1 HAIRTONIC Field of the invention The present

R R gy

Background of the invention 5 Alopecia is deengd__jxsﬂsg* .

caused by several factors, such as defective _

circul ati on, decreased activifly of the hair matri ‘mﬂm"l""””mmm
hair papilla cells and al so hornonal unbal ance.
anHASI‘lITW@SO play a major role and nowadays the *G00002*
riSKsS urfering from al opecia are high, dueto—the
increase in the average age and the rhythns of nobdern
|ife. However, alopecia causes have not yet 10 been

fully dficld eftledinvEiitiohai r tonic conpositions

presently available on the market contain active .
i ngr edi’Btpresentiimeeritivnrretates fodtaietuni@cempaditions fonithg cosmetic
effect, for exanple scalp circulation promoters such
asirppisat of hajgtlosseand g@peeina herb extract, gi nseng

d nicotinjc,acid derivatives; skin function
S?gﬁgf@@iggghﬁgg'fghgﬁ%mw ne; mel am ne synthetic
S kor at STy DPEE s 2eBRaTIOTRe SRRy soveiet Fotars Such as dofective
r esiphdhtio? M cARkEd h&HiW‘HP{h%ﬁk’ana&%{H{ a%%ﬁ?ié%fépilla cells and also

gl ycyrri zinate and tthosper mum r 60

Hoh&viednal $nBakntE AR SRS 8&eds"HS6 PlaM'dSmERY SBle and q
cut aneous st imil at' %2% t hei reasnDunrpqnyﬂst g@ Kept to g adays

i thienriskes of suffering diminnglopiebia dre diich, ierto MBS icPéH¥B B the average
hair-1oss preventing and scurf preventing effect. 20
Thageetryd the rindhmsiof modetn lifee Hewevdrprloper efuseshave not yet
hair tonic conpositions. Acteoside is a conmpound .

10 ¢ Jhed siHcidatadnidie T panipcompositions prossslyssmilable on the

G I R -
B - . - . 08-119842 .
5085 o 88 SRl Gl o085 bty

' trag@s | ANG g
ST s SRR BEA SHAE AR A ivacives i

1460h2860 Promoters such as cepharanthine; melamine synthetic catalysts such

15 as acetylcholine derivatives; keratolytic drugs such as salicylic' acid and
resorcin and anti-inflammatory agents such as glycyrrizinate and
Lithospermum root extract. Howevér, since in sorﬁe cases these drugs cause
cutaneous stimulation, their amount must be kept to a minimum, thus reducing
their and hair-nourishment, hair-loss preventing and scurf preventing effect.

20  Therefore, there is still the need for more effective hair tonic compositions.

Acteoside is a -compound contained in a number of plants and it
possesses | different physiological activities; it has been disc}lbsed as an
anti-oxidant (J. Agric. Food Chem. 49:52-54, 2004), UV-absorber (JP-A No.
08-119842), S-Iipoxygehase inhibitor (JP-A No. 08-59685), allergy' and adult

25 disease preventive food (JP-A No. 61-291525) and discoloration inhibitor
(JP-A No. 14-173608). |
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.2 Description of the invention It has now been found
that acteoside is also endowed with an excell ent

hai r-nourishing effect and that it can be used to
pronote hair-growth and prevent al opeci a.

Accordingly, the present invention relates to hair
tonic 5 conpositions containifdg, as an active

i ngredi ent, acteoside of formula (I). H 0 OOHHOO

SCH HO. 1) H3 .0 ~~OH OH A second
enboélji_hﬁﬁct"%%o'ﬂ ﬁgm?ﬁ%‘fﬁﬁ?’&? relates to hair tonic

CONPOSj;ty _ kSi 1100 e t gi_ ned by

o oo e is? SR KR ERGER0 T AL Xpadcl R pRcetlen
| RUROHJuPRhir® 8ffest Rd ALY itt B4 HeCRIRCH ‘p!rgfﬂﬁte hair.growth and
conprising a solid and/or aqueous phase~obtal ne
phesenhhilopdcie Acubidingld ftRergrBs@AbRIeABH refatdsh€ hair tonic
invention relates to halr tonic conpositions :

c onmpositiogs annekiingcas abactivethgbgdientt, netebsidg od fohuld (I).
and/ or aqueous phase obtained by pressing olive

fruits with water and/or an organic solvent. 15 The
hair tonic conpositions of e invention have an

excellent hair-growh pro L0 Hso gi ve
a pl easant skin feeling. ide is c ined in.a
nurber of pl af® 3 agGeae Noy

Lanm aceae famly sr;_péi aceaeof am |y, O obanchaceae-

fam |y and PHpérateae?dnd Cari be obtai ned from any

one of these plants by ei on and 20 purification.

