- 1 - METHODS AND COVPOSI TI ONS FOR ENHANCI NG HAI R QUALI TY USI NG
BLACKBERRY EXTRACT 5FI ELD OF THE | NVENTI ON This invention
relates to topical conpositions and nethods for inducing hair growh
and inproving hair quality utilizing extracts fromthe Bl ackberry

pl ant (Rubus fruticosus). 10 BACKGROUND OF THE | NVENTI ON

Genetic disposition as well as the natural aging process and/or

di sease contribute to hair loss and slower hair growmh in both mal es
and femal es. 15Approxi mately 50% of the popul ati on di splays this
trait to sonme degree by the age of 50, and thinning of the hair can
begi n between 12 and 40 years of age i ndependent of gender. Thus,
agents abl e to sMERHORScANRI COMPOIMTINS WOR ENSANCENENEAER QREAIINYdown
or reduce 20hair |oss coul d b¥sEHGcBLACKBERRY EXWRAQIO cure al opecia
but to affect positively the psychosocial events associated with hair
di sorflers. St RiED ©OFVGHE PNYERDSOKE| al inpact with hair loss to

i ncl ude body i mge %i&ssati sfﬁcti on associ ated w tH negati ve,
stereotypes, 25suchH @€ fEEFPhYCDI TRre S diCer Bt eSE™BP T HETT S &4
Drugs, incl udinigiMazoiodi knGRegad nedir R aatekinde ifPrepesy ajaand

Dut asteri de (Avodart) are approved treatnments for hair |oss. However,
they may requiFlnedi &ar1pFeser pPETHTLS P arrécaBlrGEPBRTY R
certain - 2 -(mgneent-0fi -blgspopul ation. Mreover, sone of these
drugs are not permtted to be used by fenmal es due to hornonal
effet?s. For exanple, premenopausal wormen shoul d not take Finesteride
due to the ri dacHcrtRNg 2PSelEOranRRd oditismto the fetus.

Fi nasteri de has been found to lower artificially the results of the
prostate-specific antigen (PSA) test, the standard screening test for
prostate cancer whiGehetan débaysiheometectcldn aantdhtheatueal nenitngof

t he di sease. 1Q:Mcréos>éi gi Id io§ gito%i cal ert a Iti eg d ug tgat IS
effective in iMdGci ng Izllai/r grO\S/\f "% or° ' Subisét “6f B tiehtd ae{hcb Wil
re-grow hair afllogwe@nhtap ototbe Scabgrh Maliclerand Eehasesi mted ef fect
on o] der people. M noxidil slow the rate.of hair_loss .in five out
of 1£§en naleﬁ?é’trioé‘ﬁf“,E:“‘.te&y %%/d’#e%eﬁ&ﬁp a%lPBagﬁﬁHRy%vg?llsaﬁﬂr@ltto
treat hair |osg iskaludegdeashycrissirgicals s@GhahguenisHchy ast Sl p

reduction, scalp flaps _or follicular unit transplantation. These
surgeries car MEithEan ERISP 2BEdsN i atdrichd CsyeRT8sC8I 2%t i on of

hairline assoGi@®dndent of gender. Thus, agents able to stimulate
hair growth as well as prevent and slow down or reduce
20 hair loss could be beneficial not only to cure alopecia
but to affect positively the psychosocial events
associated with hair disorders. Studies reveal
psychosocial impact with hair loss to include body image
dissatisfaction associated with negative stereotypes,

25 such as feeling older, weaker and less attractive.

Drugs, including Minoxidil {Rogaine), Finasteride
(Propecia) and Dutasteride (Avodart) are approved
treatments for hair loss. However, they may require

medical prescription, and are active only on a certain



wi th donor region, possibility of necrosis and unnatural appearance
of hair growmh direction, anesthesia and post-op care, not to nmention
hi gh costs. Herbal preparations that claimto induce hair 25growth
(e.g. Hair Prine) are available at | ow cost but their effectiveness
is very limted. - 3 - M Herrmann et al. have described that
a hydroal coholic blackberry |eaf extract (Symvatrix), exhibits the
MWP-1, MWP-2, and MWP-9 inhibitory activity. (See, for exanple,
US2008/ 0095719 5 SUMVARY OF THE | NVENTLON _ Surprisingly, we have
found that a concentrated, aqueous Rubus fruticosus extract can
effectively i BEFEENLORAI ERYrifitthl Ayt dppl YicA§OHSEonpRE t¢orthese

conpri sing, congipst LY ASEEHLIR dend GRNSISEH BY Bimsuch & ract to
the scal p, the skin, the eyel ashes, eyebrows, nmustache region or
beard regi on dforacpatli ehfeats opiwald:ypmacie, vereoapoBiEidh WY i si ng a
concentration _Qf | eas laext.rac f | ution | ess

t han 300 ny/ mS%gfﬁg ﬁgguéa%’u{?lﬂéosus lé%t }d/zjilg tg\/vﬁ?%hg%g Osfz'ﬁatlet o]

i ncr éase hair pcevepagernapihed drican dfo ithieefestisaf t Binasid¢nide has
application for at _least five (5) ta seve 7). days. observed a
potent increa &eﬁanEPa bro Wéﬁr?%ﬁ (%qlﬁq&&l%Eﬁaﬁ?ﬁéfést?éa%gﬂ with
a concentr at egpridehus et spbt COBMSarexitgeact (PSBEY eReBBf etlseir Prdrsdangl y, the
conpositions of our .invention containing Rubus fﬁuticosus %?tra t
initially i ndfC&GeRIGPsFBPE toF Gyt Hras 6a0FeE. "PERRddt g ol X!

hairs) prior tteapidneshdychdt@rdNem2Randgenephaseatd, ., active
grow h phase of hair follicles). The conpositions of our invention

i nduced anagen in 100% of aninals treated over a period of at |east

ei ght0 days. - 4 - MDEFALLED DESCRIGPTIEN LOF ePHE I PREFERREEN EVBEDI VENTS
As used herei R ¢, begr ract" . e rext | ant of
t he genus Rub%gfeg&ggérg |%?&?%ﬁﬁgéﬁﬁgigqﬁfﬁﬁi§gg %ﬁgé%%aégﬁgositions
of this inventiegnebics Rubusii¥ utd-czus haBlrackber ey exe rattthrrysdsd ra

bl end of conp i.sol at f : e bus. In one
enbodi nent , t%ggggﬁgbu%gsﬁ%?efﬁg%%%fS%E%%%n?%hémg?gﬂgggpgg'the pl ant .
I n anot her enbddicwendi] hae sbepdiredsatey ofehbsol aves fm oMy icedt of
flo s of the 10 I§nt. They may al so be isolated fromone or nore
parts’ of the %F&n 2IPnRPLHTAS  the whol e plant, flower, seed, root,
rhizone, stem fruit and/or leaf of the plant. Preferably, blackberry
extract useful in pthaceonP@sidl oS QfmeritisS alvAyeablontd sti&nd atad from

the | eaf 150f the bl ackberry plant. , ,
loss include dfastic surgical techniques such as scalp
reduction, scalp flaps or follicular unit
transplantation. These surgeries carry the risk of
20 complications such as elevation of hairline associated
with donor region, possibility of necrosis and unnatural

appearance of hair growth direction, anesthesia and

post-op care, not to mention high costs.

Herbal preparations that claim to induce hair
25 growth (e.g. Hair Prime) are available at low cost but

their effectiveness is wvery limited.



The extraction process may include physically renoving a piece of the
bl ackberry plant and grinding it. Organic solvent extraction
processes known to those of skill in the art may al so be used to
obtain the 20 blackberry extracts useful in the conpositions of this
i nvention. Solvents such as |ower 01-C8 al cohols, 01-08 al kyl
pol yol s, 01-C8 al kyl ketones, 0i-08 al kyl ethers, acetic acid 01-08
al kyl esters, and chloroform and/or inorganic solvents such as
wat er, inorganic acids such 25as hydrochloric acid, and inorganic
bases such as sodi um hydroxi de nmay be used to extract active
conpounds from t he Ml dckiserny ot ant . haVQSdescribedAtbbackberry | eaf
extract may alpuhe praRanedybycpn. £ ract) an Ruaducedygl Lh pat er
usi ng alcohols such as ethanol - or- conbi nati on t fere as-the
extractant. HowehiéritsamhexMMael, prorh,echra MYPal exhihttany
5i ncl udi ng both eth no nd water extractant, ckberry | eaves
are preferabl VGt ybrﬁgﬁ 8§t?§ﬁ99%ﬁ1 %&Fopg/gpgggkseferable to
use obly the Ieaves of the blackberry pl ant for the extraction and
not al so 10other _plant parts_such as the fruit (berries) of the
bl ackberry, it%?qﬁ%5¥ THE| GHEFETHN ¢ oot s. I n one enbodi nent,
the process of the extraction for the production of a blackberry | eaf
extract may have the follow ng steps: a) addition to blackberry
| eaves of 15an ext SAEPAREIBEAY ai #F Nep e fwchéhasepeeprEetomiache
group consi stifg kMg RAR0k 81 BANOL .o - QPRI e £ESOPY @Q%dﬂd
b) extraction of the blackberry |eaves wth the extractant up to
72 hddirs. The hadty @r@wtbhbymslﬁn%xa restrandt. tiion| eampsdsinds 20i s
preferably estapl.. S o)
extract ant relcgo?lls\}gﬁgggt EQQF %f %&P lJSQ Bgagfﬁ%} r%?terat%ar?o
50-fold mass dﬂmeﬁtaagmanherekzmj\Mh&(ﬁﬁdﬂasheat sgkbdsws s moldta ahed,
preferably a 10-t.0 2 -fg nmass A 14-to fok n?ss of xtr ct ant
25 relative to vne"l €af °Sof rds®y %o%aI§IC61 5y “pre %?é%? oot
extraction. G@ﬂd‘lplb&ﬁ.tﬂh.bﬁ mempria@hngevéed:onmdelmtaaiﬁioﬁobd anasseam‘t &0 mg
etha?gl-contalnln soI % ﬁ%atlv agai n tg he Ie f%§0|lds)
TIE & P f % 1928t 80 (BY/T dost 72

hours but can RlEe E&u&h@bbab e tdcpanddicl ablkysshett texidaedden
times, a relatively dilute extract is obtained in step (b). It is

t her ef or e preﬁ@ﬂébF@VFSagéxF?aE?et%%*bﬁ&%%ﬁéPF?sFeég%%rl4@%&%p (b)

for at |east 1GEhtheur roangs My asorafey ably cof gevah tﬁ)asiaﬁme( 2)
hours. The pre erred extraction tinme is chosen on the basis of the
qual ity of theR§eaTRBerr POFRRV e ARE dXt Padtedrophint Lo urare yin dilr
age gp the |eayes,3adob,104he; of heresxtdackien %Q]El%tfﬂﬁ‘élcosus .
particularly the extraction tenperature. evated extraction
t enper at ur es, gragkanpEgenancohd %»mnnmﬁummiybeﬁbera@m@Q§1¢nQﬂﬂaQ¢ange

fromabout 60 {9 ahoub 199G oRLET AP M) 1% 130981 Lo Ahout 80 to

initially induced a visible telogen phase (i.e.,

shedding of club hairs) prior to rapid entry into the
25 anagen phase (i.e., active growth phase of hair

follicles). The compositions of our invention induced

anagen in 100% of animals treated cover a period of at

least eight days.



