385 10Def atted
Lees 160%sn¢adxratypn3ory the gnalaninpepdactean-irdubitepounefionn(dpgree 7ofceil3 0

12Dried Fruit Free of 60% H2O Et Qd12.642.4 .
whitening and rate of ce sur\rElva } are hsted %%ﬁ%ﬁ%m Table 3. Further,

the yield, melanin-production-inhibitory function index, substantial melanin-
production- inhibitory function index, melanin-production-inhibitory
function-yield index and substantial melanin-production-inhibitory function-
yield index of the extract are summarized in the following Table 4.
Comparative Example 1

Dried sesame seeds (1 kg) were crushed, followed by addition of 3 L of
hexane and extraction for 3 hours. These procedures were repeated 4 times to
give 526.4 g of defatted lees of sesame. To the resulting defatted lees of sesame,
there were added 10 volumes of a water-containing ethanol solution having an
ethanol content of 60% by mass and the extraction thereof was conducted at
room temperature for 3 hours with vigorous stirring. The whole extraction
system was filtered and the resulting filtrate was concentrated to dryness to
give 58.2 g of an extract.

The extract prepared from sesame seeds was inspected for the
superoxide- elimination activity and the hydroxy radical-elimination activity.
The results thus obtained are listed in the following Tables 1 and 2. The
results of the inspection of the resulting extract for the melanin-production-
inhibitory function (degree of cell- whitening and rate of cell survival) are
listed in the following Table 3. Further, the yield, melanin-production-
inhibitory function index, substantial melanin-production- inhibitory function
index, melanin-production-inhibitory function-yield index and substantial

melanin-production-inhibitory function-yield index of the extract are

summarized in the following Table 4.




13Def atted Seeds 60% H20-Et OH8. 425. 4213 G ound Product 14Defatted
260% H O Et OH9. 823.4229 15 Defatted Lees 2 70% H2O EtOH 8.9 29. 5”?3@@@4
Defatted Lees 3 60% H OEtOH 4.5 22.8 103 17Concentrate of Ex. 16Recovered
Water- 2.639.5103 Sol uble Fraction 1*Sesane defatted Lees60% H

0- Et OH11. 1777 2*BHA25-- "% appearing in the colum entitled "Extract"
represents the content of solvent in terns of "% by nmass". Defatted Lees

1. This is pr i Sof r ri I &Aj h liv
aa then Sy AT BRI PR S0 R bt
pr epar edy, Qy; P}Q,’iﬂ% P rfal ' jerexide- |

and t hen Sur{g‘é%}(’%ﬂg iot tgélﬁ]lfa reﬁ{o\%lﬁe’gy ?g??ﬁ@@t?&g%ﬁgg@;&%ﬁ?s itgl Y

pr epar edelpyigahbs GtintyPTRE $esult €bhsbbthedis Netedanithe folbdwiktgelable . t he
removal of fats (including seeds). 1): Superoxide-elimnation activity

[Cg% ; |r g {rig {/ gtggzr?pﬂl)lg Supapnrsides phiosphatei (onaparativeyExpainde i3pdmd kejic
acid (Comparative Example 4) were inspected for the melanin-production-
inhibitory functions. The results thus obtained are summarized in the
following Table 3. Further, the melanin-production-inhibitory indexes and the
substantial melanin-production- inhibitory indexes of these substances are
Listed in the following Table 4.

The following are methods for evaluating active oxygen-elimination and
melanin-production-inhibitory functions and the results of such evaluation.
The active oxygen-elimination function is evaluated by the determination of
superoxide- elimination and hydroxy radical-elimination activities, whose
evaluation methods and evaluated results are detaiied below.
<Method for the Evaluation of Superoxide-Elimination Activity>

The evaluation of the superoxide-elimination activity was determined
as follows, according to the method disclosed in “Experimental Methods of
Lipid Peroxides”, edited by KANEDA Yasushi & UEDA Nobuo, pp. 136-154,
ISHIYAKU Publishing Company, 1993. To 1.2 mL of sodium hydrogen
carbonate buffer (pH 10.2), there were added 50 4L of a 1 mg/mL EDTA
solution, 50 4L of a 1.5 mg/mL bovine serum albumin (BSA), 50 «L of a 0.6
mg/mL nitroblue tetrazolium (NBT) solution, 50 ¢« L of a 0.5 mg/mL xanthine
solution and 0.1 mL of a “sample solution” ohtained by dissolving an olive
extract in a predetermined concentration, followed by admixing them and
allowing it to stand at 25°C for 10 minutes. To the resulting mixture, there
was added 50 «L of a 0.1 unit/mL xanthine oxidase (XOD) solution, followed
by stirring the mixture and allowing it to stand at 25°C for 20 minutes. After
50 4L of a 1 mg/mL copper chloride solution was added to the resulting

mixture to stop the enzyme reaction, the absorbance (G) at 560 nm was
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87 0 2 APR 2004 The data listed in Table |I indicate that the extract of the
present invention has a considerably strong superoxide-elim natipnAPR 2004
activity. In particular, when the extraction is conducted using water,
anhydrous al cohol and water-containing al cohol, the extract of the

I nvention shows an elimnation activity on the order of about 1 to 2 tines
that achieved by BHA as a typical synthetic antioxidant, although the

tract i t It is. ,f hat _an.. ' imat el
Srter t naR Rl SerBRBely ca il Rt OF whY heRRr &Y i Sind B hd ©! Y
el i ol natt b fe .
can bo pe S8 bl abdvetexcEY ol SR fhe LieSHhORAL ofthe MRV 1L O

activityjydiehd dfHe*shmpld KENHRA” vl thehlldrbAsceH) tHResfeR s likemisdi s

i ndex, the present invention permts the preparation of an extract, having
a st rongdetdinvigedx g additioryisaatple blindoc ieon prefaretby reveusiak thatordenml under
the sanme conditions. <Eval uation Mthod of ;gdroxyl Radi cal - El i m nati on

Act i vi t yof Bddithymirobxhe coager ahlaidasolationnand thei ‘sgmpde sdbitemnti erethes
follows: The reaction systemused in this exanple is based on_the nethod,
whi ch  cOhpliex exespeetivelyandbthayehrorbaneryv alyas ok heseddanks wegy Lkepast on' s

tion, ti,ng. the hydroxyl yadigals,th ted with a fatt i d
o hus AGUABRRE, THAGHUPLE BErICEE BER o ot B AGONDACSH TRt obar bi 3 ur ¢
idto f thi i ur i h O : hep d '
fesul t1ng  aadiviieneRer Sl oG Y ROREREle, FBRA R £ Shih sl
det er m ngd,f1an1d AR%G@sht %Q%leara%tai QinpRsatiiesantingdahf) ThedShdvebahice30mM

Tris-HCl buffer containing a Inoleirc acid solution (2 nmg/ ) and sodi um
dodecy! suhhat @) SOSH 2w/ ddtdxmirfed by viee sh eatddifddonsed aboviZexdepofora 2. 5nM
hydrogen peroxide solution and 0.02 nL of a 2.5nMi rongl ) chloride

sol ut i ontlzenfbleewimigrupinte MesusndcHipally sthaselinm eabonate buffenftl Kedbar at el v,
the sane reactjons used above were _repeated except for 8 't@jién(g t he use of
the ext r¥@s addedc@mn amouiPidued mlec YUpR e PEFATE rﬂgﬁ SAVIEnt r ol .

ol ut 1 ontiisHEBaR0l B aifeshel B rn Byt by ag AU T & URurle ¥ B0 ALNANC
and an XOD solution having a concentration of 0.2 unit/mL was prepared and
used. Further, a control solution was prepared by substituting the same
amount of “methanol” for the “BHA solution” and used for the determination
of the absorbance value (H). In addition, sample blanks were prepared by
reversing the order of addition of the copper chloride solution and the “BHA
solution” or the “methanol”, respectively and the absorbance values of these
blanks were likewise determined, which were hereunder referred to as g and h,
respectively.

Then each superoxide-elimination activity was calculated according to
the following relation: <Formula 10>. In this connection, “I” appearing in this
formula represents the sample concentration in the test solution system and
the activity required for eliminating superoxide to thus reduce the absorbance
value by 0.1 is defined to be one unit (1 unit). It should recognized that the

higher the activity value, the stronger the superoxide-elimination action.

<Formula 10> Superoxide-Elimination Activity (unit/(mg/mL)) =[(H -h) - (G -
g)}/1x0.1)




0 2 APR 2004 TBA (12 ng) and SDS (16.2 ng) were dissolved in 2.3 ni £
distilled water, followed by addition of 1.5 nmL of 20% (vlv) acet &leAPR 2004
buffer (pH 4.0) and 0.2 nL of the foregoing reaction solution to the
resulting solution and warmng the mxture at 95 C for one hour. After
allowing the mxture to cool, the absorbance at 532 nm was determ ned. The
absorbance of the reaction solution containing each sanple was defined to
be J, that of the control was defined to be K and the rate of hydroxyl

radi cal -elimnation thereof were calculated according to the follow ng
relatlonghﬁfOfnula 11> In this respect it should be recognized that the

hi gher rate of hydroxyl radical-eliminati-on—the stronger—theh
ragi cal + Exi mi R@that@mﬂon <Fqntractl1> Rate of l)& x)ﬁ BYTSEAY droxy!
Radi cal } Hoi mination (%W = [ 1 - (K- J)/K X 100 | (e ildtabdsi|dndexdf
hydroxy[ jradi ggfaﬁleﬂme@g_tli on aqtgoehtHas-EyOH conpau@d  Wieith one9afot her by
conpar | Ty e E@AGERTI AL 0NS OF (RIS . Bioke exqmaied | yiofui ool or
Table 2 Rk aitEd Lee ufa: :f*:“ TQX)‘,IE’()IKX,Et ) Itbglotalzl'"ﬂ]pl %%L'gn’g@JﬁLE gg%:‘ or
reduci ng4t he | Defatted 1Hﬂélérloxv ¢ A@0% QAN o [ od 4B 5 581 m| ,ﬁh&lglmf atted
Lees 16036 H2Defatt2d I6@sHt OH 11 908aiBEdHOM0- . 114908 65 5663 atl2Id5 ees Et OH
"9 appperi anjeTaﬁBgUé@gqnn entjigobed, ROt " reeﬂBﬁerBﬁ.G he 1688t ent of
sol vent g T UE'}F mass™ .1 gges: attqgnlgﬁﬁ% L1 5lqi s [i9g @r epared by
:grr?\é;n;:;msfsds rom r| e frui t,SEt?jH nat i ve o! [ ve: andl tthen Is_Lbj ecting them
e Bt el Defatted eRs ap s yM%t"efoﬁl'“' A TR TS 3'3
radi cal -8l i mi Refadaddeesi 1y al60%: Hidcetone 1 o1 22.6 |17.1 85’

10 Defatted Lees 1 60%: H,O-THF 23.7 |18.9 |448

11 Defatted Lees 1 60%: H,O-AN 21.7 |14.1 1306

12 Dried Fruit Free of | 60%: H,O-EtOH 12.6 [424 534

Seeds
13 Defatted Seeds | 60%: H,O-EtOH 84 254 1213
Ground Product

14 Defatted Lees 2 60%: H.O-EtOH 9.8 23.4 229

15 Defatted Lees 2 70%: H.O-EtOH 8.9 295 1263

16 Defatted Lees 3 60%: H,O-EtOH 4.5 22.8 [103

17 Concentrate of Ex.16 | Recovered Water- | 2.6 39.5 {103

Soluble Fraction
1* Sesame defatted Lees | 60%: H,0-EtOH 11.1 |7 77
2* BHA 25 --

. “%” appearing in the column entitled “Extract” represents the content of
solvent in terms of “% by mass”.

