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| SO NDOLE- | M DE COVPOUNDS AND COMPCSI TI ONS COVPRI SI NG
AND METHODS OF USI NG THE SAME This application clains

w@eoognsiyito U. S. provisional no. 60/712, 387, PCT/@d2006/033291

August 31, 2005, the entirety of which is incorporated
herein by reference. 1. FIELD OF THE | NVENTI ON Thi s

i nvention rel at eNOVELSKINICAREICONMEP OSITPONRS .
Phar maceuti cal conpositions corrpri si ng the compounds

\a;g(rjl gﬁghgrj:oi{ ersgﬁg?gkg so di ﬁ%se%D%m\D CF
THEJ%'E@B&%&I%F@EB@'M oy te%’t\'g 8?&'551 No. 60/713,882

D S ncer aracterized primari
filedereSaptember {.280huVHIEY is berebibinentprinted by r@erelmenw éﬁerftlmyn
a given normal tissue, |nvaS|on of adjacent tissues by

t hese abnorma r

spread of nal FT’%?EME o regi ongnﬁj“ﬁ‘ggpﬁﬂ(}gs and

L0 dnafenibd £ A&%ﬂé&vﬂﬁt}%} il data and

nmol ecu ol ogl ¢ studi es |n I cat at cancer is a

mul tistep process that begins wt h m nor preneopl astic
CREFBREN G TOSEQYENCESLISTEN GaCOMPUTER RROGRAM; @RLCOMPACT
to neopl asi a. The neopl asti c DISKi on nmay evol ve

clonally and devel op an increasing capacity for

i nvadNooer, growt h, netastasis, and heterogeneity,

especi ally under conditions in which the neoplastic

B ostof f Ca?eaﬁﬂeéﬁék%*éﬂﬂ#%i%@%ﬂ@fi?Esrd’

, St. Louis, Md., 1993). There is an
lglgrgro N%?%%\mmélty of cancers which are described in

det aiThe ifiBldtofehisEéRdh cbick@E dbsuletic cdni@FRoAS phmichlbdeskin care related
cancer of the Jung, colon, rectum prostate, breast,

tgskip ormpgal i P‘i‘?’ég‘t'el ne. The incidence of cancer

continues to clinb as the general popul ati on ages, as
Related dvter s devel op, and as suscepti bl e popul ations
ﬁgck%_.gun#)eopl e infected with AIDS or excessively

exposed to sunlight) grow. However, options for the

t r eatMmmbaloh skiarmoé psseciated characedsticsoucieaxamihidss and haihgrowth and
ogﬂsS agrfe gfgm?lcan S/ ag%é]t(é‘(g E) (gr\gllog?sa%qdq};ig %gﬂédglag%f(ﬂyrg%%vgn%ﬂ to their
lremhsvmdtratmsadmoe ienoistsebstpyialfictbles imthe tﬂaa!nsnmfrskmwnd its associated
transplantatipn i.s not an ti.on Atr

FhBPERYES Bl B¢ Pel Ml dbEl R LT IR SR,
PWnrﬁ?ereﬁu?c%oﬁo treat patients with cancer. Many types
of-cancers are associ ated with new bl ood vessel

f or mawiisiles afe §KiD fdant 0RWRs Sfis@l Y degadlakinging Sed/lessadf elhfsticity,

t he pechani i nvol ved in tunor-induced ogene
NGl S aEter HEieae Sepcorid ROSPORTS QIOTgr FRdaasss sxdor physical
FBERAMHSIFRUV fadidien, Saﬂ(‘df%idh rad&bysetyafebm Ekif Bletabol@in. Wrinkles are not
cyt oki nes with angi ogeni c properties. %Les of

+ medieal egndifianriad iah fang aths evtgiapces AP ﬂfe YB Pigof fystemically

RERVEdhnfi 3kMicdl B Rtive e prepR@ti QBT Mhio W8 $ieklAEosmetics.
endot heI ial growth f act or (VEGF), and TNF-a.

Al t er 'a%‘cﬁlldr&/ ﬂdl RY%o ﬁl@éﬁéi%nsfﬁpngn-#u?%éeﬁ v@ﬂlgiquﬁ{ég((fn %r removal, but
pept| e production o roteases and the
Blaﬂeaeacfmrsystdnmﬁalsddws tofupptresuel thamose Chere sra plethora of fhiel @eams

%vgﬂeblé: gon? l1(1{1rr1]ge 2 V%fe?y <§fts%s?§1cés,em9ﬁy otb v@lﬁgﬂ: a}re ef‘&ﬂ:g kn%%?e%? j)lsmduce side

effects at the levels of efficacy. Thus, it is known that topical vitamin C, tretinoin, or isotretinoin,

while transiently improving the wrinkles caused by aging and photo damage, have a considerable
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al so be induced indirectly through the recruitnent of
i nflammatory cells (particularly macrophages) and
\Nmbmwmmswbsequent rel ease of angi ogeni c cyt oki PEEUS2006/033291

,,,,, FGF) A variety of other diseases and
" t
T &?@‘éw OB i g

TaioB: 2SR oA R Gnusklt fiberd forféhﬁﬁéifétpﬁfﬁoéé%d)y substances
g% desired aﬁglogene3|s exa hanced or
bl kiag HeJPwamis B SR ads %ghﬁ@éﬁwaﬂgm%a@ apchhag its own particular

r of diseases and nedical conditions including,

but not limted to, ocul ar neovascul ar di seases,
chor \,
i o Soe aftfhaaHHC A e8GR Srode B il BHER il Heep shown to
increasd thelplde acslbgen gpatest ang tkﬂussmaeaee;$lclm thidkagsas wel as the concentration of

[ [ seases
s MR ED s hieflel el SERE7 Rn @R he RIS TIMB, PR R ne
namenation edtiopens eyktdnnical )i fabiht sde pm*posa@r) mihgdng metsignmp@dchyagmg

SRR e RN e B i GRS 3 170

etadiof idefoitDRaickiyn inARE AFidkIB @épth afdORtedsediBy drita, suareuso albeit to a
control angi ogenesis qr inhibit the production

degFS &SYSIYE BRPTREQN resyting iadige Wolgctlwﬁégﬁrﬁ@t elbs {ﬁ% Iyt J Dermatol
35009:669-281 "D%Péfor@rl@ ﬁél%‘{a%}hélﬁﬂ egr-o é‘r@rfbloékﬁm %&ﬁ%@ﬁ ah6ligh effective,
condltlons N% % Current
caRberlifne @&avn%yrqpﬁ%m@dsw @%aythor&@é ipeasEeHpreams. Certain
phRbERBENS, te@ﬁe‘éﬁﬂy tlf%qgffﬁ{}or{eg%kﬁéh' ROUAERLBRELy 2 plants, as are the
eradlcate neoplastic cells in a patient (seé, g
flayaeidd.avese s@gggo haxedi rughdowersiffect shanthgysammal qgstrgms However ina
PSR oA 5y SRR S S BECIL Al Ll KBE 9 X e
2811448)munot her apy. Al l of these approaches pose
significant drawbacks for the patient. Surgery, for
exanPhes alﬁmania eoabinitions 6fldiffakRdngederiiOintcBsmdiRa) sikh &fanfloxidants,

atient or be ceptable to he p

e TN s e Byt B P et Bty to protect the siin
aﬂ&&ﬂho’é&ﬁd forrhdt R Ve wriRIed PricOWith BRICBAYositFonRl Yts RighQ@idnksy €
when the neopl astic tissue exhibits a higher

Sens 'Tthér%'lg YhehePork aaq#e@& ) s!lilg aé’ffe%e%%gmét csﬂgzl‘f? &%ﬂl&hﬂg has
t herapy can al's el cit serious side
nimaberaio Stdq@ffacgjgg such as@rythemagedean oagrrlatlsm, rn:gﬂlce spg@nically resorbed
ngllprﬁ E‘ﬁ’lﬂg@te QR{ Hg?rpe;ﬁledvc{eogg ﬁoqrr)é/sa ;a]n &%n eef1£ e Skin do%olregtg)hltee 8 is
sdﬁumnmbﬁhmqumewhmﬁnphmhave reaned the najorlty of

cancer ceIIs Blologlcal theraples and |nnunotherap|es

such‘as rash qu i k
nel ﬁal?rﬁ?@maa@@e?&t@ﬁﬁcw Wien g ﬁaféede by 15@5#3@1@%& (IH), ie.,
cidetdeatidle-ike ﬁdtt‘eﬁlrl@ircgré\@tﬂﬁiltheﬁl&nmlrl%gt HStetRdAEE6rink Pathology. TH is

chenot her there are.a variety of chenotherapeutic
c&ag@cmrgeivﬁaer byhigher sensitivies phibe Palb%“&mé’éfogew%%rﬁ itq fhe androgens
oPby Kights Skin GhRIRINNERDBY sl BRsidPdd i H}Bé@hdrbékgle%ndrome in the
synthesis, either directly, or indirectly

cpHTIB CALPEREY SiRge copasik dpkskesssve feiakpir lbb‘ﬁl@rl@l a@éthaééto psychological
disikkhosphat e precursors, to prevent DNA replication

and concomtant cell division. Glmn et al., Goodman

and The Phar

Ther SetRntesclf i R Rl G P PR Redbajtgygpmbined with
nidelpichEreme el hrﬁ:hjdingts}ha\ﬁlﬁ g, deplhatdries, waeing ohiedkiid) Risapiduensecpulsed
agents, chenot her apy
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has many drawbacks. Stockdal e, Medicine, vol. 3,
Rubenst ei n and Federman, eds., ch. 12, sect. 10, 1998.