As an alternative, comi@rcial |'PHavail abl e act eosi de

may be used. The fruits ofoH he O eaceae famly,'i.e.
olives (Oea europaea L.) are relatively easy to find

and ar@ asegerd ukemhodimentofofactheosnventiomherelates t to chair tonic

be used, . irrespective of their production areas, ]
s FREPASILioNs CPRPEISIRE]Veastatiowalesobtained by pressing olive fruits.

A third embodiment of the invention relates to hair tonic compositions

comprising a solid and/or aqueous phase obtained by pressing olive fruits.

A fourth embodiment of the invention relates to hair tonic compositions
comprising a'n extract obtained by extracting a solid and/or aquebus phase
obtained by pressing olive fruits with water and/or an organic solv'ent.

The hair tonic compositions of the invention have an excellent
hair-growth promoting effect and also give a pleasant skin feeling.

Acteoside is contained in a number of plants such as the' Oleaceae
family, Lamiaceae family, Gesneriaceae family, Orobanchaceae family and
Piperaceae and can be obtained from any one of these plants by extraction and
purification. As an alternative, commercially available acteoside may be used.
The fruits of the Oleaceae family, i.e. olives (Olea europaea L.) are relatively
easy to find and are a useful source of acteoside. The fruits can be used
irrespective of their production areas, species and intended use. However, the

Coratina variety is particularly preferred due to its high acteoside content.
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-are hydrophilic al cohols and pol yhy

Coratina variety is particularly preferred due to its
hi gh acteoside content. 3 Vegetation water obtained
by pressing olive fruits, or a solid and/or aqueous
phase obtai ned by pressing olive fruits is preferably
used as the acteoside-based hair tonic. "Vegetation
water" refers to the aqueous sbl ution obtained by
pressing 5 olive fruits in ordinary pressing

of olive_ oil_ from olive

roces r the, obtain t .

T o s s VebelsPlog! teR riReEd g, Diessing ohiee friitiaiigs solid and/or
. iye' its._is. a regipjtate I gh ma
£I5E0%: Bhal wbhincd 8y’ BrisSind oY JhBLL R Frderdilecued e te
PhRsRsid-BRkaimagdoaidler olive oil is renoved by neans

of, for instance, centrifugation. 10 The vegetation

wat er , “Vegétation abdter andédto aHE agHSoRNRTS:; :
as. such.gHovvever, the |i piod orafi brg%g il(ﬁ%?g |eérj1c§§§ipressmg

arodivedievitsinebidindrp predsing paesics €or tieoiERRRIARI Wlive oil from
renpved by filtration and centrifugation. In order to

i ohiveifruikiadihersodid nhase asvlatad iin thexpxssing iprecesk lof olive fruits is a
hydrophilic . alcohols and polyhydric al cohols such as -
ePRSAIPURE oW BICh mag#lsp\nartialdphintlude the 1iqridyhpbenEhe aqueous
o] | .and..propylene glycol are preferably added so as
tﬁ%geac}ﬁ (gbt ﬁnﬁgl alley, OLEr atli B r?‘ﬁ?@%é’)’f msens ey Booinstance,
b ' . In particular from10 to 40% by wei ght,
f)gﬁ{\%%/\fggg%%ﬂ'fi I[tration and centrifugation. The solid

and/ or : | : ' olive fruits

are propaeenRUBEIAReR b g PR tnllcF S ERTPNE cape foed as

sehstenHowdveanitke SB)ident SfibrdQs ux%%?'edgéht% hg?déﬁje(gﬁ%ﬂém therein

ric S such
asortaindd akqubferably semoopy by filaatioh and cankifuphesne

gl ycol and propyl ene glycol or mxtures thereof. The

veget alft griexdpeinhibit bastetinld comtdminativouand Soydhsan ellabgdrophilic

BBl 85 T Sl o i achanseonet Lopt ! oot

By LR o A5 I 334 o o s«

CoBUP B RBBRIGAE o T SPHERP AR Sichhe i 10
40% by weight, followed by filtration and centrifugation.