15 about 100C, the extraction tinme is preferably about one hour to
about six hours and nore preferably about two to about four hours.
In addition, it is nost preferable to performthe extraction in step
(b) by refluxing the extractant, 20particularly at extraction
tenperatures in the range from about 60C to about 100C, and nore
preferably in the range from about 80 to about 100C. Wen using the
refl uxi ng process, the extraction tine is preferably no nore than
about 24 hours. 25The extraction tenperayuce is established on the
basis of the extractant that is used. |f an ethanol -containing

sol vent is us®FTRZRERPEIERT BRI QR RYe THEU FEEFRRRER EMPORIMENTR about

60C to about 100C, in particular an extraction tenperature in the
range from about 8QC - Feid; Abayt, 10009, is preferred o iy
particularly if a mgx%la(re% of eltlﬂ'ang% an% wglyerx?s usecfﬁasnsf he
extractant. Prefterabl yf &helext rettans geontsaRnbua. | owesfeatdyly altdehol
sol vent, nore %r ef.erabk)_élet h&nol, g %én%?)rsggortl on_of, at leastt.%bout

20 wt.% rel atttve'td the toralextrac %8?&%& E/I,u? He extract ant
shoulsd al so cdnt @ubuwarentifosupr oElrddkar rafy aktkeastmdd wd .L4blend
relative to the total extractant. It is re_preferahle for the
extractant si Ml F&WBBHE%/ %%‘?f%ﬁ?fjs %’rﬁ“ht F’égg{: ?L%Z WIS T Ve
to the total exteaet apbodohedn alrohndoRnekerabl ysothaaw! jrandnaat er
in a proportion of at least 15 w.%_ relative to the total

extractant. floweppagkbeh yPlani- extty Z0RsheRatMardipanti cidlar |y

effective in tRe-cORAOShAL 0RS Ah SmINAdS Ok i ByStLShavend+ amare
obtained with an extract containing ethanol and water in the ratio of

about0 2: 8 (2 parns-byTheygmy oflsq dJSO_Hfiaiééé WPH‘BH?)a@]f SN RIS
of vater) to alioyheBygn Dl &l el ARk Lhotheplah o Bloghoutsckdl to
about 7:3 and nost p?e?erab y In the ratio of about 203:7 to about

1: 1. Accordi nglopt,i nhonenpr ef eamed myifodingént, lehé df ackbearkantext r act

is a blackberry l.eaf tr i t b Sspr ced fromthe
| eaves of the %Féfggﬁgf??y lgfa%}f}%é%?' aeqﬁl'grraﬁ&cgggﬁlgl f)que eérjr ed
25enbodi nment , coheobliatkbersy Exis actvarg ipnodacédol aoml t fieorh edneed eaft

Rub fruticosys. In ?f rther particularly preferred enbodinent, the
bl agiskfberry extoﬁépelg pr %F@f%&tractl ng the | eaves of Rubus
fruticosus with a - 8 - '
The extraction process may include physically
removing a piece of the blackberry plant and grinding
it. Organic solvent extraction processes known to those
of skill in the art may also be used to obktain the
20 blackberry extracts useful in the compositions of this
invention. Solvents such as lower C;-Cg alcohols, Ci—-Cg
alkyl polyols, C;—-Cs alkyl ketones, C;-Cg alkyl ethers,
acetic acid C;-Cg alkyl esters, and chloroform, and/or
inorganic solvents such as water, inorganic acids such
25 as hydrochloric acid, and inorganic bases such as sodium
hydroxide may be used to extract active compounds from

the blackberry plant.



m xture of water and a | ower al cohol such as ethanol as set forth
above. One particularly suitable blackberry extract is produced
by extracting the | eaves of Rubus fruticosus 5Swith a m xture of water
and ethanol is comrercially avail able as conpounded to an activity of
about 5% to about 10% wth a maltodextrin matrix, from Synrise Inc.
of Teterboro, NJ, and is sold under the name, "Symvatrix." 10
Detail ed procedures for preparing a suitable blackberry | eaf extract
are set forth in U S. Patent Publication_No. 2008/ 0095719, which is
herein incorporated in its entirety. 15As used herein, "topical
appl i cation" neans Adibleckbyrinylagt orxkoracgpregdiangoohe opt &pasdd by
using, e.g.. by use of e Bands of ALARRIIGA oL, such 85, & M e
puff, roller, ©or Spray. As “Used°Reref n'

"cosneti cal | y-aacceapiaabllebrmeansi 20t hat tHer qaifodecths) evt r&otgraund( s)
whi ch the term describes are suitabhf fg{ use in contact wth tissues
(e.g., the skit"SHthodl GHAGRCT IXTTHSFS Midonpat PBFFRERT
instapility, iiddit@lingnbodhl etBagoT esRONERcraktti-hethhke. This term
is not intended to 25 |imt the ingredient/product, which it
describes to use solely as a cosnetic (e.g., the ingredient/product
may be used as a phaLEReEWL|CAldves are prATHS8HyNEEELA, pridpical
carrier"” means one or nore conpatible solid or liquid filler diluents
that are suit @{tEacsicnepléals adihs hitaiariabd et §caumanpmly Exaansiass sof
topical carri &/ diChiydeipbiity a5 Lafi0tecal ivHle! @detOcr 1B Clna WBES 1 5o
oils, enollients, emulsitiers, I ckeni ng agents, gelling agents, and
m xt U@ es t her edther plantAgagtedsh@r eim,thehdiruitnghasrsesal prf heed,
facial and/or i.r, tbocluding but not limte t he scal p, eye
| ashes, browsfh%%%Fggﬁgf 6g%r%,a%ébééinggﬁ%Frfog%eg?§9%hbic, auxi liary
and the |ike. InAsnasedbbeimem;, "ihdpeicngsbabf ghewshtrareans: t he

earlier induction of growth of a new hair . cycle, apd/ or prol ongin

The et v i B DO s B o D B B T 2P S e e e
the growt h ratmeoftctihewhayr siSpnd/Or dditireas Ag bhecMbetty afedi@is of
shaft, including, but not limted to, the_induction of the growth of

hai rland meki A§ FTRBFEADFSPRPER I théTepdcohol sehgeted 13t ditfe

"inproving haigrogigakbh¥1 s eagScf Ned@asidlg theadbaneteprfaidig hair
shaft and/or 20en ancing the visual attributes of the hair like hair
vol ume, hair SHFoRECRARChaI RNE WP LKIESACtdRd 6F aPPeblamigPeney leaves

characteristics +@f thRechaihcshaf tr@nd(pr habr neuttcl es, including,
but not limted to, creating a snoother | ook or feel, and/or increase
in shine. The ratio of the mass of extractant to leaf solids

20 is preferably established such that at least a 10-fold
mass of extractant relative to the leaf solids and
preferably no more than a 50-fold mass of extractant
relative to the leaf solids is obtained, preferably a
10-to 20-fold mass. A l4-to 18-fold mass of extractant

25 relative to the leaf so0lids is particularly preferably
used for extraction. Good results were achieved with a
16-fold mass of an ethanol-containing solvent (relative

cnce again to the leaf solids).



25As used herein, "safe and effective anbunt” neans an anount of a
physi ol ogi cal ly active conpound or conposition sufficient to induce a
positive nodification - 10 - in the condition to be regul ated or
treated, (e.g. hair growh) but | ow enough to avoid serious side
effects. The safe and effective anount of the conpound or conposition
will vary with the particular condition 5being treated, the age and
physi cal condition of the end user, the severity of the condition
being treated/ prevented, the duration Qf ;,the treatnent, the nature of
ot her treatnments, the specific conmpound or product/conposition

enpl oyed, the partiTeal akt1debsoretliigsd |fprapespranied cakeP efPutiy idfed,
and 11ke factgise T9Pheaks POSLY A% pe shollEr! 0P ERL HAMASILIQNS
useful in this invention contain formnulations suitable for topical
appl i cati on t ehbstthexhaartaod stedp. d redréierbygdinbnte ¢heract is
conposition caontains .a.bl ackber.r tract . and.a
cosmeti cal |y- AEEapEan! &t SFreal P harti dr. TR SATenBEATRERRLE (7%
cosneii cal | y- asteptabtret bphclabe £ay rieavesonst stapeshf r bor abouteadi% t o

about 95% by weight, of the conposition 2 re_preferably from ghout
7556 (0 about. §55 10y WEFGht SOOI REHSIEPLTontor 2€ Tois TWD (2
conposi ti ons ofouleBi, SThEBVERE F &FrdBYe B dtRdOnI RifAcai W deoyad | @t Y Hef
product types that include but are not limted to solid and |iquid
conposi ti ons $EERSaSL2ENE oFPdhELY Gledlis Pdersbestyckeavepry Lo

oi ntnents, cleaRsihbdchl qyh s Washes: Anthe3@! hgcbaEstnehaPass . aRaes,
powders, foans, nousses, and wi pes.” These - 11 - product types may
cont¥? n sever dhet PpESrofXEBBRRI PR LAIP iddCBFr abRET BRI BIY CHIT i ers

i ncl udi ng, bU%xQQ%ckEHBtEQmﬁgr Mions, emulsions (e.g.

m cr oemul si ons and nanoenul sions), gels, solids and |iposones.
Non-limting S5exanpteslefabedhexcaradtaron acapsettfivesh her edramadcher

carriers may for . f _ordi.n i i t.
The. topi ol coupsd) ProasC LS fRRARwsS! SHlEhY, Behie; boh il <0
fornul at ed as tsokibbiion$C0 380} upiehsralishdul dhpr ekegabf yom ndbaide &n to

| Pnpo bout 75% to abaut _95% or _f boyt 75%
0. ahut  85% OPRTCO8RRTT caleyS AEARprAR & AubBuSs SorvEnt) SHBHE oo

preferably, suehrcaspasbtitossx shwidd tonmaire abeBer 30 sabaenttwo to
al though this na% varé degendent upon the 15fornul ati on. Such
sol vents may BREPGdECBEhBRGYS propyl ene gl ycol, pol yet hyl ene gl ycol ,

m xtures thereof and the:tike, Wi chs 3R tg@edreanpier so fesr saacasss ul
delivery to the hair follicles. i
extraction in step (b} by refluxing the extractant,

20 particularly at extraction temperatures in the range
from about 60°C to about 100°C, and more preferably in
the range from about 80 to about 100°C. When using the
refluxing process, the extraction time is preferably no
more than about 24 hours.