Defatted Lees 1: This is prepared by removing seeds from dried fruits of
native olive and then subjecting them to the removal of fats.

Defatted Lees 2: This is prepared by removing seeds from pressed residue of
olive native of Italy and then subjecting it to the removal of fats.

Defatted Lees 3: This is prepared by subjecting pressed residue of olive native
of Italy to the removal of fats (including seeds).

1): Superoxide-elimination activity [unit/(mg/mL)]

2): Superoxide-elimination activity-yield index.

*. Comparative Example




that of the extract derived from sesane seeds, which has been recogni zed to
be 89 0 2 APR ZU04 one having a strong hydroxy radical - eliminationl? APR 200¢
activity. Mreover, when conparing the superoxide-elimnation activity of
the extract of the invention wth that of the extract derived from sesane
seeds, the former is about 8 to 9 tinmes that of the latter. Thus, the
extract of the present invention is one simultaneously having a strong

of the present i nven | aving a stron

achivity or  aneaaeid Snbedl; THPRLD BEGE ey S BkakE R GRe BIRERED, | OF
i Ext act' € Sxyg T , |

0 sponseil 6o 1A PE S BI RASE LI R Rt PR e

i nocul at pagiaflad #8sh'@¢ eMPatiols Borddudtel ARen@ wikkt, Sarfhydroas alvediol ,

allowing the wells to stand at 37C and 5% CO2 to thus cultivate the cells.
On the daydsuhaeawentaihirer ehlechdl, sty extiaetchvfoftha wardmgion ohovextamact s
derived fromolive) solution prepared was added to the wells with stirring
and t he elintihativhaetivity darhre ader ohabeut The2 cuhesithatrasbienadtas BHAps aced
with fresh one _on the 5L" day fromthe initiation of the cultivatiqon and

t he sanphetypigaltsyaibakie anjiradanidadthangmeheeriract o a RatHakiongayt 15 he

| dj d I1s, foll d hi h
Wt h PRSTOThHTHH e Ber Gk RSBy ALy a1 ionc SaAE SLATUAE fon of
th [1-_whi ' | ' . ..
rrelea(r:\iGn- B?%&:ﬁ@tﬁ?naldsg V%ﬁ%&? of ;§HF%lntbé‘ﬁ%ﬁﬁ%\;\%ém%%g?ﬁ&%d by conparing the

cell- whitenipg, ol BHE XBf Ak ALY fnentiBal cADBEMRE aME In thdigame

procedures used above were repeated except that 300, ccg/m of arbutin

sol ut i ony{dl@sinti therefons rtble)supasnadbseliniinbednfativityeyiekhimlex isdikewion used
above and that observed when the same procedures used above were repeated
except t hety high. Ssarptild beaseendiromdides iléfgemtthelp)l'ﬁsemtcléb’lenhlw Reymike the| | owi ng
eval uation criteri a% The evaluation criteria for the cell-whijening degree
are as fBremswgtionof amextrart, SASHPERAHBE 9FERPFHIPI AR fEtoBbsor ved

IgrtLQE oirié%i}ga&ur%?%&igﬁl Jﬁd&ht%ecs%nlué whi f.eni ng degree is al nost identical

<Evaluation Method of Hydroxyl Radical-Elimination Activity>

The hydroxyl radical-elimination activity was determined as follows:
The reaction system used in this example is based on the method, which
comprises the steps of generating hydroxyl radicals by a Fenton’s reaction,
reacting the hydroxyl radicals thus generated with a fatty acid to thus
generate malondialdehyde (MDA), reacting MDA with thicbaxbituric acid to
form a thiobarbituric acid-MDA adduct and then detecting the resulting
adduct. More specifically, a solution of a subject to be determined in a desired
concentration was dissolved in 0.46 mL of 30mM Tris-HCl buffer containing a
linoleic acid solution (2 mg/mL) and sodium dodecylsulfate (SDS, 2 mg/mL),
followed by addition of 0.02 mL of a 2.5mM hydrogen peroxide solution and
0.02 mL of a 2.5mM iron(I) chloride solution and warming the resulting
mixture at 37°C for 5 hours. Separately, the same reactions used above were
repeated except for omitting the use of the extract, concentrate and purified
product thereof to give a control. After warming, 0.01 mL of a 10 mg/mL butyl
hydroxytoluene (BHT) ethanol solution was added to the reaction system.
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90 0 2 APR 2004 positive control. : The cell-whitening degree is not higher
than that observed for the positive control, but is higher than &R 200t
observed for the control. _: The cell-whitening degree is alnost identical
to that observed for the control. The rate of cell-survival can be

cal cul ated according to the aforenentioned relation: <Fornula 5>. The

nmel ani n- production-inhibitory function was eval uated according to the

net hod dggcA | bt B O HGLTL endisthidd waker,
function |nd£§$9u§3g¥f§%¥?gﬁgggﬁg%?%?%ﬁgﬁﬂﬁéﬁwhinhibitory function index,
mel ani n- N RAEDY @RIt Bf 1 8 M IS o B0% Giv) ueefade budfex (pHM. 6Lasd O ndl

mel ani n- production -inhibitory function- yield index were cal cul ated

accor di ngf tlee fhegofngr agaitiog sathtibhaosthe<Fesubting s8hyticrFanhivaremng #r nul a
7> and <Fornmula 8>, respectively. 91 0 2 _APR 2004 Table 3 Ex. Concentration
(> m No. 863056751093 4D 260300e 1hounoAfee; alowmmg the, mybigo to 1¢p9!.3the 100
100; 100 4-; 100-; 100 ; 100 5-;100-;100, 7-. 1.00;.100+; .1Q0 12-; .100; 100;
100 13- ; ahgmbange: at7 p324nm 1wes : deternined. Therabsorbanse of pbre. 1e3gdM. " 100

15 1Og6lﬁh%%oc3nt%§8£;g e%g +s-lé;rnp %O\;gé d%ggga;to]boeoj ,+ f:ha]toc%' the control was
defined to be K and the rate of hydroxyl radical-elimination thereof were
calculated according to the following relation: <Formula 11>. In this respect, it
should be recognized that the higher the rate of hydroxy} radical-elimination,
the stronger the hydroxyl radical-elimination action.
<Formula 11> Rate of Hydroxyl Radical-Elimination (%) =[1 - (K - J)/K} X100

The intensities of hydroxyl radical-elimination activities are compared
with one another by comparing the concentrations of subject to be examined

required for achieving the foregoing rate of hydroxyl radical-elimination (%) of

50%.

Table 2

Ex. |Raw Matennal | Extract Yield Concn. of test sample
No. (%) required for reducing the rate

of hydroxy radical-
elimination to 50% (mg/mL)

1 Defatted Lees 1 | 60%: H,O-|49.2 0.69

EtOH
1* | Sesame 60%: H,0O-]11.1 0.65
Defatted Lees | EtOH

. “04” appearing in the column entitled “Extract” represents the content of

solvent in terms of “% by mass”.

Defatted Lees 1: This is prepared by removing seeds from dried fruits of
native olive and then subjecting them to the removal of fats.

*: Comparative Example

The data listed in Table 2 indicate that the extract of the present
invention also has a hydroxy radical-elimination activity almost identical to

that of the extract derived from sesame seeds, which has been recognized to be
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16100-: 100100+ 100++; 100++++ 100++ 100 18 : 100+ 100++: 100++: H£?++-
100++: 100++ 100 19 : 1.00+ 100++ 100++ 100++ 100++ 100++ 100 16 APR 2004
100-: 100 3*-: 100-: 100-: 100-: 100100-: 100: 100: 100 4*-: 100100: 100:

100; 100; 100; 100 T+-,95 Table 3 (continued) Ex. No.Concentration (> >m
40045050060090010001200 1+ 100++ 100++ 100++: 100++ 58++ 21N.D. 2+

100++: 100++: 100++: 100++ 92N.D. 3+ 100++ 100++: 100++: 100++: 30N.D. 4:

100; 100+; 1004 1004+ 30N Do 51 90: 100: 100 490 - 6;
100+ 200775 413185, “Uiog, Fvty ) rliigal. Siingiont i MARSTE WG 0. .

100++; Bigipddhte the ddper®LidOmimation 48tivits bf the Al det of4le indéition 100++;
100++; 92++; 36++; N. D. 15++; 100++; 100++; 100++; 100++; N.D. 16++; 100++;

100++; 1QQthtthdD6fHhie Sttiaf) ddlved B9mts&2hdsedddt+the Sirhier i3GHoDE 81tv-9 99;
100; 98+; 95++; 90N. D. 3*; 1. 00; 100; 100+; 100 4*++; 81++; 66++; 23N.D. N.D.:

Thi s neatisnéshbhat loé that attedr. G8ius, she visteacti of tiot preseatt imyenion, isTeRe
concentration of arbutin as a standard of the cell-whitening degree is 300
ppm Theskewldanesasly drnang & sfeng saperexide-eingpatipp mctiyptyoand Apfirong), * .