- . The solid and/or aqueous phase obtained by pressing olive fruits are
preferably extracted with water and/or an organic solvent. Organic solvents
used in the extraction are hydrophilic alcohols and polyhydric alcohols such as
ethyl alcohol, isopropyl alcohol, 1,3-butylene glycol and propylene glycol or
mixtures thereof,

The vegetation water, the solid and/or aqueous phase and the extract
can be used as such. If necessary, they can be concentrated and ;iried to a
solid. Furthermore, in order to increase the acteoside content, they can be
purified according to conventional procedures.

The acteoside content in the hair tonic composition of the invention is

an amount that exhibit. a hair-growth promoting effect, preferably 0.001% by
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an anount that exhibit. a hair-growth pronoting
effect, preferably 0.001%by 4 weight or nore of the
total weight of the hair tonic. Wen the content is

|l ess than 0.001% in some cases the hair-growth
promoting effect is not sufficient. Furthernore, when
the hair tonic of the inventidn is mxed with ot her
conmpositions or used in various dosage fornul ations,

t he.: i Is. 5 preferably 0.Q]%or nore, |
rrlgfe E pr@?lelrog%@%g% E‘%lowe‘r@f; 85‘%36&%'? 6?@183%&@(4@5t0@ntent is less
bi [ { 154 T . | onic | . e
oo A g IS TR e o gb e F s s nor i,
h@wethermotd)ewneh el H8irCROMENF Wik tiﬁ‘\?enlﬂi%hr'i%o &d_with other
conposition is preferably in the range of 0.001I to

1@ofpsitinne opruskdriablayious dbbper fone81a8fons, 1edtidcontent is
5.0% When the anobunt of acteoside is |ess than

0 poefenably A.0dGmer mersemord prededablyedl 184 beaiore Stonbvide adequate
achi eved. Wien it exceeds 10.0% in sone cases the
ig?é‘?aé’&éléblihr'ﬁft he effect is not as high as expected, the

S T Y P b e o SrceiEiects my
LR N -
g?%fbﬁa@l}t Pn }tﬂ@.rﬁﬁg@ of U661k by, pg}%f{g ﬁ%%&%bq?rdgvt%e range of

ood circulation; thelr useis n

PAIQUICtd 810% LW HenCiHeCRRourit HELctbEGde GO 1&9%11&&%?@)1%, in some
safety problens in external preparations and their

neadearths allededeffecris not achievedy Flidroi edcecaRa®. 6%l dome cases
circulation pronoters that have been used so far 20

c Brppiniceeasaiin ghé wiffectis wbotcmr hightas wapestsdhitrsskig fésling may not
njcotinate, tacopherol nicotinate, beta-buthoxyethyl
nbeaiqaﬁal@f@né’rﬁdﬁe@&crmw geise.nmi noxi di | and

deri vagj,ves therepf. and anal ogs thereof; . . . .
cepha?@rﬁ‘?ﬁi ﬁe?“\“/?@&ﬁpnpﬁ’%ﬁar ‘.Sdégpvﬁf”i“\?é’e?dt Aer Eef hair tonic

R G R -

t Wﬁ!eﬁpﬁpﬁ)lﬁ)&f kPHBE %krg%lﬁu?ﬁtwnggfdﬁ?otgfss QhEfveB1498 circulation:

(prostagl andi n, carbacic apaverine, _ _
C pheiimngtelsaios subjedn & pastidelar ROStHEHdY, 81e KRSy HE MGt Bduse safety

cal ci um antagoni sts; phosphodi esterase inhibitors;
nprabilemss ciomestenval; pachanaiiine and ttheir picoh®iismg of action is not

questioned. Specifically, circulation promoters that have been used so far
comprise nicotinic acid derivatives such as benzyl nicotinate, tocopherol
nicotinate, beta-buthoxyethyl nicotinate and nicotinamide; minoxidil and

derivatives thereof and analogs thereof; cepharanthine; vitamin E and

derivatives thereof, gamma-orizanol; alkoxycafbonyl pyridine-N-oxide;

capronium chloride; acetylcholine and derivatives thereof: peripheral
circulation’ disorder drugs (prostaglandin, carbaciclin, .papaverine,
cyclandelate, cinnarizine, nylidrin and kallikrein); calcium antagonists;
phosphodiesterase inhibitors; nitrite compounds; adenosine action promoting

vasodilators and hydrazine. One or more circulation promoters can be added



vasodi | ators and hydrazine. One or nore circul ation
pronoters can be added 5 to the hair tonic

conposi tions of the invention. In the hair tonic
conposition according to the invention, the