w@\ewoss03adl | chenot her apeuti c agents are toxic, PERnus2006/033291
* lh.n E} ‘-‘

f £5,A0 Yo ses significant, and often dangerous
gﬁ ﬁ@ﬁ ﬁb@%%@g/leﬁdnmg, ISMﬂ}eaﬂm)MdﬂthleﬂﬂtmeﬂH kn@wa to be often
ag&ﬁ%‘cg itf? dee?s@ %An’&ﬂé&%ﬁﬁaﬁ @ﬁ% stméllcaté%j lyt/ Wﬁé}lallﬁ i ’concomltant
Wi na

mns Ion O

?2; tegﬂ%%ggnu%ég%gg%%ugwpgvgr{@'téaﬂglg}—rl F‘I%@lr lb? su%{oressmn of the male

hEMRABeeRB @Lll}dhl a8 b?%ﬂﬁt%% 3-8 récﬁ@ttase Joh@e?ﬁorp@ﬂ tbsosterone to
resistant to the artic ar chenot erapeutlc agents

dihydrgteptastenaee ¢y @'@t‘ﬁi@ﬁ*@)a F B Weelingthe anflregen yeseptorspléinasteride and
a@ﬁ??ﬁ%@h@ brel ﬁitt D@lcaldl H9Som thilébe Eur@sa%e A968Y §anac%hsek}¥mlmzatlon

ent nechanismfromthose o rugs ‘used
of the majsdefins. iGyprotesencrasetate (TAAS 2 phugesrgsn mthuastmedregqnecubmpﬁrtxes
caﬂifclesqhgh c;f%g é'}'teq&{)]lg tlﬁBm%@n{Hoﬁng Qhe[b%ég ﬁ‘nteﬁﬂfseh rp%%ﬁ@llésctgrolemla and
rug e3|s ance, cancers pro » o become
endofmetiad cﬂnyert An smtamdkagfdl qﬂsmdeﬂl sirapael fqr mmaaémewmstrecently published

(s@g ?%b?% l%lb S roﬂia?ﬁg&br?g a nts op tgnle Eula rtgg,s?n ?esc%gtg} %\Sc% ag Ifl‘;](_l’camlde or

harac erize ési's
bmhlstannﬁef pricednk thetaadrbgemdtindingo \WS&\eﬂ Ite;steﬂ wmcadip m)malla dsdregembtic alopecia

5 PR B o E R PRt BRI 187 Pt GReef R 1 bherapy. The

ard:iaﬁ@r&g@ﬁ RU3g841rané RUSS618Malky bEsuB&ﬁut@@Zry( Hﬁ&&bms EDﬂhiﬁMﬁﬂhntoms
Scien ce 221: 71 £1983 $nd U.S
Wsred%ﬁedf%%w(dt 5 g8 Boveabelbgepeited Rareaisaly iitep g?mnpa Fistavolite,

wWiRB Gk dt@hgls ahteanafddertd. ﬁ@pical\eelomhm@ Ghitafs obdifteidBghrboxylase and thus
preventi and nana% cancer and ot her di seases and
‘B’rfg e

th@&ﬁ'éﬂefﬁl orpithineite piftecsqige, pdchgraidaie e apaggn phgsgof the hair growth.
refractory to standard treatnents, such as surgery,
r adi Me¢hanicalrispidgbipn by tvesvping emchqtﬁplland dan potentzllly ekaserpte, IH by
[ [ ,
RO 0005 OE L LR AR A i
ammamnah@g felEehltisGNd Tlauma tonthehdir shaftiasd skin.ect ed,
in part, to isoindole-imde compounds, and

p h arm% c6ideYedAGHRAINPEINAit DA Hubas 1582 a\‘s&h@é‘hbgtﬁncﬂs employed to treat
ates), prodrugs, or st er eoi soner s .t her eof

Hﬂ ﬁwﬁf desmally wepresdcpishesiody inbscrme gysmlwlwt:ﬁnﬁgtha Aipparations fall

ma@megierag)f\é@éme%ss AYbSIEARESnE Ol RSt reg_é?ﬁed@?gt@lﬂgﬁlly, reducing
I‘I se adm ni steri ng to a(&atl ent in need

th§ l!néﬁ disggteresator ard rﬁ’@rﬂégmlm endgnoft phangipa thei appgarapce of the skin would be
Pl%fn@ﬁtttb% fff}ﬁecﬂf - Wotelsyols) gf this invention, or a
g cept abl e

armaceuti ca sol vat e,
omer, or prodrug ther eof The invention al so
Rsf‘?%'ﬁgﬂég%‘g fret hods of preventing various di seases and
di s ofeyrinkicWthChke &P Hathta P&k @ ihiH tﬁél?frhdﬂﬁﬁ l?as %Lﬁlﬁtekéﬂ&ve use in
in need of such prevention aﬁg}rgf l actica

Yaine Sofgy éln%/ ipafent appliggtion nos.

ceseHes: mséeramiuWPOﬂﬁ%Z%W
2661?61@%”&0@%&13’ 1 o@%@@foﬁ’i 183 5@5&’ seOdiV o 1/1M95- aéo@rvellza serrata,
st er eoi soner, proodrug thereof. Thi$ invention al so

Ueh @@tnwalgsle@tlghm ﬁﬁQﬁéthZ'l 2 apd WQW&WS’%,, a Ggpogrunifera, U.S. Patent
. [ [

oS g B ST R ML R SAT eo

caclgeps wbére its affect os ﬁkw@wcemmnadmratﬂd: 7.8 Rasamirpe. 6,184,249, which is

s;?elcﬁ'ltcgﬁyai%gdrporateg fay referg‘xce herein, Sovak et al., 2001 WO 01/58854; 2002 Dermatol

Surg 28:678-85; Seligson et al., 2003 Drug Dev Res 59:292-306).
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thereof. 4. DETAI LED DESCRI PTI ON OF THE | NVENTI ON I n
one enbodi nent, this invention enconpasses

WO s@7/08iBke- i m de conpounds, and phar maceuti cal PET/US2006/033291

table salts, solvates, stereoisonmers and prodrugs
;Eiwﬁﬁﬂﬁa~dﬁ@ tahbtker embodi nent, this invention
enconpasses net hods of treatlng managi ng, and
pr ev Beferangesaf interas fon tesatingwriniies inludsrldiS Ratenthos 5,889,054,

@mﬂm S8 13907 84 m@wgaownﬁrme' ﬁ?éoehq{é@??o‘ﬁn&’f SR al., 2004

tréatment or prevention a therape
Eypdigrmpiratt3 Suopl 43e#bect i ve annunt of a conpound of
this invention, or a pharmaceutically acceptable salt,

sol vabelH, séeem@jmhsa?ﬂﬂr “HTrSLﬁﬁlﬁdFaltlﬁ)gEl’ib@fs and CaLEZé@"’TWOﬁz‘én OHealth Prim

e dj so desc bed herein, .
‘g‘éf’ 2o, ?3?33 5 o Eac‘j‘ﬁ’ﬁ a'edq'aa%ewm@f hlﬁwgﬁﬁ tpstet Gynecol
2003,3 0P095-1807E shér@aﬂ;drgfe@: U@d@hﬂbl ‘Q{eﬁf@lv&l, of SRl ¥BéLracial hair,” Am Fam
St er eoj. SQmer drug thereof, is admnistered in

Rroim Ao oWl G ReVowRag. (Guidensn raba mytweaen of irsutism,”
Clrrdnk BRYBE ResearBF MIDRRbY, \Q@oﬁg@nm {3 $dE1sS, @Idogsty-serlm etal,

nol ecul es and | arge nol ecul es . roteins an
‘Brliniedy B@ma@km?gpwd&ﬂetmilw ol @V%Pgmswéudqﬁ éngfndroggss in the
! ﬁelée@n of Lot %gétkﬁlc A&m%%he Phrmb G G @qﬁnmmf@fetasame BSreroid

used 1 n conb tion wth the admnistration o

Boshow Mrder @J’f’l 1995 i %ﬁa@nfbhahrlﬁ et ald&Toptieal antiagdnapenic steroids,” US
Jooos£e 5@kwqqr%@y[ bl ood transf usi ons,
i ol og

I mmunot érapy, i cal therapy, radiation therapy,
and ot her non-drug based therapies presently used to
treat, prevent GRIBRSMMARY QB THESINVENTIONSCri bed
herein. This invention al so enconpasses pharnaceutica
conpdsiosmetispre@aragion fei apgli@tiomiotthalddatye tréacbmmmt)of hbmtone eatated

t hods. . di sgcl gsed. herein.. Particu
Hatiitet P8 W0t FelR e fisbleduod et olefa
d:lltar)ﬂpolyﬂ/l&)l‘(tdamfm, mrticalaplg arsnﬁw&lwdi phai}ll,)peﬂﬁlmﬁﬂbﬂbmmos pdopanamide,

sgl vate, . st ereoi sq eof and

S ShptoplealE St Srtbin vl aRb i elne. EohisiRisn it higitizing
Aatioek, pﬁ?ﬁéulgrtyh‘eﬁnddmégéthblé)ﬂﬂseﬂd ivRas 8@ Bred aigterldsiradions, associated
Vfgxg}]r @gl a 'éulléricgu)égand' P@é %g%g&‘] ¢ Ifgg%ﬂ[fégeact%%g&tggglep%ra%%h tar?d its use for
l‘émfr&oﬂ ehr?ﬁnhﬁng@h@ fermale f2dial lﬁeri ﬂ?suﬂﬁh B&on& eﬂnﬁloys a m01|sturlzmg

, excludi ng cycl oal cycl oal ky
a(ganteA j})cggl R*H?( Gosmetie propyatigyand itg Hi?sfpl’ {eggc‘é@g Wiinldes employs, in addition

tb %e@%@%ké’ ﬁﬂxtux@g?hguﬁl Kddac® Bleﬁ‘%ltlons"m@ré@ﬂ did BB@O@W BfverttRnal

op ti onal substituted with one or nore of hal ogen,
MW@SMﬁmarly@ntlmﬁ (Co-Cl)al kyl - (5 to 6 membered
heteroaryl), wherein the heteroaryl is optionally

substlht ptepatatignis Iaremubstmmahy)trmspdrer(t @oiSirdjasihg liquids which topically
appfledgare t’api% y r(‘:sorbe%S}l% tﬁé/ skmNo provlde for the reduction of wrinkles and/or

hirsutism. The preparations are not appreciably systemically resorbed.