25 The extraction temperature is estaklished on the
basis of the extractant that is used. If an ethanol-
containing solvent is used, an extraction temperature in

the range from about 60°C to about 100°C, in particular

an extraction temperature in the range from about 80°C



Topi cal conpositions useful in the subject 20invention may be

fornmul ated as a solution containing an enollient. Such conpositions
preferably contain fromabout 2% to about 50% of an enollient(s). As
used herein, "enollients" refer to materials used for the prevention
or relief of dryness, as well as for the 25protection of the skin. A
w de variety of suitable enollients are known and may be used herein.
The International Cosnetic Ingredient Dictionary and Handbook,
Fourteenth Edition, 1012 Volunme 3, eds._ - _12 - Gottschlack and

Bresl awec, pp. 3868-80, published by Personal Care Products Counci
(hereinafter, tq N@Ioultlaﬁ@@oﬁk";s whe fodr st heeelsy chhg ot por &it @ dnirenaien
by reference. R e f S ti ns
typically confgﬁn %%gﬁla out9§5§?glaﬁ%“¥}%ﬁ@§ %D?ggra&€%¢§bly, from
about 5%to about I&%&emﬁbam,enhéIexﬂﬂdﬁﬁbn&ndobhamnabaulowﬁr%akkyabout

90% (nore pref , from about 60%to abqut 9 f water.

10Anot her typé gfo o&ﬁéf’eﬁgy B a ps’bei%lia%ﬁryt ﬁg?‘a{%g9a tfeam A cream
typi cal | y conprdespes tibanvabeut 16961 oata-bﬁutzoSa% génorel pt eferablohe from
about 10%to about 20% of an enollient(s) and from about 45%to

about 85% (nor®PrefEFABFYATF 1 o BHRAC 50066 SBOLECTB) YtoWat érlso

15Yet anot her dorpaiaf wReeduch & hatogmutike ©er aul akgdcf1om@ ol ution
is an ointnment. An ointnent may be constituted of a sinple base of

ani mal or vegdtedBitd Vi £8 bhe sentakaiiid anfdidcalbohs . MAFE g7 FR TRz Livay

contain from ghoutn2%Leabomt+ 10006108, R 19 LLERL{S] - b@ﬂ@' 4 a ast
20about 0. 1% to about 2% of a thickening agent(s). The | NCl Han book

cont¥®ns a |i A0 oft-deceplableetie clenitwfadgentsaoskani scosiary alcohol
I ncreasi ng age( tr%f‘éigggb h@h&}{' 1) 12%{}9%%‘%”%1@‘9(1 bopds. i, 4 s

i nvention at ges rou he to corrp05| ti ons
useful in the lsresend wnv%ntrmm a:lcscbthlaetpn:eiteeabtg/ctfantrrul at ed as

emul sions. If the nmul.si_on, om about 1% -
about 10% ( pref er a%ﬁ #‘5% %bou?g ttroacacbsofjC ag%ar%fp?ﬂ%lc lrarr;?'.L
shoul d be rrad@ftfpcmmeeoﬁnn’ome @m#csaﬁmems abBAUlstho@s Sofrephibe

noni aniaqni c or. cationic enmul sifiers be found in,
o D M e e bas (e ash 551 61 61 RRGE S8R g ing

Loti ons and creagmonBynal socde f10riAd alaedcasregpbst onss [y paadld vy
such lotions preferably contain fromaQ.5%to about 5% of an

emul si fi er(s) "e3G8h BfegRRaRRLITM 4SMHidsN ¢ BREFI 88 ¥ alduiatsii o

about - 20% 10( pioet8babl ¥: by o A0 Qe % vabAUELL 0N 08 &N about 3:7
emol lient(s); from about 20%to about 80 gpr eferably, from30%to

about 709 of SRafEPLtands f#iewn BYDUPTERErGPaboLD 1096 [Pt etfalidpatf r om
aboujp 2% to ahayt 3% Qfiran. emul sifier(s). 15Single emul sion skin

care prepar ations, such as
Accordingly, in one preferred embodiment, the

blackberry extract is a blackberry leaf extract, i.e.,
the extract is produced from the leaves of the
blackberry plant. In a particularly preferred

25 embodiment, the blackberry extract is produced from the
leaves of Rubus fruticosus. In a further particularly
preferred embodiment, the blackberry extract is produced

by extracting the leaves of Rubus fruticosus with a



| otions and creans, of the oil-in-water type and waterin-oil type are
wel | -known in the cosnetic art and are useful in the subject

i nvention. Miltiphase emul sion conpositions, such as the
water-in-oil-in-water type are 20al so useful in the subject

invention. In general, such single or nultiphase enul sions contain
water, enollients, and enulsifiers as essential ingredients.
Conpositions of this invention may also be in the form of shanpoo,
hair conditioning products, |eave-on 25hgir masks, nousse, sprays, in
conbination with dyes and other hair care products for cleanin
treating, condliiﬁﬁéﬁ?n@fa‘ﬁ@[t%%l%?qr?gltoff@rhéﬁﬁogP%uW%e%%seWaﬂ? 2as14
- topical applj¢at,op,of,the novel compositions of this invention.
The topical conmpositions of this invention nay be fornulated as a gel
(e.g., an aqueous @zt psihpcal s tsaliitebdel biliagkhgeny (e¥yYracuiitsabl e
gel Ling agent g, Lol aguggus, 8L S e iden daukoape RoLuLi A ey,

nat ural guns, acryFlc ati d and acrylate pol'yners and copol yners, and
cel | B ose der miahi wesigeuge , ohywhriey rethyltheebl ul 9secmmelrcially

hydr oxypr opyl cel.lu] pse). Suitabl | I'ing_agents 10for oi.ls (such as
mneral Cor 1) Prereisbte SrEid o e eB LRy bY ogert ey >¥ T8
but yl ene/ et hylagpatstys enei €0 po | namiocdazd riydmhegenat efirom Symrise Inc.
et hyl ene/ propyl ene/ styrene copol ynmer. Such | s typically conprises
bet ween about°§.¥@§§ﬁ%°§@6 By vEiGhtS, S6fdst ﬁeﬁnggﬁ@mﬁﬁents.

15M crogel s mayyhgabsed, #o enhance fol licul ar delivery of the

formul ati ons. The topical conpositions of this invention may

al sol®be formulated into a solid formulation (e.g., a wax-based stick
mascara, soap bar PerpbLEdi BYCCYBES fogr PACROVLPE 2otEidi Ry powder.

The topical coARARhLLLPS USLl dleddid Nk BYCRLERR TRY, CONtAfbnd N
addition to the aforenentioned conponents, a wide variety of
addi ti onal oi Pubdiabftepn ofNgant @ &BIGESTL9sokvtiblh, 1ank¢eeimat er - sol ubl e

material s 25cQ i y. used i sitions for use on skin and
hai r, at thei%%é§?§8g€3%+i§ﬁéﬁgié%gﬁ%gQ or exanple, a formul ation of
70% et hanol and 30% propyl ene glycol or - 15 - variable anpunts of

theses two agents nay heedsledrdinr, enhaiced debilveayiof” thwaracti ves.
directly laying on cr spreading on outer skin using,
e.g., by use of the hands or an applicator such as a

wipe, puff, rcller, or spray.

As used herein, “cosmetically-acceptable” means

20 that the product(s) or compound(s) which the term
describes are suitable for use in contact with tissues
(e.g., the skin) without undue toxicity,
incompatibility, instability, irritation, allergic
response, and the like. This term is not intended to

25 limit the ingredient/product, which it describes to use
solely as a cosmetic (e.g., the ingredient/product may

be used as a pharmaceutical).



Surfactants In one enbodi nent, the conposition of this 5invention
contains one or nore surfactants. In one enbodi nent, the conposition
contains a |l athering surfactant. What is neant by a "l athering
surfactant” is a surfactant that generates | ather when conbined with
wat er and mechanically agitated. In one enbodi nent, the 10l at hering
surfactant has an initial foam height reading of at |least 20 mm such
as at least 50 mm in the Standard Test Method for Foam ng Properties
of Surface-Active Agents 01173-53 Set forfh in the ASTM Annual Book
of ASTM St andards 1001 Section 15 Vol unme "15.04 (using a

15concentrati on of A gisans hpeeihj t Bropianparaainies “ofiedBs Cone awd mwateer
hardness of 8 ralns e g3klon) | Fxanples of. Latlering,surfactants

i nclude, but are™no mited?t 8 anioni ¢, moni oni C, cat ront ¢ and
anphot eri ¢ | atsherdamg esdbfracbantsl 24aNoni-d i rdttiiong texanphasz Df ani oni ¢

| at hering surfactants include those sel ected fromthe grou

consi sting of Egﬁ"? Sn&tesOPLGR a‘f%%]fl?rssetlmcc}ﬂfgteesgu{:a F%trg%t;
phosphat es, | actyilcalieso, ardtgk Pt aBd £5.013pECickict 1€%a0P| esnh NEd tidsss,
but are not limted to, those 25selected fromthe group consisti ngf of
sodi um | auryl SHFROEIaAABAFEM T2 19 AR Y Se, 2BANBHT BRT AU EREROL -
sul fate, sodiumlaureth sulfate, sodiumtrideceth - 16 - sulfate,
amoni um cetyl sul fat gs.3odbym Fet %o SUl fale,s AUUDRI UMLEQCOM c1a1

i set hi onate, sodium | auroyl isethionate, sodiumTatfoyl [actylate,

tri et hanol am reerd/aar eyl Aetyl atecledididimutapogy Linateg| 8@ ethesodi um

| aur oyl 5sarcqsi_nate odi ri I i.na odj cocowl

sar cosi nat e, %33&'1 h Ieg%r %P%rrg{ hﬂf/)[s&?%ur@%%%zlgdi %%aggéo%/%ﬂner?%sy%ﬁ’
taurdfe, sodi uwhdsaur pybigl ubaral sarwodidumheydiigeoyl gl utamate, and
sodi um cocoyl glutamate and m xtures thereof. 10Non-limting exanples
of nonionic | athering surfactants ‘lnCA ude those sel ec@gd from thhe
group consi sting of*SalRyf 5?6%%1 deSUGIAA N3ofy JEGRBRT dheans the

pol yhydr oxy fafatry il dnagtdesn af kexywhad ed hanky Beid €gérss,and/or

| at heri ng sucrose esters, am ne oxides, and 15m xtures thereof.
Specific exarrﬁré’sloinﬁépﬁd@?ebﬁ?tja\l% FAVI Resq t8N2RBRI onf cthe hailr

surfactants taeyhesensgbectgdriosimg h&la?&%t@p@akétwgtm KB Cl4
gl ucose am des, 08-Cl4 al kyl pol yglucosi des, sucrose cocoate, sucrose

laurb?e, |aur @fideroipaecaebedamne’ Bkildef a3d rnprebE esinhkidian.
20Non-11m ti ng, &XAFR| €519t aMPHOL Gid Cirlcﬁ}c*%%'nnafs%éaﬁé\ﬁ%ﬁ d MGl

al so includes zwitterionic lathering surfactants are those sel ected
fromthe grougnsomgikénpngtonobet vl yesle $1¢ ttenese - hydr oxysul t ai nes,
al kyl i m noacet at es, i m nodi al kanoat es, am noal kanoat es, 25and

mxtures thereof. .. s Nopclim ting exanpl 9%89‘} g@i‘?&?"n?eans
surfactants of the present Tnventioninclude di Sodium

increasing the diameter of the hair shaft and/or

20 enhancing the visual attributes of the hair like hair
volume, hair shine and hair thickness, and/or affecting
the characteristics of the hair shaft and/or hair
cuticles, including, but neot limited to, creating a

smoother look or feel, and/or increase in shine.