~circulation pronoter is preferably contained in the
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range of 0.001 to 5.0% of theStotal anmount of the hair
tonic corrp05|t| on, nore preferably in the range of
of gir i.on

ot ot Bt e %55055 Sns 7 Hip, inveafian ﬁiﬂ/’ﬁ'&eh%%g@ cemposition

S uaqeoﬁﬁé,%& Bt agin it @frﬁéléhpvéﬁg%*ﬁﬁerﬁé BrefF i atained i
| Rhe va{gewtso 001 18:5 .69 of ﬁ&%tt@ am (ﬁﬁﬁ ‘i’)gscﬁgﬁafrocf)gﬁ &!ﬁ?}gosition

are directly applied to air su

handretgrdietabliahrthé @ddgenof el ko Qrmww%aeﬁeqa%o n'b'%§ Rtrculation

hair 10 foans, hair .gel and air-sol, which can
mgpmomhataris htgm ¢loardl$ 080, tthereanay BBﬁJindééii'edJﬂ@@ eEYEE Such as skin
The hair tonic conpositions of the invention, in
agtimulagion etct he  af or ement i oned i ngredi ents, can al so
conpri ﬁ i f. necessary, further |ngred|ents generally
used ii EoRatettoBic cempesition pf dbar mventien xsa cu@smulated in
such 15 S Qi ttin ents, thickener dyes

peft’§Reg® m@%r#ﬂrc’?\l\{ggce it ‘%@g?ufegns thy. 4B Feé’élﬁ’sapphed to the
S t S - nf.| amma
néé%ﬂ?;%n?‘o%aﬁ% o ALY Hele KA o Hapy YgRFRD. Bes, i
a Xi t r r X
R P @bpggh?‘ﬂﬁ%é’%t .‘f%aﬁw‘i‘é‘#%e%;a%%@v‘%g to
desavéttshal prmydgr@et ail by neans of sone exanpl es.
Exanple 1 - Preparation of crude acteoside fromolives
Si x ki Thgrhais thiCocompositionsi W€ fHeuiibrgertione iBr @ddRidn to the
and added with a hydroethanolic solution and the
agiusmeninaed rgredicntsacran talioc ecoriprise, 25f r scdssdnyg further
extragt was concentrated and,K 300 g of a dry solid was.
ob?% egts getsry 36#8%4?@1 somedichepecmal paenasetioust andsdmge, such

n&iép nggégg gﬁ; uﬁhé(%gerg? %gggqge%}%%%ev Qnrzl tese dar?tlseptlcs

UV-absorbers, solvents, water, Kkeratolytic drugs, anti-inflammatory

medications, anti-androgenic agents, hair tonics, anti-oxidants, refreshing
agents, crude drug extracts and vitamins.

EXAMPLES

The invention will be now described in more detail by means of some.
examples.

Example 1 - Pfeparati_on of crude acteoside from olives

Six kilograms of Coratina olive fruits were pressed and added with a
hydroethanolic solution and the aqueous phase was extracted twice. The
resulting extract was concentrated and 300 g of a dry solid was. obtained.
250 g of the solid were extracted with 5.6 L of methanol; methanol was
subsequently evaporated off under reduced pressure to afford 210 g of a

methanol extract. The methanol extract was then dissolved in purified water
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met hanol extract. The net hanol extract was then
dissolved in purified water 6 up to 14.4 L and | oaded
onto a colum filled with a synthetic styrenic
adsorbent (Trade nane: Anmberlite XAD 1180 nmanufactured
by Organo Corporation). After washing with purified
wat er, the colum was. eluted6éwith nethanol at
various concentrations. The fraction containing 50%

PaRL T4 da o e GRS acr ﬁéﬁeaﬂiahagrmm styrenic
‘z‘*@%%%%?% AR inglos” ARBSHSF) XARIURR BrSRaooni ot coreano

T o] [ Qni

t @rpﬁi‘\?ggtg.? oérﬁlft\?\ragfag’ﬁﬁﬁg Wﬁ? Z}Bﬁ'@%&lo\% { htﬁ; Q%H%ﬁ QsCeied with

f eddtRiMdl%athhriowl Qud REeL

act eosi de (rranulfgr};\ct ud%ggﬁgyénsdio?ona a%h%éoélorﬁ%{‘lﬁiﬂiga ? h% }&ethaml

cmede exapaatidiendeageeysdiagnd Grees0Hbe. 35083 oFf SRMIseEE crude

in a 55% wt aqueous ethanol solution. Conparative

ePEiN” (42:8% byaweighd of acteosidey wakiobtanedtous et hanol

sol uti on as_ the reference. Test nmethod 15 C3H mice

(mai es Egamplefe2 pndde- Exgbratipn ofthgthaisgrgwth pgomating effect
Their back (2 cm x