Conpar at L;Sro%alqﬁjgél-&rgﬁgt%ni \a/\gti\%é),? g?'a%lsexlce gnt3 aét?\lreafn?ygte%-e XLEA G of

function.
<Evaluation Method of Melanin-Production-Inhibitory Function>

A culture medium was dispensed to wells of a 6-well plate (2 ml/well
each), followed by inoculation of a desired amount of B-16 melanoma cells on
each well, allowing the wells to stand at 37°C and 5% CO, to thus cultivate
the cells. On the day subsequent thereto, a sample (each of a variety of
extracts derived from olive) solution prepared was added to the wells with
stirring and the cultivation was then continued. The culture medium was
replaced with fresh one on the 5 day from the initiation of the cultivation and
the sample solution was again added to the wells. On the next day, the culture
medium was removed to recover the cells, followed by washing them with PBS
(phosphate buffered physiological saline) and then evaluation of the cell-
whitening degree. In this respect, the melanin-production-inhibitory function
was evaluated by comparing the cell- whitening degree thus obtained with
that observed when the same procedures used above were repeated except
that 300 wg/ml of arbutin solution (positive control) was substituted for the
sample solution used above and that observed when the same procedures used
above were repeated except that any sample was not added (control),
according to the following evaluation critena.

The evaluation criteria for the cell-whitening degree are as follows:
++: The cell-whitening degree is higher than that observed for the positive
control.

+: The cell-whitening degree is almost identical to that observed for the
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sesane defatted | ees, vitam n C-cal ci um phosphate and kojic acid, p
respectively. Table 4 Ex. No. 1 Raw Material Sol ventCon.Yield (% D(gfzat{ Bezg
Lees 140% H20O- Et OH42. 9 2Defatted Lees 120% H20- Et OH34. 8 3Defatted Lees 130%
H20- Et OH42. 7 4Def atted Lees 150% H20- Et OH48.5 5Def atted Lees 160% H
0-EtOH49. 3 GDefatted Lees 180% H20- Et OH48. 3 7Defatted Lees 1Anhydrous 5.9
EtOH 12Fruit (free of seeds)40% H20- Et OH12. 6 13Seeds35% H2O Et OH8. 4

14Def atteclS Leegq’ﬁb@% H20- Et OH9. 8 15Defatted Lees 230% H 0- Et OH8. 9

16Def at t &FSHEE: H20-Et: OH4.5 Free of Easily 18Defatted Lees 140%

H2O- Et OHVAL g5 cafil \Hﬁ:lt%nﬂ'l d&haetid A8t fiidRrAhakabiat ¥hs¥Be fat tieepodities 240%
H20O- Et CJ—I\/Eter-e Sol ubl e % I‘—gﬁactlon 1*%%éarre Def attséed 40% H20- tI%t OH11. 1 ’

control, but is higher than that ohsexved for the control.
.- The cell-whitening degree is almost identical to that observed for the
control.

The rate of cell-survival can be calculated according to the
aforementioned relation: <Formula 5>.

The melanin-production-inhibitory function was evaluated according to
the method described above.

Moreover, the melanin-production-inhibitory function index,
substantial melanin-production-inhibitory  function index, melanin-
production-inhibitory function- yield index and substantial melanin-
production-inhibitory function- yield index were calculated according to the

foregoing relations: <Formula 3>, <Formula 6>, <Formula 7> and <Formula

8>, respectively.




Lees 3*Vitamin CGM (PO - 4*KojicAcid---- 93 0 2 APR 2904 Table 4 02 APR 7004
(continued) Ex. MPIF Index"Substantial MPIF MPIF-Y | ndexSubstanti al

No. I ndex"MPI F-Y I ndex 11.02.449.2118.1 21.02.034.869.6 31.02.042.785.4

40. 81.836.487.3 50.61.429.671.0 60.51.524.272.5 71.22.47.114.2
121.02.412.630.2 130.71.65.613.4 144.08.039.278.4 154.07.235.664.1

164.08. 018. 036. 0 1810. 010. 049. 049. 0 1910.01. 0. 050.050.0 1*0.30.73.77.4

3*0. 5-":)[;%})%1?%1' 0l1.2---- Defatted Lees 1: This is prepared by renoving

seeds fr Fed fruits of npative olive and then subjecting themto the
renoval | @k f qtGancBeffratiorethpo®es 2: This is prepared by renoving seeds |from
pressed |Nesi dis of o] B¥e naltdve of] Wtal yiand thedd5Gubj e200 ng [i300t o t he
renmoval [gf fdts. Defajted Lees 3: This is|pri@par ed :lposupj; @6oi|ng; pdtessed
resi due [gf offive natiye - 100 +: 100 | *: 100
3 -; 100 +:100 | £; 100
4 -; 100 -; 100 +: 100
5 -; 100 -; 100
7 -, 100 +; 100 | +; 100
12 -, 100 +:100 | &; 100
13 - 100 5100 | ;77
14 -; 100 - 100 | £:100 | +;100 | ++; 100 | ++; 100 | ++ 100 | ++; 100
15 -, 100 5100 | ;100 |+ 100 | ++ 100 | ++; 100 | ++; 100 | ++; 100
16 |- 100 5100 | #;100 [+100 [++100 [ ++ ++; 100 | ++; 100
18 +; 100 +, 100 | ++; 100 | ++; 100 | +4; 100 ++; 100 | ++; 100
19 ;100 +;100 | ++; 100 | ++; 100 | ++; 100 ++; 100 | ++; 100
L1 -; 100 -, 100
1 3* -; 100 100 |-;100 |- 100 |- 100 |-;100 |&;100]|*;100
4* -; 100 100 +:100 | +;100 | ;100 | £;100 | %£;100 [ +;95

Table 3 (continued)

Ex. No. | Concentration (ppm)
400 450 500 600 900 1000 1200
1 +: 100 ++; 100 | ++; 100 | ++:; 100 | ++; 58 ++: 21 N.D.
2 +; 100 ++: 100 | ++; 100 [ ++; 100 | ++; 92 N.D,

3 +; 100 ++: 100 |++;100 [ ++;100 !++ 30 N.D.

4 +;100 | ;100 |+; 100 ++; 100 | ++; 77 ++; 30 N.D.
5

6

+; 100 +: 100 +:100 |+;100 +; 64 ++; 26 N.D.
+:;100 |+ 100

7 ++: 100 | ++; 100 | ++; 100 | ++; 96 ++: 46 N.D.

12 +: 100 ++ 100 | ++;100 | ++ 100 | ++; 81 ++: 38 N.D.
13 +;67 +; 60 ++; 55 ++; 44 ++: 21 ++: 14 N.D.
14 ++: 100 | ++; 100 | ++; 100 | ++; 92 ++; 36 ++: N.D.

15 ++: 100 | ++; 100 |++; 100 | ++ 100 [ ++ N.D.

16 ++:100 |4++; 100 | -++; 100 | ++; 100 | ++; 35 N.D.

18 ++; 89 ++: 22 N.D.

19 ++; 95 ++; 36 N.D.

1* - 99 +:100 | ;98 +; 95 ++; 90 N.D.

3* +;100 +; 100 +:100 {+;100

4* ++; 81 ++; 66 ++; 23 N.D.

N.D.: This means that the rate of cell survival is not more than 10%.
The concentration of arbutin as a standard of the cell-whitening degree 1s 300

ppm. The concentration of arbutin at N.D. is 500 ppm.
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of Italy to the removal of fats (including seeds). *: Conparative HxaAfR &
MPI F I ndex: Mel ani n-production-inhibitory function index; Substantial MIF
| ndex: Substantial nelanin-production- inhibitory function index; MIF-Y

| ndex: Mel ani n-production-inhibitory function-yield index; Substanti al

MPI F-Y I ndex: Substantial nelanin- production-inhibitory function-yield

i ndex. The results obtained in Exanples listed in Tables 3 and 4 indicate

that —the exLiaShiQh A1GnB phfHRY FQQn{;»‘T(‘—!&*i {013 81 BT Rrotd Bt

derived fr érl ree 0 post-treatnent) has a

mel anin- p ti hiQidt oLy, mctcwdlﬂﬁnt RadpHiteS URRT | nbp@o;mose
observed %%Sﬂgr ggﬁtﬁé@and@& 0 3 APR 2Q0M koj |1é acI:: d, which have been known
to be whiienpi-ageRgents having a high whitening effect and an excel | ent
mel ani n- producti on-inhibitory function, and has a quite strong

mel ani n- mgbnu;tl on- inhibitory function considerably higher than that of

+

vitam n-& RSt rosphate—hbreogver—th ract_of Tt hg 31 on al so
leﬁa I'{ta IME aD: f \gi)l‘.’en\{: %‘ftf . L%Q]\éﬁg)

has a | oy er-ef-ofe

mel ani n- Ar ndnm‘ ;Dﬁiﬁf mﬁ%\i ry .f{{{“g g Q:Ef =
ar but i n_2Accor gPeftied haesils fm % Haly- QE_Z,“, Ws—a—efu

whi t eni nd_ef f e¢Defattad haesils pr cﬂQ'Ver(D\EtQJT] ied to the skinld% addid | on,
it is cléar fromefdieddoreparisor] ¥ ExQisOES 1 and 14 with  QdiBrative
Exanpl e 4 that |Deétexitieestl of t|H®% Hy@HtDbh has a strong 49.3
mel ani n- gr oduct Detuticahidektior y f{LB0¢4 HoD-Eiid can be prepared firdf@a raw
mat er i al sunder | DagatfaMmeesaQndi t ijoshyidaowd hi gh) yi el d and t hus [th2 nel ani n-
production-inhibitory function-jyrilil i ndex and the substantijal nel anijn-

pr oduct i"oF-T NI LR ¥ed SMeLAHN-Yi0e A, O/FIeH thereof are consijdexr@bly hi gher
than t hosg obsegygdl Tor extrac e, gadoid om ot her natural isgipst ances.

o + . s +
T T ||:¢ atl Uf
ows—a—-dit exeel | ent

I\/breoyerl—%‘tﬁg—_r-f?elf; T &%E@ ned Tk Wt@)ﬁ I8 and I9 1 ndi catjey ghat the
ggl a(r:nog lﬁrouw et I'Le itory 'gﬂd/}; (P © e ext raC}Eng Itreuggg{lxgntel ?Pag?n
S erapt e con T F—these
is con(;égi—r—al—cebem”etc. ‘,e."".'%?’t ?‘.cd, oy 14 5@15'1{ . cuLfVl || rrp % gm Fy—at er -
sol ubl e #Bacti opetditaddaesdni | e I'ﬁ[ f}?ﬁé sof ubjg aql}yt jer eof iln
wat er . ate bllb
Fraction
19 Defatted lees 2 40% H,O-EtOH |Free of [Easily|5.0
Water- Soluble
Fraction
1* Sesame Defatted | 40% H,O-EtOH 11.1
Lees
3* Vitamin C-Mg.(PO), | --
4* Koiic Acid -- -
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This extract has a very high nelanin- production-inhibitory effect gn the
skin on the order of 10 times that observed for arbutin. Then the 0Z APR 700
ski n-beautifying effect of the extract was evaluated by actually
fornmulating a variety of agents externally applied to the skin such as a
cream a toilet water and a mlky lotion to which the extract of the

