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HAIR TONIC Field of the invention The present
invention relates to hair tonic conpositions for the

wa@omaai41ss t r eat nent of hair-1oss and al opeci a. PCT/EP2006/003080

Background of the invention Al opecia is deened to be
caused by several factors, such as defective _
circul ation, decreased activity of the hair matrix and

' cells and al so hornonal unbal ance. Agi ng
and stress also play a major role and nowadays the
risks of suffering from al opecia are high, due to the
increase. in the average age and the rhythns of nodern
li f e. Fieldyobdhe inveptdena causes have not yet been fully
eluciiﬁ#ed. The hair tonic coppositjons presenthy . )
avai | Bressnt Hy eptiopdelatenhiahalrdenic,eompgsitiongs {ps the cosmetic
havi ng haji.r-nouri shyrent and hair-growi ng effect, for
té‘)’(aatﬁfﬂ%é 03&5’]115?(&% 2OP8Rianr orot ers such as pepper
tincture, Swerfji erb extract, ginseng extract and
ni cotﬁ%&fﬁ‘é{&‘ﬁi Sgﬁg‘?/&‘ﬂ%?nski n function pronoters
such cephar gnt hi ne; | am e nt hetic_catal ysts )
such Alnget 11 SRemeAdodes couEsd Y saveral BAcierse Stphgs defective
suc s salicyli ci.d a resorcin, and S
Sefafiin desretosdacdff 68 T RASRamylnd hainrpanilisglls and also

since in s

ARG LT L KL p—
SR SRl Bl Mo PR, 800 YL B e avernge

SRR IPPLER oy RARE] HP L HobfB) Biieeid s lRBe not yer

5 ERTRR AR 5y PAE B BBy Al o i
BAB 0 508 s ARy fren 488 i growing
OF5412587 ¢ EANEFRSIO SRSP oy oo
SwBrtth NerbOdzx 28D 2ihs &Ry GpkR! MALAiRBthI Rid Merivatives; skin
function promoters such as cepharanthine; melamine synthetic catalysts such
as acetylcholine derivatives; keratolytic drugs such as salicylic' acid and
resorcin and anti-inflammatory agents such as glycyrrizinate and
Lithospermum root extract. However, since in some 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.
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 disclosed as an
anti-oxidant (J. Agric. Food Chem. 49:52-54, 2004), UV-absorber (JP-A No.
08-119842), 5-lipoxygenase inhibitor (JP-A No. 08-59685), allergy' and adult
disease preventive food (JP-A No. 61-291525) and discoloration inhibitor
(JP-A No. 14-173608). |

CONFIRMATION COPY
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(JP-A No. 14-173608). Description of the invention It

has now been found that acteoside is also endowed wth
w@rooescaBs ent hair-nourishing effect and that PCT/EP200&&3080

used to pronote hair-growh and prevent al opeci a.

Accordingly, the present invéntion relates to hair

toni c conpositions containing, as an active

i ngrBdsaiptioncifethe ideentiobor mula (1). A second

enbodi nent of the invention relates to hair tonic

conplédiasimovs besnpfouniithat egfeosidieds alsa endowediwidl apyexcellent

pressing olive fruits. A third embodi ment of the
haimnenrishing eiffacésand thali it comite esepdsi pramete hair-growth and

conprising a solid and/or aqueous phase_ obtajned by
pisvessialgpediny Adeardingly A the iprererinwerian refatehdo Yhair tonic

invention relates to hair tonic conpositiagns
crppsitivingoataipin g, £starodtay hEwrpgicask: adeesidg of fosmulp (I).

and/ or aqueous phase obtai ned by pressing olive fruits

with water and/or an organic solvent. The hair tonic

conp03|t|ons of the i nventgtbn have an excel | ent

skin feeling. Acte05|de
pl ants suchH®
Gesneri aceae fa
Pi peraceae @

Q€3 H‘ am |y,
|y and

N 3 ¥ from any one of these
pl ants by extraction and ification. As an
al ternative, commercighty~avaidpbl e act eosi de nmay be
used. The fruits of the G(ﬁ_iaceae famly, i.e. olives
(O ea europaea L.) are relatively easy to find and are

ke S SIS g o
B S Pl S S kg tive i

cont gg{hlyae %gnb%giln%gn%tf She SN raﬁte‘grt%s%%l? Gofil é:l %(Smposﬂlons

frui and/or "aqueous ase obtai ne

TR S Mg .
to t?efcﬁﬂﬂf‘e %oﬁﬁln%f Bf‘t}fébﬁﬂz’eﬁﬁgnl}\élé%éfﬁf htﬁﬁet%hié’ €ompositions

fruits in or inary pressing processes

cORpRSME Y 8ktr@bl Y¥BtAthbd Toy*@xtracting a solid and/or aquebus phase

obtained by pressing olive fruits with water and/or an organic solvent.