BRIEF DESCRIPTION OF THE DRAWINGS

None.



R and R4 are each independently: H, (G -C 6)alkyl;
(C3-C6) cycl oal kyl; (CO-C1)al kyl -(C 6-C10)aryl, wherein

WO b(mms(yhl is optionally substituted with one oPCNUSEIEH33291

o % ‘ﬁ "ﬁgkgy gl ogen, nethyl, cyano, or -0-CH -O;
R LT LR HLEIEDESCRIPTHON ORTHRARERERRED EMBODIMENT
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the heteroaryl is substituted with one or nore of
( Cl1- Eagialichugxpsmdiglpogparationsraraprovigied. Toese Co@pdritins eenipriRb an

elffﬁ%tﬁlga gurzllt)o% a lﬁ?gg% lﬁ;d{oggcgblcg%%pgég\%(@é@%ﬁ%n%%ﬁ%a?ﬂﬁ%l}ﬁgﬁmcarbon,
pettieulatine Bubsetutmitphetyﬂ})plerﬂubmacbrlzenianﬂiropiinamnk inXomnjsnafion with other

cgﬁk%xﬂe%{s ﬁrowc?l%% % %1‘12%/ belbe§ Ia{l tscglgi? r}‘/?%lo&lﬁ%:gg n%%}ld’ at B%st one

y’ su nore
rbﬁﬂed @énfraction themof)end epriooallymarshtioxd®ant. §BNefRettivé amaunt is intended a

speci fic enpodi nt, R4 i.s - Cl0)aryl.or 5.to 10
shleiea] Ao R RMTA gt efE LT o it oriritse fiopamount of
abRkest Ohe Téﬁhej fﬁ%eiﬁﬂb ofCad) aihdri m@glychaile@_@enmn s dlnﬁl’ﬁéﬂ‘ayd_ogmjl ¢fa

artlcu r, t ar et er r | S n I ,
BF i R ccerple A A OBt S athen P JHAdfipe ¥ sd s
ttllgw%dmdﬁs, frd_la_tiérllsafglﬂ b?:giesénlt mdrhgdrf etn?:buni lhfﬂﬁeeﬁamﬁﬂest{gbﬁl bélﬁon

OW. e ounds or nul a
Bsa esrag OBROSE- %’Eﬁ@&@ Y ROCRERDOPEDY ﬂpﬁfuaeswlwguv to about

95RitSYvaPIRY refiddd INwilll b ivBEetddld Qlsishich s ok Sbed; ragés@éﬂ %)@8@ oils and at
Patent Application No. 60/713, 882 fg l ed on

lqast gng$ oil fpstians pPECorey évefyfeﬁ*ar{@@roﬁegla@eé'éewnWeﬁ ele @0141 fpoybean oil,
hddfun® Blaid figke e@%kagﬁ‘eMgBW%séw @%mm%csat least one,
I nventi on Wwas not” made wth Gover nnment por
Uty RENOBITIy IS B RIENOEUTa] SXtraRdS;or @@@Mﬁepgammetlmmposmon
oL VB, sbleat ohE i RS ppobtle o Inr Tt SRl Bl s, e,
vifewings dngd, as@npt@sliiatde,@ﬂsr adgitives.diot faclal/hagiaeductian, dher antigxidant will
i . J ound

o RocBRARARY obr®y ﬁ“ﬁlg Stuﬁ%ﬁg?& Pllopa@ e,

wrinkl es and, hair oss are SI ni fican )
af f eafL*%areBVa%ﬁs ﬁ@ﬁgkasta taﬁﬂ y. hogiogsTsau TR ae Featily dbplied t the

kIS0 @ RStsHANAESrdnSpatddelifuid RUEk §t RBBHnd: 34usO Fritafibh) TBe bHBP&itions can
is substantial interest in the treatnent of skin and

beugedssakbe rapealedy N prapaitiansiaggnot fesebed piatpaigsliynthe alkaryl
@%&@Hﬁb&@wmﬁn@émgmﬁatm Blef@SHlPad b bidkiinRa pRagL,
p%yﬂru%?oacylémmopropanimrld% Igjcg' ‘dlleorgost part, the phenyl substituents will be 4-nitro-3-
trifluoromethyl. Compounds of particular interest are 4-nitro-3-trifluoromethylphenyl substituted
perfluoroacylaminopropanamide, wherein the perfluoroacyl group is of from 2 — 3 carbon atoms
and said propanamide group is substituted at the 2-carbon atom with at least one of hydroxyl and

methyl.

Compounds of particular interest are also described in U.S. 6,184,249 and 6,472,415,
referenced above. In particular, these compounds comprise substituted phenylalanines
comprising of a 2-hydroxyl, 2-methylpropiony! and a polyfluoroamido group. These cbmpounds

include those of the formula
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Winkles are skin folds and creases caused by dernal

thinning and | oss of elasticity, which is a result of
W0 b@7agi3my process and/ or exposure to noxi ous PCT/US2006/033291

substances and/ or physical factors such as W

radi ation, all of which adversely affect the skin

nmet abolism Winkles are not a adHcal condition and

as |l ong as the substances to treat themare

not systemcally resorbed enlcaHIy actipve, the

preparations fal ; Snme . There

are many cl ai ns gnt i ons|{f or non-surgijcal winkle

reduction or renp ut thefe are few systematic

studies to sypgor clains. There is a plethora of

facial creant ava|I=bIe containing a variety of

subst ances, many of |which are either inefficient or

i nduce side effectsVat the levels of efficacy. Thus,

it is known that topical vitamn C, tretinoin, or
Whseinr et i noin, while transiently inproving the winkles

caused by agi ng and photo danage, have a consi derabl e
Xriugtrd NO1)wyeso (@Y), odsimgei, proferatgp Ec€! dny Bsphstearefersbly fluorine and

scul ar junctions is not

Cﬁﬁgékhg%gkﬁgﬂﬂiﬂaﬁggptabIe and has its own particul ar

toxicity. Topical and/or systenic application of
VéstCXnydes ofs halegemproferahiyF, K ered Be erorspreferablyoflurine and chlorine, and
Is kin coll agen content and thus increase
Vl£ﬁ&§?ﬁlci egg ’as wel|l as the concentration of skin
nuco saccharides, which directly reduces the

)& p heretgne ie?, pr@«i:rvbln@ tovBrmest praferably 0 tegls These

I h
STl o SR8 o
reBeptars preferefhly hernivare eecelxtpts(m &d skinfd.g ahdmgetrrnecﬂptomsjcﬂlrﬁﬁmﬂmn of
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(Schmdt et al., 1996 Int J Dermatol 35(9):669-74).
THNRIPORIE maly QP e hot RN BId R thoRSire8S8Rerfc@entdisi The compounds may
regeneration, although effective, cannot qualify as a
beusedristrreenyic WHEYISE PIOS Tasodved ietheibenagtiemhers pudbiper! s enantiomers.
cosnetic creans. Certain phytoestrogens, especially

t he s et 0aRPoundbéamibe prcPark® i corarte VdthicBhven@bnal ways, varying
plants, as are the flavonoi ds, were shown to have a

the oY s RERCediTe BEed O 417 PORISUIARS ROt A syEable sypibgiismethod is

ddsEritRd %?Setl RinCehl. H&ARLOBoDYRYo@r € not resorbed
systeni ca Iy (Bayerl and Keil, 2002 Akt Dermat ol

28: n of
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SYPHgHIGH  NAtUERly ReFtiguasly theangjoxidang vidanyas, Yifemins|Ayand E

transparent when applied. 2. Conpositions affecting
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used thiaefah idta b variptpof diasesst ﬁcn&ﬁmueﬁ@fdlwmgcmysp@mlamm mineral oil,
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characterized either by higher sensitivity of the hair
follicle androgen receptors to the androgens or by

whe@hmesosgki n androgen | evels. | His consideredpEr/sKkime/033291

hyper andr ogeneti c syndrome in the cosnetic category
since especially dark excessive facial hair is visible
aFd | eads to psycgological 30 distress. The current

Yo
R AR g, Q0Rhy S Sl B RAOR AL s i
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hB&ie 68Me fBMSR 3LEHIL0I F@Itz&%xﬁmsbﬁ%nggltﬁ t-f)l%fﬂ@ ~hydroxyanisole), TBHQ

proterone acetate (CPA progest agen wit
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FHREEUREIS IR fe@uclib® RBLHik1dsbe ¥nyolizavekbept Scalichagiuibst ant i al |y
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ther . .
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qroplk&ﬁﬁtne decdl DOXYI ase and thus the To Bﬁ%asdlrgm Narrow Range
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conditions where its effect on the skin receptors is

desirable (U S. Patent no.

6, 184, 249, which is

wa@p@aiosiserl | y i ncorporated by reference herei nPCBUSZK6/033291

et al., 2001 WD 01/58854; 2002 Der nmato
28:678-85; Seligson et al.
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2003 Drug Dev Res
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sufficient anount to provide a therapeutic effect.)

