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ORAL COWPOSI TI ONS FOR THE PREVENTI ON OF UV DAMAGES
Field of the Invention The present invention rel ates
woaowriakessonposi tions for the prevention of UVPAamRym®s/01048
in particular to oral conpositions based on an olive
extract obtained by extracting vegetation water from
ORALeCOMPOSHTIONS FORTHE PREVENTION OF UV DAMAGES
extracting olive cake (i.e. the solid phase renalned
after pressing olives, also called pomace or sansa)
with water and/or an organic solvent. State of the art
WherFielhé ofkthe Inveatipmsed to UV rays, various danmages
such as erythenma and edema and phot o-agi ng phenonena
suchl'as psésent tilverkeoi nglatdsassoral cehgmisitioisy forf tenpiteivention of
of wrinkles and skin darkening are caused. Repeated
U¥x demagess oni pargicstarUid roagk compasoiiond basedrense ohiee extract
ri sk of skin cancer. To prevent UV damages, sol ar
olfpimds birextiantialg yegetplionedatenofterenlivet hereagipki wathi am organic
of solar creans mi ght be troubl esone, as repeated
sodppiti by entraating mdiveseakey(iteo the solidphaskegeratimed after pressing
protection, especially after swinmng or excessive
olpegss plsmealderd prmacefasrsensahwith watestanid/ort e ongaicfsolvent.
conveni ent and effective preparation for the
pr evigte @f the addnages.

When the skin is exposed to UV rays, various damages such as
erythema and edema and photo-aging phenomena such as skin thickening, loss
of elasticity, formation of wrinkles and skin darkening are caused. Repeated
exposure to intense UV rays is known to increase the risk of skin cancer. To
prevent UV damages, solar creams are usually employed; however, the
application of solar creams might be troublesome, as repeated applications are
necessary to provide adequate protection, especially after swimming or
excessive perspiration. Therefore, there is still the need for a convenient and
effective preparation for the prevention UV damages.

Various studies have been carried out in order to find out orally
administrable physiological ingredients effective in protecting the skin from
UV rays. For instance, there is evidence that oral administration of
carotenoids or Vitamin E can suppress skin inflammation (erythema) caused
by UV-rays (Proceedings of Society of Experimental Biology & Medicine,
Vol.223, 170-174, 2000; American Journal of Clinical Nutrition, Vol.71,
795-798, 2000) |

It has also been found that olive extracts (Olea europaea L.), have anti-
oxidizing properties, inhibit excessive melanin production and tumor-cell

proliferation and also scavenge tumour-cells (JP-A No. 09-78061;
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Vari ous studi es have been carried out in order to find

out orally adm ni strabl e physiol ogical ingredients
weoehimosiese i n protecting the skin from UV raysPCE®P2006/001048

instance, there is evidence tpat oral adm nistration

of carotenoids or Vitam n E can suppress skin

WPULRET SR, B Aehe PPIEM SRRl oty & et i e,

Nt PRERL aPPUigaions Tod: 365 2kkba) Ifel - Aine, pBbfH06822 ana
TR Bt ot g S AR enePiu? 4 e BRiBSes JidikgPlin and an oral
A LPTaS  BLHAE R Bt 1 hs
3Bl 0 TR R oxshoh BB VR il o iive cake is
RS RO AP PR R P B
SR A5 Yoy A B ASHm e
Bl EnCR (e JUE: Rty Vol Hr SBE 30 500 P Cilfitationy vol. 102,

PNA ot i ve injury markers induced by sidestream
2es}?rgke are dimnished (Free Rad. Res., Vol.34, 301-305,

2001'H0q1é\%f|, fid OffectV8f olivO%xtracts from olive pressing residues on the

human skin exposed to UV rays has not yet been evaluated.

Description of the invention

It has now been found that extracts obtained from vegetation water and
olive cake from olive pressing (hereinafter referred to as “olive fruits
extracts”) can prevent UV damages when administered orally, in particular
they can prevent erythema, edema, skin thickening, elasticity loss, formation
wrinkles and skin darkening when administered through the oral route.

Accordingly, the present invention relates to the use of olive fruits
extracts for the preparation of oral compositions for the prevention of UV
damages. For the purposes of the present invention, the expression “olive fruit
extracts” refers to extracts obtained by extracting vegetation water from olive
pressing with an organic sol.\fent or olive cake with water and/or an organic
solvent.

The content of “olive fruit extract” in the oral compositions ranges from
0.01 to 70% by weight (dry weight); to inhibit skin damages caused by UV
radiation, the composition will be administered so as to provide a dose of
“olive fruit extract” in the range of 0.05 to 1.0 g (dry weight) daily.