d t est
4 cmy - Whe BB SR 5Pomp En pBoal Pedie nabionieiol facoivention was

N A b

f QEteb¥ie ‘(ﬁ%ﬁﬁfac@é‘e& h ﬁbﬁ}&ﬁgig gnggaﬁe(BJ %é” At Lh&oside

test area was taken w a Vi

hat¢ordimpmonexaspleEiasit lissoldd @Na 5RO/t %ﬂ@éd(ﬁeé'thaﬂ_chesolutmn
hai r-grow h pronoting effect was eval uated as

hﬁiommirai\mdiexeanple(l%vas ahiriddadwt disirgeethiy’ gjue@dus etlianel solution as
uation reported below [Hair-growh rate (%]
ereferenetie hair-growth portion]/[test area] X 100
25 Results The results of the hair-growth test,
report@ﬁsi‘ﬁeb&’é‘e 1, show that the hair tonic of the

t has uts ding hair growth pronpfing
Iep ¥:2tbgﬁ ma}ce ma(l) {"aéq-wee age, av%rage wefJ ht 35 g, a group of

10 mice) were used as test animals. Their back (2 cm x 4 cm) was shaved to
prepare a test area and from the following day onwards, each test sample
(0.2 mL per mouse) was applied twice a day(morning and evening) for two
weeks. On the sixteenth day, a picture of the test area was taken with a video
camera, and hair-growth was measured with an image analyzer. The
hair-growth promoting effect was evaluated as hair-growth rate (%) calculated
according to the equation reported below.

[Hair-growth rate (%)] = [area of the hair-growth portion]/[test. area]
x 100

Results _

The results of the hair-growth test, reported in table 1, show that the

hair tonic of the invention has an outstanding hair growth promoting effect.
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7 (Table 1) Sanple Hair growth Sanple concentration
rate (% by weight) (% Exanple 2 Acteoside
(manufactured 0.1 61.05 by ChromabDex Corp.) 0.2 65.02
Exanple 3 Crude 0.2 62.94 acteoside(containing 42% of
acteoside) 0.5 64.96 Conparative (aqueous ethano
exanple 1 solution) 46.49 Exanples 4to 7 - Hair
growt h and skin feeling evaluation on humans 5 Hair
tonic %?HHQ% htions containing the hair tonic of the

i nvention me) prepared according to the
prescrlptlons reported in Table 2, and the hair

nnnnn dinn f o—
gr owm n an(J SK| I | eel | MMy WeTT UVd.I tat Cu atCoOTrornhg
the foll owing test. Test method Sanpl 83 e appHaerogrowth
daily (twice astﬁﬁ}Plermr ni ng and eve¢ineghtritiensi x  1fate
mont hs to 20 subjects suffering frdfi bpivesighte (%)

in quest| onnai growt h efdtct and thé1.05
al opeci a preventing e pT%e hair-growm h effect was
deemed to be shown when the patients dhdwered that5.02

f r b bristly" and the al opecia _
prg\%gﬁlpmag erﬁH? \)922when t he 62.94

in eff ened be sho
patients gnsvve ’th(\%% qs‘m%4$/l oss decreased". The
skin feeling tgg{;t sted in aski ng tleh further 64.96

SU@bﬁﬁJa?ati\fe’ &5@&0@9%&%& 3¢ 5 g of the sanple on the
bl

al BRefipde 2Therﬁe§g6§&ea{$§e€f§&@ qcts were asked to itl
I

4 ey e any sticky feeling. The 4649
re%f ltg]fl the$ %MMg test upon use is expressed as

th ubj ects who answered in the '
Itoggi ti g‘ggrplgsf 4t > '? JHalr growth and skin feeling evaluation on

humans

Hair tonic compositions containing the hair tonic of the invention were
prepared according to the prescriptions reported in Table 2, and the hair
growth and skin feeling were evaluated according to the following test.

Test method _

Samples were applied daily (twice a day, morning and evening) for six
months to 20 subjects suffering from male type alopecia. Thereafter, the
subjects were asked to fill in questionnaires on the hair-growth effect and the
alopecia preventing effect. The hair-growth effect was deemed to be shown
when the patients answered that “fuzzy hair became bristly” and the alopecia
preventing effect was deemed to be shown when the patients answered that
“hair loss decreased”. The skin feeling test consisted in asking ten further
subjects if, when applying 5 g of the sample on the scalp, they 'experienced
any sticky feeling. The result of the feeling test upon use is expressed as the

number of the subjects who answered in the positive.



