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15  Background
Mammalian skin and associated characteristics, such as wrinkles and hair growth and

loss, are significantly affected by hormones, and the individual skin responsiveness to their
levels and ratios, since there is substantial interest in the treatment of skin and its associated

characteristics, there have been numerous reports of treatment as palliatives and cures.

20 1. Wrinkle reduction:

Wrinkles are skin folds and creases caused by dermal thinning and loss of elasticity,

which is a résult of the aging process and/or exposure to noxious substances and/or physical
factors such as UV radiation, all of which adversely affect the skin metabolism. Wrinkles are not
a medical condition and as long as the substances employed to treat them are not systemically

25  resorbed and systemically active, the preparations fall into the field of cosmetics.

There are many claims to inventions for non-surgical wrinkle reduction or removal, but
there are few systematic studies to support such claims. There is a plethora of facial creams
availeble containing a variety of substances, many of which are either inefficient or induce side
effects at the levels of efficacy. Thus, it is known that topical vitamin C, tretinoin, or isotretinoin,

30 while transiently improving the wrinkles caused by aging and photo damage, have a considerable



bl ocki ng the neuronuscul ar junctions is not physiologically acceptable and
has its own particular toxicity. Topical and/or system c application of
estrogens of human origin have been shown to 5i ncrease the skin coll agen
cont ent awalzdhemsdincr ease skin thickness as well as tPE/G0ee3829t i on of
Skl 0 %Fhaﬁ*’ Which directly reduces the winkles' depth.

d T % p%ﬂgﬁg Bar K @%t;ra&gerasthls gﬁhmﬁhmlfbnycg;mnlcltph@é@? bﬁsmmb se of
re UC|ng e .si gns of skin.agj.ng.wo not . medi_ ef ensi
bor mat of ogiegkEe S8 SeRimsBi sl R pioeP i EPbR 50 s SHR BREGS ¢ ound
reduct i ontexicityhe wi nkl e depth and i ncreased hydration, but also, albeit
to a 10degree, a systemc resorption resulting in a rise in prolactin
(Schnidt et al TopickRA6/of sYkteshiclappinoatied of%ﬁ(ogénsﬁﬁﬁnﬂaﬁ)omgfﬂmw&fe@{ showh @pi cal
manmal i_an _estrogens f r skin re eratlon th ou% ﬁ tlve cannat
qual i 17 adepaeedlbimcelisppauent RS feproaknRickhET S PEL 1 FPICHeARTY

Creans. C@hﬁﬁiuébpﬂﬁ%ﬂﬁﬁﬂd’s&@ﬁﬂﬁdmﬁﬁﬁﬁﬂ&oﬁi thy wiilidest ScptH. lo@e@s, giviy ch are

found in a varj re.the fl 0i d wer e, shown to have a
roeh*| bwe ma S Rty 86 S0 Diiutie A RRnE R SeFE SeaRiRihg O h
applicati @uaulﬁhletybeaﬁeemﬁlqtdefeasiblbbadxrﬁwﬁathM1mlekglor@BamEd] catmid! d6dill7-p- 2002 Akt

Der mat ol £ nbi nations, of. differe
i ngr edi en‘F%t""%‘t‘?I ad‘)ﬂ§‘ﬁ‘€‘il feé‘écm’g H’c‘ﬁ “Jé}g?‘?pﬁﬁngérﬁfegsed bﬁ% gbu B‘ﬁ‘ilta[‘j’g’é %orat)gens
enol | ijent ﬂegr@ﬂ%@ﬁﬁﬂr&sorpﬂﬁﬁire@lﬂ&ng inlﬁey.se fﬁhﬁhld{cﬁﬂ[ﬂchmtdy ettal, WGMCDetdmOIS kin