ceaé fam

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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olive fruits. The solid phase isolated in the pressing
process of olive fruits is a precipitate which may
wab®oe/1pasg i al |y include the |iquid phase. The BCI/EP2086/003080
phase is obtained after olive,o0il is renoved by neans
of, for instance, centrifugation. The vegetation
water, or the solid and/or agueous phase can be used
as sWegetatiomevater vhtaihegily predsimg albve figritsdiana ssodidd and/or
seed shells therein contained are preferably renoved
agyequs phaseé cbtaimgdcbyt piessiggt obime Enitsriﬁepr&for&hihiﬁﬂetd as the

bacteri al contam nation and foul snell, hydrophilic
agfeodiisrbaseddhaivkgigdri ¢ al cohol s such as et hyl
al cohol , isopropyl alcohol, 1,3-butylene glycol and

pr opyVesetagiopcwhatest acfarefierthplaguaduedobyicrs obtrinedibly pressing
final concentration ranging from5 to 80% by wei ght,

olije gapits bupedinpropresoingopuCesses fasithaiobtdiomemired dive oil from
filtration and centrifugation. The solid and/or =~ .
oy @B@§S-&i&wlubphﬂ$ﬁetﬁog%teérlé§bﬁ pgesing erocass tof olive fruits is a
preferably extracted wth water and/or an_ organic

PEGOIpiEae. wWhighmey sdso @artially dacluder the diquidabiase. The aqueous
hydr gphi | i ¢ al cohol s _and pol yhydri c al cohols such as

PBRR IS apRigad altesppligg| ol womemoved3byumeaapeofyl feolinstance,
and, propyl ene glycol or m xtures thereof. The

cerigdpgation. water, the solid and/or aqueous phase and

t he %Etract can be used as sgch. | f necessary, they

can B8CERERIYRLFTa Y the seldtanddos aanepusrphaseesarpbe used as

in orgder to increase the, acteosi de content, they can .
S%@'p%ﬂ?"i’?‘@% a o?‘@il Ot JTRroms e iRGTSALANtS - 2R Afeds .Sﬁ.q']fll% therein

CBRSTR] 5 2Rl S b oS TR RS "

R T A A R T —
NN ARG R e WL ——
TR s e g 00 B HAASA S0 o rench o
fi3f Qgﬁcéncffa{ﬂgﬁa{‘a{n%ﬁg f{‘(ﬂﬁ 264 %8% %9 \%gf]gtlft‘,n%n {3§’rticulaf from 10 to
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 dried 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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preferably 0.01%or nore, nore preferably 0.1% or
nore, to provide adequate bioavailability. The anpunt
w@bRookhai4188 oni ¢ i s determ ned according to its BCI/EPR0E@3080
content; however, the acteosifde content in the hair
tonic conposition is preferably in the range of 0.001
to 10.0% nore preferably in the range of 0.001 to
vweight ot\heoret dfethentotialt weighd ctfethsildeér tanibe¥éhehdtre content is less
0.001% in sonme cases the alleged effect is not
tharh D S04 G, Ihsome tcasax thedisait-@rowth pnomonmgoeffeast is Mot sufficient.
increase in the effect is not as high as expected, the
Fykihermeee,i mchemaythechaivetqrieasfirthe aimyvesitiva- éf f mixed muith other
arise, Wien a circulation pronoter is also contained
compolsgions or used in yenpusidosage bormnlationsetite asteoside content is
hair-gromh effect is further increased. When applied
peretfﬂgyékO h% et moutamiose ppefsrahly s 1 Ynpr ovareptmprbvide adequate
circulation; their use is not subject to particular
biaastailabilityns, since they do not cause safety problens
in external preparations and their nechanismof action
i s néheqameundneld hagpdenici ésldejerminedupegardingrtonits easteoside
that have been used so far conprise nicotinic acid .
comieniahioneayesy dhe agctpesidg| content iinathse hadic dpnisr somposition is
ni cotinate, beta-but hoxget hyl ni cotinate and i
PreieERbINam the rangfoRf dI-P0hia M PYaamove prefrsrblyt imihe range of