The vehicle will conprise a nmajor anount of at | east
woer@7nfBined vegetabl e oil and an oil triglycep¢T®S2006/033291

fraction and a minor anount of a physiologically

accept abl e al kanol of from2 - 3 carbon atons. The

refined oil and its triglyceridic fractions will be

present in major anount in the facial cosnetic

& os ition,  generally at |east about 50 wt. % nore

ek Eyrsater e R BSHHulBBnMhe sibjed FEmIRYomEard! Bsub By at least

about. 95 wt. % The refined oil wll be vegetabl e oils

subptantially fifen6 By drewrcids anrbiadherasesfyliraniinkls sampesigion glso free of
nhé@&drb XD e Kfid &‘térs ﬁﬁcﬂﬁé AR5 otBlr SRRAR BMpbdigsR (C -i0

triglycerides) /or  dycine SOJa (soybean oi
medl Emlerlah | ?trgcté (grl f?{a}c? crn{sqﬁergosf é)lr: e eas%lnonén%g ée&goh rg}ay be used.
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of BB B 50 . ROLI SR st i e, e 00 Yo i cauivatent
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T Byt b Py BToraa ¢tahe Frrekesecier gecton
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cause irritation. The conpositions can be used safely,

oo The ety FUBRRAAAN Ay B RDBL EBROLPRLS pucy v
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SR BRL BB ae. wher ai n the
perfl uoroacy| group is of fron12 - 3 carbon atons and
sai dIihe prsm ahdeaencss mppreed extiash tie gxract Wikl ususlly haveat lsast about 90%
&E&@%ﬁ%ﬁtr@f (08284 . B@? 38f07,yd rSQﬁMyd%&PydfrﬂEIshWene as a élycon (Piceid).

Conpounds of particul ar |nterest are"al so describ
AnyQtheg souge, of 15 veratgolanay b uaedshat pevides ntclwt apbgiantialiy equivalent

d
Hﬁg%tly&a sg%?ta% L’B‘%@'thﬁ% Pé&gx%fl 9&0@2%5%&?} a?ébbﬂ%fcépttébtle‘?
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compai e e iGeg. A5 f&lg%?%%’f%b“r Atesngi iy Gaving from
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skin (e.g. androgen receptors) dimnution of androgen

rec eﬂ’h@ﬁlﬁft&@trdgléﬁs zﬁé' kdadleavailatfi®hd StrRA6h d@Wed OMAAR Gegetable oils
resorption when adm njstered topically, while being
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phytoestrogens and will be substantially free of esters.
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be used as racem c mxtures or be resolved in their

enantioners and used as enantioners. The subj ect
w@ooposnsds can be prepared in accordance w t h PCT/US2006/033291

conventional ways, varying the particul ar procedure

based on the particular side groups. A suitable

x'awﬁm’$§UCw' S cribed in Seljgsaon et a

v T TERLRE a8 i oo pebpaneihip gumptily g migpure 7% of satuated
ar\ﬂlln@e!ﬁh@teﬂ Q’ﬁtyt‘akld@ RavaiEPdsQi nafil Enituts MBI oMic cids (>80%). These
siologically acceptable natural extracts

riety of ph
a 5‘ s qopldibe; ‘ﬁf:‘ pendsaty ofvm%?téertwgfae%wﬁb%mmﬂaﬁgrenar\vé synthetically.
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e G DR o A Ry
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> qgsug%ﬁngé §&§f addltlon free radical scavengers
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m%@n%?f bﬂ}e suitabik Ph gclldgggké € t@&a%%lg ?&QEW%: J[h?Ol? gﬂ) functions,

S i Nnc ecano
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bednd %&sebt%)ﬁ}) ttalOMET pari bR k@lly ndBide Hhn about 1 part, while for the
(tert-butyl hydroqui none), ethoﬂﬁEUIn
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ant i.oxi dant 0 herol. If a noisturi zi g _ag
cop el QRAlly e in e i b T BRI, g grom WP e S0% Sbe el weight
of @i doddpb&itiord.0 provide a final mxture that can be

stored at bel ow roomtenperature in a dark cont a| ner.

Var i [,.epar n

f oIy BH A5 oREPREhAL AR i, BUSRBRICHLREL rec-
32¢glyvetisteaniss edxtams ¢ty.. f or mul ati ons, the subj ect

fornmul ations are usually at |east substantially free

Of mﬁﬁfdphﬂla(‘gbﬂiﬁg tsl 1ﬁbl|§d&%a1¢)§§ﬁ/1r@fl p&lPﬁex\éﬁ(édFﬂfdnﬂer), acrylic
ree of nonocar box ic acid esters

osi tion aI
COP? g'gF‘ﬁ §Uahs apty a&?/d’@fla%%tﬁé@méyn&me pqrylamides, polywaoeharides, such
asﬁ%&rb%ﬁ&@pyﬂellﬁ%?ecBét&@ﬁgdnﬁ%ﬁ@ efayQhnd, Q?lq&ﬂﬂ)ﬂm g@ﬁl‘h%! nts,

i ngredi ent (s) be Used. Becausé of the econ
re%&&‘aﬁarlye gre thgimadified glaye push eebentaes Seitytdsis metalspld such as aluminum

stetds ARd Ry ASpHoBR sHRKI o t@‘[i'hgfc?ﬁdi'@se afd #a{ferﬁ,ﬁg{eedu ent (s),

rather than a substan y pure el't her obtai ned
etl c. The form

fro a ur
ext g]lal\lc usgd ﬂc%og an?ﬁ‘%ﬁ ?G\geé BRI WS hl"‘%m%fo{fi%wl!a 0 20 carbon
atoshd. Esieaiaty pltefdrlgdate sa&mﬁnpgﬁndédsuchgés Qttyl, h@/n@tﬁ]gl,_ﬁbllﬁlitic and stearyl
i ngredi ent,  an ve 70 W. % or nofe. e..
acigi Gl 4B TR PPBAS St istiseregimeRoleis g pear and branched
chsif un@epmoyﬂyhrdx@y@anouﬂmaﬁtr cRABIE, paPYientlSadIl sortifol la&ﬁgﬂizcerm are
%b ﬁgﬁg% t he |nd| vi dual or m xture of the mgjo
Prelgiso iyl ey hapolymgrig rpalyolémha?étpolyprowlsm gyl and polyethylene

IjcaE BeBAene A€ plRPRBN glRQI & hdoneaqy! am nopr opanam des
g}fare dggcrl begl Pﬁ UgSmPatent no. 6, 184,249. The actlve

t b I tan
OB s TR ST LGS, UL ARG W ccron
chaippanywihetelfionr E5or30edrbey stbmai Spatifiy exatipdds mxrbmeonindsl @, Petroleum
. ified.b
Jelg)(%{jglelge Iag‘glsﬁéatr?ﬁf}fls N-[4-nitro-3-(trifluoronethyl)

phenyl 2,2,2- trifluoroacetyl am no)
pr oﬁéﬁ ﬁ*i o1y af |ﬁg}cp§nal ingredients m@g@h@pos&gﬂgp@g@smons of the

prélﬁgxgg%gfg%lﬁ% ﬂﬁ’&(‘énerﬁ hemRILHARA Wuhtty BE&ehdin BAYENt@Inywhere from
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of trans-resveratrol (CAS No.: [501-36-0],
3,4",5-trihydroxy-?rr-stil bene, as a glycon (Piceid).
w@\9070803¢r source of resveratrol may be used tPEr/US2006/033291
provi des at |east a substantially equival ent anount of
resveratrol. Synthetically prepared resveratrol is
al so acceptable. The extract from frankincense,
is a terpenoid mxture having from

; I,
f ﬁﬁ)@‘/\@ | P és gﬁ"tgg@rabm frau piened 5%t e0% by Weidh® bt thé Borfosition.

A P BB rafr PR al 565 valafle s the trademar
Gyl Gbmb msyvbb bmplo&ﬂi gich &s }taﬁthﬁlﬂ%l(ra/geéﬂﬁl) dldtin, karaya, pectin and

lécilgti%%%ns gET Qg{{\% 08113316 gig\%lmsﬁleceé &l}edl%(sé&glgl@nctlon)may be accomplished by
5 a[m&m 8150 @}\)mg aklesiiRzofX bif éhid] fenb FYLinktOnIRTs i BenE BEhY i S&s of 10
nts and in cosnetics as reported in
<BstoRf o S 8o iy oLty MBE U uncRanallc ons, W t h
many_anecdotal reports of success. The phytoestrogens
ar e Pevders payaheaineeiporated énterthe cesmtetio porapasitioa df thedmehtien. These
p\'ﬁﬁgéﬁ Rbhge Halis ta‘ica Rgol e&glgl%,(sﬁr @ﬁ? %Irg%)ij fl%trllnqéa (ﬁ%taed magnesium

G ycine soja)
@m@ﬂllefarreabtg@nrfcallwnodnﬁec(m&nmUon[ntez:laym}aﬁ'ate]d] Aludihumhicate,

10 R s‘ﬂﬁ:@' a@&rﬁinﬁtﬁ%&tr%bdc?ﬁn?f J[L)IC(!H?at %qmaf?lrcis t%?#‘lqrfgg g;

ytoestrogens an
este ' Ils vinifer) or the soybean oil is )
pri ngﬁ"le’i %ﬁiﬁglc W&F‘éﬂl&ﬂm%%{nm 3l be ’Qﬁ%p?fﬁ@gflﬁ? thesgsmaict y
caﬁpdiﬁlohﬁmhé@ iggediéis ARy McRiONedbing@Béfs, |ob£19ﬁe% fnd@RFfumes. Amounts
elc aC| >80% . These acids coul d be used