and reduc ti i nkl ries .0 o) nd its
i ngredi enggé’? %ﬁ%&ﬁc@@m %’H’@W ity ’age Q8% SfoérSkl%regal}eéa%o%Taﬁg b @30@ Oenetic
t hat reducaqunalﬂfk 1] axg:smbthzsaraspammmhndmre mbaghatieeddh tesntetic creanch Certairer yt hema,
edema or iJfr tion tem ¢ g I, I 0 the skin
and does Rb{t %%1‘15( ésipeclaély e ls%lS vones, Wl éch tﬁ&% IF aV ai’é@ ot pﬁg{g e{s?igztfl
substantiéhwmmﬂsan&pmmanbhwhﬁnnamﬂhmadﬁhzﬂmmﬁnp@smmﬂ0m9g3$ﬂﬁUmMﬂgnﬁenale
faci al, hali 1.dl o i i i per cent
of worlén SPIL@PicAis R RARSaBkS SRRl g iGH 258 RloDehidt 12

mal e- 1 i ke2pd48ern hair growth w thout underlying system c endocrine

pat hology. IH is characterized either by higher sensitivity of the hair
follicle andr Ofefe atcnfyticomsinktionk b%ﬁmmnmnn dpmbiicg/sech slantioxidthds,ogen

| evel s. S CcO era ' h cosnetlc
cat egory SWE%S’ 3@%%63?%6?%3'8%%“ 3&‘%%%%; aC| a% @gii?)réggé'q% rg:[eﬁﬁtfée %ﬁd | eads
t 0 psycholndjedat ths Gatingtionas svrinkles varied igh the commisitivn el itveagrediantst opi cal and/ or
system ¢ pharnmacol ogi cal, comnbi ned with nmechanical renoval including

shavi ng, depi | ahaE isetaerem&xaﬁ@d fcﬁﬂawﬁslféj di¥ctiv @satetic ihat remees yiitkiieg] had\O

2007/ 030341RCT/ 1JS2 0332 ribl ete snvi.etformn,
oLt Ty SURTALE PAPODAFPE SHEsnie Rt PANGE B o ROy PEE w ¢
adver se gadbi fiplitdas thenkih asd daes hat,resuB id Neagtietic aiih yolohiton, &5, iss )
concomi t ant tar geting drugs inprove female |IH either

by suppre§gF@W”gV“PﬁE“ﬁ§W% %?E%ne synthesi s such as by inhibiting 5-a
reduct ase ,C 0 [ sterone (by
finasteri 5@\?&{‘ F’Iﬁ{’)l%%g %ng%?e%a? bt gvgﬁn?{bc%%ﬁts . Fi nasteride and

ant i arrdr ogens mpmommlyaxghmmwoédvohnn wo piertad by adiopathiveldrsitieg @deias t hey
can cause fem.ni z [.

pr ogest age}r;]cesswe ma e-llg'k% at?ectirll, flau‘egjlrg@‘!h%r%h&tgﬁl der@ﬁ@ 1'te':f‘mr? %oﬁr&%&%ﬁlo@%
hypertensmmmmm$Mﬂhmhﬂémhmhm§mwﬁdmabéﬁeanﬁﬂkbwuﬁpgmygsmvh@¢é@ﬂmhmkenla and

endonetri t |cal use
vas.recentl o BRRF iy iR HRE T o Bder sl AR prbdgi el i B

agents of cos:r@nacadagogemw @pemlbfrdarksaxeﬁsmmfaﬁEMmwlmndﬂwatqnsmhplqewal
preveny, ﬁ“ aldrogen binding. Wien tested topically in male androgenetic
alopeC|a t hey proved to be substantially systenically resorbed; they are
‘not approved f 84 56187,
i.e., N-substi c@ﬁmn E.eﬁ quﬁiﬁg&%@%ﬁgﬁﬁy He %gl V\O/}a‘“rb?étg esy ed

t opi cal | y;mebliamcalaemo\naEuﬂudlheﬂemg,cbmiammedvam;lguahwkmg.lldtsyr imtenee mulsedmon
metabolite, 15 which is strongly antiandrogenic. Topical eflomthine

i nhibits om thine decarboxyl ase and thus the conversion of omthine to
putresci ne, which regul ate the anagen phase of the hair grow h. '
Mechani cal depilation by tweezing and depilatory can potentially
exacerbate 1Ff by stinulating the growh of thicker and coarser hair,
maki ng subsequent treatments nmore difficult and occasionally inducing
folliculitis and trauma to the hair shaft and skin. 20H can be considered
a nedical condition, but as long as the substances enployed to treat