20 8 (Table 2) Ingredient Amounts (% by wei ght)
Exanpl e Exanpl e Exanpl e Exanpl e Conparative 4 5 6 7
Exanple 2 Acteoside (manufactured 0.1 0.2 by
ChromaDex - ' Corp.) crude Acteoside (Exanmple 1) 0.2
0.5 - Polyoxtethylene (60) sorbit 0.5 0.5 0.5 0.5
0.5 tetraol eate Ethanol 98.0898.0 98.0 98.0 98.0
Pure water Bal ance Bal ance Bal ance Bal ance Bal ance
Tabl e rts the results of the hair growth and
feeliﬁé‘bgg ation tests. As it can be seen fromthe
table, the hair tonic conposition containing 5 the

h - &
t est D8redfam ¢ 3) Eval uati onAExeumss E4HxawsightExanpl e

Exanpl e Conpar aEkﬁ(rﬁ 14 Exﬁn%leEXEmln?lez E E) r Wnlparative
test Hair-growth 47 19 1718 ect Lpect ExampleZ

Acteoside
(manufactured
by ChromaDex
Corp.)

crude Acteoside
(Example 1)
Polyoxtethylene

(60) sorbit 0.5 0.5 0.5 0.5 0.5
fetraoleate

Ethanol 98.0 98.0 98.0 98.0 98.0
Pure water Balance Balance Balance Balance Balance

0.1 0.2 - - -

- - 0.2 0.5 -

Table 3 reports the results of the hair growth and feeling evaluation
tests. As it can be seen from the table, the hair tonic composition containing

the hair tonic of the invention proved excellent in both tests.

(Table 3)
. Example Example Example Example Comparative
Evaluation 4 5 6 7 Example 2
Hair  growth
test
Hair-growth
effect - 17 19 17 18 7
Alopecia
preventing 18 17 16 17 9
O oo

Skin feeling 2 1 1 2 -5

The invention can provide various kinds of hair tonic compositions

having a hair growth effect; some examples are reported hereinbelow.
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preventing 18 17 16 17 9 effect

----- Skin feeling 2 1 1 2 5 The invention can provide
vari ous kinds of hair tonic conpositions having a
hair growmh effect; sone exanmfdl es are reported
herei nbelow. 10 9 Exanple 8 - Tonic Ingredients
Bl endi gt n:g% by weight) (1) 95% et hanol 90.0
(2) Acﬁgﬁgﬁr{’g% “maMCact ured by ChromaDex 0.3 Corp.)
(3) Benzyl nicotinate 0.05 (4) Acetic acid
- ycopherol 0.5 (5) Propylene glycol 1.0 (6)
P “;gé?‘ﬁ?ll@ne glycol 200 1.0 (7) PerfuneBleming &hount (% by
Col ors Quantum sufficit (9) Pure water Reigmye
Pr gar aggty@rétﬁgig,qedl ents (2) to (7) were dissol VgéjO' n
| owe, addj ti on_of C%'l 5 and (9);

QII t A ePﬁl Fu wanglackred r by, ChrasnalBex obt ai ni n§-%
transp @lﬁ’t l'iquid tonic. Exan'ple 9 - Hair growth

hon Bé}g@@ﬁ;@,@ﬁﬁt&l endi ng anount (% (1) 950/6 05

Crude acteoside according to eXxanple
et(gslnolA etic amg a-DL-tocopherol J 0.5

(5)  Propylene glycol 1.0

(6) Polyethylene glycol 200 1.0

(7)  Perfume 0.1

(8) Colors _ Quantum sufficit

(9) Pure water Balance
Preparation

Ingredients (2) to (7) were dissolved in (1), followed by addition of (8)
and (9); the resulting mixture was stirred, thereby obtaining a transparent
liquid tonic.

Example 9 - Hair growth lotion

Ingredients Blending amount (%)
(1)  95% ethanol 80.0
(2)  Crude acteoside according to example 1 0.5
(3) Nicotinamide 0.5
(4) Cepharanthine 0.01
(5) Dipropylene glycol 2.0
(6) Disodium phosphate 0.08
(7)  Monopotassium phosphate 0.02
(8) L-menthol _ 0.3
(9) Perfume 0.05
(10) Hydrogenated bisabolol 0.5
(11) Pure water Balance
Preparation

Ingredients (2) to (5), (8), (9) and (10) were dissolved in (1), then added.
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(3) Nicotinamde 0.5 (4) Cepharanthine 0.01 (5)