The olive fruit extracts of the invention can be obtained from olive
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2169-2171, 2000). However, the effect of olive

extracts fromolive pressing residues on the human
woekbews/sxg3esed to UV rays has not yet been eval BaraE#2006/001048

Description of the inventionslt has now been found

that extracts obtained fromvegetation water and olive

cake fromolive pressin hereinafter referred to as .
pregyipgaesidyes ofaany kid 0? 0&%{@ PepeHtespocHRmafdhcnpipvenience

adm nistered aqrally, in partjcular they cap prevent . .
olppfendem usedéahie Qlkyss Phioglk%ifW‘ﬁﬁ; e %it% ¢%Té§1,na variety 1s

formatjon I nkl es.and skin darkeni ng whe .
pafipiar Br%nteﬁr Z?J{;YP PF@SB’rgaWSF‘h;‘EﬁSe?‘ AR digegrdedy dherefore

present_inventjon relates to the use of olive fruits
theyargaelativsly chealr eparation of oral conpositions for

t he evention of .da es. For th ur es_.of, the

pr esﬁzﬁ SRERASHY THAY, Hgﬁé’egﬁgmeg%ﬁl S Bfitﬁ% ‘?ﬁ ey fruits {]peel, pulp

extr s" refers tq extracts obtaine xtracti
AL e OB T B HUIBRION SEoH BRI LT AR B gaPe

sol vent or. olive cake w th water .and/or.an organic

ol vERectind wher af B fauge Yy s R, o8l £ 47 -preduct from

oral conmpositions ranges fyam0.Q1<t0 70% Db i ght
olfF preTniY e FrrRmraRE Lo catageellibl Al Bh bo used as
such; however, lipid, fibrous materials and seed shells normally contained
therein are preferably removed by filtration and/or centrifugation. Furthermore,
in order to inhibit bacterial contamination and foul smell, hydrophilic alcohols
and polyhydric alcohols such as ethyl alcohol, isopropyl alcohol, 1,3-butylene
glycol and propylene glycol are added to vegetation water, preferably in the
range of 5 to 80% by weight, more preferably in the range of 10 to 40% by
weight of the total amount, followed by filtration and centrifugation. Moreover,
vegetation water, either as such or after treatment by filtration centrifugation or
addition of alcohols, can be concentrated or dried.

“QOlive cake” refers to the solid phase obtained by olive pressing.

The extract of the invention can be obtained by extracting vegetation
water with an organic solvent or by extracting olive cake with water and/or an
organic solvent. Preferred solvents are alcohols, hydrophilic alcohols and
polyhydric alcohols such as ethyl alcohol, isopropyl alcohol, 1,3-butylene
glycol and propylene glycol. Furthermore, solvent mixtures of water and the
organic solvents can also be used. The resulting extracts may be used as such,
or concentrated and dried after isolation and purification.

An extract obtained according to the above mentioned extraction

method from the solid phase can be used analogously to an extract obtained by

extraction of an aqueous phase, or an extract obtained by extraction of an
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radi ation, the conposition will be admnistered so as
to provide a dose of "olive fruit extract" in the

woang®sedss0. 05 to 1.0 g (dry weight) daily. TheColEPY®6/001048
fr_wt extracts of the inventygon can be obtai ned from
ol i vepressing residues of any kind of olive fruits,
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0 vegetation vvater preferably in’the range’ of

nttQ ?A?@cgﬁ/dl :qtggg tsT0 F%{hgl{ge;%g{dﬁ ' ﬁg%%l?aﬁﬁ@gﬁg&{tslowettmg
aééﬂté a3l Qr’st%ﬁzﬁ%‘tagbﬁfégﬁ‘faiy%‘e aMEéSPWe oral compositions of the
invention may be in the solid or liquid form such as tablets, granules,
capsules, beverages, jellies, chewing gums, candies and tablet candies.

The amount of “olive fruit extract” varies according to the final
administration form; however, in general, in terms of dry weight, the olive
extract is preferably contained in the range of 0.01 to 70% by weight of the
total weight composition and preferably in the range of 0.01 to 50% by
weight. Extract amounts lower than 0.01% do not always provide a sufficient
UV damage preventive effect.