IH are not dermally resorbed into the body to becone systemcally active,
the preparations fall into the field of cosnetics. A topical cosnetic
conposition not resorbed system cally, reducing the hair dianmeter, color

and rat e woh 260503645 and not changi ng t he appear ance of p¢hessmbdsszwaul d be of

beneijj,h o 1Q n affected by unwanted body hair. 25 Relevant Literature
For "V ﬁrr"‘rk ﬁé‘?t%) m%éei"éﬁfy“s@' thhia) prizadrilyeeantantidiatati¢ faainient, kaown 10bs ofi@s f ound
extensive_use i osmretics: .resveratrol .. W04/ 026,222 . W01/ 30314; d ycine
cota U SaiRpdd R &R roid ST ot e o S Fhis Pepo e
2005/ 0112153; .grape seed ojl, W01/ 17495; Boswellia serrat U. S. patent
Sopl i cat L on nolheBEassTSaes AR HA6 AT BRI B TP UG FHEr o Uy 6.
Pat ent 30 héihonSsyathdsibh asfly ihitdiidg 6 SedBQRO civeidion UBkostiigleqyed i n

s,useful in a variety of conditions where its effect on the

formul ati qn , , §
skin r éceﬁwrgwgsfea@@i(ﬁwa@asﬂ(@» 8r byhlpeking thrpndrggengacepiet. Figipsteride pad
3 g ;eg 131;3 |5 Z ahﬂtﬁgdzrag‘eﬁﬁ e e:aitl reihs cﬁbﬁteg gf ﬁdixﬁélﬁécg cﬁiglbl%iriﬂg afeQ fHley €dn @{ésgg%rﬁ%r%idﬂge 5

; rmat o ur . - ; el |1 JgSO et, al . ug V ReS
59: 292- 30852. e %‘tﬁo%%%‘ﬁ‘?a‘%ﬁ?ﬁ'}egég@b%}’@%%% Pt “ﬁﬂé‘%\?‘l“i REgReRes, c
Ref er encesarfids tharisk o€ hyiperficiiol, tierad batgnbolidnt) ldlab&es mlittic] @ygdercBoleffabRitia 420S .
5,889, 054, 6,139 829, .and.1,180, .. i scussi.on of hornobne, repl.acenent
O oune s et 1AM or e SRS S e Tl T e BGES TS o
Goodhear t (skk Labtiklerady NoaaterdRial blogkdipasgtiss afithk dadtogamredepidd marh' 28 fidamlidetor Pri m
Care 2000,. 3:.329-37; iz R . ."The al yat i on. d_ managenent.. of .
e utt Snbiedlpgite PR dhalguen pindiS SHELUAES OB AR INEREMoneein |
"Renoval they prowsirtd belsubstanitially syatemically’msdrant Beyae cotappr@@0 Zor [HEhet4Q7FHel; and

Resoar ch Sndsprdt 888yt o sy 37 100Kl sl hbioR b deiles 1

10 " Pr el i wemdgsied Ripaalin dok aretvartbelasmsdoiveitedsybiemiczibfinthle vehmbomewbditgi dal

Ant i andro < : I i i\ e

For mat on o i sBotelParigicrosk b o ool by BHE el ety i 2

51: 47- 55, tharonverion oBoraithing to putteFeipd, sdichagpuiaterikly avggenipbass pEthe halsgrowlis