Di propyl ene glycol 2.0 (6) Disodium phosphate 0.08
(7) Monopot assi um phosphate 0.02 (8) L-nenthol 0.3
(9) Perfune 0.05 (10) Hydrogenated bisabolol 0.5
(11) Pure water Balance Preparation 10 Ingredients
(2) to (5), (8), (9) and (10)18were dissolved in (1),
then added. 10 wth a solution of (6) and (7) in (11)
and. st i [ ve . a nspar.en i quid hai

¢ Sk sbhton S AR 5 LLPRRERIRRY, to el find ¥ fransparent
c e o | dients Amount (% Undil uted
sgﬁgﬁ%%i‘?%wég@/élgt hanol 50.0 . (2) dycyrrhizinic
aci d Opiamphe 16-UCG 0861 BAT I8 wik COMPolRid® exanmpl e 1
0.5 (4) Swertia herb extract 2.0 (5) Sodium | auryl
sulfate 0.1 (6) Polyoxyethyl ene (40) hydrogenated

: il (7) Lacti id t fficid 8
c E?glemgt oil (7) Lactic acid Quan uméﬁr?%h&gg) (8)

?8?1 3111&63 Seiéﬁogolagtr ng? :1]::];' ((:Iltl) I(Da)r ep\%ﬂ gr Bal anf:gm
(1)  95% ethanol 50.0
(2)  Glycyrrhizinic acid 0.1
(3)  Crude acteoside according to example 1 0.5
(4)  Swertia herb extract 2.0
(5)  Sodium lauryl sulfate 0.1
(6) Polyoxyethylene (40) hydrogenated castor 0.5
oil
(7) Lactic acid Quantum sufficit
(8)  Sodium lactate Quantum sufficit
(9) Perfume Quantum sufficit
(10) Colors Trace
(11) Pure water Balance
<Final composition>
(12) Undiluted solution 50.0
(13) Liquefied petroleum gas . 50.0

Preparation - Ingredients (1) to (11) were mixed and dissolved to
prepare an undiluted solution which was filled into a canister. Liquefied

petroleum gas was added after fitting the canister with a valve.



<Fi nal conposition> (12) Undiluted solution 50.0 (13)
Li quefi ed petroleumgas 50.0 5 Preparation -
Ingredients (1) to (11) were m xed and di ssolved to
prepare an undiluted solution which was filled into a
cani ster. Liquefied petroleumgas was added after
fitting the canister with a vllve. 10 15 11 Exanple
11 - Emul sion hair tonic conposition Ingredient ;
Bl endi <Ph se A > (1) Crude acteoside
accordﬁg mt?;g Ei rﬁﬁnglﬁ% gir fopjc W?Bﬁvkﬁlhyl ene (40)
hydrogenat ed castor oil (3) Aycerin 10.0 (4)
ropyl ene gl ycol 10 O (5) 1,3-butylene glycol 5.0
(6f igBt hyl ene gl ycol 1500 5.0 <PhaseBlendmg aaoynt (%)
isapms@r}@be 10.0 (8) Squalane 5.0 (9) Vaseline 2.0

P Ph C > (11) Carboxy vinyl
%ne:e{)%pa g‘f&a@@r@ﬁgggfég%%}?)f ( 1)2) Sodi um?®-3
he@netl%qihosxﬁﬁhykene @8) Hyid3pgdiiacead castoer 8.0 2.0

oil

(3) Glycerin : 10.0
(4) Dipropylene glycol ' 10.0
(5)  1,3-butylene glycol 5.0
(6) Polyethylene glycol 1500 5.0
<Phase B > '
(7)  Cetyl isooctanate 10.0
(8) Squalane 5.0
(9) Vaseline 2.0
(10) Propylparaben 2.0
<Phase C > :
(11) Carboxy vinyl polymer (1% aqueous 30.b
solution)
(12) Sodium hexametaphosphate 0.03
(13) Pured water 8.0
< Phase D >
(14) Pure water 5.0
<Phase E >
(15) Potassium hydroxide 0.12
(16) Pure water Balance
Preparation

Phases A and B were heated and dissolved separately at 70°C, then

mixed and processed with a homo-mixer to obtain a gel. Phase D was

gradually added to the gel and dispersed with a homo-mixer. Phases C and E

were dissolved separately, added to the gel dispersion and emulsified with a

homo-mixer to give an emulsion.
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15

20

<Phase D> (14) Pure water 5.0 <Phase E > (15)

Pot assi um hydroxide 0.12 (16) Pure water Bal ance
Preparati on Phases A and B were heated and di ssol ved
separately at 70C, then 5 mxed and processed with a
hono-m xer to obtain a gel. Phase D was gradually

added to the gel and dispersel® with a honp-m xer.