I nvention was added and applying the resulting external agent for the skin
to the skin of fermale panelists. In particular, the anti-aging effect for
the skin and the whitening effect of the extract were eval uated. Methods

for the uat . reof and the results thus obtained will be detail ed
RARle R il ~ -

bel ow. 9 xanple 20: Cream Cr wi-pg—the—coerposition
speci fi eBxi r| NIREF Tddx§wi nGulrsionsiab MIRFe MPEpdledeusi ng Suhstaskitf act s
pr epar edNbn |t he f or egoi ng IEsexipl es accdrding to the netMBH"-ddnEey ed| bel ow
and the resylit@éng creans |@re inspected4Bd* the anti-adilBd effect r the
skin. The rgsujts thus obkg ned are al 984l sted in Tall68.66. Table 5
Conponeng ([ ¢resent TnyenfionComi. EX.42K2345612 (1) |Bees
Wax6. 06.796. 4§, §6-06. 06. 041G (2) Cet anol 9.3@% 05. 05. 05. 05.49% 05. 0 (3) Reduced
Lanol i n5@0 b’ﬂs 856505 ()j.ﬁJ 0 (%) 296 71 0
Squal anez6- L;P CBG.OBO.G?ﬁZ 30.030.030.( S3(5) uiycen
Monost Rarat é‘r 040404 \,—’P. 04040146 \7U tpophitiT ki14y2,er| T
2.02.02.62 43-32 02 02_ol¥thost earate 1) ].LUL sot-bi-t-an otaurcati d
ester 2.2 02-92 02 02 02240 0 12.6 30.2

13 0.7 1.6 56 134

14 4.0 8.0 30.2 78.4

15 4.0 7.2 35.6 64.1

16 | 4.0 8.0 18.0 36.0

18 10.0 10.0 49.0 49.0

19 10.0 10.0 50.0 50.0

1* 0.3 0.7 3.7 ' 7.4

3* 0.5 -- - -

4* 1.0 1.2

Defatted Lees 1: This is prepared by removing seeds from dried fruits of
native olive and then subjecting them to the removal of fats.
Defatted Lees 2: This is prepared by removing seeds from pressed residue of
olive native of Italy and then subjecting it to the removal of fats.
Defatted Lees 3: This is prepared by subjecting pressed residue of olive native
of Italy to the removal of fats (including seeds).
*  (Comparative Example; MPIF Index: Melanin-production-inhibitory
function index; Substantial MPIF Index: Substantial melanin-production-
inhibitory function index; MPIF-Y Index: Melanin-production-inhibitory
function-yield index; Substantial MPIF-Y Index: Substantial melanin-
production-inhibitory function-yield index.

The results obtained in Examples listed in Tables 3 and 4 indicate that
the extract of the present invention (even in the simple extract derived from a

natural material free of any post-treatment) has a melanin-production-

inhibitory function identical or superior to those observed for arbutin and




(20E.0) (8) Extract of Ex. 10.25 9 Extract, of Ex. 30.25 (10) Extr

Ex. 50.25 (11) Extract of Ex. 130.25 (12) Extract of EX. 1£10.)25 (tlgicAtPROf
Extract of Ex. 160.25 (14) Extract of Conp. Ex. 10.25 (15 a0
Preservative0. 20. 20. 20. 20. 20. 20. 20. 2 (16) Perfume.s. (as nuch as suffices)
(17) Purified WaterBal ance Aging-Effectivel. 1131099840 aging Slightly
42555643 EffectEffective Not effective000111712 (Preparation Method) A. The

conponenys.i( 1)1 0 wifidh Hybe( BSdn WeroRTit a5, wihbtinenlg taehOS tevin g heethigh
mai nt ai ned"at that tenperature. B. The conponents (7) to (14) and (17) were

adm xed tagesdiak efftehad deRleAf niel nifPR ddmptionrdhibitnryrfunatianneed at t hat
tenperature. C. "The mxture B was added to the mxture A follqwed. by
T b, ot sy S hos s
Lo be {sbtp e A i R O R oo of
oven 1, S ySoncdodhdnChde afein S e Lokl U Pt
substantial melanin-produc on-1nhlﬁma}yhﬂﬁlcﬁon thereof is higher than that
of arbutin. Accordingly, it is found that the extract shows a quite excellent
whitening effect when it is practically applied to the skin.

In addition, it is clear from the comparison of Examples 1 and 14 with
Comparative Example 1 that the extract of the invention has a strong
melanin-production-inhibitory function and can be prepared from a raw
material under the same conditions in a high yield and thus the melanin-
production-inhibitory function-yield index and the substantial melanin-
production-inhibitory function-yield index thereof are considerably higher
than those observed for extracts derived from other natural substances.

Movreover, the results obtained in Examples 18 and 19 indicate that the
melanin- production-inhibitory function of the extract of the invention can be
considerably improved by concentration. In these Examples, the extract is
concentrated by the method, which comprises removing the easily water-
soluble fraction thereof while making use of the solubility thereof in water.

This extract has a very high melanin- production-inhibitory effect on the skin
on the order of 10 times that observed fox arbutin.

Then the skin-beautifying effect of the extract was evaluated by
actually formulating a variety of agents externally applied to the skin such as
a cream, a toilet water and a milky lotion to which the extract of the invention
was added and applying the resulting external agent for the skin to the skin of
female panelists. In particular, the anti-aging effect for the skin and the

whitening effect of the extract were evaluated. Methods for the evaluation

thereof and the results thus obtained will be detailed below.

95




applied to the face was eval uated according to the foll ow ng eval ua iol{?]
criteria: (Evaluation Criteria) RankDetails EffectiveThe test sanpl hz R 2004
i nparts tenseness and gloss to the skin and relieves winkles and sags.
SlightlyThe test sanple slightly inparts tenseness and gloss to the skin
Effectiveand slightly relieves winkles and sags. NotThe conditions of the
skin are alnmost identical to those observed Effectivebefore the test sanple
is Mpli aﬁé%@d:@reﬁﬁ?u' ts listed in the following Table 5, it has been
proved tha he creans 1 to 6 containing the extract of the present

I nvention cand,gaaid ea&eﬂ§ﬁﬂg&fhe3d?)%1ﬂ$s@ﬁ§n tspedified Skithe foHbwieE Makk 8 i nkl es
and sags and can nake the skin beautiful. Accordingly, it has been proved
t hat the “eerrgame]i;alte@ @ sbant thienieRfrache prephrattinofthe hforpgesentxiamveesi on
possess an excellent anti-aging effect for the skin. Exanple 21: Cream

Cr eans gacd:mﬁmghri@ the metipwsiddtaded pedowi eddi the hesabin®wiragmBabiese6 were
prepared using the extracts prepared in the foregoin a es ccordin

to the nminspedierbfai thedaweiagins eem@rrtbguﬁkﬂm-n’ﬁheg'@%ﬂgs Eﬁg&’%@ge@ APR 1004
i nspect ed f;ﬁﬁtﬁe \%eni ng effect. The results thus obtained are al so
listed i Alspabitedan ¢8 6 Conponent (% Product of the present |Invention
12345 (1) Bees Wax6.06. 06.06.06.0 (2) Cetanol 5.05.05.05.05.0 (3) Reduced
Lanol i n5. 05.05.05.05.0 (4) S iialane30.030.030.030.030.0

Table 5
Component (%) Present Invention Comp. Ex.
1 2 3 4 5 G 1 2
{1) Bees Wax 6.0 6.0 6.0 160 |6.0 6.0 6.0 8.0
(2) Cetanol 5.0 5.0 5.0 5.0 5.0 5.0 5.0 5.0
(3) Reduced Lanolin 5.0 5.0 5.0 5.0 5.0 5.0 5.0 5.0
(4) Squalane 30.0 |30.0 |30.0 [30.0 [30.0 [300 130.0 |30.0
(5) Glycerin Monostearate | 4.0 4.0 4.0 4.0 4.0 4.0 4.0 4.0
1 (6) Lipophilic  Glycerin | 2.0 2.0 2.0 2.0 120 2.0 2.0 2.0
' Monostearate
(7) POE-sorbitan | 2.0 2.0 2.0 20 120 2.0 2.0 2.0
monolauric  acid  ester
(20E.0)
(8) Extract of Ex. 1 0.25
(9) Extract of Ex. 3 0.25
(10) Extract of Ex. § 0.25
(11) Extract of Ex. 13 0.25
(12) Extract of Ex. 14 0.25
(13) Extract of Ex. 16 0.25
(14) Extract of Comp. Ex. 1 0.25
(15) Preservative 0.2 0.2 0.2 0.2 0.2 0.2 0.2 0.2
(16) Perfume q.s. (as much as suffices)
(17) Purified Water Balance
Aging- Effective 11 13 10 9 9 8 4 0
aging Slightly 4 2 5] b 5 G 4 3
Effect Effective
Not, effective 0 0 0 1 1 1 7 12
(Preparation Method)

A. The components (1) to (6) and (15) were mixed, heated to 70°C and then

maintained at that temperature.