2004/ 0224935, Nov 11, 2004. BRI EF SUMVARY OF THE | NVENTI ON 15A cosn®etic
prepar ati on f dvicchpyidal depilatin by Ovdelhiag sid deplladery tangetentaily cedcetbote e r el at ed
characterj.sti npl L iahly.hy hohi ¢._subst an

cont ai ni ng ke BT P OER b el g Rt R o R B ey
per f | uor oamsdceasiondly igptucipa fdliduliigs andittinmatopin/isirehafigind stih.y accept abl e | ower
al kanol as a vehicle, in conjunction with solubilizing additives,
partigol arly riefcaebe songadrad wedidial Sondifidn, biels dsik asiee subendes bxgplygadrtd theat

fractions, ,assocjated 20 wt e rticular characterjstic bein r eat ed.
A faci o TARE SRRy St e Bl Bt SheB R ARG B g Rl pat § n
t he fenal itd thefielll ofwbmetich Ariopisalicbsimatio porhminaibh Yot esspibed/systamivaihs radutiag Ng
agent. A faci.al. care cosnetic preparati and tts use for.reduci
ok oo ERBHE RSB o R tirorBisRR R AoEthaRll el Sreltict Bl B KOGy | o
or fracti often¢ihér eafenaifictedby wmmahted balyhaient i onal additive(s) particularly
anti oxi dants. 25The preparations are substantially transparent

non-i psi t Rblevight Liteatde Whi ch topically applied are rapidly resorbed into
the skin to provide for the reduction of winkles and/or hirsutism The
preparati ons diBWHBHesahs pEsqf aprRp! efrasteindihain factions basfaend eptepsiys UsEBICRI PTI ON

OF THE DRAMNNGS: RiaReitrol, WO0400d 2.3 Qs G3 14/63066 54)3 328 batentipbliddion nos.
| Ebi i ari bASCRI PTI ON OF THE PRE}(!:PERRED EVBODI VENT Facial care

cosmet i c PIOEOAYEOP-GRL/UMEL Gy, LAPP QLRI Trarps seef R0 Y PPV EHS S Ranpeliia seregia.

ef }‘ e]g:ti Veudpatii agflicatiop hglmbasl/@mxmfgﬁ?ia?mmbm?mﬁ? COUBR hik e U] patkdecar y|
pol yf| uorocar articul ar a subs ut e enyl , i )

perfllé r o%‘b?isgﬁg%glluﬁ ?Pér??‘&?@?‘fe"l“ﬁ‘s@&ﬁjpl?ﬁﬁ‘{ ‘f‘gﬁ’fﬁ’\ma{‘?\q‘sb‘ﬁf@r‘“ BvaEhiRinent s

lor ovi di ngccfnaﬁi_omd'drei ilweyffeae,ﬁﬁ{eiskia rﬁ!&ﬁto&?ﬂ debirdblet (1,S. Batkrf@}a@.rs,ahmmq&hi@nd at
east one refined oil, fraction thereof,. an i oxi dant .
(By eff fodt s A ibﬁffef?{at?&aBﬁre@uﬁr"rﬂ&Ftéﬂ#%ﬁ%&f%%fi%%@f Bt

t her apeut $wrg e8:57885; Felifaen & ahi20bEDniglDev®Rirpy:292€308). maj or anount of at | east
one refined vegetable oil and an oil triglyceride fraction and a m nor

anmount of a physiologically acceptable allcanol of from2 - 3 carbon
atons. The refined oil and its




10 triglyceridic fractions wll be present in major anmount in the facial
cosnetic conposition, generally at |east about 50 wt. % nore usually at
| east about 60 wt. % and nay be up to about 95 wt. % The refined oil

wi Il be wpgedabioss 101 | s such as grape seed, rapeseed, peYREANs:ls and at
| east one of oil fractions of Cocos nuci fera (C6.10 triglycerides) and/or
d yckhe Baf '%@ﬁ&ﬁ%@ﬂaﬁ‘l% % medi um chain triglycerides). For winlde
reducti on, e conposition will conprise at |east one, 15 usually a

conbi nati on, oRefgienaet offiaterestabr tevetingretikles includatts. Batent nbe 5869,0540r synt heti ¢

conpositi .dan but, . be .a xture of
foo or mor s SR K Eloass. X anbiRaby AREAAL RGKLARAs clh 1ol