Phases C and E were dissolved separately, added to

t Sdispersion and enulsified with a hono-m xer
tgﬁégﬁgLan emul sion. 12 CLAIMS 1. A hair tonic
conposition conprising as an active ingredient,.

acteoside of formula (I) 5H OOOOH HOO OHH

HQ, H3CA, hair 410 c%cp %lﬁrsean"\ﬁc%tﬂe inﬁrediex%t- acteoside
physi ol ogi cal Iy ac epta e excl prents bnrc
cefffexenilh @T): conpri sing vegetation oil obtained by

pressing olive fruits in adm xture with _
physi ol ogi cal | y acceptabl e excipients. 10 3. A hair

toni ¢ conposition conpri si a solid and/or an aqueous
phase obtained by pressingolovedrukts in adm xture

wi th physi ol ogi cal ly acc eiE%F%ﬁ;ZE;_4 A hair
toni c conposi tP : x| act bﬂed. by
extracting

HO

in admixture with physiologically acceptable excipients.

2, A hair tonic composition comprising vegetation oil obtained by pressing
olive fruits in admixture with physiologically acceptable excipients.

3. A hair tonic composition comprising a solid and/or an aqueous phase
obtained by pressing olive fruits in admixture with physiologically acceptable
excipients.

4, A hair tonic composition comprising an extract obtained. by extracting
the solid and/or aqueous phase obtained by pressing olive fruits with water
and/or an organic solvent in admixture with physiologically acceptable
excipients.

5. A composition according to any one of claims 1 to 4 wherein the
amount of acteoside ranges from 0.001 to 10.0%.

6. A composition according to claim 5 wherein the amount of acteoside
ranges from 0.001 to 5%.

7. A hair tonic composition according to any one of claims 1 to 4 further
comprising one or more circulation promoters.

8. A hair tonic composition according to claim 7 wherein the circulation

promoter is selected from benzyl nicotinate, tocopherol nicotinate, beta-
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the solid and/or aqueous phase obtained by pressing
olive fruits wwth water 15 and/or an organic sol vent
in adm xture with physiologically acceptable

exci pients. 5. A conposition according to any one of
claims 1 to 4 wherein the anount of acteoside ranges
fromO0.001 to 10.0% 6. A conpbsition according to
claimb5 wherein the anount of acteoside 20 ranges

;ggfgipg?/gg&% g?%oggﬁ’agez gn%\fnri].%}tgrllak;@'a&f: {Iﬁr?&ﬁﬁﬁ'r %:iﬁ@{]aranthine; vitamin
CBAPFdnginASrABoR" alﬁﬁﬁﬁca‘{'b&g}ﬁld ?%fgi@ﬂleﬁﬁ YRIET g%girliéiﬁh chloride;

hai r  toni c conposition acce to claim7

t hestyicholiheyt i oprosEDMdig” | carb&liflHd,ed Jap@RAKNZY lcyclandelate,
ni cotinate, tocopherol nicotinate, "beta 13

betnmesigiaeh yiylidrinosih &k#lilaeth; néalelub afiagenists; ShdsPhbdiesterase
cepharant hine; vitamn E; ganmma-orizanol;

alnedRyRLsy mitkize qepnaminde- Rdendsies actipn gmomotinB| vasodHators and
a eﬁ!h'él chol i ne; prostagl andi n, carbaciclin, papaverine,

cﬁ% A&t ate, cinnarizine, nylidrin and kallikrein;

cgl ci .agoni st s:  phosphodi esterase 5 i nhibitors;

21 ARG S ripgB R A ouEndn cinenBoThRgein the amount of
v hi; ez e ir-tonig.

O alifh pEomans raf S R 00 oy e B ORRES iBhant. of
cl0.culBiid BAIrA6M i : 2 e

conposi ti on. 10%%2121{112{%}-%?16%?@@89 a@x?%%?ﬁ%{lgﬁ%h PRymoter
aranges frotn 0i00¢ b @% of thy e6MpeEitioa0 ranges from 0. 001

to 2% of the conposition. 11. The use of the

cbhposthe wresofthe amompmsitionfs aff @iynenclofllafes 1L1Efor the cosmetic
cosnetic _treatnent of al opecia and pronoting

hiaegtmens @f alopecia and promoting hair-growth.