25 As used herein, “safe and effective amount” means
an amount of a physiologically active compound or

composition sufficient to induce a positive modification



- 17 - | auroanphodi acetate, sodi um | auroanphoacetate, cetyl dinethyl
bet ai ne, cocoam dopropyl betaine, cocoam dopropyl hydroxy sultaine,
and m xtures thereof. Additional Cosnetically Active Agents 5In one
enbodi ment, the conpositions according to this invention may further
contain one or nore additional cosnetically active agent(s) as well
as the above-nentioned conponents. Wat is neant by a "cosnetically
active agent" is a conpound, which may be 10a synthetic conmpound or a
conpound isol ated, purified or concentraied froma natural source, or
a natural extract containing a m xture of conpounds, that has a
cosmetic or tREr &PEuFPBILEI@RtE DR HENILSEGE, OF nEFeRdt oYy, (Rrtd ndeir
limted to: aptlyhér8htal oRIEMZSUh 239 18NEEL1YEASside SRS
anti-fungal, and anti-bacterial agents, anti-inflammatory agents,
anti -agi ng agéhessaint irpagbbicid igamosintertethal compdeesivs,
sunscreens, pRalaRGoLech P11 A X/ 4aNthe keLalohyll - A0RN Sy

det ergent s/ surtactants, noisturizers, nutrients, Vi tam ns,

m neral s, enebgyrgnhaageed, @t iagrergPl raysonadgentditast rahgdmt snd
hair growt h enhanci agent s, . hai ol ori agent s ignments, firmng
agents, agent?ngf ga?ng%%ﬁﬁﬁ3¥(§llﬁ§e gﬁaggaégFC%%%?%| agents such as
odor maski ng arepHechpngiageapenite: Rylanienecenbhdi b tmddte the
cosnetically ac%ive agent may be selected from bgt not limted to,
the group con8PEPFRgCHF ChyT AP HTIE S bERToFPEpot bxi TEPIHnd OT1g -
pant henol , ockybdaethexyss s 16 emdlidyaa, uihdi pXkdecunet vl

sal i cyl ate, honosal ate, _avobenzone, carotenoids, free radical
scavidhgers, sPPATEFaPRLIYRFTRIIGDSUCRTAL eFebEhbieedci2PY thidt noi n)
and retinoid pregedrsors such 5as retinol and retinyl palmtate,
vitam ns such as vitam n E (al pha, beta or delta tocopherols and/or
their mxtures) ceram des, polyunsaturated fatty acids, essential
fatty acids, @rp}Aesd, Cemp9#atiand bitors, minerals, hornones such as
progest erones, steroids such 10as hydrocortisone,

2-di met hyl ani noethanol . et 2y (el udiing but pat Limited fo Jf.on or
zinc) salts such as copper ¢ Iorﬁﬁ), pep?i es con%ainlng copper ‘such
as Cu: d y- H s<bysaisofozynin Qs aniinebael dey vbphmhsgpplication to

acetyl - coenzy niacin, riboflavin, thiam.n, ribaose, 15el ectron
rarbor vers’ Shenbals Nt SRLIRATED ot NP ANk r a0t ThGr 44 O3l oe
vera, feverfeweonaainsoy,bbackigeriwabitvastanddanbxessms: tdarngef . The
cosnetically active agent will preferably be present in the

conposi tion ofSERBEARVBNt TR B TdfSunt RoP fr BRHPABBIR200:"501% t 0

about 20% by wekgbtieh11{e: camosilld eRpibBnechE el &F akd st firmsaliodh
0. 005% to about 10% and nost preferably, fromabout 0.01%to about

5% Al so3bfPécled to HePartTteular Mpiehtectf vehs ramresition
CONpRSi ti ons ABYeNBLBeGSa0Ty Ll ch IMKARL HBY RBeabbE: 853, by weight,

of the composition.

The compositions of this invention may be made into

a wide wvariety of product types that include but are not
limited to solid and liquid compositions such as
25 lotions, creams, gels, sticks, sprays, ointments,
cleansing liquid washes and scolid bars, shampoos,

pastes, powders, foams, mousses, and wipes. These



25presence of synthetic or natural 5-al pha reductase inhibitors, or
ot her anti-sebumingredients including, but not limted to,
Sepicontrol (Capryloyl dycine, Sarcosine and C nanonum Zeyl ani cum
Bark Extract), licorice powder or extract, and the |like. M5 receptor
- 19 - antagonists may also be utilized in the conpositions of this

i nvention. Exanples of MZ5-R antagoni sts may be found in U S. Pat.

No. 7, 049, 331. The conpositions of this invention may al so be
Sutilized in conmbination with conpounds kpown to pronote hair growth
that are avail able as drugs, such as finasteride (Propecia), a type 2
5- al pha- r eductrsslyathithivesr nagndodia asteidal dvpgpect- Cfaﬁdetically
2o, &1 Phar auct AP LAl oo B5c 000 A0 flaitahe. oL cabut

10pr egnane derivatives, gesterone rivatives, experinmenta agents
such as FCE 2826(scamldtlbne | BkelsBprs ofl gt m@raanludashens danteti cs
may al so be ut Ialr*!oze?n%lasslol t.is |fd| csacgledd f or_ Qe in ong gsb aI SO
known as Al dactdne:  an aIn%St%r one reclep 61 “ant Eggﬁfngf’) 15T Jtnéfs
channgl openerexarguels as blhnbxcditidRogaine)kt whirch aéEekﬂowthe&
pronote hair growth, are also_believed to b espec iall rom sing
Bombi nat i ons. CAEEieTSARRA| DR ofBHTEL (9Th P oREy 8 SO IRATY etitick ased

i nhi bitory actdmen amay i nclude: Saw Pal netto and Pygeum 20afri canum

Q her agents that nmay have such activity are Beta-sisterol,

Sepi control and Licorice, gama-linolenic acid and ot her unsatur at ed
fatty acids (Tehm A§eLEARECAAICSMRASHTGTS AOPIBLodReRe JPTEITTR) 285,
557- 562, lnh'@ﬂ@é%%l%% %Eﬁrgbdngﬁﬁ ({%Qy%% %;ngSpe§éiﬁfﬁons

25al i phatl c unsaturated fatty acids Zl nc an Zinc salts, green tea
cat ethin (-) - epioyak @éaﬁeéhbhygammcte (EGEEPeand @phéenpoley@enoﬂr@m
and the like. e-gee |e e-and, ba of S
may al so be a%’fgﬂ 7%0 gﬁt ?gpugg%%egdrfﬁgc% rraa]?%:u(r%dage ngl érﬂ)&%l%\;% s
al t hough they aart:@sn@ttlt:hd)ﬂughacd:@pﬂassolﬁera)qmmonéé)feot sal‘ﬂcmsef actory in
achi eving sati sf resul Taka an| d| .

a1 goners Sol GaeSEry hasar b SR St Rbes B SPFFErat Poh o Vbuse
Hair Epitheli alol@ehhs hmthfbﬁg@ arm:bls ch:ty vailre dabenfehti L@ﬂ)@’l Gnm/vt h In
Vivo,_J Invest tol 112:310-3 . Addi.t i onal i nations
ay Frel ude ot RAbRTSt PR dt ol o Fass TGEOUER, CEREROLS 21 e

cal ci neurin 1Qidpiybicher §1586h, a;soﬂ@@@l(ewrgqbbam,mfﬂtmfa@lmere%f
macrol ide antibiotic gr oduced Streptonyces tsukubaensis, and its

derivatives, GMOCHEFospbPi HhAChanGS/(HqCEi SRASEEpBpEPHeS AReR 3 Tl
cel | - speci fic JoMWRRSURBI SR 1 r afich 11:ha dd.ke.

Topical compeositions useful in the subject

20 invention may be formulated as a solution containing an
emollient. Such compositions preferably contain from
about 2% to about 50% of an emollient(s). As used
herein, “emecllients” refer to materials used for the
prevention or relief of dryness, as well as for the

25 protection of the skin. A wide variety of suitable
emoliients are known and may be used herein. The
International Cosmetic Ingredient Dictionary and

Handbook, Fourteenth Edition, 1012 Volume 3, eds.



15Active ingredients in Provillus, a product suggested to bl ock DHT
(Mitamn E6, Biotin, Magnesium Zinc, Saw Pal metto, Nettle, Gotu
Kol a, Punpkin, Eleuthero Root, Wa-Wsi, Miria Puama) nay al so be

i ncluded in the conpositions of this invention. 20Exanpl es of
vitam ns that may be constituents of the conpositions of this
invention include, but are not limted to, vitamn A vitamn Bs such
as vitamn B3, vitamn B5, and vitamn Bl12, vitamn C vitamn K
vitam n E such as al pha, gamma or del ta-tocopherol, and 25deri vati ves
(such as salts and esters) and m xtures thereof -

Exanpl es of h{RFERGNERFES 1 hdtfde 256 BPe ﬁ%§8T§9ntRRPl%%?%ﬂ v&ol i ¢

acid, lactic aekdonhul ¢£ra0haSals GhiheiaCkHer 144 # G ACIdncand
tartaric acid. Such hydrox acids, it is believed, serve to support

t he 5regeneraﬂﬁ6ﬁb@@kfhe‘@bﬂﬂbdﬁshﬁévéw éﬂc?ﬁﬁoé@%ﬁﬁ)hﬂﬂﬁ%ﬂ $v bel i eve
t hat such hydggfg agids assist in nornalizing the pH of the
conpositions o ﬁls I nvention and may, as with lactic acid, add a
conditioning effect to the hair. Exanples of antioxidants whi ch may
be utilized in 10thelcbhmmsmnj¢msnam@ mebhodssofut tirs. iTmterinison

i ncl ude, but re.nogl imted t%, § 3oiubt nt|o (gaqts such as
sul fhydryl co Bufid %ﬁﬂ“?ﬁ&ﬁ} d&f F&EH © Um OEE

met abi sul fit epasdeNelalel yiray sieivteps kbp@bﬁuaCI@QHﬁﬂfdhhydrolipOiC
aci d, resveratrol | actof errin, and 15as§8rb|c aC|d nd ascorbic acid

derivatives (8TGI1igREEFbyANDAGFY FP8Mnd04sERr B ol YA elficide) .

G | -sol uble ap&b@étﬂ@m,s Stint ol @hsuse !aBoubee@%J)rmmma«t@&s of this
invention include, but are not Iimted to, butylated hydroxytol uene,

retinoids (e.g., 20retinol and retinyl palmtate), different types of

t ocdherol s (e. g., PRPPMRAL  EXREMAEL Prafdcdele - ?%c@pﬁé@ﬁﬁéﬂhﬁ@aﬁhé?ra
esters such ag acgt ai €} a0 4 h8ids 1T XEURES1 sLOCPEL el sando

ubi qui none. Natural extracts “containing antioxidants suitable for use
in the 25conpebpuioh@s ofmats prefeenbilon, firac| weeyt buls ot abiomitt 84%1 o,

extracts cont geningctlavonal dy. Jeoflayonglds. sand g hald, dervalyes

such as genistein an €.g., such as soy
extracts, extpactsrgohtaifiony abtesyebatr ob ahdutkﬂﬁ%hlaf Nﬁt&aples of
such natural - 22 - extracts include grape seed, green tea, pine

e o0, BT POl Sy canan B e oY I e,
from a solution is an ointment. An ointment may be
constituted of 2 simple base of animal or vegetable oils
or semi-sclid hydreocarbons. An ointment may contain from
about 2% to about 100% of an emollient(s), and from

20 about 0.1% to about 2% of a thickening agent({s). The
INCI Handbook contains a list of acceptable thickening
agents or viscosity increasing agents useful in the
compositions and methods of this invention at pages 1693

through 1697.