88&98}?8 adiv m&Ofﬁﬂ@p%ieﬁféfnavﬁ@g%nge fm P81 Hiuptiei2@¥s by

“Q@ﬁpﬁﬁﬁﬂxﬁﬁﬁhhsﬁlca||y They are used in their refined
form Coconut oil (Cocos nucifera) prOV|des primarily

di V\:h
15 :)nrel Ingl?gl sﬁ@@%o&%ﬁ%ﬁé‘% S{lg ?g %orfeafen[r (%n éneasgﬁaté%y%e (?mtgﬁtefc&/from light,
by bging/dnaqueatndnaidept light pNBay Bés’é@l%d iminfhikze tHetoxygenlpﬁ@éntluﬂthe empty
st oh Bt E e SBRPOED PR ARt R he Bl i e v, may have
vairmusmﬂaﬁm and somy/irt @viriesy ok siaexd The dubjet@inipoSiapmERhS R supplied in

ava e favored, since al so are_known
o b B B i T PG G oot TR ibiecoprefoned sxnppsitions are
20  clowtctepizdieds bamglnam;ﬂ&ﬁt umy(vh@h 86blie@ 1P LIgN lthey 814Gt ARorbed
conmpounds ? gtghen\% ydroxy functions, ascorbic
SFETERAN P 3% SegfEr fghean éﬁ?t@éﬂ%ﬂ@ Vasslélelasy(éfﬁmo{fbweare found to have none
tooRfyelotiabse irfithtion Pbtontial 8Y stnlsrd 3Glsdarndard Wl foV 6% V(IlﬁT Klmans or other
et EH? ferylate or sodiumferulate); gallic acid

afheydavq atiglicrobils{iyibgringiaeipriety o€ eigamiens, ifdbiting e growth
oﬂﬁicﬂ)orgraﬁﬁxﬂﬁfd il Gorﬁ‘ﬁisglaont’ﬁﬁg) 'theadéérgfound to be effective by subje tive and
t.etrahydrocurcuni n; tocophéerol derivatives; uric d:
25 oljpetiyp{Fsts beingrdescribpd bywsers agpreviding A moistusziag amelxﬁtldg sﬁnsatlon
M) hesR
| Eﬁg% i ptpg%éﬁg\g dfﬁ%\ft og ﬁ‘%?lgl d%lgg&%ﬂ v(lrmk‘?é_s')be/ LR {)roﬁfcl)rrietry shows a
sipathing ¢ffeghen the pyaleouamicdoreliciroghled by lacdecaeasel ,m m chediah éépth of

m?dﬂérfalﬁ@f%rydws%ggﬁ Qfgﬂq'%ant-ﬁpcﬁleat%g a B ({%ﬁ)g?ygtm 1¥ p pgéorlty of the subjects.

I norgani c
sul f t her or gani, salts and acid

o ont IR b g kb tobTaNid A aioa A ST abAt Bl Qs b0 days the

30  vghané bfthe melﬂ@sf&'n&éaﬁlré&w R&S Mon{éft?/t\ﬂﬁ b¥ kddRBAdNR 22188kt about 60 to
(the ant i ant preservat ive he vitam ns,

165 YY1 [y fashabpe 7406 cfithe suieeisand theglepibio Hleyvrinkle s recuced about

8-05 &5 8 mbdd ubiRE$ by BABasP PG4, 0f the ampunt indicated for
the vitamns, usually less than 30% i ndicated for the
vi tam ns, generally bei ng present to up to about 2
parts, nore usually not nore than about 1 part, while

for the 12
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anti oxi dant preservative, they may be used as a
conpl ete repl acenent. An al kanol is used of from2-3

W@ a00p0803at ons, e.g., ethanol, propyl ene gl ycol Pents2006/033291
i sopropanol, particularly the latter in an anount to
provide at | east substantial honobgeneity to the

PW, ! ; @1 o usually included will be
GUE GRS dmplon e tes smpositiomelEepplidi (e e tissampositions
o@&kﬂpléﬁ 8@hd b WoRMIbeRHBSFHM P AVES leadtAE BRIV, g?@&ﬁ of ten facially

descri bed above nmay serve as preservati ves.

higsyFREQRGIOMEA Yspd BrapSenpepf anypfher tr@aﬁm@nmfpmpowwwrem described, as
2 @ hdagdaBed MRl HBSIRRBRKY ai?é&e'd%?etas a%uﬁ?m 15’Mﬁgmn€| loss of colonhand

particularly inportant aspect of this invention is
reﬂ\*“éldé‘ﬁeédd sk i gtomiinwers dgewraniaded i n t he experi nent al

section. The ingredient conbination is fornulated to

sol uBielfolimviag éxasiples heerudfesed by veayod dhBirdtivalahd na@tbgeplyailigitation.

medi um Sever al conponents but particularly the

extracts froni"' " MkMe amw s the Japanese

knot weed extract, are hE&WWWHWHQ$Pﬁ%Ie in customary

systegs The conbi nation forns a honbgenous sol ution

subject m xture of nmediumchain triglycerides

Alterignl gomppsitiapr 0@ g bf thg hywed sliinlesy casietic prepertticans  of
purg § % Qeliril ABR: Jﬁﬁﬁmgse%nbtv@e@&l (r&@e%'%' gi}ﬁs‘-rgﬂel%roﬁ My B—rmllnydroxy-

anmount (less than 109 Ing a
(| sopr df?&ﬁr@qﬂ}’en%cﬁﬁé%r d8Ur36-g mi xture is a vi scous

ud of ol ppear a whi ch_neverthel ess beco
n3’| gsg e frof{EniePsise,(QlFaRUE) ~shasielli FafeaafOsFO% frgerpenes) CAS
topicah«angﬂp@Ls pn: the skin surface is not oily and
the overall effect is that of high skin pliability and
s mikft g reesact fibm vagetatile oih Bidysitdele foaY & @id B8 @liBdponifiable fractions

i ngr edi may be other additives that are
InC|ud(§E$g¥7@£§%?klc pur poses. These additives and
adJ r Soavuent.Lon t 10

3;6’%(%% ?’18% 5t tgg) h(gr P%ce%a@:&,al,f ?ﬁgfrmi é zgﬁetaagnethyl—Z-M,S,lZ-
hydr op hiimethykdideky p 2K k- bdn@olg&inl-G olcacagie)d.600 IydA s pal.:|[7695-91-2]
or lipophilic active agents, solvents, fragrances,
fi 1l%eg yitapicA éelinl gelsitasli G 7-dibsthy b (2, 6eﬁ=1tdrmtyrex$-ﬂ u:ﬁyélshmn 1-yD)
col or ant £e, s WIS pBlnh IR G000 TOUEARRR i 8P- 2]"‘

adj uvant $’are those coRven Iy use

and.o ¢ Qlurig) @Ay 6o.; [2804%e- g‘gt(gm 0.01%to 10% of the tot aI
wei ght of the conposition. "15 Emulsifiers that nmay be

uséd g BHTbatyiHydasytolues)e? 6-alitsrt-pal s tehdipBe@, CAS No.: [128-37-
PEG 6/ PEG 32/ gl ycol stearate m xture, etc.
Fydrop& lic gelling agents include carboxyvinyl

pols : ns such as
acry t@%&#%&% m%%ﬁgm@&&%%gg§ gky Piacrylanides,
polagsacc Peaineaigﬁfmﬁlg@&be%@edhmrsw qwmim' | ul ose,
natural gums and clays, and, as |ipophilic gelling
agdfiny, 2dinedpi ER0E Aldiie) ealﬁyndweapmdmﬂme Shaih aipdycSHER
as bentones, fatty acid netal salts such as al um num
E&dnffié 3t es and hydr ophobi c silica, or ethylcellul ose

a d pal.y€ | ene SUIt-0|‘ fatty al cohols and acids

: H AWy from 10 to 20 carbon

at on&m@&g&u ﬁtﬂomam % Shlch efirA R2 Qﬁdﬁ@d‘ﬁgrﬁﬂﬁ AW D the

cety risty palmtic and stear acl
praqh@bﬁdﬁs 5 W}éﬁ‘@ QOh@,enFrdﬂlqm ifey, 1 mmm@hThmyll giabiligy msneasured by Optical

Th@ Qg ﬁ@(ﬁurln's%@sr asef'@gatm: @&ﬁ#&?ch(? legsr}ﬁ n 50%} ‘\%L fou
59t T rexanple, propy 1
indioa

ydroxyl conpounds ene
tlasit tlarp@bdg{:ty@ea ivery v toxicity towards ocular mucous membranes and is

equivalent to the marketed products of the same category.
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preferred. Al so useful may be polyneric polyols such
as pol ypropyl ene gl ycol and pol yet hyl ene gl ycol.

w@eaoyloaasel and propyl ene gl ycol are al so usef ul PCT/US2006/033291

Exenpl ary hydrocar bons, which may serve as enollients,

g ﬁ@?ﬁ&hose haw“p hydrocar bon chai ns anyvvhere from12

Bt oA &t HLB Speci fi c exanpl es i nclude m neral
@Jaluana%{tﬁé 3 il légbkﬁérh%méq“a' ene, and isoparaffins,

Anot ner- cate of tunctronal ingredients within the

cos mdthe eest; amaﬁng lodFBP XXV} ibbaged ef eidtulbtipeié pdBudigth 5 strains, i.c.,
hi ckeners. LEFilﬁg er wll suaII be present in

ffGHE %ﬁﬁ%m%?: albicprs apdyip R, igcabation af 7 Crgh e counts
ﬁeﬂ@fﬂleﬂb@ 0t 1402 biad 18 dhOYoTRY aﬁi@ﬁl%t)lap{;‘pltegﬁvnﬁg ﬁft:'xén'c}?!i‘f the product is

npl ary t hi ckeners are cross- | ry at
%ﬁl@r?dam@tae NP1 69Y bl bagtplaal o uatRelmensir Ymp@ﬁntraf@!ﬂrﬁéFU/g) are

rBRitedBy AMRISOY RYs SHCR t}@Sfon@ﬂﬁé‘ #days 5AtRYE ﬁﬂﬂ@p ongs‘?elyaetqhﬂ to the

karaya, pectin and |ocust beans gum Under certal

searting fopntaRos yeashanquidsdhetnmng ugthetsqus onvipyvepet day 14 and 28, compared

wverapBlishad by 5 a material also serving as a
silicone or enollient. For instance, silicone gunms in

excess of iﬁgcgnt I(»S(élﬂ“ Kp}é‘lﬁﬂ Aﬁﬁ{i‘l‘? ‘gb cer ol

| BEBFHEYSTRAINS t SNQHEWhs et (PEonpodi4/iDdh df JeHd21 | J28/D28
iSrevewst | on.  Thesle pOWeT s |i n&00EH® chalolopeE+b@l g, oloardod n| 0,00E-+00