O 35 0" 2R ol T o by, i some
B S A S RS2l W ome cses
R C CL L —
bf R0 80 SRS BAK GRS adenos: no action

D OB SRR e SH B coHong P b tonc
CERREH 31° 4R OSSP e R ncrcsea.
VRGBT, oAb SETIRRSTs ol fapraion:
tHéF 'uge tOHBP §ﬁ6j'68f]to particular restrictions, since they do not cause safety
problems in external preparations and their mechanism 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-buthofcyethyl nicotinate and nicotinamide; minoxidil and
derivatives thereof and analogs thereof; cepharanthine; vitamin E and
derivatives thereof; gamma-orizanol; alkoxycarbonyl 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
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nore preferably in the range of 0.01 to 2.0% Wen the
anmount of circulation pronoter is higher than 5. 0%
wo b@cai4mey be undesired side effects such as SRECTIEP2006/003080
stinmulation etc. The hair tonic conposition of the
I nvention can be fornulated ih various forns; for
i nstance, as dosage forns that are directly applied to
td ltkee hadd tondaodohgpositsoichofishd dnverition. dn thei lail edneNcomposition
hair cream shanpoo, rinses, hair foans, hair gel and
aacordsng to whe dhverdion)eheminehibation promotearigippgferably contained in
conventi onal procedures. The hair tonic conpositions
thof radpe 0000l tn 5.0% aftithict fotal amothe ofifthe dimemtandoedmposition,
i ngredi ents, can al so conprise, if necessary, further
morgrdi@nably getler mnge ofsS@d 1ito 2.6%6eWhes, thexamowat of circulation
preparations and drugs, such as oils, wetting agents,
ptémokarriehdghetyihan 5694, there, mggrbe undisstedasitle effetcicsych as skin
UV- absor bers, solvents, water, keratolytic drugs,
stintulation lebhmat ory medi cati ons, anti-androgeni ¢ agents,
hair tonics, anti-oxidants, refreshing agents, crude
dr ugThgt haict toradcempasition oEXfnPliEgethen | ganerbtei formulated in
wi |l be now described in nore detail by nmeans of sone
varianplfesms Exemnpisdance, #8r dpsagst fasmsothatrardediaectbogpplied to the
fromoljves Six kilograns of Coratina olive fruits ]
soalpeansk aais suchmg hadteaniod hair dotigelr laair ssersni shampee, wnses, hair
and the aqueous phase was extracted tw ce. The )
foamsy thaly ssht ramgt aiErsokonduphr gardbanmmudagiused aacpopding to
solid, was obtai ned. 250 g of the solid were extracted
conyenisomal precediieiancl ; et hanol was subsequent |y
evapgr at ed, of f under reduced pressure to, afford 210 g
of alhet Baifoltoniet camposThensreehdRel imyantien, Whsrddiian to the
I ssolved in purified waterup to 14.4 L and | oaded
ageeRtiopednmingredignisy Ana 9§§<m [FOMRLISR, y léninecessary, further