25 The topical compositions useful in the present
invention may also be preferably formulated as

emulsions. If the carrier is an emulsion, from about 1%



5be useful, as well as astringents such as witch hazel, triclosan,
cerul eni n, al pha-net hyl ene- gammabut yr al act one, gl yci ne derivatives
such as capryl oyl gl yci ne and net hyl gl ycine, salicylic acid, or

benzoyl peroxide. 10Fabao 101, which has the foll ow ng active
ingredients, may al so be included in the conpositions of this
invention: Aralia Quinquetolia, Astragalus dycyphyllos, Angelica
Arhangelica Root, Salvia Oficinalis, Capsicum Carya Al ba, Corthams
Tinctorius, 15Cortex dictami radicis, _F|gs Chrysanthemum Heshouwu,
Iron-Fist Gnseng, MItiorrhizae, Notoginseng, Paorul ca d andul osa,
Peach Kernel Qid abRhitzdng dbrSEecam&w1ﬂﬂmma@QOURadthasabQQEJ59 Redi x
G nseng, Rad'&: Ok%%%&'r 3 tIdeObe mwfd1{O%ﬁ%g Salg%g FhiSl ilers.
gastroidi a 20g|nsen §&u>radi X not's fbl §opﬁera Flavestens

O her NhterlammnuslfleVarmaysbetﬂ@mlwﬁﬂgﬂ|&ﬂrﬁnﬁayoalsatb@npfesent in

the co 05|t|ons fu e subject inventjion. These inc]ude
hunectgﬁts prdPéF%@ aﬁHuEBngﬁﬁfl boEqunde 1At FGEsSRHIPHy the

al kal § ne agentmd:b(anmh@&o@t spchi@pent sl arel dioselgsed in the | NC
Handbook, pp. 1650- 1667. The conpositions of the present invention
may also - 23 - conprise chelating agents (e.g., EDTA) and
preservatives (e. gLOtﬁépébéﬁﬁ)Cr$§QﬁnW4¥;a&ﬁcsﬁﬁtéﬁrﬁub?E%%rW%tlves
and Che|at'ng¢£%H¥§£%n%reT§b§E§91§rEdHh iU%?%n%nQré§§§a§§yOéoﬁﬁgid NCI
Handbook. I n addition, the topical conpositions 5Suseful” herein can
contain conveﬁﬁr@n@l5@0§ﬁe@b@Uéd¥ﬂv@ﬁn%ﬁ ammiﬁlésedyet Ypetei 1 e

(o9 titan ymdioxidob. plonsnls: ALY agances. Barkenl noypgent s

I n one enbodi ment 1'ons of t present i'on
further contalMﬂ@d@k@bﬂmgfagmnabowudﬁsa$ mmaamimoer eynametlc mel ani n
derivatives, or nel.ani blk cule nllé yme nat ur al
extracts sucrl%ﬂg 6§Pt3 ’I?ﬁ1 QUt PEEO?E a% raﬁiy’

Bugr aneP extrahkmlem%raetsbbnﬁnvm%mlﬂﬁﬂw&mmmce&dcﬁﬁbﬁlab@@tIﬁpngﬂents

.g., b i f f th hi
éga?berr;oggn%%%g&n§§rl3§Eg %ﬁiy g ﬁPﬁné%t%gn%ggﬁgé?ﬁnfgfan

cont ai ni ng caQQMQ@QEd@rQE)canthaxanthlns) or synthetic chemcals
such as conpounds contai ni ng copper (e.g., copper salts such as
20CuC12) or synthetic carotenoids or cant haxant i ns. Exanpl es of
synthetic nel anin §éPPvat PPRSSHPR Fein feh PraPerstipas, e as

5 618,519, 5, 384116, aﬂadc§e;£§ 458. ¢ Fx -85 - %Eté?'Hgé £ el apiin, -
derivatives are set forth in 5, 544,125, 5,225,435, 5 8,079, and
5,216, 116. Exaﬁpﬁgg type are well-known in the cosmetic art and are

useful in the subject invention. Multiphase emulsion
compositicons, such as the water-in-gil-in-water type are

20 alsc useful in the subject inventicn. In general, such
single or multiphase emulsions contain water,

emollients, and emulsifiers as essential ingredients.

Compositions of this invention may also be in the
form of shampoo, hair conditioning products, leave-on
25 hair masks, mousse, sprays, in combination with dyes and
other hair care products for cleaning, treating,

conditioning and coloring the hair simultaneous with



25 of commercially avail abl e sol ubl e nel anin derivatives include

Mel asyn- 1007" from San-nmar | aboratories, Inc. (Elnmsford, N Y.) and
Mel anZeTM from Zyl epsis (Ashford, Kent, United Kingdom. - 24 -
These agents will preferably be present in the conmposition in an
anount from about 0.001%to about 10% by weight, in particular in an
amount from about 0.01%to about 5% by wei ght. 5In another

enbodi nent, the conposition nmay include a peptide. Exanpl es of

dar keni ng peptides are set forth in U S.{fat. No. 7,025,951. The
peptide of the invention set forth therein nmay be provided in the
form of cosnetio®aFky aeekptable <H tide BeARpl ESMBPS b B¥T ridfd Wosal t s
are those with,therapgutically acceptable organic acids, e.g.,
acetic, palmtic, olelic, stearic, lactic, maleic, citric, malic,
ascorbic, succinic, benzoic, salicylic, methanesul fonic, or Pal noic
acid, as well as p8hgnerprcatidsnsucitiasst afinktbiacidvert oar ey st hyl
15 ceIIquse,f%ngnu akgg gétg inprggnic %%igsusgﬁg aslgpgup q{ohalic
acids (e.g., hyérocﬁ ori ¢ acid); Sul%Fudricd adr'a°or %%osﬁ%or c acid.
The &munt of spepbble peebemd dderithe)canpasichboa depends aferitie for
pepti de used. The peptide should b 20 present.in the conposition in
B arrount {1 ofHBBHE . 8565155 T S0t GHEbg et St ET 1 b iy i n
an anmount froguaBpubcPy005% ¢ 10d abeutaa%iBY eWBbUhhe r M fied &l opbatyeierEhe
conposi tions of the_present invention may be 25prepared using a
minbral vater AHOPSLKANPE HFREFHLRE df -Bhat THASCBEEH- AL (Tl Iy-0se
mneralized suel asqE¥k@RtsdyMAaenaliocdater sGEvhBle HFEENGR) -addht@ne
enbodi ment, the -725 -"mneral water has a mineralization of at

| eastO about 26@TrngAiLs(&SEch 4% raNEIGUt 9300 Aprivde dpoutaoo®nyg/ L) .

I n one enbodi : he,m Rl .@Qgﬁ{ 10 ng/L
of calciunlang?g%tg? ?%é;?&%%%ﬁ%ﬁgﬁﬁb%ﬁﬁ%%E§%;8%%%%§ﬁ§}i@tho s of Use
The conpositi erpodfmehi and nvedrdannarey leehyl Ehizedor vl ¢ mrilatey degier
growt h by topi_cal i cat i.on_ of j 0Sl}] f. the
body on mhichC% P%gﬁggfo %ﬁi%glezﬁ}gﬁgggge?é%gﬁF§?ét %H%%%%%%%ﬁanm
of this inventi.0f ané appliredvdigpgitcaldfy shioht beltésy regermrea of the

body, .at | east once r day for_ at l|least. five (5),days and nore
or et abl y on"3 AP P HHeY &'T 01 Fosh -6k WRLKECHN MR Ty of
preferably, indefiprhelytides. 15i nprovenent to hair quality, said

conpositions should be applied at | east once per day for at |east
twel ve weeks. After about two weeks, the user may begin to observe

i ncreased hair gronff BRREFRY TRERANIE 108S0BEeEDES | MY HEY adf&f t

di aneter and/ @t eRhancedeyi sial 2Qatii butesaietibhedair, Susfk-as
hair volume, hair shine and hair thickness.
based stick, mascara, scap bar compesition, powder, or a

20 wipe containing powder.

The topical compositions useful in this invention
may contain, in addition to the aforementioned
compcnents, a wide variety of additional cil-soluble,
organic solvent-soluble, and/or water-soluble materials

25 conventicnally used in compositions for use on skin and
hair, at their art-established levels. For example, a

formulation of 70% ethanol and 30% propylene glycol or



Exanpl es Exanple 1 25A gel base forrmula Al was prepared according to
Table 1 below. - 26 - The follow ng ingredients were conbi ned
in a mxing vessel: D water, D sodium EDTA, d ycerin, D nethicone
and Butyl ated Hydroxytol uene (BHT) and heated to 40-45C whil e using
prop m xing at mediumto high speed (sweep 5bl ade) and m xed until
uniform Once a tenperature bel ow 40C was achi eved the foll ow ng
ingredients were added one at a tine with speed): Sepigel 5.0 with
Sodi um 10 I NCl Nane prop m xing (sweep_blade, nedium 305, Phenonip XB.
The pH was adjusted to Hydroxide. Table 1 gns 364.5 10.00 30.00 20.00
0.50 1465. 00 IxOGds Aabentb sbdiesEDM® Gopodsi napi et hiedneor

But yl ated Hydrgxyl ol yene ReLygery! Al de. & Jaureth 7 & C13 -

Tsoparafin

Surfactants

In one embodiment, the composition of this

5 invention contains cne or mere surfactants. In one
embodiment, the composition contains a lathering
surfactant. What is meant by a "lathering surfactant” is
a surfactant that generates lather when combined with
water and mechanically agitated. In one embodiment, the

10 lathering surfactant has an initial foam height reading
of at least 20 mm, such as at least 50 mm, in the
Standard Test Method for Feoaming Properties of Surface-
Active Agents D1173-53 Set forth in the ASTM Annual Book
of ASTM Standards 1001 Section 15 Volume 15.04 (using a

i5 concentration of 5 grams per liter, temperature of 49°
C., and water hardness of 8 grains per gallon). Examples
of lathering surfactants include, but are not limited
to, anionic, nonionic, cationic, and amphoteric

lathering surfactants.