Plaadglvsa STECti tle ohayss dhempozadd y| Madodioed |MR@BESH UM 0,00E+00
gldin num siTicare, ,ghganicay bo%+6600 f 'o%t+oo . 0,00E+00 | 0,00E+00
i 1 AR T L 10 5 M2 AT

E= 2L I M | J\/I\I\II T

AYELr es ther edf . SCPHEF  Ad] UMEFO hoR OB olef08EREy | 0,008+00
al s0TRE plodtQHRR MR Ghd @ﬁmh’%rﬁ&%@@%ffﬁleﬁﬁyﬁ%ﬁrphg[h% ‘bacterial and
These |ngred|ents may i nclude col ori ng agents,

fopaabsteniley.s and perfumes. Amounts of these ot her

adj unct m nor conponents nay range anywhere from

Ixa@(pl&4.up to 20% by wei ght of the conposition. 15 The
ﬁh‘r%&%&ﬁty%&rmxﬁéﬁdn%nszzw\;’v' Il be stored in containers that

may- De protected fronrlight, by being opaque to

i nci dae tesﬂ ik ghﬁdax_&md deryt possilsle ey tegbntix diapeiwiachiR@uces the formation

nt. in the spac In |i ht o . the .
gaﬁ%%} Nlatpins fheeviz Cﬁ%%@m@ﬁ et Sragmpriterle this end; ghe preparation
v@dsfaﬂlﬂﬁﬁstét&i topRY11y0 ey @dst BteSpSI0INES 2aN 4. 5GRANE, § Hla& and 5 female per
varh)P of sl zes. The su%% ect _conpositions my

1limiceonesdally der ARiders- Bt:mraékmd Pay mpéadlabﬁ@and 48 hours

afer tﬁ@[&%ﬂ@fﬂnﬁ!&tﬁmoﬂ_ B e Ritis@beyRdsSlers £l 6P 1P %'p‘rés@tﬂ:% ofthbsence of
20 characterized as being transparent” |1 quids whe

mipRonTde ofter Y4ingki n. They are not absor bed
systemcally to any degree that can be found in the
vasc Moancreags inghe fidquepcyafenifronuvtbated phiyvleometieerythrocgtey was detected
te tlal in standard tests, and
ah&)ﬁ{eg ?‘#&lafth&gf&eghe\%eg n‘ﬁ rrg €%r ot her manmml s. They
have antim crobial activity against a variety of
nms, inhibiting the growh of m croorganisns in
48heusalipkIatch @t inkamtdaave been found to be effective
by subjective and 25 objective tests, being described
by udBf eompositionintenidedfos wanklss wes oplvated atian open siady on 11 adult
VoRIARAL! 3 r 2 MaPR 'aﬂﬂlcﬁtr% tg tsl?mr[r'f ﬁﬁ% ?Ere? nder a semi-occlusive
peri ocul ar/t eAporal wri nk pro L1ome try
pateb s 48 hewsothei qbgerveaftmeszalmgmattdtv@cwtg @mﬂe@mw ndemnaawqb jugefd to
I 4
chFUEE WRThcBY i AREIRRE D) MG AL b Bimuta 19 raqighe cosmetic
conplexity in a ngjority of the subjects. Wth a group
of test subjects to provide a p value of |ess that
0.1, over about 50 days the
14
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30 volume of the winkles as neasured by | aser
profilonmetry will be reduced in at |east about 60 to

w@0go7/sm3e1 usual |y at | east about 70% of the subP{BUS®N6/033291

and the depth of the winkle is reduced about 8-15 %
and nost usually by at |least 10%"'""'" * ™ """+ "

"YUl tn% d neai f slud"y <fnpl oying the composition
of Exarrpl e 1 (although the conpositions of Exanples 8

@5 ? E}@’\Q/r gi 5’%{43@@3 gﬂ{i? ﬁ)d@h\?qﬂac ttgﬁq\} )hﬁ??é UMZI LioPraf, Slightly irritant

);)O.ﬁQeM]II’K absdaeeliriamyM); MLt { éeitane 1. t he
conposition herein described, as 2 m nassaged once a
day iheprddi@ vk cRedigch e@rl\ﬁancon-lﬂ'ltéﬂbSt antial thinning,
| oss of color and 5 reduced face and neck hair growth
E@Jn?% gcunmented. The follow ng exanpl es are offered by

|IIustrat|on and not by way of linmtation.
pa e R AVEENTRAY afirP8raing 56 daya in yelunteddrs conpositi on 100 g of
the Vel oS r.e,cosnetic preparation 10 0.5 g
extrac &Pb%% éjg%r% % Vlll{”i@?/{%’ed (mn. 95%

tr arzlibr %{a@é&& %[1 %f]waé gses‘seé b)% Elarh%éij )%%ér%l}g}r tﬁg ﬁ?(rmﬁgoé?%s al%ied at
(A i bandafectingBiswel irmatlsresuchia%erftﬁﬁnﬁ @86 a, iahdurpiearis No significant

CAS No. - 07- .5 g extract fromvegetable oil
Br assi angﬁgéggrggeq% ‘ycine soja (unsaponifiable

fragti omgsel 5ro@ﬂ\§m£t%/]\ze7sQ:a§1%d %Lt cﬁ a%r&ieyérﬁqﬁl@ﬁ Skifrarea and its wrinkles, to
(DL- a-tocopherol acetate); 3, dro-2
7 8- t determpine ﬁxJ@}cmzﬂ ()mavgraggdepth complex1ty, volume and isotropy. A precision

i met h)éhﬁt&‘ 1? 69531)61%“3% v&?tﬁglﬁgﬁ’rﬂc@ @mﬁac‘i’k %ge%% ﬂ\tegleoﬁetgg 8arameters

(i
U CA
al mt atoéyhe w;m'klechnd@herg}q)hagskm area microrelief.
2,6,6-trinmethyl-I|-cycl ohexen-1-yl)

2, 4, G‘,he dxte natsistsrcdenmplesity pethersurfate(or 2is04) Gnpad0of ddvrikldSin %), -

o [ 79-81- 20. 2. 0. g fluridil S No. . .
PS5 e o he, ingle dnfhrs) s aF 8 Bl i and is anatyzea by o
phifed Ditest oth siguifichnoé-linait sip<ploenol CAS No. : [128- 37- 0]

5.0 g rubbing al cohol (isopropanol), CAS No.

[ 67- GBe Bhdifi€s fe SunkiRiriZegsh @ kont)m@t&ﬂ@pe seed, CAS No.

[ 8024-22-4] 25 47.2 g refined oi " {Cocos nucn‘era)
Caprylic/ Caprl c mddle ch;iuﬂ hrl gl ycerl des Exanple 2.

Ccul ar toxicity: Effects oOnh tfe ocular fibrobl asts

Rabbit corneal fibroblasts, to which Neutral Red iStudentt-test
added in vitrq, ar®oexpos to the od 15, 25
and 50% concerjtvplantpenyrsithf or E‘giom K te(D g%ﬁ% P significance
viahility is nebPsifresffedy optical nsit e

5,
t
|
p
(

Cdhtlette | Meo2Um ser®d¥s as nega%l ve contzwailz ICSO d.oass Yes
t(in &oh 5000m@56 flounds7yl ndi [cat 'Lla«g t h|at tl}%i@@oduct has R  No
\ﬂ/ﬁ[ﬂ)ﬁg{] 0oV ]bagn | t y 7&2\/\@”{393 :)‘;lrlfl%i:— lnuu@g"%Jr WC{ ra '6050’15 and Yes
d%f’fho gr) 1 iy, ! | i y .1 Evaluation of|the Limit of
%Vﬁ,t; rlnegn crl oPavef pr op8 ﬁ’t i es -11% -0.071 0.035 0.061 | o ifcance
Volume Day 28 70% -8% -0.09 + 0.04 0.031 Yes
(inmm” | Days6 61% -12% -0.20 +0.09 0.054 | Limitof
significance

In conclusion, the product has shown a distinct tendency to reduce the wrinkles after 28

days and after 56 days. The objective findings were paralleled with the subjective reports of the
volunteers.
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The test, according to USP XXV, is based on
|noculat|ng the product with 5 strains, i.e., S

w@owoe3034P. aerugi nosa, E. coli, C al bi cans aP@I/BS2006/033291

ni ger, incubation at 200C with the counts perforned at
7, 14, 2 1 and 28 days. The antim crobia
("preserving") efficiency of the product is considered

THﬁW?ﬁHﬁﬁM?}&ﬁ Whem gty day 14 the bacterial counts (nmeasured

centratron CFU g) are reduced by at | east 2 |ogs

1, picl 0P g|off Eng kit n:nue to drop or stay

equal t r aun Faor S /nDuId

count EB rgrﬁ)sg{b $%P%2 c%rla 8’0 E o oé/\dé? 028 E&Z‘@& EE A8 (o 180 resveratrol
ebrpar@GAs 500 3t6h)ean|d rstntredaﬂlll dissoived, thatl. £ g 3f thOONGENIRAECNSadded,

The u thus neets the USP XXV
crr Sl"Zﬁaaldahse séjéug ‘Heéﬁ%‘ﬁ?%/()% éi‘er ving the bacterial and
fungal gterlllty nﬁﬁe 4. Nhtagenlcgég
det er k9 A4t BOAtEROsAnYPimRedivachain &iglvosHdrfrertion afGdg added 2.0

PRASH (A4S 2600008085 difa HARRER 20 Wiy, b, 5‘%‘6@% veB&able oil extract
formati on of m cronuclei containin