i@%g}%&gt&eggga yeusne%n% C(';Asnn?gtriési,te?(téﬁ% p%gpoargggrlljg %1% lﬁrﬁgs, such
as oils, wetting agents, thickeners, dyes, perfumes, germicides, antiseptics,
UV-absorbers, solvents, water, keratolytic 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 - Pi'eparation 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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Corporation). After washing with purified water, the
colum was. eluted with methanol at various
wa@oeweantisat i ons. The fraction contai ni ng 50% nme¢Tharmoe6/003080
wer e evapor at ed under pressurge and freeze-dried. 25.05
g of "acteoside crude product™ (42.0% by wei ght of
act eosi de) was obtai ned. Exanples 2 and 3 - Eval uation
upf ta Het.shalr agd owiadedr omtot angokinie clillghewkthi n- gymthetic styrenic
pronoting effect of the hair tonic of the invention
adeagbentil 8Etladd aenwsr diAmgbendite hXADNLL8G mprmyaetugedwby Organo
test. Commercially avail abl e acteoside (nmanufactured
Coyp atatioma.DaxteCow pshing rwithurifictk waden dbe dolunoowds wduted with
to exanple 1 was dissolved in a 55%w aqueous et hanol
meghanaloat vavepareanogstretianpl dhe frastiemreandaindng 10%nmethanol
this aqueous ethanol solution as the reference. Test
wigse isyapaitedrivader pressuroand figeer-drird. 265 gyefl Wectghside crude
359, a rou% of 10 m'ce% were used as test ani mals.
prohict 6‘&2@% yoneight of grtepsidermgeabiaingst.epare a t est
area_and fromthe fol | owing day onwards, each test -
sanpE&apples 2 and 3 nByshatien oigbe ihadr1gxpwdhgpromoting effect
day(norning and evening) faor twg weeks. On the - .
si xt tBaiRIGEOWH prameriag effechefthe hayy toniqes theigyention was
Wi th a videq, canera, . and hair-growh was neasured with ,
eypluptpsyaecording tor thetfodlonging hpitrgrowph tasht ¢ apreencaally available

was evaluated as hair-growh rate (% cal cul ated .
agiepsids; r(awtn&?%%@r%cﬁu{ax? r?l@ﬁ@%é@‘%-w [thsi credewaeeoside

adisdjg 1 gnemals it §eridbssolind 1L 2ok Bt RAHPO SiiaRol solution.

test, 7. ted,in table 1, show.that.the hai [ f.
CoRparaEherampiad WA sord R Honddhis et SShaR yalgtion as
theefrfe%g}én(:gfabl e 1) Sanple Hair growth

Test method

C3H mice (males of 8-week age, average weight 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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Sanpl e concentration rate (% by weight) (% Exanple 2
Act eosi de (manufactured 0.1 61.05 by ChronmaDex Corp.)
wWQO2®6651182 Exanple 3 Crude 0.2 62.94 PCT/EP2006/003080
act eosi de(cont ai ni ng 42% of teoside) 0.5 64.96
Conpar ati ve (aqueous ethanol exanple 1 solution) -
46. 49 Exanples 4 to 7 - Hair growh and skin feeling
eval (heblenl)on humans Hair tonic composi tions
containing the hair tonic of the invention were
_prepared according to the prescriptions reported in

Table 2, and the hair growh and skingf@glid Ng Werggy; (féOWth
eval uat ed acc i to the foll ow .Test rretEk
Sanpl es were g%%llp?%d daily (twce r%%cgﬁ rﬁtolgai ng and, N
_evening) for six months to 20 subj 6¢t8Y SYR1BBY; ng f r ditp)
BrbmplyRe al apesiséde Tapiedhdtared t he sutdn cts were 61.05
asked to fi Iby@hrgﬁﬁg_é)paga_zes on the ir-growh )

a pr

effect and the al opeci nting effect. The 65.02
hair-grom h effect was deened to be sh when the 9>

i ans that "fuzzy hair becane bristly" and
?ﬁéﬂn@?%?& ORI effect was deered to be sho®h94

peci a ér even in géo (
when the pat{EROUISHARRIBING A4Y0 “hair | oss decreased”.
The skin fee?d aefepaige) consi sted i n askitf ten futh@i.%
ubjects if, when applying 5 g of the sanple on the
éefﬂpﬁra%%y %@Pp%ﬁﬁ@@(’ény sticky feeling. The resylyq
ofampke ¥ cel i sdutiena) upon use is expressed as the '
nunber of the subjects who answered T the ;

posi Exwenpibsbl€t?)7 - Hair 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.
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I ngredi ent Amounts (% by wei ght) Exanple Exanpl e
Exanpl e Exanpl e Conparative 4 5 6 7 Exanple 2

wa\etoeasiige (manufactured by ChromaDex 0.1 0.2 EOI/BP006/003080

crude Acteoside 0.2 0.5 (Exagal e 1) Pol yoxt et hyl ene:
(60) sorbit 0.5 0.5 0.5 0. 5 tetraol eate Ethanol
98.0 98.0 98.0 98.0 98.0 Pure water Bal ance Bal ance
Bal afiksblB@)ance Bal ance Table 3 reports the results of
the hair growth and feeling evaluation tests. As it
can be seen fromthe table, the hair tonic conposition

Eval uation 4 EE}E)mpﬁ: pEexaE»pém? EXzﬂanoanqanqﬂeal @bm;ﬁieatlve
Hai r grovvth test gHair-grogth 17 1% 17 18 77effectExamp132
Iélcteom e ~
(manufactured
by ChromaDex
Corp.)