20 Non-limiting examples of anionic lathering
surfactants include those selected from the group
consisting of sarcosinates, sulfates, isethionates,
taurates, phosphates, lactylates, and glutamates.
Specific examples include, but are net limited to, those

25 selected from the group consisting of sodium lauryl
sulfate, ammonium lauryl sulfate, ammonium laureth

sulfate, sodium laureth sulfate, sodium trideceth



Phenoxyet hanol & Met hyl paraben & Propyl paraben & Et hyl paraben

NaCH, 20% W w i n wat er Exanpl e 2 15A conposition contai ning

bl ackberry extract (A2) and a conposition containing only butyl ene

gl ycol and water (A3) were prepared in accordance with the procedure
set forth in Exanple 1 with the followng fornmulas set forth in Table
2. - 27 - Table 2 A2A3 I NClI Name%w ww/ w Rubus fruticosus50. 000. 00
But yl ene d ycol 25. 0025. 00 WAt er 25. 0075. 00 Tot al 100100. 00 5 Exanple 3
Conpositions El and C were prepared accofgling to 10 the follow ng
formula in Table 3. Inventive exanple El was prepared by conbining
the gel base AUlSAtExafpreniuereiHe sBldckber FCeRtraety £ ofipdsittsron

A2 of Exanpl eaﬁmbﬂé%)kg%gyfpm@ﬂ{fcﬁﬁtl%r} %fd%ﬁ%%{q bLAEKPET I Yo @iildrRG, (2

1:1 ratio of Al an y mxing until ‘uniformty was 1l5achi eved.
Addi ti onal | y, soddpar deuveykxbapt eldle was iptbparédnbye chibidiiing gel

base Al and A%a%%y%é%gplgo&iuJ%%gﬁ%é§fafgct%%é%%@W¥%dium lauroyl
5 sarcosinate, sodium myristoyl sarcosinate, sodium cocoyl
sarcosinate, sodium lauroyl methyl taurate, sodium
cocoyl methyl taurate, sodium lauroyl glutamate, sodium
myristoyl glutamate, and sodium cocoyl glutamate and

mixtures thereof.

10 Non-limiting examples of nonionic lathering
surfactants include those selected from the group
consisting of alkyl glucosides, alkyl polyglucosides,
polyhydroxy fatty acid amides, alkoxylated fatty acid
esters, lathering sucrose esters, amine oxides, and

15 mixtures thereof. Specific examples include, but are not
limited to, nonionic surfactants to those selected form
the group consisting of C8-Cl4 glucose amides, C8-Cl4
alkyl polyglucosides, sucrose cocoate, sucrose laurate,

lauramine oxide, cocoamine oxide, and mixtures thereof.

20 Non-limiting examples of amphoteric lathering
surfactants {which also includes zwitterionic lathering
surfactants are those selected from the group consisting
of betaines, sultaines, hydroxysultaines,
alkyliminoacetates, iminodialkanocates, aminoalkanoates,

25 and mixtures thereof.

Non-limiting examples cof amphoteric surfactants of

the present invention include disodium



50.00 Al 50.00 A250.000 A30.0050.00 Total 100 .00100.00 20 - 28 -
Exanpl e 4 Hair growh induction in C3H mce with

Bl ackberry (Rubus 5fruticosus) extract Hair grow h induction in
C3H mice was nmeasured as a percentage of mce entering the anagen
phase as a function of tine (days of study). C3H
femal e m ce age 6-7 weeks was purchased from 10Taconi ¢ Farns
(Germantown, NY). Mce were housed in appropriately sized cages in an
environmental |y controlled roomw th a_12-hour Iight-12-hour dark
phot operi od and supplied with food and wa?er ad libitum Animl care
was based on tlwelrb@mpdi@dﬁeﬁeth‘ee(:afr@dﬂamd MsuoamﬁhoéCEa@mmccﬁwl

Ani mal s", NI HoPl(]j%It Fggaﬁcé g?%g,amf& acclimated for a

week before st mce enfee‘raéaet hei r prol onged

t el ogen/resti n@qmaa&elo(aabpyl Bﬁdﬁcﬁquawsldaom@), ahdt hextat«¢s cyred o ft.hey
were clipped over the dorsal area about 20 1.5 x 5cm (Wahl dippers
8900 Seri es, Four femal e mce per group were clipped

86)
whi | e sedat ed "?G)'ag gﬁﬁ’f‘?’éﬁ‘: R VN AFEB S Psof | urane and 0. 5L
Oxygen. In addition to El (250ng/ m Rubus fruticosus formulation),

the tgeatment groups bRel eﬂsgdﬁn@fh@cea% c%%peglhaﬂg A0S gAted
group (n=4) to serve as control for natural hair gromh initiation

and to observetl'blsaééﬁénéw@cm%yaW@WpPO@ﬁatlésPnﬁa@érm%#% wer e
appl i ed topi Caa'dd&tﬁ%n%ﬁecééﬁ@tg i v ddii§eda %n %’8655( ay, trough

Friday). Images were taken at t irst sign anagen/actl ve
growt h phase afdvwharnhéeded tbfawhaﬂts - WPAt- wl seaht obser vati on. A

study | og docupentin ggggxy_rgcgaye obgieel{tuatl onsgg%gglug ew le(irol ng,.2pagen
(grey skin) was recorde reat nen continde 8
weeks0 5Tab|ea4sﬁAtReEEﬁNWbmpéﬁiﬂﬂai]dIdﬁmﬁ&HnNIEEOREBRESENEHMGé%)GE
M CE ENTERI NG ANAGEN A% A EUNCTICN Ok DAYS OF STUD
concentrated from natura sou Ce, or a natural extract
containing a mixture of compounds, that has a cosmetic
or therapeutic effect on the tissue, including, but not
limited to: anti-microbial agents such as anti-vyeast
15 agents, anti-fungal, and anti-bacterial agents, anti-
inflammatory agents, anti-aging agents, anti-parasite
agents, external analgesics, sunscreens,
photoprotectors, antioxidants, keratolytic agents,
detergents/surfactants, moisturizers, nutrients,
20 vitamins, minerals, energy enhancers, anti-perspiration
agents, astringents, hair growth enhancing agents, hair
coloring agents, pigments, firming agents, agents for

skin conditioning, and odor-control agents such as odor

masking or pH-changing agents.

25 In one embodiment, the cosmetically active agent
may be selected from, but not limited to, the group

consisting of hydroxy acids, benzoyl peroxide, D-



3roups/Day % mi ce entering anagen 7 8 9 10 14 20 22 23 24 29 31 35 42
43 44 45 46 50 Untreated (n=4 animals) 0 0 0 0 0 O
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panthenol, octyl methoxXycinnimate, titanium dioxide,
octyl salicylate, homosalate, avcbenzone, carotencids,
free radical scavengers, spin traps, retinoids such as
retincic acid (tretinoin) and retinold precursors such
5 as retinol and retinyl palmitate, vitamins such as
vitamin E (alpha, beta or delta tocophercls and/or their
mixtures) ceramides, polyunsaturated fatty acids,
essential fatty acids, enzymes, enzyme inhibitors,
minerals, hormones such as progesterones, steroids such
10 as hydrocortisone, 2-dimethylaminoethanol, metal
{including but not limited te¢ iron or zing) salts such
as copper chloride, peptides containing copper such as
Cu:Gly-His-Lys, coenzyme Q10, aminc acids, wvitamins,
acetyl—-coenzyme A, niacin, riboflavin, thiamin, ribose,
15 electron transporters such as NADH and FADH2Z, botanical
extracts such as aloe vera, feverfew, and soy, and
derivatives and mixtures thereof. The cosmetically
active agent will preferably be present in the
composition of the inventicn in an amount of from about
20 0.001% to about 20% by weight of the composition, more
preferably, from about 0.005% to about 10% and most
preferably, from about 0.01% to about 5%.

Also expected to be particularly effective in the
compositions and methods of this invention are the
25 presence of synthetic or natural S5-alpha reductase
inhibiteors, or other anti-sebum ingredients including,
but not limited to, Sepicontrol {(Capryloyl Glycine,
Sarcosine and Cinamomum Zeylanicum Bark Extract),

licorice powder or extract, and the like. MCL receptor



00000O0O0O0O0OO0O0O0O0O0OOO 25% Symmatrix (n=4 animals)(El) 50 100 100
100 100 100 100 100 100 100 100 100 100 100
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antagonists may also be utilized in the compositions of
this invention. Examples of MC5-R antagonists may be

found in U.S. Pat. No.7,049,331.

The compositions of this invention may also be
utilized in combination with compounds known to promote
hair growth that are available as drugs, such as
finasteride (Propecia), a type 2 5-alpha-reductase
inhibitor, and dutasteride, a type 1- and 2-5-alpha-
reductase inhibitor, as well as flutamide, bicalutamide,
pregnane derivatives, progesterone derivatives,
experimental agents such as FCE 28260 and the like.
Spironolactone and other diuretics may also be utilized
as it is indicated for women in some cases (also known
as Aldactone: an aldosterone receptor antagonist).
Potassium channel openers, such as Minoxidil (Rogaine),
which are known to promote hair growth, are also

believed toc be especialiy promising combinations.

Herbal remedies that may have 5-alpha reductase
inhibitory action may include: Saw Palmetto and Pygeum
africanum. Other agents that may have such activity are
Beta-sisterol, Sepicontrol and Licorice, gamma-linclenic
acid and other unsaturated fatty acids (Tehming LIANG
and Shutsung LIAQO) Biochem. J. (19%2) 285, 557-562,
Inhibition of stercid 5~alpha-reductase by specific
aliphatic unsaturated fatty acids), Zinc and Zinc salts,
green tea catechin (-)-epigallocatechin gallate (EGCG])
and other polyphencols, and the like. Grape seed, apple

seed, apple juice and barley extracts may also be



100 100 100 100 Symmatri x Placebo (n=4 animals) (1) 000 00O0O0O
00O0O0O0 25 50 50 75 100 Most effective of 5% M noxidil (N=4
studies) 0 O
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potential agents that may induce hair growth, although

they are not thought to be very common(s) or

satisfactory in achieving satisfactory results

(Takahashi et al., Procyanidin Oligomers Selectively and
5 Intensively Promote Proliferation of Mouse Hair

Epithelial Cells In Vitro and Activate Hair Follicle

Growth In Vivo, J Invest Dermatol 112:310-316).

Additional combinations may include other known
stimulators of hair growth, such as, zing¢, calcineurin
10 inhibiteors such as FK506 {(Tacrolimus, Fujimycin), a
macrolide antibiotic produced by Streptomyces
tsukubaensis, and its derivatives, or Cyclosporin A, a
cyclic endecapeptide and a2 T cell-specific

immunosuppressant, and the like.

15 Active ingredients in Provillus, a product
suggested to block DHT (Vitamin B6, Biotin, Magnesium,
Zinc, Saw Palmetto, Nettle, Gotu Kola, Pumpkin,
Eleuthero Root, Uva-Ursi, Muria Puama) may also be

included in the compositions of this invention.

20 Examples of vitamins that may be constituents of
the compositions of this invention include, but are not
limited to, vitamin A, vitamin Bs such as vitamin B3,
vitamin B5, and vitamin B12, vitamin C, vitamin K,
vitamin E such as alpha, gamma or delta-tocopherol, and

25 derivatives (such as salts and esters) and mixtures

thereof.
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Examples of hydroxy acids include, but are not
limited, to glycolic acid, lactic acid, malic acid,
salicylic acid, citric acid, and tartaric acid. Such
hydroxy acids, it is believed, serve to support the
regeneration cf the corneous layer of the scalp. We also
believe that such hydroxy acids assist in normalizing
the pE of the compositions of this invention and may, as

with lactic acid, add a conditioning effect to the hair.