Erstnopighe draghion) prd §.1 gpﬁgﬁé“rrreadd%%ﬂlnwgdg %0 gtvifamin E and 1.2 g
RItSRA A the Hn%?r% 1@5@@?&3@ 'uﬁ‘ttrlq{o%ﬁ&fwé 57 sl)V Atlg’tﬂeh 'agcfedqﬁpéﬁmse under
groups (0.5 5 and 4. mal e and

plér¥ingrIdg pjgsulégrpg SNBiqn sgiveeas i cggqeplyat@,mhr@g:aq &gsveniently be kept
BRdd: RRBEA in BR0FIMESnBAMRL 6fAnal 136, and 48 hours after

mnistration a retlculocytes vvere

anal y or .the.presence ab f mc
ot er FER 4P RuR (e S B0 R B E o B TS o stouk
coreeatrats keadled 0p gloy cOAREBihE solation 1bF e YiceSproggct.det ect ed
and the product therefore judged non-mutagenic.
ExanpEginmplesbP aktRhirtisth RethfosRh&h test in volunteers
The conposition intended for winkles was eval uated as
Bﬁ% study on 11 adult volunteers, after a single
app cafron to the skin in the scapular area, under a
00 p s 4 potisng® The observati ons

ali melo at ol@ﬁto@&w (Gaa@éc#ar%ﬁ%c*a &%@9 \éﬁﬁ %stk&? A< 8687-45-4]

calculate the acute irritation index

accos.olp n@tah@n E @L%&@B&ﬁ%ﬂ)l ﬁ@rdre;l midmya@rpks ¥ ISQetramethyl 2 (4,8,12
cosnetiCii i n stale Non-irrit

(NI); tzlelethy}&'rlriecrl) <2Hpl !awzswr@héroyaqeraﬁa § QPR Iy SASNg: @695 91-2]
| t (M MI.l > 1
Irrr%%ﬁtﬁ%%wwggﬁg pﬁ%%a%{g%gﬁnclass?fied as NI
f ft 28
g LBk uB0he R Shan I CHINGT7 3k C8CE % L€,

vol unts gr SoylRan SMIEGOERYS [spaf-eby) was assessed by

clinical exam by t he dernatologrst ai med at detecting

si grad.of  irefiriet! atli(Ooros uadifeas Capylit/@apric ridarRechaiandglycerides
urticaria. No significant findings were reported. b.

Laser* Al pérhd QR ithay fU@igil GRS lfsteﬁ(i‘n B FDA IRacRV ERtlcfisTfhbase for

skin area and its wrinkle
Approved Drug Products” (http: //Www accessdata fda.gov/scripts/cder/iig/index.cfm).

Example 9.

A typical 100 g composition of the cosmetic oil applicable to hirsutism*
2.0 g fluridil CAS No.: [260980-89-0]

6.0 g rubbing alcohol (isopropanol), CAS No.: [67-63-0]
42.0 g soybean oil, CAS No.: [8001-22-7]

50.0 grefined oil (Cocos nucifera) Caprylic/Capric middle chain triglycerides
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determ ne maxi mal or average depth, conplexity, volune
and isotropy. A precision captor is used, operating

wowdosi34sur f ace contact to assess the geonet r PCT/US2006/033291

(0

10

15

20

25

paraneters of the winkle and the global skin area
mcrorelief. The data consists of conplexity of the
surface (or visual inpact of a winkle in %, -
maxi mum depth of the winkle (in nm, - volune of the
winkle (in mB) and is analyzed by a paired t-test

ik |trpaL limt of p<0.05. The findings are
M i ”ﬂl‘ ‘Si sy il ﬁ@nffbrlrirbwedgted abthe FDPBhastivie Ingredients Database for

Apﬂ@bédﬂbﬁ@ Prédd&s P %J!&%es%mma%Q/Lc%'ts%ér/ﬁﬁ@géﬂ&%).

to reduce the winkles after 2 S and arte
ﬂa% % e obj ective findings were paraIIeIed with the
j ct|

ve reports of the vol unt eers. Preparati on of
sit tigorposi tion; To 5.0 ¢
extract of
bo yg%ﬁlﬁfnr%‘%%%@wm?fra 2349 R dentpiroled o tBepariment
st Dermetdidgy) Ralatks SIﬁiWSreIﬂy Hbdpeml, Oldmdic oézetcmae&]brlb By 0,

sol.ved. and the sol ution set aside
FHEkIePDlie oo heption ot BB ATk Gknd oioon paieles isre Shraimad for serum
totall ghipsterohélgnd séilﬁdimﬁbﬂe BindiAQ Qfebhitn @EERH, Prdlubj erf:tk lvl'%fe‘:ihétructed to
%ﬁ@éb g 80- 8? 0) " Qd stlrred for 20 m nutes. O.
Gk RIpdust 359 thimylpenever theséagedares Gippes hpr%lt |a@m)proprxate) daily,
iangk eﬁleﬂmg G dagtdb, tﬂér@ v@%jrﬁﬁchfa@éek agd h@r}hoﬁalg)a&m\éte}f‘ BhdihE two

%ndl %vrtam The m xture is stirr
logistiav ’é’dad@atdenw qvalupted thedmages camcypod thet hairriesth, coloration

Shdididim e weld W @bst@ial 1y teafceddh 9'51!1[9&’[33 ¢h %eéﬁm%c%t &‘:sgfstemrc side
concentrate, which can conveni éntl unde
®%ogen in cl osed dark contarners at nax 15C. Frna
formul ation is prepared by addition of 40 g of grape
seed lois evitdent filom t5¢ almive coowltsathdt itlaet sﬁbjett&omﬁksﬁtldh@ Proyideffor improved

sk%ﬁh ;ﬂfl‘g% nf?pé)rs#é%s servecl)li gacgng %ﬁglﬂfﬁp aélg gle r}g\valg%(? l esir@ 81];d toxic
ybtawpn mciudugg sammngmb Irc&iute)taﬂwah&dga(ﬁdﬂgall gl@lv\@t @h@%m%)as\glons are
sﬁteg\gg’?le% nfi)tf)g? soth%t t\eageio li)ae%p Colém(to g gcé{;%gtaléls e%l@,rxqﬂnny egtl)eersl))lte using a

mmﬁir@rbté)ydro'ﬁhébldaﬂai)&ﬂ'ﬁﬂ)p&l@ subsBnée8ld aBRhdMlly EOm&ﬁm&)u@ %‘uxture is

Ltri ZFLI-benzopyran 6-0l acetate,
rea egio skin go @royrfiga tramsparentdayegs The subject

c{o&@@ﬁﬁ&rs 86k & us'éd epeatrdrramman @fhra@rb@to thé aarspaﬁragé o th&h.
No.: [67-63-0] 41.5 g soybean oil

800
E:apr )J}'ll%%rb&ag?lxscaﬁld%a{iﬁtf dpEﬁ%ngﬁstcrltg:g )"}tg‘ér ﬁ‘ica& e)I P?rgrﬁéncorporated

bytrefeienearasnf dach indiiiduabpublitation edpatent amlca-m weraigetifieally and
W%&ﬁrfy@mlatéa%%pgga RlegBRLRYEG DX ug Product s

/' Wwww. acces a gov scrlpts/cderlllgllndex
cfm

and example for purposes of clarity of understanding, it will be readily apparent to those of

AltEXugmLe foregoing invention has been described in some detail by way of illustration
ordinary skill in the art in light of the teachings of this invention that certain changes and

modifications may be made thereto without departing from the spirit or scope of the appended

claims.
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A typical 100 g conposition of the cosnetic oil
applicable to hirsutisnt 2.0 g fluridil CAS No.:

WO 280033489-0] 6.0 g rubbing al cohol (i sopropaPGl/PS200A&33291

No.: [67-63-0] 42.0 g soybean oil, CAS No.:

[ 8001-22-7] 50.0 grefined oil {Cocos nucifera)
Caprylic/Capric mddle chain triglyceridesPi |INAIII
(L‘lL&IMISS (c)theHhln fluridil are listed in the FDA

| edi ents Dat abase for Approved Drug
pr QR o eSaimedl

http7/VWWV accessdat a. fda. gov/ scri pts/cder/iig/index.cf
I %H‘pﬂa@ %’pOSRplhoﬁ@ﬁ*EWH}( epgenteiie emnponerg$ fontapddal treatment of

hi WMRI@&%I;E%H{@J@& with face hirsutismfrom?25 to
68 years ol d were enrolled at the Departnent of

Der srpdfeb9@)amdiat @I’Chiﬁhyyﬁl'ogﬁ@il@' a'é&'eptakﬂ%qi hifto:3 -tgﬂﬁml'ﬁt%thglﬁhenyl

Czech Rg&)t;bl i C. 0, phot ographi ¢ docunen

of the f&eieéaerélﬁ@r@a@rlﬁmmrﬁwn%ﬁmvé@rc»esaed pﬁbﬂmrn@dl group is
for sergomat Dbarb&Shasd £id ;

gl obulin (SHBG)ar The subj ggit@ s%\/ﬂ\)g?azﬁée g&%ﬁgﬂ@ﬁb g]ez carbon

2 m| o¥oyvgth A deagiong of hydroxy bandrmeghydya Ydhe:lfacfcmqn:ismg a major amount
area (Uupmel Lt'o‘ﬂ & bt

eveni ng. G day° 88 g el oA FRREARE o, EdisRLdk il and

hor rmnaffuffmﬂﬁ @Cﬂ@ff am@ -t h@rbmtmmrmngmm EasMsﬂ)stantnally

i ndepe e oncurred that hajr

o owt T celec BBl th el TG, FA0EHL bR SflopleEy

r educedacpwt@ﬂ%mmoedam aniffhere were no | ocal or systenic

Si de effects. It ii;s evident fromthe above results

t hathenisaidskigjcempositanie &r treementsi birsuiems wid $kmp¢qmwdltlon further
skin c %pﬁmnéﬁﬁﬁ:oﬁﬁbﬁ@é@% hdiQRSzes & é‘\éﬁ sdill sihiff g(%ﬁfgd}glo\%é kbRt
and the rava age, sun and toxic su

i ncl udi FRytm ﬁgkmmﬂlpﬁféfmmcféﬂl@mmprms fitdedsabnehmaturally occurring

gr owt h. I exE ROt e safe, using conponents
t hat have b)éen sﬁ%v\cmlblt?gl%fggfaccept abl e to humans.