B. The components (7) to (14) and (17) were admixed together, heated to 70°C
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(5) dycerin Monostearate4.04.04.04.04.0 (6) Li po philic dycerin

Monost ear at e2. 02. 02. 02. 02. 0 (7) POE Sorbitan Mnol auric Acid Ester 027 APR 2004
2.02.02.02.02.0 (20 E.O (11 Extract of Ex. 10.05 (12) Extract of Ex.
130.05 (13) Extract of Ex. 140.05 (14) Extract of Ex. 160.05 (15) Extract
of Ex. 190.05 17 Preservative0.20.20.20.20.2 (18) Perfuneg.s. (as nuch as
suffices) (19) Purified waterBal ance Wiitening Effect Effective98121215

Slightly, ggif gfg}llﬁ{g %ﬁ%%\%)tﬁtft@ﬁ{ﬂeyggﬁgoo 98 0 2 APR 2004 Table 6

(continue nponen arative Product 12345 (1) Bees

Wax6. 06. @6 195 Q6x e D wastzdel 30 Ahe 05ix@orOA, HUOedRndntethy them.
Lanol i n5. 05.05.05.05.0 (4) Squal ane30. 030. 030. 030. 030.0 (5) Gycerin

Monost eaDatTahk @dnPdadit. (28) Grab@)Xded tpohefiregan@ moenia with cooling to give

Monost ear at e2. 02. 02. 02.02. 0 (7) POE Sorbitan Monolauric Acid Ester

ic?goo(%SQZ:r@&nO (20 E.O (8) Vitam n C Magnesi um Phosphate0.05 (9) Kojic
(Test Method)

An appropriate amount of each cream to be tested was applied to the
faces of female panelists (15 panelists of 20-year-old to 54-year-old per test
cream) twice a day in the morning and evening every day over 8 weeks, after
washing the faces. The anti-aging effect for the skin of each test cream thus
applied to the face was evaluated according to the following evaluation

criteria:

(Evaluation Critena)

Rank Details

Effective The test sample imparts tenseness and gloss to the skin and
relieves wrinkles and sags. '

Shghtly The test sample slightly imparts tenseness and gloss to the skin

Effective and slightly relieves wrinkles and sags.

Not The conditions of the skin are almost identical to those observed

Effective before the test sample is applied.

From the results listed in the following Table 5, it has been proved that
the creams 1 to 6 containing the extract of the present invention can impart
tenseness and gloss to the skin, can relieve wrinkles and sags and can make
the skin beautiful.

Accordingly, it has been proved that the creams 1 to 6 containing the
extract of the present invention possess an excellent anti-aging effect for the
skin.

Example 21: Cream

Creams each having the composition specified in the following Table 6

were prepared using the extracts prepared in the foregoing Examples

according to the method detailed below and the resulting creams were
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10 Arbutin0.05 (16) Extract of Conp. Ex. 10.05 (17)

Preservative0. 20. 20. 20. 20. 2 (18) Perfune.s. (as nuch as suffices (1%2 APR 7004
Purified Wat erBal ance Wiitening Effect Effective59940 Slightly

Ef fective74361 Not Effective323514 (Preparation Method) A. The conponents
(1) to (6) and (17) were adm xed together, heated to 70C and then

mai ntai ned at that tenperature. B. The conponents (7) to (16) and (19) were
adm xed §.009¢f t n0Gfe @NThE hegu TR fbheEned akdalsotlegpéiat ur e.

C. The rnsxturEQIAfovl\gzéa‘gﬁletgﬁlt ogoan m xed with the m xture B. D. The
conponentTapllHbg. was added to the resulting mxture with cooling to give a
cream (Test Method) An appropriate anount of each creamto be tested was
applied to the faces of fenale panelists (15 panelists of 27-year-old to
54-year-old per test cream twice a day in the norning and eveni ng every
day overTabla/\éeks after washing the faces. The whitening effect of each

test cr eapRLy P MTed T0 The "Tace g, RyAbLIURL pres@RC B@nAEN T 0 _t he
e Uatl

fol |l ow hg ncriteria 9902 PR™20G4 (Evigf uat by Criferia)

Rank Det ‘1: } M \.,Li veTthe LUD'L bolllpl e ekesddn KO sKi [BOWEI §|@ja, vai‘l i'$ and
dU| | I’IES:(.]I). .XCUCUS SI T 9“\. T ylhe alQ Sdal E)d:' T |«§Qum bkl T, U.'H asng,
ephel i S—%a-d'/—eg—rﬂ ctivedull nessineoen oS Pl W= - N+

(ad
J
e

condi ti pll Rerlugathlanalitar e al nost rd ::\' 5021 t;r?uq ?};Ic‘lg) uf’\‘;}; \L-.’:-;QAI\IUL 5bc
s_appp®fq_[30.0 300 (300

Ef f ecti yebhSpekanehe test sanple | 30.
(5) Glycerin Monostearate 4.0 4.0 4.0 4.0 4.0

(6) Lipophilic Glycerin Mongstearate 2.0 2.0 2.0 2.0 2.0
(7) POE Sorbitan Monolauric Acid Ester | 2.0 2.0 2.0 2.0 2.0

(20 E.Q)

(11) Extract of Ex. 1 0.05

(12) Extract of Ex. 13 (.05

(13) Extract of Ex. 14 0.05

(14) Extract of Ex. 16 0.05

(15) Extract of Ex. 19 0.05

(17) Preservative 0.2 0.2 0.2 0.2 0.2

{18) Perfume q.s. (as much as suffices)

(19) Purified water Balance

Whitening Effect | Effective 9 8 12 12 15
Slightly Effective | 4 5 3 3 0
Not Effective 2 2 0 0 0

98




Fromthe results listed in the foregoing Table 6,
the creans 1 to 5 containing the extract of the present

reduce or
skin and can
the creans 1 to 5 containing the

prevent the generation of,

a whitening effect higher than those

for inst

Exanpl e 22: Toilet Water A toilet water

ance, arbutin, kojic acid and

make the skin beautiful.

f or

I nst ance,
Accordi ngly,
extract of the present

It has been prove
I nvention c
any "dull ness”

it has been proved that

i

on the

I nventi on possess
observed for the extracts containing,
vitam n C- nmagnesi um phosphat e.

having the follow ng formnul ation

was prepqrag;b gq@(ﬁ{tﬂm@) to the nethod speC|f|ed bel ow Forrrul atlon(% (1)

[ | \If\f\l R E (D

nb

| An

BRut 26
thytere (2050

A yceri 3-But—ease—4d €
SO?/bI tah%ﬂ\’ép%‘i‘}rq’@ Acid Esterl.2 ( (4) Epﬁmé.r;aia*eﬂ# é NCl st paet—ef—Ex—13. 0
(6) Preservative.s. (7) Perfume s (8 Tpurifed \ rBaJ_a£Ge (iep%ation
Met hod) | A) Beiee Weoponent s (3), (4), (6$.0and |68 mpﬂ%ﬂadni&ﬂd anf0di skol ved
t oget her (2) Btarkile conponents (1), (2)15.05) add (8)] Sere laufti xed54nd
di ssol ve@)tRedatdteLancl 0 2 APR 2004 [5.0The|&ilkt urlés0 A and0B web& un|forniy
adm xed [ {Q@RfuBRmet 0 forma toilet waigso Ex301 e 280 M |30 LotB@d A nilky
| otion R eI EMoRbItONYARg T Or mul at 1 ppowas { greepar{ed)y accior.di ng| 4100 t he
f ol ! ow Yk 5 [ GRJcBHh Mo RRHrate T PPE.0OX ¢0Mb TeNg 410 o &) PauDl thn
NOSt €ALABOR Yorbitan Monolauric Acid Ester | 2.0 2.0 2.0 2.0 2.0
(20 E.0)
(8) Vitamin C-Magnesium Phosphate 0.05
(9) Kojic Acid 0.05
(10) Arbutin 0.05
(16) Extract of Comp. Ex. 1 0.05
(17) Preservative 0.2 0.2 0.2 0.2 0.2
(18) Perfume g.s. (as much as suffices)
(19) Purified Water Balance
Whitening Effect | Effective 5 9 9 4 0
Slightly Effective | 7 4 3 6 1
Not. Effective 3 2 3 5 14

{Preparation Method)
A. The components (1) to (6) and (17) were admixed together, heated to 70°C

and then maintained at that temperature.

B. The components (7) to (16) and (19) were admixed together, heated to 70°C
and then maintained at that temperature.

C. The mixture A was added to and mixed with the mixture B.

D. The component (16) was added to the resulting mixture with cooling to give
a cream.

(Test Method)

An appropriate amount of each cream to be tested was applied to the
faces of female panelists (15 panelists of 27-year-old to 54-year-old per test
cream) twice a day in the morning and evening every day over 12 weeks, after
washing the faces. The whitening effect of each test cream thus applied to the

face was evaluated according to the following evaluation criteria:
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(2) Pol ox eth lene (60 E.O ) Sorbit Tetraoleate0.5 (3) dyceryl

Monost earatel. 0 (4) Stearic Acid0.5 (5) Behenyl Alcohol0.5 (6) SqualldnPg. g
(7) Extract of Exanple 100.05 (8) Preservative0.1 (9) Carboa Vinyl

Pol ymer 0.1 (10) Sodi um Hydroxi de0.05 (11) Ethyl Alcohol5.0 (12) Purified
Wat er Bal ance (13) Perfunmes (Preparation Method) A The conponents (8) to
(12) were adm xed together with heating and the resulting m xture was

mai ntai n s ol conmponents (1) to (6) were adm xed together wth
heat i ng gﬁﬁ%ﬁ?@@%‘i?ﬁgﬁg mm;furp \I\IH(Q ?’mi nfgi ?’md at 70C_ C ﬂgg mxture A
was addedRandk and mi|Xedadsth the mixture B to thus give a uniformemil sion.
D. Aften Bfftetiveg t h&@her agstctsample htakegpdaght skin/) mehakid,3)ephelie added
thereto| and unifol gy nadfin@dspRashfer to give a mlky lotion. Exanple 24:

Cream A - 5 O AT O : N
Gt s T T e U
one)5. 0 i :Th@i@BdUiQIXQOiB@&éﬂFW are bnestodentissl tghesasbserved e type

Effective before the test sample is applied.

From the results listed in the foregoing Table 6, it has been proved that
the creams 1 to 5 containing the extract of the present invention can reduce or
prevent the generation of, for instance, any “dullness” on the skin and can
make the skin beautiful.

Accordingly, it has been proved that the creams 1 to 5 containing the
extract of the present invention possess a whitening effect higher than those
observed for the extracts containing, for instance, arbutin, kojic acid and
vitamin C-magnesium phosphate.

Example 22: Tollet Water

A toilet water having the following formulation was prepared according

to the method specified below.