0.1 0.2 - - -

crude Acteoside

(Example 1) ) i 0.2 0.3 -

Polyoxtethylene .
(60) sorbit 0.5 0.5 0.5 0.5 0.5
tetraoleate '

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

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
OOt oo eeee e eeeeeeeeeeee

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.



preventing 18 17 16 17 9 effect Skin feeling 2 11 2 5
The i nvention can provide various kinds of hair tonic
W@ vpasilBs ons having a hair growth effect; sSonmeCT/EP2006/003080

exanpl es are reported herei nbel ow. Exanple 8 - Tonic

I ngredi ents Bl endi ng anount (9’/0 by wei ght) (D 95%

et hanol 90.0 (2) Acteoside (manufactured by ChromaDex

0.3 Egample($) TRarigy! nicotinate 0.05 (4) Acetic acid

a- DL-t ocopherol 0.5 (5) Propylene glycol 1.0 (6)

Pol yet hyl ene gl ycol 200 1.0 (7) Perfune 0.1 (8) Colors

]Ig#? . ufficit (9) Pure water Bal ance tion . . o
ggaelglﬁléits (2) to (7) were dissolved Inﬁ;iilﬁ%g an%hnt(A)by
foll owed by addition of (8) and (9); the% ting

(t)xt W EYonethasdl rred, thereby obtaining a transpapent

Phor ettt @EMaCuRetnbY  HHORTIEY, ot nanol 86,0

(2) rQHR) act eosi de accor di ng to exanple 1 0.5 (3)

@¥)cot BEAN A cBtiRate 0.05

(4)  Acetic acid a-DL-tocopherol 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)
5 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

10 Ingredients (2) to (5), (8), (9) and (10) were dissolved in (1), then added
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(4) Cepharanthine 0.01 (5) D propylene glycol 2.0 (6)
Di sodi um phosphate 0.08 (7) Mnopot assi um phosphate
w@2@®8/1{838 L- nent hol 0.3 (9) Perfunme 0.05 (10) PCT/EP2006/003080
Hydr ogenat ed bi sabolol 0.5 ( Pure water Bal ance
Preparation Ingredients (2) to (5), (8), (9) and (10)
were dissolved in (1), then addedwith a sol ution of
with) a smodutiadn afn(6)1and {adist(ill) edd stored.vto giice and a transparent
transparent liquid hair tonic lotion. Exanple 10 -
lignaidolsaik tougicrlotgoowt h conposition I ngredients Amount (%
Undi l uted solution (1) 95% et hanol 50.0 . (2)
d ycExampe dilc- Aerdsdl. Haif Pro@rthdeomposisiinie accor di ng
to exanple 1 0.5 (4) Swertia herb extract 2.0 (5)
Sodi um [ auryl sulfate 0.1 (6) Pol yoxyethyl ene (40)

IRyfeAegat ed castor 0.5 oil (7) Lactic agnthfdgsum

t%%«ﬁ%n%@ts@ﬁa%pﬁ%déﬂﬂ et (10) Gol ors Trace (11) pure
(gt ero Bl cingsol 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 petrol eum gas 50.0 Preparation - Ingredients

W@ 29o6t104188.1) were m xed and di ssol ved t o prepaPE&I/aP2006/003080
undi | uted sol uti on which was gilled into a canister:
Li quefi ed petrol eum gas was ddded after fitting the
canister wwth a valve. Exanple 11 - Enmulsion hair tonic
conpBsiample 1gFadukién Batrndonie eompositithase A > (1)
Crude acteoside according to exanple 1 0.5 (2)
Pol yoxyet hyl ene (40) hydrogenated castor 2.0 oil (3)

rin 10.0 (4) D propylene glycol 10. : 0
@%gﬁﬁ?& ene gl(yZ:oI FE: Op%/G) Polgyét hyl ene%éérg%lgfg ai%%‘bm(@
SPhasePAase B > (7) Cetyl isooctanate 10.0 (8) Squal ane