Examples of antioxidants which may be utilized in
the compositions and methods of this invention include,
but are nct limited to, water-soluble antioxidants such
as sulfhydryl compounds and their derivatives (e.qg.,
sodium metabisulfite and N-acetyl-cysteine), lipoic acid
and dihydrelipeic acid, resveratrol, lactoferrin, and
ascorbic acid and ascorbic acid derivatives (e.g.,
ascorbyl palmitate and ascorbyl polypeptide). 0il-
soluble antioxidants suitable for use in the
compositions of this invention include, hut are not
limited to, butylated hydroxytoluene, retinoids (e.qg.,
retinol and retinyl palmitate), different types of
tocopherols (e.g., alpha-, gamma-, and delta-tocopherocls
and their esters such as acetate} and their mixtures,
tocotrienols, and ubiguinone. Natural extracts
containing antioxidants suitable for use in the
compositions of this inventiocon, include, but not limited
to, extracts containing flavonoids, isoflavonoids, and
their derivatives such as genistein and daidzein (e.g.,
such as soy and clover extracts, extracts containing

resveratrol and the like. Examples of such natural



36 45 48 63 87 93 NA NA NA 10Nunber of animals per group for

M noxidil reference: Day 7-22 (N=7), Day 23-26 (N=6), Day 27-44(N=5)
NA=Not Assessed Surprisingly the Rubus fruticosus topical treatnent
15 (El') induced hair growth in all the C3H mice by day 8. Wen

eval uati ons are conpared against a comrercially avail able hair growh
product (5% Generic Mnoxidil Solution for Men purchased from Eckerd
Phar macy) using the sane test nodel, the induction with El topical 20
application occurred faster and at a higher_incidence/responder rate.
On average about 63% of mce treated with 5% market ed M noxi di

ent er ed anage®*byamEekiBClPpERl FraRf LA PHSE00Udy Mk RBHKDaRn2o)
where M noxid%&oggﬁgﬁ[ned the best as a positive control. - 30 -
Hence, we conclude that the hair growh induction occurred faster and
at a higher incidence when treated with El resulting in a 100%
responder rate at ergbts{8yomays cuhpartecamlyhds ved kited NMeards di |

where on 5 aver.age about 63% of. . ce (n=4_studie ent.ered anagen by
woek 6-and wi oH TOBSEBYS HRRR ST (B 55 iy oo Mo F T DB nEd Yt he
best ;s a posikl vieeEaD} r ot . wdXargy est rioMedignsaonsastwng:rofhaAddil, i ans
E nmedi um (m nus gl utam ne), L-glutam ne, Fungizone, penicillin and
streptonycin F§&gﬁP?@H'b9%%¥¥ﬁﬁﬁnww%QHE@§B§F8 lenesy Sol ution of

Bl ackberry extfa¢taand:oRd) um yasPrrpakedivis10useraal dilutions of
t he stock solution were 15prepared until the appropriate

concent r at i on SRRE Yaehieveegine and maihyd Sle¥fiAal SHai Y ¥t 3% %s 94T e

i solated fromytresh:faelakigosnetic surgery sanples. |ndividual
follicles are placed into 12 well Fal con insert cel

10 Fabao 101, which has the following active
ingredients, may also be included in the compositions of
this invention: Aralia Quinguetolia, Astragalus
Glyecyphyllos, Angelica Arhangelica Root, Salvia
Officinalis, Capsicum, Carya Alba, Corthamis Tinctorius,

15 Cortex dictamni radicis, Flos Chrysanthemum, Heshouwu,
Iron-Fist Ginseng, Miltiorrhizae, Notoginseng, Paorulca
Glandulosa, Peach Kernel 0il, Rhizome of Szechuan
Lovage, Radix astragali, Radix Ginseng, Radix Polygoni
Multiflori, Red-rooted Salvia, Rhizhoma gastroidia

20 ginseng, Seu radix notopterygii, Sophera flavescens.
Other Materials

Various other materials may also be present in the
compositions useful in the subject invention. These
include humectants, procteins and polypeptides,

25 preservatives and an alkaline agent. Examples of such
agents are disclosed in the INCI Handbeook, pp. 1650-

1667. The compositions of the present invention may also



20cul ture plates in a 0.4uminsert filled with 0.5m of nedium
Treatnments are added to the nediumusing a w v cal culation. Mediumis
changed every other day. Inmages are taken on Day 0, 1, 3, 5, 7 & 9.

| mage anal ysis is done by neasuring the length of the hair shaft.
Means of 25each group and percent increases are calculated. - 31 -
Table 5 Treatnment N % change over untreated Untreated 9 O Bl ackberry
Ext.0.01% 10 -4.278326281 Bl ackberry Ext.0.001% 7 63. 6577339

Bl ackberry extract (Rubus fruticosus) at,0.001%5(wv) was able to

i ncrease hair shaft elongation by 63. 65@2conpared to follicles grown
nedlun1mnthouuxmméi5ﬁa©hbéatynex@ggmtS Exanpl ED6A10Rodaprda¢yvatives

follicles merevgso a%%g §§£$éﬁ§% EﬁgggFl% ggrggr a§1 l%%@

I
| ndi vi dual f ol és were: con |nser
culture pIatesﬂuﬂkﬁa&gAag&ntaserésli$ﬁédxinmgg1 2606nhndflﬁﬁdhiﬁnoﬂhe

nmedi um and a stoc | uti a Ex Ie 5 e . prepar ed
antmoars aora il PehfRalR, ol Rl oy Whe* chPelh SR ehRSs o
was changed evesafuat fm@rredaycahna@@samrcﬁaﬁﬁfﬁﬂo@almysﬁetic 3, 5 7,

and 9. Image anal ysis was done by neasuring the Iength of the hair
shaft. Means GIARHERTGr oGHCENES p_YEENtCRATIEELEs (feFer 2bLERRIHMAL ed.

dioxide), pigments, and fragrances.
Darkening Agents

In one embodiment, the compositions of the present
10 invention further contain darkening agents such as
melanin or synthetic melanin derivatives, or melanin-
like molecules, vanillin polymers, natural extracts such
as, but not limited tc Coleus Forskoli extract, Bugrane-
P extract, extracts from natural sources containing
15 pigments (e.g., brown pilgments from plants from the
Hedychium genus or Bearberry genus or yellow, orange and
red pigments, from plants containing carctenoids or
canthaxanthins); or synthetic chemicals such as
compounds containing copper {e.g., copper salts such as
20 CuCl,) or synthetic carotenoids or canthaxantins.
Examples of synthetic melanin derivatives are set forth
in U.3. Pat. Nos. 5,618,519, 5,384,116, and 5,227,459,
Examples of soluble melanin derivatives are set forth in
5,744,125, 5,225,435, 5,218,079, and 5,216,116. Examples
25 of commercially available soluble melanin derivatives
include Melasyn-100™ from San-mar laboratories, Inc.
{Elmsford, N.Y.) and MelanZe™ from Zylepsis (Ashford,

Kent, United Kingdom) .



- 32 - Table 6 Treatnment N % Change over untreated Untreated 12 O
Bl ackberry Ext.0.001% 5 51.936 Bl ackberry Ext.0.001% 4 44.412

Bl ackberry Ext.0.0001% 4 15.466 Bl ackberry Ext.0.05%5 -27. 4437

Bl ackberry extract (Rubus fruticosus) at 5concentration ranges
bet ween 0.0001%to 0.001% (W v) was able to increase hair shaft
el ongation by nore than 15% conpared to follicles grown nedi um

w t hout the blackberry extract. It should be noted that,
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These agents will preferably be present in the
composition in an amount from about 0.001% to about 10%
by weight, in particular in an amcount from about 0.01%

to about 5% by weight.

In ancther embodiment, the composition may include
a peptide. Examples of darkening peptides are set forth
in U.S. Pat. No. 7,025,951, The peptide of the invention
set forth therein may be provided in the form of
cosmetically acceptable salts. Examples of preferred
salts are those with therapeutically acceptable crganic
acids, e.g., acetic, palmitic, oleic, stearic, lactic,
maleic, citric, malic, ascorbic, succinig, benzoic,
salicylic, methanesulfonic, or Palmeic acid, as well as
polymeric acids such as tannic acid or carboxymethyl
cellulose, and salts with inorganic acids such as the
hydrchalic acids (e.g., hydrochloric acid), sulfuric

acid or phosphoric acid.

The amount of peptide present in the composition
depends on the peptiide used. The peptide should ke
present in the composition in an amount from about
0.001% to about 10% by weight, in particular in an
amount from about 0.005% to about 5% by weight.

Mineral Water

The compositions of the present invention may be
prepared using a mineral water, for example mineral
water that has been naturally mineralized such as Evian®

Mineral Water (Evian, France). In one embodiment, the



unexpectedly, blackberry extract at the higher 10concentration range
of 0.05%did not increase hair shaft elongation. Exanple 7

The foll ow ng enbodi nents were nmade using the 15fornmul ati ons set
forth in Table 7: 20 25 - 33 - INCI Name C2 C3 ¢4 CS C6 C7 C8 C9
-- E2 __ E3 -- E4 __ ES
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mineral water has a mineralization of at least about 200
mg/L {e.g., from about 300 mg/L toc about 1000 mg/L). In
one embodiment, the mineral water comprises at least
about 10 mg/L of calcium and/or at least about 5 mg/L of

5 magnesium.
Methods of Use

The compositions of this inventicn may be utilized to
induce hair growth by topical application of said
coempositions to the area of the body on which hair

10 growth is desired. Preferably, the compositions of this
invention are applied topically to the desired area of
the body at least once per day for at least five ({5)
days and more preferably on a daily basis for at least
six weeks and most preferably, indefinitely. For

15 improvement to hair quality, said compositions should be
applied at least once per day for at least twelve weeks.
After about two weeks, the user may begin to observe
increased hair growth and may be able to observe
increased hair shaft diameter and/or enhanced visual

20 attributes of the hair, such as hair volume, hair shine

and hair thickness.

ExamEles

Example 1
25 A gel base formula Al was prepared according to

Table 1 below:
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The following ingredients were combined in a mixing
vessel: DI water, Disodium EDTA, Glycerin, Dimethicone
and Butylated Hydroxytoluene (BHT) and heated to 40-45°C
while using prop mixing at medium to high speed (sweep
blade) and mixed until uniform. Once a temperature below
40°C was achieved the following ingredients were added
cne at a time with prop mixing (sweep blade, medium
speed): Sepigel 305, Phenonip XB. The pH was adjusted to
5.0 with Scdium Hydroxide.

Table 1
INCI Name gnms
Water 364.5
Disodium EDTAZ 10.00
Glycerin 30.00
Dimethicone 20.00
Butylated 0.50
Hydroxytoluene
Polyacrylamide &
Laureth 7 & Cl3 - 14 65.00
Isoparafin
Phenoxyethanol &
Methylparaben & 10.00
Propylparaben &
Ethylparaben
NaOH, 20% w/w in 0s
water
Example 2

A composition containing blackberry extract (A2)
and a composition containing only butylene glyccl and
water (A3) were prepared in accordance with the
procedure set forth in Example 1 with the following

formulas set forth in Table 2.
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INCI Name
Rubus fruticosus
Butylene Glycol
Water

Total

Example 3

Compositions El and C were prepared according to
the feollowing formula in Table 3.
was prepared by combining the gel base Al of Example 1

and the Blackberry extract composition A2 of Example 2

- 27 -

Table 2

A2
Sw/w
50.00
25.00
25.00

100

Hydr ogenat

A3
Sw/w
0.00
25.00
75.00
100.00

ed

Inventive example El

to yield a concentration ¢f 25% blackberry extract

1l:1 ratio of Al and 22) by mixing until uniformity was
achieved. Additiocnally,
prepared by combining gel base Al and A3 of Example 2.