Formulation (%)
(1) Glycerin 5.0
(2) 1,3-Butylene Glycol 6.5
(3) Polyoxyethylene (20 E.Q.) Sorbitan Monolauric Acid Ester 1.2
(4) Ethanol 8.0
(5) Extract of Ex. 1 3.0
(6) Preservative q.s.
(7) Perfume q.s.
(8) Purified Water Balance
(Preparation Method)

A. The components (3), (4), (6) and (7) were admixed and dissoclved together.
B. The components (1), (2), (5) and (8) were admixed and dissolved together.
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(6) Cetyl Isooctanoate5.0 (7) Butyl Paraben0.1 (8) Methyl ParabenO.1 %9)
1, 3-Butyl ene dycol 5.0 (10) Extract of Exanple 120.05 (11) Purified 07 APR 2004
Wat er Bal ance (12) Perfuneqg-s. (Preparation Method) A The conponents (1) to
(7) were heated to 70C to dissolve the sanme. B. The components (8) to (11)
were heated to 70C. C. The m xture A was added to the m xture B and the
conponent (12) was added to the resulting mxture with cooling to give a
cream It has been proved that all of the toil eé vvatehze of gxanple_ZZ, t he
rHgERther 19, JorEy

m I ky |6t iBre ofixBuesphanziBaware vatormdynagmixe aetoilght in
stability wth time, that the application thereof to the skin can inpart
tensenes¥ @ gl oss to the skin, permits the alleviation of winkles and

sags and._, simyl tar I revent any occurrence of, for instance,
"dul | nes@“%ﬁﬁﬁﬂmywwgt they can reduce the deposition of pignments

such as nel a;ga&ﬁkg F}é@aﬁ h a%s%t}f%féupgaﬁg%ga% H&n%éé‘??éﬁa%@ﬂ Rpskdpegut i ful .

Exanpl e 25: havi w'ng tormulation was prepared
accordin £ ol igag nmethod. 102 0 2 APR 2004 Formulation(% (1)
Pol yvi ny?o R?%%%“?&Edj“% Et hanol 20. 0 (3) G ycerin5.0 (4) Kaolin6.0 (5)
Extract of Exanple 90.5 (6) Preservative.s. (7 Perfune.s.

Formulation (%)
(1) Polyoxyethylene (10 E.Q.) Sorbitan Monostearate 1.0
(2) Polyoxyethylene (60 E.Q.) Sorbit Tetraoleate 0.5
(3) Glyceryl Monostearate 1.0
(4) Stearic Acid 0.5
(5) Behenyl Alcohol _ 05
(6) Squalane 8.0
(7) Extract of Example 10 0.05
(8) Preservative 0.1
(9) Carboxy Vinyl Polymer 0.1
(10} Sodium Hydroxide 0.05
(11) Ethyl Alcohol 5.0
{12) Purified Water Balance
(13) Perfume qQ.S.
(Preparation Method)

A. The components (8) to (12) were admixed together with heating and the

resulting mixture was maintained at 70°C.

B. The components (1} to (6) were admixed together with heating and the

resultin g mixture was maintained at 70°C.

C. The mixture A was added to and mixed with the mixture B to thus give a

uniform emulsion.

D. After cooling the product C, the components (7) and (13) were added thereto
and uniformly admixed together to give a milky lotion.

Example 24: Cream

A cream having the following formulation was prepared according to

the following method.
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(8) Purified WaterBal ance (Preparation Method) A The conponents (1
(4) and (8) were adm xed together, the resultl)ng mxturgpwas hea’gezpztéﬁg)?@@‘
and then stirred. B. The corrponents (2), (6) and (7) were adm xed together.
C. The foregoing mxture B was added to and nmixed with the foregoing
m xture A and then the conponent (5) was uniformy dispersed in the
resultlng m xture vm'th cooling to thus give a pack. It has been proved that

t he packthus gpar ;
appl | oo FARIMMIER £o Lhe o contmmart tenseness-andgi4dto-the
skin, pamwy@mthy e 0D, Eﬂa_éﬁia_ad_;ags__and siintrd aneeus| y
condi ti () GlyeetiaMonesteratedselfiemulstealiatypmoneccurrence 0.0 far

i nstance(3)' chdhliresad of the skin and can reduce the depositi & of pigments

olet

such as "B ’Iﬁ%ﬁé TR 1‘_t can rr;ake_the skin transparent anqb peautiful .
Exarrpl e —n-d—Fottdaton—A—t g d—foundatTom travi ng t e 1 d’| ow ng
f or mul af ccording—tothefoelloewng—rethod: ’5’0 0—2- APR

2004 Fol (8)l GetybAseartamgateanol in7. 0 (2) Liquid Paraffins 0 (3p: 05 earid
Aci d2. 0| ()Béslldnakbel (5) G yceri n5. 0 (6) Tri et hanol ani nel/®. 17) Caiboxy

Met hyl %&:}%@i‘a@)@h Purified WaterBal ance (9) Mcal5.0 (00) Talc6.0

(11) Ti TS él&cJof) Cotorimg Pignent 6. 0 50
{10) Extract of Example 12 0.05
(11) Purified Water Balance
(12) Perfume q.S.
(Preparation Method)

A. The components (1) to (7) were heated to 70°C to dissolve the same.

B. The components (8) to (11) were heated to 70°C.

C. The mixture A was added to the mixture B and the component (12} was
added to the resulting mixture with cooling to give a cream.

It has been proved that all of the toilet water of Example 22, the milky
lotion of Example 23 and the cream of Example 24 are excellent in stability
with time, that the application thereof to the skin can impart tenseness and
gloss to the skin, permits the alleviation of wrinkles and sags and
simultaneously prevent any occurrence of, for instance, “dullness” of the skin,
that they can reduce the deposition of pigments such as melasma and that
they can make the skin transparent and beautiful.

Example 25: Pack
A pack having the following formulation was prepared according to the

following method.
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(13) Extract of Exanple 10.05 (14) Utraviolet Screening Agent.s. (15)
Perfuneq.s. (Preparation Method) A The conponents (1) to (4) were hi ARI2004
and di ssol ved together. B. The conmponents (9) to (12) were added to and
uniformy adm xed with the foregoing m xture A. C. The conponents (5) to
(8) were uniformy dissolved together and the resulting m xture was

mai ntai ned at 70C. D. The foregoing m xture C was added to and unifornmy
adm xed with the foregoing mxture Bto give an ermulsion. E. After cooling
the foregoing mxture D, the conponents (13) to (15) were added thereto to

give a l]bglgggglétg&pdatlon 't was found that the Tiquid found@%)on prepar ed

I n Exanp; ettent—Tnstabr ity wtir tTme and tha <
appl i catd .WPXL.AT‘EOI‘ lhﬂ ski-n—coul-d—prevent—the—oceurrent zb'h

LY

aty
“wrinkl ef2)dthanel for instance., sunburn__ Moreover it was Pod found t hat
t he appl {R@lyoexihher eof could inpart tenseness and gl oss to5thhe skiin and
could al 4?‘1{;?&]&1”' nkl es and sags. Further it was also foung.ghat the

liquid T&ﬂlﬁg&[é& >A b §vent The darkeni ng and 104 0 2 Al 852004 the

gener at Feh—o1 Her—asTt gHe—+6 S'unbul A I:)\OllllJI 1S54 él DUIIb(.,I el |V| | Ky fot | on A
sunscre i | f ol l owi-ng—formilat-i-on—was—prepare

accor di n{f) tRerfumenet hod detailed bel ow. Formulation(% (1) $fc¢aric Acid2.0
(2) Cet agylPurthiddBWdael ox eth |ene sorbitan nonool eate (20 EB@larxes (4)
Sorbitan Ses ui-oleate0.5 (5) 2-eth lhex 1 p-Methoxy C nnamate8.0 (6) Cet

| 2- Et h | hexanoat el2.0

(Preparation Method)
A. The components (1), (3), (4) and (8) were admixed together, the resulting

mixture was heated to 70°C and then stirred.

B. The components (2), (6) and (7) were admixed together.

C. The foregoing mixture B was added to and mixed with the foregoing
mixture A and then the component (5) was uniformly dispersed in the
resulting mixture with cooling to thus give a pack.

It has been proved that the pack thus prepared is excellent in stability
with time, that the application thereof to the skin can impart tenseness and
gloss to the skin, permits the alleviation of wrinkles and sags, and
simultaneously conditions the texture of the skin, prevent any occurrence of,
for instance, “dullness” of the skin and can reduce the deposition of pigments
such as melasma and that it can make the skin transparent and beautiful.
Example 26: Liquad Foundation

A liquid foundation having the following formulation was prepared

according to the following method.
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(7) 1,3-

(12) Preservativeg.s.

Butyl ene d ycol 10.0 (8) Carboxy Vinyl
Tri et hanol am ne0.5 (10) Extract of Exanple 30.25 (11) Purified Wate

Pol ynmer 0.2 (9)

(13) Titanium Oxide3.0 (14) Perfume.s (Prepar

OZAR

Met hod) A. The conponents (1) to (6) were m xed together with heating and

t he

were m xed together with heating and the

resulting mxture was maintained at 75C. B. The conponents (7) to (12)
resulting mxture was mai nt ai ned

at 75C. C. The foregoing m xture A was gradually added to the m xture B. D.
The corrponents (13) to (14) were added to the resulting mxture C while

coolin T to give a Sunscreen m Ky fotion. The & creen mlk
| oti ong;,F'Q Elrui%‘{l.g?r E,\ag“p,' e 27—was—found—to Xc excettent e'ﬁjtsm-,- staby | i %/y
wth ti rljé\l\),’jl#p‘jﬁh application thereof to the skip—could ?'Qunnf the
gener at i &) lofquahPatadfimkl e* due to, for instance. sunburn 5.0Mbr eqver) it
was proye3) SdeatictAredm | ky lotion could inpart tenseness ap.0 gloss tp the
skin and; '@étabbl courd Trkew se relieve Tighten winkles ang sags. 105 0 2
APR 200 +£§? € 28 —SunscreenWtkKy totiom A Sunscreen 5lﬁy I70t1 on| havi ng
the fol l-cwi Aul-ati-or—was—prepared—aceerdi-ng—teo—thepe | | ed
bel ow. EdDdmetianelamine]) Stearic Acid2 0 (2) Cetanoll.0 r3P pol ox kth
| ene sof B7)tGarbuspddednt €dizioge O.)0.5 (4) Sorbitan Ses ui|®7eate0. 5 | 5)
2-eth | heyy Purified®Wiex C nnamat e8. 0 Balance

(9) Mica 15.0

(10) Talc 6.0

(11) Titanium Oxide 3.0

(12) Coloring Pigment 6.0

(13) Extract of Example 1 0.05

(14) Ultraviolet Screening Agent q.s.

(15) Pexfume q.S.