The oral composition according to the invention should be administered

so as to provide a dose of “olive fruit extract” (dry weight) ranging from 0.05

to 1.0 g a day, preferably from 0.08 to 0.5 g a day. At such doses, the UV

damage preventive effect is sufficient and the compositions can be taken
without difficulty; the treatment usually lasts one week or more, according to
the subject’s needs.
Brief Description of the Drawing

Fig. 1 is a diagram showing the MED variation before and after the

continuous ingestion of tablets according to example 1.
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vegetation water, either as such or after treatnent by
filtration centrifugation or addition of alcohols, can
woeomomesatrated or dried. "Aive cake" refersPCOUEPH®6/001048
solid phase obtained by olive5pressing. The extract of
the invention can be obtai ned by extracting vegetation
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oS ¥hVERIddts PRRRC TR aqrldos IpsE WY Bk according to a standard
process on Celite, affording substantially 8.5 L of a light brown aqueous
solution (“aqueous solution of Preparation Example 1”). 5 L of this solution
was concentrated according to a standard process to give substantially 220 g
of concentrate (“concentrate of Preparation Example 17).
Preparation Example 2 - Preparation of a dry solid from the aqueous
solution obtained by olive pressing

74.8 g of the “concentrate of Preparation Example 1” was freeze-dried
to obtain 34.84 g of dry solid matter (“dry solid matter of Preparation
Example 2”).
Preparation Example 3 - Preparation of an extract from the aqueous and
solid phase from olive pressing

Two kilograms of Coratina variety olive fruits was pressed and
extracted twice with aqueous ethanol. The resulting extract was concentrated
according to a conventional procedure and 100 g of dry solid matter was
obtained (“dry solid matter of Preparation Example 3”).
Example 1 - Tablets containing the dry solid matter of Preparation

Example 3

Tablets containing the dry solid matter of Preparation Example 3 and
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*1 Trade Name: Malbit, prepared by NIKKEN Fine Chemical Co.Ltd.

Example 2 - Test for prevention of erythema induced by UV irradiation

Test Procedure

13 healthy males were irradiated on their back and the minimum
erythema dose (MED) for each subject was measured. 10 areas of 7.5 mm
x 7.5 mm were chosen as the UV-irradiating portion. UV rays were
irradiated with a (trade name: M-DMR-100, prepared by Clinical Supply
Corp.) as a UV-irradiating device, with a UVB: FL20S/E (prepared by
TOREX CORP.) and a UVA: S/BL (prepared by TOREX Corp.) arranged
in parallel. The intensity of the UV rays was measured with a UV-meter
(trade name: UVR-305/360-D (II), prepared by TOREX Corp.) and was
found to be 0.45 mW/cm? for the UVB. UV rays were irradiated on the
UV-irradiating portions with a varying irradiating period and 24 hr after
irradiation the MED of each of the subjects was determined.

The 13 subjects were randomly divided in two groups of 10 and 3
subjects; tablets prepared according to example 1 (200 mg/tablet) were
orally administered to the group of 10 subjects (12 tablets a day for 4

weeks). Ingestion time and method were at discretion of each subject (a
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the subject’'s needs. Brief Degcription of the Draw ng

Fig. 1 is a diagramshow ng the MED variation before
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The B%%H#i ng aqueous- et hanol solution was centrifuged
at 4 808 at 10,000 rpmfor 15 mn to give
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weeks, the MED significantly increased (p<0.01), i.e. resistance against UV

rays increased and inflammation was prevented.
The following examples relate to other oral formulations containing the
extract of the invention.

Example 3 - Tablet

Ingredient Amount
(weight %)
(1) “Dry solid matter of Preparation Example 3” 50.0
(2) Dextrin 20.0
(3) Crystalline cellulose 23.0
(4) Agar powder 4.0
(5) Aroma 1.0
(6) Sucrose fatty acid ester 2.0




was concentrated according to a standard process to

gi ve substantially 220 g of concentrate ("concentrate
wofhodrospas at i on Exanpl e 1"). Preparati on ExanpPeT/ZP2006/001048

Preparation of a dry solid fr8mthe aqueous sol ution

obtai ned by olive pressing 74.8 g of the "concentrate

gf4 g arﬁé{ﬁﬁy @g?%& @} %hla; ﬁé‘(ﬁd:j&llnﬁg(f?o oga%tgélnas tablets

aE’E&Qﬁﬁ Y Rl eF>r eparation Exanple 3 -

Prepar tron o XCract  from t he aqueous and solid
m{mﬁgéaor@%hy {o%ﬁﬁmmw kil ograms of Coratina
variety ol S Wwas pressed and extracted tw ce
wi t h aqueous et hanol The resulting extract was
copfrcentrated—according—to—a—conventi-onal—prpeedur
100 g of dry solid nmatter was obtai ned ("dryAm
mat t er géD YeaResat i on Exanple 3")- Exanple Y4B ?ets
contai ning’the dry solid matter of Preparat PVUel%)ﬁ%@

3 [fabtets—Tcontarnmng the—dry—sotHd—ratter—o )

Pre@gr atiron, SoifiRlatter T HEREIH Eglal,%%tléz 3heport edl,O 0,

bef-owwere prepgared—accorartyg—ro—a ahtar-a—het-hoa-
1 Tcrz?de Ngym; Malbit, prepared by N KKEN Fine Che% %al
Cojtt- :

(3) Lactose 49.0

D

and
CATTOr

o=

(4) Crystalline cellulose 1.0

5 The ingredients were thoroughly mixed and formulated as a granular

formulation according to a standard procedure.