Al

AZ

A3
Total

Table 3

E1l
Sw/w

50.00
50.00

0.00
100 .00

cl
Sw/w
50.00

50.00
100.00

comparative example Cl was
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Example 4
Hair growth induction in C3H mice with Blackberry (Rubus
5 fruticosus) extract
Hair growth induction in C3H mice was measured as a
percentage of mice entering the anagen phase as a
function of time (days of study).
C3H female mice age 6-7 weeks was purchased from
10 Taconic Farms (Germantown, NY). Mice were housed in
appropriately sized cages in an environmentally
controlled room with a 12-hour light-12-hour dark
photoperiod and supplied with foced and water ad l1ibitum.
Animal care was based on the “Guide for the Care and Use
15 of Laboratory Animals”, NIH ©Publication No. 85-23.
Animals were acclimated for a week before study starts.
Once gll mice have entered their prolonged
telogen/resting phase {about 50-60 days long) of the
hair cycie, they were clipped over the dorsal area about
20 1.5 x 5cm (Wahl Clippers 8900 Series, Blade # 1086).
Four female mice per group were clipped while sedated
with 2% induction and meintenance isoflurane and 0.5L
Oxygen. In addition to El1 (250mg/ml Rubus fruticosus
formulaticn), the treatment groups included a placebo
25 {Ci) and an untreated grcocup (n=4) to serve as control
for natural hair growth initiation and to observe
placebo effects and 200pl of test materials were applied
topically to the area daily, five days a week (Monday
through Friday). Images were taken at the first signs of

30 anagen/active growth phase and when needed based on
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visual observation. A study log documenting day-to-day
observations of mice entering anagen (grey skin) was

recorded. Treatments continued for up to about 8 weeks.

5 Table 4

HATR GROWTH INDUCTION IN C3H MICE REFPRESENTING %
OF MICE ENTERING ANAGEN AS A FUNCTION OF TIME (DAYS OF

STUDY)

Groups/Day

% mice entering

anagen 7189 (10|14 2022|2324 29 (31|35|42| 43 |44(45(46]| 50

Untreated (n=4

animals) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 4]

25% Symmatrix (n=4

animals) (E1) 50 1100100(100) 100 |100]|100[{100J100[ 100 |100[10C)100] 100 |i00|100|100f ic0

Symmatrix Placebo

{n=4 animals) {Cl) 0 0 0 0 0 0 0 0] 0 0 0 0 0 25 50 | 50 | 75 { 100

Most effective of

5% Minoxidil (N=4

studies) 0 | 0 |20)40)| 80 |80 |B80}80|75]|100[100/100/100| 100 |100| NA | WA | NA

IAverage 5%

Minoxidil (N=4

studies) 0 0 7 |18 31 | 3214138 |36 36 |45] 48 |63 87 93 | NA |NA | NA
10 Number of animals per group for Minoxidil reference: Day

1-22 (N=7), Day 23-26 (N=b6), Day 27-44{N=5)
NA=Not Assessed
Surprisingly the Rubus fruticosus topical treatment
15 (El} induced hair growth in all the C3H mice by day 8.
When evaluations are compared against a commercially
available hair growth product (5% Generic Minoxidil
Sclution for Men purchased from Eckerd Pharmacy) using
the same test model, the induction with El topical
20 application occurred faster and at a higher
incidence/responder rate. On average about 63% of mice
treated with 5% marketed Minoxidil entered anagen by
week 6 (N=4 studies) with 100% by week 4 (Day 29) where

Minoxidil performed the best as a positive control.
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Hence, we conclude that the hair growth induction
occurred faster and at a higher incidence when treated
with E1 resulting in a 100% responder rate at eight (8)
days compared with 5% marketed Minoxidil where on
average about 63% of mice (n=4 studies) entered anagen
by week 6 and with 100% by week 4 (Day 29) where

Minoxidil performed the best as a positive control.

Example 5

Medium consisting of Williams E medium (minus
glutamine), L-glutamine, Fungizcone, penicillin and
streptomycin (supplied by Gibce) was prepared. A stock
solution of Blackberry extract and medium was prepared.
1:10 serial dilutions of the stock solution were
prepared until the appropriate concentration was
achieved.

Human terminal hair follicles are isolated from
fresh facial cosmetic surgery samples. Individual
follicles are placed into 12 well Falcon insert cell
culture plates in a 0.4um insert filled with 0.5ml of
medium. Treatments are added to the medium using a w/v
calculation. Medium is changed every other day. Images
are taken on Day 0, 1, 3, 5, 7 & 9. Image analysis is
done by measuring the length of the hair shaft. Means of

each group and percent increases are calculated.
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Table 5
Treatment N % change over untreated
Untreated 9 0
Blackberry Ext. 0.01% 10 -4.278326281
Blackberry Ext. 0.001% 7 63.6577339

Blackberry extract (Rubus fruticosus) at 0.001%
(w/v) was able to increase hair shaft elongation by
63.65% compared to follicles grown medium without the

blackberry extract.

Example 6

Human hair follicles were isolated from £fresh
facial cosmetic surgery samples. Individual follicies
were placed into 6 well Falcon insert cell culture
plates onto 0.4 pm inserts filled with 2.0 mi of medium.
The medium and a stock solution as in Example 5 were
prepared. Treatments were added to the medium using a
w/v calculation. Medium was changed every other day.
Images were taken on Day 0, 1, 3, 5, 7, and 9. Image
analysis was done by measuring the length of the hair
shaft. Means of each group and percent increases were

calculated.
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Table 6
Treatment N % Change over untreated
Untreated 12 0
Blackbkerry Ext. 0.001% 5 51.936
Blackberry Ext. 0.001% 4 44.412
Blackberry Ext. 0,.0001% 4 15.466
Blackberry Ext. 0.05% 5 -27.4437

Blackberry extract (Rubus fruticosus) at
concentration ranges between 0.0001% to 0.001% (w/v) was
able to increase hair shaft elongation by more than 15%
compared to follicles grown medium without the
blackberry extract. It should be noted that,
unexpectedly, blackberry extract at the higher
concentration range of 0.05% did not increase hair shaft

elongation.

Example 7
The following embodiments were made using the

formulations set forth in Table 7:
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Fach of the embodiment compositions set forth in Table 7

was independently prepared as follows:

EZ2- Eb5:

Water was measured into a main vessel and stirring

with vortex initiated.

Carbomer- Acrylic Acid,

Cyclohexane was slowly added by screen sifting.

The

mixture was heated until the temperature reached 55-

60°C.

was adjusted with a 20% Solution Scdium Hydroxide to pH

5.5-6 to neutralize the Carbomer.

A 20% Sodium Hydroxide solution was made.

The pH

The heat was turned

off and the mixture was cocled down to 45°C.

(40%)

Maltodextrin

(60%)

Extract

Rubus Fruticosus

was pre-mixed in Glyceryl

Polymethacrylate.

Fruticosus

The Maltodextrin
{(Blackberry} Leaf Extract

(40%)
(60%),

The

(Blackberry)

Rubus

Leaf

Glyceryl

Polymethacrylate paste was added to the vessel with

stirring.

added.

Sodium Hydroxide to pH 5.5-6.0.

(and} Caprylyl Glycol

(and)

The pH was adjusted with a 20% solution of
The Phenoxyethanol

Sorbic Acid were added to

The viscosity continued to decrease as 1t was
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the beaker (Formulation Cl2 had Phenoxyethanol and
Sodium Benzecate) with stirring. The pH was adjusted
with a 20% Solution of Scdium Hydroxide to pH 5.5-6. (S
with Water was performed. A gel was formed.

E-2 - A stable gel was formed and the formula passed
13 weeks stability. Stability was tested using a T
spindle at 20 RPM for two weeks and four weeks. The
samples were kept at room temperature, 4°C, 40°C and
50°C. The sample kept at 50°C was taken out of the test
at six weeks and the other samples {room temperature,
4°C and 40°C) were read at eight weeks and 13 weeks. A
freeze/thaw test was performed on three cycles. As more
(40%) Rubus Fruticosus (Blackberry) Leaf Extract (60%)
is added, more Carbomer must be added.

cz2 - For C2, the same procedure was followed with the
exception that Dehydroxanthan Gum was pre-wet with glycerin
and slowly added to the vessel with stirring. The
Maltodextrin (40%) Rubus Fruticosus (Blackberry) Leaf
Extract (60%) was not pre-wet with Glyceryl
Polymethacrylate. The preservative added was
Phenoxyethanol and Sodium Benzoate.

Cc3 - For C3 the same procedure was followed with the
exception of after the water was added to the vessel, it
was heated until the temperature reached 55-60°C.
Methylcellulose and Hydroxy Propyl Methylcellulose were
slowly added with stirring for 30 minutes. The Maltodextrin
{40%) Rubus Fruticeosus (Blackberry) Leaf Extract (60%)
was not pre-wet with Glyceryl Polymethacrylate. It was

sprinkled in directly to the vessel.
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10 C7, C8 and C9% - For C7, C8 and C9, the same procedure

was followed with the addition of Dehydroxanthan Gum pre- wet
in Butylene Glycol. Continued mixing and slowly added Lithium
Magnesium Sodium Silicate. It was noted that as more Laponite

was added to the composition, the consistency became more of

15 a paste as opposed to becoming a gel).
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t he eyel ashes, eyebrows, 5nustache region or beard region of a
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at least 90 ng extnagt hfhnofLepl IO 08Stol/RaN.809 ABYM of a
Rubus fruticosus extrac whi ch increase hair coverage to 10the scalp
after daily appli c 4riuGAcPers agx teREt seven

20 4, A topical composition for enhancing hair growth
comprising at least 90 mg/ml less than 300 mg/ml of
a Rubus fruticosus extract.

5. A topical composition for enhancing hair growth

comprising at least 120 mg/ml less than 300 mg/ml
25 of a Rubus fruticosus extract.

6. A topical composition for enhancing hair growth
comprising at least 250 mg/ml less than 300 mg/m2
of a Rubus fruticosus extract.

7. A topical compositicon according to claim 4 wherein

30 said composition further comprises skin care agents



days. 2. A nethod according to claim1l wherein said conposition
conprises a concentration of at |east 120 ng/m but |ess than 300
ng/ M of a Rubus 15fruticosus extract. 3. A nethod according to claim
1 wherein said conposition conprises a concentration of at |east 250
ng/mM but less than 300 ng/mM of a Rubus fruticosus extract. 204.A
topi cal conposition for enhancing hair gromh conprising at |east 90
nmg/ M | ess than 300 ng/ M of a Rubus fruticosus extract. 5 A

t opi cal conposition for enhancing hair_giow h conprising at |east 120
ng/mM less than 300 ng/m 250f a Rubus fruticosus extract. 6. A

t opi cal conpositi of°P&ESERRANET NG TRt iMsgr BAERTEORpr PEPFREBR, | east 250
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sclution but less than 300 mg/ml of a Rubus
10 fruticosus extract and at least 1 weight percent of

carbomer by weight of the composition.