(Preparation Method)

A. The components (1) to (4) were mixed and dissolved together.

B. The components (9) to (12) were added to and uniformly admixed with the
foregoing mixture A.

C. The components (5) to (8) were uniformly dissolved together and the
resulting mixture was maintained at 70°C.

D. The foregoing mixture C was added to and uniformly admixed with the
foregoing mixture B to give an emulsion.

E. After cooling the foregoing mixture D, the components (13) to (15) were
added thereto to give a liquid foundation.

It was found that the liquid foundation prepared in Example 26 was
excellent in stability with time and that the application thereof to the skin
could prevent the occurrence of any “wrinkle” due to, for instance, sunburn.
Moreover, it was also found that the application thereof could impart
tenseness and gloss to the skin and could alleviate wrinkles and sags. Further

it was also found that the liquid foundation could prevent the darkening and
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(6) Cetyl 2-Eth |hexanoate 12.0 (7) 1,3-Butylene G ycol 10.0 (8) Car B&AFR 2004
Vinyl Polynmer0.2 (9) Triethanolam ne0.5 (10) Extract of Exanple 140.05 (11)
Puiified WaterBal ance (12) Preservativeq.s. (13) Titanium Oxi de3.0 (14)
Perfume.s (Preparation Method) A The conponents (1) to (6) were m xed
together with heating and the resulting m xture was mai ntai ned at 75C. B.
The conponents (7) to (12) were m xed together with heating and the

resul ti nghm' xture was nmintained at 75C. C. The foregoing m xture A was

gr adual | {hegererationt ifanelasma dugto sanlmH&. conponents (13) to (14) were added
to the resulting mxture C whil cooling the latter to give a sunscreen
mi | ky | ob@mple2 Tnaunseress Im:@t\'e[fqﬂ?%unscreen mlky |otion prepared in

Exanpl e 28 |lent in the. stability withdi Lhat: th
appl 1 cat i on ¢ Repabrcresnt R e Ay 0k Rl TRe CRRARAR Suas, qar

skin and_nel as dug. i rn. Exanple 29: Gel QG ntnent A
gel oint H{a‘?ﬂalﬁg%‘:ﬁ%r%f‘%gt? E}?%Tmeatgﬁ%ﬁgg%lggﬁ#@gﬁ' bel ow was prepared 106 0 2
APR 2004 according to the nethod detail ed below. Fornulation(% (1) Carbox
vin | Plyrrer10(2) Tri et hanol am nel n(Q) 11'-2_Ruty!ene Gy o-10-0 4)

Ext r act | Poepalastion n Exam | e 100. 05 (%)
(1) Stearic Aad 2.0
(2) Cetanol 1.0
(3) Polyoxyethylene sorbitan monooleate (20 E.O.) 0.5
(4) Soxbitan Sesqui-oleate 0.5
(5) 2-ethylhexyl p-Methoxy Cinnamate 8.0
(6) Cetyl 2-Ethylhexanocate 12.0
(7) 1,3-Butylene Glycol 10.0
(8) Carboxy Vinyl Polymer 0.2
(9) Triethanolamine 0.5
(10) Extract of Example 3 0.25
(11) Purified Water Balance
(12) Preservative q.s.
(13) Titanium Oxide 3.0
(14) Perfume q.8
(Preparation Method)

A. The components (1) to (6) were mixed together with heating and the
resulting mixture was maintained at 75°C.

B. The components (7) to (12) were mixed together with heating and the
resulting mixture was maintained at 75°C.

C. The foregoing mixture A was gradually added to the mixture B.

D. The components (13) to (14) were added to the resulting mixture C while
cooling the latter to give a sunscreen milky lotion.

The sunscreen milky lotion prepared in Example 27 was found to be
excellent in the stability with time and the application thereof to the skin
could prevent the generation of any “wrinkle” due to, for instance, sunburn.
Moreover, it was proved that the milky lotion could impart tenseness and

gloss to the skin and that it could likewise relieve lighten wrinkles and sags.

105



(5) Purified WaterBal ance
(3) to (5) were adm xed and di ssol ved toget her.
added to the resulting m xture A and uniformy mxed together to

(Preparation Method) A The conponents (1) and

B. The conponent (gé\/@ﬁiﬂﬂﬂ

gel ointnment. It has been proved that the gel ointnent prepared in Exanple
29 is excellent in stability wwth time, that the application thereof to
the skin can inpart tenseness and gloss to the skin, permts the
alleviation of winkles and sags, and can sinultaneously condition the

t ext ure Bkabiyeedd: SunsceaesnMibayylotdercur rence of, for instance, "dull ness"
of the skin and reduce the _deposition of pilgmfrﬁs ,suc:} astelasrra and t hat
it can make tHe sumispreenanmphy ektiethdhagaguihe urollomae, iewBhiaiy eWdfon t hus
permts the preparatjon of an external. nt for the skin having a

ski n- beanrenariedpcsprding toithe ‘?tﬁpgd&&’lﬂ}egﬁ&@%el lent anti-aging effect for

the skin or an effect of inparting tenseness and gloss to the skin and of

preventing the formation of any winkle and sag and an excell ent I teni ng
effect Propmuehfiggt of preventing the occurrence of any dark| (%kin,
mel asma ( 'h?éi & AQg durtness of the skin and also permts the g preparation
of an e Fhra—agert—for—the—skim—whicirTs stabte,Ssafe 1o Ahuman body
and exce 01t he st orage-stabiHty—Mreover—the—skinbegigifying
agent , 1@ Bolypxeethaienegenbitanneneoleatiei @8 E -0 agent containiH the
ext r act 5(4)Sdrbeuf Sesquildleatepl ants as effective conponents ¢l diregtly be
appl i ed|' {5y 2 BghAkbRyl Méthox@Cihansite ong skin 107 0 2 APR 2Q84) agi ng-
i nhi bit)wcl 9}1 _'{}1 N 4tgCts or may be used as raw nateriapg for
agents extet Fy appRied  to the skim Furthernore, the extiragp pf the
i nvent i phl)cad _ O opar ed—f+om—olive—prants—and—can—t 'bgiwi se
sui t abl (%@Mr\é@ﬂl’mﬁmehmmq generat ed  duri-ng—or—aftet—the—ehive
oi | - manu{BFriethmpopamemwss, which are usually _discarded as wa¥t®s and
t her ef of g30)tEMecrREESEPRapkeyi on i s advant ageous 0.05

{11) Purified Water Balance

(12) Preservative q.S.

(13) Titanium Oxide 3.0

(14) Perfume q.s

(Preparation Method)

A. The components (1) to (6) were mixed together with heating and the
resulting mixture was maintained at 75°C.

B. The components (7) to (12) were mixed together with heating and the
resulting mixture was maintained at 75°C.

C. The foregoing mixture A was gradually added to the mixture B.

D. The components (13) to (14) were added to the resulting mixture C while
cooling the latter to give a sunscreen milky lotion.

It was found that the sunscreen milky lotion prepared in Example 28
was excellent in the stability with time and that the application thereof to the
skin could prevent the occurrence of any dark skin and melasma due to, for
instance, sunburn.

Example 29: Gel Ointment

A gel ointment having the formulation specified below was prepared
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fromthe viewpoint of the production cost, the stable supply of the extract

and the effective use of resources. 108 0 2 APR Zgo~ What is claimedZi &R 2004

1. An external agent for the skin conprising an extract derived by
defatting an olive plant part with a water insoluble organic solvent to
obtain a defatted product as a residue, and extracting the defatted
residue with a water- containing hydrophilic organic solvent, wherein the
olive plant part is selected fromthe group consisting of fruits, seeds,
per i car paccoeduh gowathe methsksdetaileddbetowbuds. 2. The external agent for the
skin of claiml wherein it further conprises at |east one effective drug
sel ected fromthe group consisting of a whitening agent, an anti oxi dant,

an anti IR ory agent, a cell-activator, a ul travi pfegf - screenj ng
agent, gbipet——cttreulationpronoter —and a fumectant. 3. T« gEXTernar| agent
f or t he t PX L,—' N PLXIR G e! n—t he wat-er rLneanlahl A

SKIPLIEPAL _ 2 Haselhubte—orgapi-¢—sotvent] i s
sel ect eg(? Totathhgolymne consi sting of pentane_hexane he lee,
et hyl acetie3-Butytbinet Blsicel her and the water-contai ning hydt®ghilic. prganic
sol vent 5 EMRLQm%pated i Beadiptehol . 4. The external agep@.0bor the skin of
clai m 3— 3 Vriiﬂe I'W ter- contai ning al cohol has an al conph)fRat ent
rangi ng—+¥em—To—to6—Fs% by —rass—and—the—alcohot—Ts onemaving I~ to 4 carbon
atons. 5. The external agent for the skin of claiml wherein the water
i nsol ubl e organic solvent is hexane and the water-containing hydrophilic
or gani ¢ §heparatioiz Method} - cont ai ni ng et hanol havi ng an ethanol content

coron bt 1B ip e SRR G A e o
oL v, DA UL dR4) UOIF, PLARREChIOhNE, o QIR
wat er - coliﬁgé)gé(ﬁ%tﬁﬁldﬁpgi%ld gel(?ﬁﬂﬁﬁéﬁt.sm vent, wherein the olive plant part

is selec e gfoup Ctonsisting of fruits, seeds, pericarp, seed
coat, |eaves, ]t Bh&HeeApfoves thh0%he gel ointment prepared in Example 29 1s

excellent in stability with time, that the application thereof to the skin can
impart tenseness and gloss to the skin, permits the alleviation of wrinkles and
sags, and can simultaneously condition the texture of the skin, prevent any
occurrence of, for instance, “dullness” of the skin and reduce the deposition of
pigments such as melasma and that it can make the skin transparent and
beautiful.

The present invention thus permits the preparation of an external
agent for the skin having a skin-beautifying effect, in particular, an excellent
anti-aging effect for the skin or an effect of imparting tenseness and gloss to
the skin and of preventing the formation of any wrinkle and sag and an
excellent whitening effect or an effect of preventing the occurrence of any dark
skin, melasma, ephelis and dullness of the skin and also permits the
preparation of an external agent for the skin, which is stable, safe to the
human bedy and excellent in the storage stability.