Example 5 - Soft capsules

Amount
Ingredient (weight %)

(1) “Concentrate of Preparation Example 1” 30.0
(2) Soybean oil 25.0
(3) Vitamin E 20.0
(4) Wheat germ oil 15.0
(5) Glycerin fatty acid ester 5.0
(6) Beeswax 5.0

The ingredients were thoroughly mixed and formulated as soft capsules

10 according to a standard procedure.
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according to a standard procedure.

5 Example 7 - Drinkable formulation

Amount
Ingredient
(weight %)
(1)  “Dry solid matter of Preparation Example 3” 1.5
(2) Reduced maltose starch syrup 20.0
(3) Erythritol 10.0
(4) Citric acid 1.0
(5) Pure water Balance

The ingredients were mixed and formulated as a drinkable formulation

according to a standard procedure.

10



No preparations were given to the group of 3 subjects,
in order to confirmthat the MED did not vary during
woheostosstss peri od. At the conpl etion of the tesPCTHER2006/001048
MED was neasured accordi ng ta(what descri bed above.

Results Test results are shown in Fig. 1. No
f epcey | FDs before and after the test was
qubnéﬁfg JﬁlE’hfe %&MU Wte group, while in the group
t had heen administered with the tablets prepared
accordl ng to exan‘pl e 1 for four weeks, the MED
sijgni fi i ncreased (p<0.01), i.e. resi sAaneent
agai nst FQW ncreased and inflammation mas
prievented_ The follow ng exanples relate tof @v¢ightS6e)
[ the extract of the jnvention.

E;)Ldﬂl T“iﬂ?fsséﬁ ltz@iﬁ’fglzsg%ﬁamﬁa&@ms Exwiinple Borloughl 0.1

ma@g forrrulated as tablets accordlngtoa

st @%H@pdurp Exanple 4 - Granular fofnul at3%A

The ;Dﬁﬁil ents were thoroughl y m xed and flornul at ed

as 0% r mul ati on according to a stlandar -0

r dur ) anple 5 - Soft capsul es

P (4? C?elat% is P 1.0
(5) Pectin 0.5
(6) Inositol 5.0
(7) Citric acid 0.8
(8) Ascorbic acid 3.0
(9) Nicotinic amide 0.01
(10) Pure water Balance

The ingredients were mixed and formulated as a jelly formulation
according to a standard procedure.

Example 9 - Chewing gum

Ingredient Amount
(weight %)

(1) “Dry solid matter of Preparation Example 2” 5.0

(2) Gum base 25.0

(3) Maltitol 45.0

(4) Mannitol 20.0

(5)  Sorbitol 5.0

(6) Aroma 1.0

(7) Pure water Balance

The ingredients above were and formulated as a chewing gum according
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The ingredients were thoroughly m xed and fornul at ed
as soft capsules according to a standard
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were thoroughly m xed and forhul ated as hard capsul es
according to a standard procedure. Exanple 7 -
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(3)  Starch syrup 30.0

(4) Gelatin 10.0

(5) Citric acid 0.5

(6) Tartaric acid 0.3

(7) Aroma 1.0

(8) Pure water Balance

The ingredients were thoroughly pulverized and mixed, and formulated

as a gummy candy formulation according to a standard procedure.
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extracting an aqueous part and a solid part obtained

by pressing olive fruits with water and/ or an organic
weoeabosmstcss 3. A conposition for the oral adm ni BCTAPR@®E/001048

contai ning a UV danage prevernRi ng agent according to

Caim1l1l or 2. 4. The conposition according to Caim 3,
C\@X'ﬂg] the content of the extract obtained by

exttacti ng an aqueous part and a solid part obtained

by pressing olive fruits with water and/or an organic

solvent ranges fromO0.01 to 70% by nmass relative to

1t he safRu, 1 Of ot DR A Yingel S0t Hnthiiead % {i%ous part obtained by

conposi tion.
pressing olive fruits.

2. A UV damage-preventing agent containing an extract obtained by
extracting an aqueous part and a solid part obtained by pressing olive fruits
with water and/or an organic solvent.

3. A composition for the oral administration containing a UV damage
preventing agent according to Claim 1 or 2.

4, The composition according to Claim 3, wherein the content of the
extract obtained by extracting an aqueous part and a solid part obtained by
pressing olive fruits with water and/or an organic solvent ranges from 0.01 to
70% by mass relative to the amount of the dry weight of the beverage

composition.