2 Dea RbifositfinH@cddil X3 ik wahgﬁéglrsgﬂr&g ESSI%‘HS [Pé?%eolpf!ytr})én? of
subst ances, a substantial’ly honpbgenebus m xture
obVaRklespnd samprises p gy eyof afdpdst %dattlr(al extracts Kragtiors thereof or
Pr & positiénal CYREN
C a7 Rt 2P KPR GEABARN fee

ﬁ‘%ﬁ’ﬁ@@@ta@ unpaposikipble erzllwm@lwatzccwlszf@m dngatt @lybzne soja.
n&l ications cited in this specification are herein
6pippsiicadeesyding fatlaimde whersiniréfired ofl fiomdgrapeissad and from Cocos

pu,lgjc; tafe%es@fl pat ent application were specifically
and i ndi vi dua y indicated to be incorporated by

4T €A @R ﬁton'%&d?&lifi@g) ctlgh% £ %@rgﬂ'sglg fah{](}éﬁ&%tsoa? fagpeen

descri d in sone i'on ahd

5.exR88hsosltRdh aQ&ﬁcﬂQg?‘ﬁysle& fbvﬁér% 3§a18 HQ% z%!r)]&Q;%‘nBE ¥

will be readily apparent 'to ose ord in
6.t N& c@hpositidnlab@din®lo didif 1t %ﬁ‘gl?l@ga c81§1 65“0?1 ik E}Y Btk hent of
that certain changes and i"cat on Tede
t Huweiss idicamprise éifmeﬂ oHgfrém Grfmartes%zpmd cbcczsrnusgfame of
the appended cl ai ms. CLAIMS Wat is clainmed is: 1. A
7.5k FOsEIRHR Sld AerBRASitiop 9 f edsmetiethp a¢aspiably campepn@lbmprising in parts by
caophapents for topical treatnment of winkles or
hi rsutism conpri si ng:
0.5 - 5 parts of 2-hydroxy-2-methyl-N-[4-nitro-3-(trifluoromethyl)phenyl]-3-(2,2,2-

trifluoroacetylamino)propanamide;
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an effective anount of a physiologically acceptable

4-nitro-3-trifluoronethyl phenyl substituted
w@edo7lossrbacyl am nopr opanam de, wherein said PCT/US2006/033291

perfl uoroacyl group is fromz2 - 3 carbon atons and

sai d propanam de group is substituted at the 2-carbon

atomwi th at | east one of hydroxyl and nethyl; a

B I W O B piiiibEl Sighardek@dctsaeRHEd fr6th tit %rblﬁﬁﬂns@ﬁ}?g cif Japanese

naturally ur,r refined oil, a_ tri cerid

fraction l%l‘r?ﬁ”?ﬂf#?"%f”@?ﬂsesaq“ﬂ an Bvsaﬁquﬁafb@rﬁ aEtlon of Brassiesroleifera and/or
atons to @[y@,y,gg@aan at | east substantially honbgeneous

m xture; an effective amount of at | east one

physi ¥ -Sjipeds ofireficcieplt fedmh grapsicedmddaocossndimaen sai d

skin co%osmi on is for treatnent of hirsutism said

5 skin% ﬁ?f%ﬁoxiémtﬁ@nd optionally conprises a
m)ist in _conposition is _for winkle
tr eat 0 a“s?@ ° i 31PoR aloms &t sutficient ameuntde provide a

| east Onesuﬁﬁiriﬂiaﬂj/ homOgeastik nit@uf| ant extract or
fraction thereof. 2. A conposition according to claim

13. wAebmpasithaiadcordinp asdldinor) wherefnGhidtahBoxidRat A8 Witaffns A and E.
wri nkl es and conprises a mxture of at |east 3 natural
eft r Acbmpositioaatéoodiag tdedimor, wherehaaidakaholanBbpropanol.
equi val ents, selected fromthe group consisting of
10 J é@aﬁesmp%ﬂmﬁmecmﬂdmg tcm’lfklmrﬂ; ehsein Ja;mnesreska@mt:cﬂ etbfréhkincense are

fraction of Brassi ¢ ifera d/ ine s . 3. ) i
A coé%sggt. o B R Ry e s ongin b s rina Gveie soj
Lape seed. and .f 0s nu fera are

pr esen?&e% " O osgfoplo(gﬁos mggéﬁ 2Ry ec?P‘%i‘Pﬂ‘feEtS comprising in parts by
wherweiphtsai d ant| oxidants are vitamns. 5. A
conposition according to claim2, wherein said al kanol
I s i seppasisafidihyd6xy-A-noaingdOé|4-iivo-3aoifochinteghyl phedydi372]2,2-

15 wher ei n Stﬁh&'o gacn&ps%@gr%[g?a fcgr the treatnent of

hi rsuti sm and dmlsfromGchme soj a

and Gag@BoMwAek 085a 3 o?natﬁ?a?%ﬁ@trs 'of;Jaﬁl‘ﬁ{eE‘e GREPQY! frén%hcg{se and an

cosmetical |y acceptabl e conponents” conprising in
by wei ghtunsaposifiablg figetiangfef least one of Brassica oleifera and Glyczne soja;

2- hy 4-ni tro- 3- (trlfluoronethyl)pheny
1] - 3%82)§§p§15m%|r? qeﬂgfaggéf‘@@ﬂ lani no) pr opanani de; i ' art|l
| $t 2 j kt

ract el.ected fromthe group -
consi st|érj1%a?ésf)@j<ﬂt“°§%%§t%al?ﬁotmeed franki ncense, and an

20 unsapQni§ i20Lead a[l%tol mr&s 2Bl % ?@mg £l ﬁ&?ht %ﬁ]lg(\xﬁrto growde a

dycine soja; 50 - 95 parts o I ned ol romg

seed and/sy Stm@,lbshqimgplﬂ@naml@ure 10 parts of

antl oxi dants; and 2.5 - 10 parts of an al kanol of from
215 A sesHisHC shiimpampasition cemprising in apssihytwaightpr ovi de a

subst t| al nogenequs m xture. 8. A conposition
accoro Rgs P&)é/EY‘%?WQEFmeWﬁ(z‘Neﬁ‘lrﬂl%g'&trlﬂﬁ?fp’@ﬁ? nEhh@)"&ﬁe@ 2,2-trifluoro-
Vi t ami ns aetABRinG)prépandnfd@Posi tion according to claim
7, wherein said al kanol is isopropanol. 10. A
25 con‘p@§i11artsnfemcnxtracd|fmg1 Taparekelinmtweedwher ei n Japanese
knot weed and franki ncense are
0.5 parts of an extract from frankincense,
0.5 parts of an unsaponifiable fraction of Brassica oleifer and/or Glycine soja,

40 parts of refined oil from grape seed,

about 47 parts of refined oil fraction from Cocos nucifera, (middle chain triglycerides)
30 1.3 parts of Vitamin A,

3 parts of Vitamin E, and
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present, and an unsaponifiable fraction of at |east
one of Brassica oleifera and dycine soja. 11. A

W@ oEmmsi3el ski n conposition of cosnetically acce@r/asioes/033291
conmponents conprising in parts by weight: 1-4 parts of

mmmyw;ﬁwmygpgﬁ%ﬁ%ﬁg$a byl;-N-[4-nitro-3-(trifluoronethyl)pheny
|f|uoroacetylan1no)propanan1de a tota

off3. Pagdsmetéd skin conthoSitionat dkbticaHs 5&9&@019@0&%&@&? rising in parts by
knotme% franki ncense, and an ‘unsaponifia rac? i
of Feighkast one of BraSS|ca oleifera and d ycine SOJa

art ref e.se
of aferdiraab Bl by NG g & Ceugiomaitg Apksny B-(22 tiftuoro-
5 from 2- BanﬂQ@moﬁiqﬁmmﬁﬁesufflC|ent anount to provide
a substantially honbgeneous m xture. 12. A cosnetic
ski natdeaspiiisparts ofire€ioeroil Bom Gilicimepajiutasd/oy Coeis ghéiferd). 5
parts of
2- hy&r%&?ﬂioﬁ%ﬁﬁyﬁmﬂﬁpminltro 3- (trlfluoronethyl)pheny

pir ¢ 25 G110 gA o ol s e S oatic o} ampa fnprovide

of an extubaehtidllyddmbsarkisgRmuse, 0.5 parts of an
unsaponi fiable fraction of Brassica ol eifer and/or

10 Gy & compssifien aoéﬂrdi:t@rtb slami 13, ecfhimedsami refildd@in ig pepst HEfsh 85 — 95
about 47. art refine fractjon fram Coco
oo Posy i SR i Gegheics P pistbnadiom 2§ Ratfr o8 pmoisturizer i
Vi t aresént i, an@feediveanuntVi t am n E, anduse 13. A cosnetic
skin conmposition of cosnetically acceptabl e conponents

dSmar inethedgofiskinparet conipyising bygpting 10 skin% compbsitieH accordlng to claim 1.
2- hydroxy-2-nethyl -N-[4-nitro-3-(trifluoronethyl)pheny

11p- A-rhéthdt] &F skimichtewompeisiag ydphyingto skipa@papasiistticc@ting to claim 12.
| east 80 parts of refined oil fromd ycine soja and/or

15 Q8cdsmethwi dfekia;cai2 colPriging dplydig @Rkin@comMpoditon RB6kdihgDo claim 13.
10 parts of an al kanol of from 2-3 carbon atonms in
sufficient amount to provide a substantially
honogeneous m xture. 14. A conposition according to
claim 13, wherein said refined oil is present in from
85 - 95 parts, said antioxidant is tocopherol and is
present in from2-6 parts, and a noisturizer is
present in an effective amount. 15. A nethod of skin
care conprising applying to skin a conposition
according to claiml1. 16. A nethod of skin care
conprising applying to skin a conposition according to
claim12. 17. A nethod of skin care conprising
applying to skin a conposition according to claim13.
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