Moreover, the skin-beautifying agent, the anti-aging agent and the
whitening agent containing the extracts derived from olive plants as effective

components can directly be applied to the skin to thus ensure strong skin-
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0 2 APR 2004 7. The whitening agent for the skin of claim®6 MhereinUEAPRZML
further conprises at |east one effective drug selected fromthe group
consisting of a whitening agent, an antioxidant, an anti-inflamratory
agent, a cell-activator, a ultraviolet-screening agent, a

bl ood-circul ati on pronoter and a hunectant. 8. The whitening agent for the
skin of claim6 wherein the water insoluble organic solvent is selected

fromthe group nsi stin f..pent a et q and
i ot hyl oPREE ARG RRE A L p PR R iR SRSy bpy SRS ko E YRS BOF
wat er - cont ai ni n : T Ltening agent for the skin of claim$8
wher ei n ?%@“§kﬁ§?ﬁh§§ﬂ?§P%$%&’Qﬁ%o ol has an al cohol content ranging from
10 to 95% by m'ﬁ]éi%?mteb@he k6RO LS e AR 08h batily Heqaeparedifions. 10.

The whitening agent for the skin of claim6 wherein the water insoluble
organi ¢ RYY¥§NhnisSahe aneli Rewseheuivaile rbec prépairad rfgorhypindptd generagedi

solvent is water-containing ethanol having an ethanol content ranging from
30 to 98% b rasaftet1thdnolivdt ioilagiamgfacfemnng grocdss, s‘khwhc@ﬁ’ﬁrliﬁﬁl%@,’ as an
effective conponent an extract derived by defatting an olive Elant part

with a wdiseardedalsublastesoandnihereiorecthe paesaitaiyentignt i AEHARIASE0E as a

residue, and extracting the defatted residu i th _a,wat gr - contal ni Ng

hydr ophi fiioan éhgmva)@agoéaee, Py °R G0k t&ei%?%%%ﬂﬁply B’fﬁﬁte ?’é“lég‘i %&: ed from
t he grouaico istin og‘fruLts, seeds, pericarp, seed coat, |eaves, stens
or buds. ‘1€ ?ﬁ%v%ﬂg?Q HisiY*4Gent for the skin of claim 1l wherein it
further conprises at |east one effective drug selected fromthe group
consisting of a whitening agent, an antioxidant, an anti-inflamratory
agent, a cell-activator, a ultraviolet-screening agent, a

bl ood-circul ation pronoter and a hunectant. 13. The anti-agi ng agent for
the skin of claim 11l wherein the water insoluble organic solvent is
selected fromthe group consisting of pentane, hexane, heptane,

et hyl acetate and di ethyl ether and the water-containing hydrophilic organic
110 0 2 APR 2004 solvent is water-containing al cohol.
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14. The anti-aging agent for the skin of claim 13 wherein the water-
cont ai ning al cohol has an al cohol content ranging from 10 to 95% by h&48R 2004
and the alcohol is one having 1 to 4 carbon atons. 15. The anti-aging

agent for the skin of claim 11l wherein the water insoluble organic sol vent
i s hexane and the water-containing hydrophilic organic solvent is

wat er - cont aVhdtpgcleimiesinel havi ng an et hanol content ranging from30 to 95%
by mass. 16. A skin-beautifying agent conprising, as an effective

conponent, an extract derived by defatting an olive plant part with a

wat er insol ubl e 10r gamCexdgthyiaipent foPtheRk ddnpridiigaintertragirdecived bps a resi due,
and extracting the defatted residue with a water-containing hydrophilic

organi ¢ soldgi@Hing apdiveiplant part iithvaew gerinsolpble orgagicssoll went kgobtaingm t he group
consi sting fruit i : L 2AV O B or buds.
17 e of gl Bloklet SETPTAuEBhY ERFRpS REUROB red SANER,  SEERF Y P

wat er i nsolcofthiiry ig@esphiliobrgaiit sbloembiveminahe ofiad plenk paroid yelbctad frany esi due,
and extracting the defatted residue with a water-containing hydrophilic
or gani ¢ solRes#Pup consistiag f frHis, sredsepgaicarm: sesdicoat, ieaes, é@{T’éd’rgP%‘%ﬂ the group
consisting of fruits, seeds, ©pericarp, seed coat, |eaves, stens or buds,
for the preparation of an agent for whitening the skin of a human being.
18. Use of an extractTicesxtaraal dgynidef thetskingfainial li wkerpinanfurthert with a

wat er i nsol uble organic solvent to ohtaip.a defatted product. as a residue,
and extra&@iﬂﬁgsqswg?e&@f%@é%cﬁl ras.éeqvﬁtfﬁfr /s BHouB 67 SiStHI&RS 2hy dr ophi | i ¢

organi ¢ so lv)é-?@%igléiap’gslﬁf &l a{héfsot{ﬁiaﬂé, Ly %ntﬁ)-lirﬁﬁtmrﬁ%tﬁtyodgﬁné |§ &Gl akd: 0 the group

consi sting see pericarp, see eaves, stens or buds
for the praepemvatletesrashingragageabldodcinceldticn ppmadérgmd adfunzgtany of t he skin of
a human being. 19. A process for producing an external agent for the skin
conprising: defatting an olive plant part with a water insoluble organic

sol vent to obtaisn a Toefaldhed . #iGhe 38n 8 EI8FH U Weherdid theDw e REL1GOR4

extracting the resulting defatfed residue with a water-containing
hydr ophi | | orgapiogminest sekleeted from thegroupronbistingefipeniang, koxaradepione, and

ethylacetate and diethylether and the water-containing hydrophilic organic solvent is

water-containing alcohol.

4, The external agent for the skin of claim 3 wherein the water-
containing alcohol has an alcohol content ranging from 10 to 95% by mass and the

alcohol is one having 1 to 4 carbon atoms.

5. The external agent for the skin of claim 1 wherein the water insoluble
organic solvent is hexane and the water-containing hydrophilic organic solvent is
water-containing ethanol having an ethanol content ranging from 30 to 95% by

mass.

6. A whitening agent for the skin comprising, as an effective
component, an extract derived by defatting an olive plant part with a water insoluble
organic solvent to obtain a defatted product as a residue, and extracting the defatted
residue with a water-containing hydrophilic organic solvent, wherein the olive plant
part is selected from the group consisting of fruits, seeds, pericarp, seed coat, leaves,

stems or buds.
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concentrating the resulting filtrate to dryness, wherein the olive Izaij
part is selected fromthe group consisting of fruits, seeds, pericar 2004
seed coat, |eaves, stens or buds. 20. The process of claim 19 wherein the
wat er contai ni ng al cohol has an al cohol content ranging from 10 to 95% by
mass and the al cohol _is one havi ng% carbon atons. 21. The process of
claim 19 further: conpPE gihigningagey é?ftBF 518“ of 6laB ReYhersiB it Wbt nent and/ or a

fractionat icn?rﬂfal%érs 5 {eG@tdn@ @ff%&t%tdmg'gele&édzfrom the group consisting of a

whitening agent, an antioxidant, an anti-inflammatory agent, a cell-activator, a

ultraviolet-screening agent, a blood-circulation promoter and a humectant.

8. The whitening agent for the skin of claim 6 wherein the water
insoluble organic solvent is selected from the group consisting of pentane, hexane,
heptane, ethylacetate and diethylether and the water-containing hydrophilic organic

solvent is water-containing alcohol.

9. The whitening agent for the skin of claim 8 wherein the water-
containing alcohol has an alcohol content ranging from 10 to 95% by mass and the

alcohol is one having 1 to 4 carbon atoms.

10.  The whitening agent for the skin of claim 6 wherein the water
insoluble organic solvent is hexane and the water-containing hydrophilic organic
solvent is water-containing ethanol having an ethanol content ranging from 30 to

95% by mass.

11.  An anti-aging agent for the skin comprising, as an effective
component an extract derived by defatting an olive plant part with a water insoluble
organic solvent to obtain a defatted product as a residue, and extracting the defatted
restdue with a water-containing hydrophilic organic solvent, wherein the olive plant
part is selected from the group consisting of fruits, seeds, pericarp, seed coat, leaves,

stems or buds.

12.  The anti-aging agent for the skin of claim 11 wherein it further
comprises at least one effective drug selected from the group consisting of a
whitening agent, an antioxidant, an anti-inflammatory agent, a cell-activator, a

ultraviolet-screening agent, a blood-circulation promoter and a humectant.

13.  The anti-aging agent for the skin of claim 11 wherein the water
insoluble organic solvent is selected from the group consisting of pentane, hexane,

heptane, ethylacetate and diethylether and the water-containing hydrophilic organic
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solvent is water-containing alcohol.

14.  The anti-aging agent for the skin of claim 13 wherein the water-
containing alcohol has an alcohol content ranging from 10 to 95% by mass and the

alcohol is one having 1 to 4 carbon atoms.

15. The anti-aging agent for the skin of claim 11 wherein the water
insoluble organic solvent is hexane and the water-containing hydrophilic organic
solvent is water-containing ethanol having an ethanol content ranging from 30 to
95% by mass.

16. A skin-beautifying agent comprising, as an effective component, an
extract derived by defatting an olive plant part with a water insoluble organic solvent
to obtain a defatted product as a residue, and extracting the defatted residue with a
water-containing hydrophilic organic solvent, wherein the olive plant part is selected

from the group consisting of fruits, seeds, pericarp, seed coat, leaves, stems or buds.

17. Use of an extract derived by defatting an olive plant part with a
water insoluble organic solvent to obtain a defatted product as a residue, and
extracting the defatted residue with a water-containing hydrophilic organic solvent,
wherein the olive plant part is selected from the group consisting of fruits, seeds,
pericarp, seed coat, leaves, stems or buds, for the preparation of an agent for

whitening the skin of a human being.

18. Use of an extract derived by defatting an olive plant part with a
water insoluble organic solvent to obtain a defatted product as a residue, and
extracting the defatted residue with a water-containing hydrophilic organic solvent,
wherein the olive plant part is selected from the group consisting of fruits, seeds,
pericarp, seed coat, leaves, stems or buds for the preparation of an agent for reducing

signs of aging of the skin of a human being.

19. A process for producing an external agent for the skin comprising:
defatting an olive plant part with a water insoluble organic solvent to obtain a

defatted product as a residue,
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extracting the resulting defatted residue with a water-containing hydrophilic
organic solvent,

filtering the resulting extraction, and

concentrating the resulting filtrate to dryness,

wherein the olive plant part is selected from the group consisting of fruits,

seeds, pericarp, seed coat, leaves, stems or buds.
20. The process of claim 19 wherein the water containing alcohol has an
alcohol content ranging from 10 to 95% by mass and the alcohol is one having 1 to 4

carbon atoms.

21. The process of claim 19 further comprising the step of a

concentration treatment and/or a fractionation-purification treatment.
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