50 ' : Pré;%% raben 2.0 . <P e C
@)( 1&5}1%?%?%9&36%%%0&%?&& ﬁl gqlueous 30.0 6%5
@l ut o}ypxymﬂyylmi(éﬁs hlexdnogenpleds pastoe 0. 03 (133.0
Pur edoat er 8.0 < Phase D >

(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 30.0
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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(14) Pure water 5.0 <Phase E > (15) Potassi um
hydr oxi de 0.12 (16) Pure water Bal ance Preparation
wehasasi1gs and B were heated and di ssol ved sepaP@l/gP3006003080
7Q0C, then m xed and process with a hono-m xer to
obtain a gel. Phase D was gradually added to the ge
and di spersed with a hono-m xer. Phases C and E were
ed separately, added to the gel dispersion and
emul sified with a hono-nmi xer to give an
ermul sion. CLAIM5 1. A hair tonic conposition conpr|3|ng
as an active ingredient, acteoside of fornmula (
Ladni A¢ balg tRnichCOmMpOsHi By FemPrSing 88 p@ma@ﬁtzeveemrsd@msacteomde
2. A hair tonic conposition conprising vegetation oi
oblernwadIby pressing olive fruits in adnixture with
physi ol ogi cal | y acceptabl e excipients. 3. A hair tonic
conmposi tion conprising a solid and/or an aqueous phase
obt ai ned by pressing olivedfruits in adn1xture with

extracting t
pressing olive
sol vent in aggn

) QL waque S & ned by
ts vvith watker and/ or an organic

v X 4 ol ogically acceptabl e
exci pi ents. A conposi according to any one of
claims 1 to 4 wherei ng afongyy of act eosi de ranges
fromO0.001 to 10. 0% glgnpositi on according to
claim5 wherein the armunt f acteoside ranges from

in 'agmlxture wﬁh 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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7. A hair tonic conposition according to any one of
clains 1 to 4 further conprising one or nore

w@eoosk#8s on pronoters. 8. A hair tonic conposPCT/@BP2006/003080

according to claim?7 whereinjghe circulation pronoter
Is selected from benzyl nicotinate, tocopherol

ni coti nate, betabuthoxyethyl njcotinate, and . . .
bmh@wrsﬂa/&i RiEOtRRIORR imezot@éqanaieafﬁnmqa@,gllviopahananﬁ,une; vitamin
amma- or i zanol ; koxycar bonyl pyridine-Noxide; . .
Ega%?ﬁ%ﬁ‘iau‘?ﬁléqfﬂ il OX ¥eak 9nzﬂdnyrr nepy-9Xidg)| saproRivm chloride;

carf)cg]%i clin, papaverine, cyclandelate, cinnarizine,
agffylcholineand prasteglandin:  cearbacielign: ageRa¥ene,  cyclandelate,
phosphodi est erase jnhibitors; nitrite conpounds; i

C F\‘&é‘?%englé‘&l’&nafﬁi éﬁ@%‘t‘k‘ﬁémv% Mo fBagon Séh?EP%ﬁ}l‘}ﬁjé?Stefase
.9... The hair.-tonic conposition according to claim8._,
"&HE‘I%?% Riffdte, SBHROUSAS  2AEHPSIDE 3L MEPBOtINgn yasodilaprs and
hO 001 to 5% of the conposition. 10. The hair-tonic of
Y{EBZHH% wherein the anount of circulation pronoter

oL 2198 SiE SRSt SE S L A gmounc of
cﬂgﬁafig)?l%hfotte{ ?gﬁgnc%nftror%f 0‘6'0? %Cg"/% oafr%gepcro%lng(t)siiagn.

10.  The hair-tonic of claim 9 wherein the amount of circulation promoter
ranges from 0.001 to 2% of the composition.

11.  The use of the compositions of any one of claims 1-10 for thé cosmetic

treatment of alopecia and promoting hair-growth.