addi ti ves. E@@ﬂ?’ﬂ?ﬁ&dﬁ&ﬁﬂ%ﬂﬁﬁﬂ@ductl on, the antioxidant will usually be

t ocopherol and optionally a noisturizing agent will be included. The
prepar at i ons aFwe IH{set Gagtheatits tHindutish: Imﬂmbgmemﬁema&es T Wayw,a'g ggdﬂmiﬁt y
applied to~t S ti.al trans i re it does
not causeocl'rglf.qog.’%%é 39’[‘%%’281{%&6 allgﬁgn%néln a’B%ge E’:ﬁ“gF u(ﬂ’ éﬁ’lly The
prepar at i G483, 409936007, éhmeb@dgesy)sUe:nitdal“Rymovﬁhﬁ‘ Labvhmted &blamlryffﬂntmrmoc ar bon

conpound J : i tuted phenyl e e

per f uor o?@’% Cgén‘l‘leiré((%%Vlrsck) 13% Wg%epﬁtﬁ’eﬂréos éep%rr ?mgrf? E'ﬁ‘ﬁ‘éﬂ?r"s%ttfﬂkti t uent s
will be 4 mwdlﬁwalﬁﬁédrmmmw, 20Co2i 2R 23468). AkotD.Cousty-Beriinet &ist ar e
4-nitrgy 3= ¢ ﬂﬁﬁagﬁ!ﬁ

perfl ug); oa%{/ lron?%%l rop ana?n s&‘)ﬁh %rﬁfe%"{néﬁ}ﬁ’%ﬁ%rn 3 eﬁ%criac})égmimdmrggﬁpm fhg of from
2- 3 car bdtt: Reletian criﬂmrs%stanpr@pamwlmd?ognam Of sCoubet Meabdile, Abretofk

2- carbon ah0maMAR: Bl | 8ASS L Q5= e Jﬂég&

particul ar (lwg%er st ar e®g1 slo@n%s%di%)egg ‘ign ’U@gaég}; 3%3"%) gpd% 415,
r ef er enced0RHENE35 Movolds 200ul ar, these conpounds corrprl se substituted
phenyl al ani nes 30 conprising of a 2-hydroxyl, 2-nethylpropionyl and a

pol yfl uoroam do group. T Fﬁﬂ@ﬂm@; j rﬁhtlﬁ%{ﬁ of the formula WO
2007/ 030341PCT/ US2006/ 03% erern 022 'S ni ltW@XOZ) cyano (CN), or
hal ogers, pref ex aksméné reﬁrat%ﬁ%r%bphoﬁﬂﬂfn&o e ekif T@%é&n@ﬁt%@ﬁbﬂ%ﬂ%ﬁt&hl orine,
nost pref e[]abl y. fl uor] ne; wher e hal ogen preferably F, d

and Br, mbPacsighcs pmploys ﬁ"Pﬁ’é?tF%gtﬁhWWP?}?*? W@Sfﬂfé’ﬁfd‘m{?mf%ﬂgrﬂ@st pref erably

CF3; Zis aﬂ@ﬂ))}lyﬂﬁ?&a)‘%ﬂrﬁrﬁbulaﬂygsﬁ@tit&ed preafiSp Ml oYoalylhRing- profimidé ef er abl y
to . the androgen receptor and

0O to 2. These oundgs bin eC|f|c

have acti \)’f@?pﬁw[%% Y?fﬁeﬂé}l‘?ﬁ?ﬁ@ ”rn@t‘i‘ %P’%hml‘iﬂnb‘foé]”&ﬁlcv dspyhEZipg cept or s

in the skiatdifwes, @manmmmmdr\emmﬁhnmm@mmﬂ @yo&ﬁdmg&&eﬁsdce%pt ors
on when adni ni st

oot o207y WS iR eyt B Het s Faoleh G Bk ieporteon B T ot have

one or rromuaﬁmeﬁmmm@"mefmmma haif’ fmmlmaipﬂaﬁllyr&nplbﬁ axﬁ@igtumﬁng acem c

m xtures Qr olved in their. enatlo nant

The. sub; e a0 Goré Sl brep bRt B B esPS bRl b o
ways, var ydmgabbﬁe & Inextp of haturh bextrpstoadidttions tha&eﬂamd optidaallpambéntivhadr si de
gr oups. A gle SV t%&dxg et hod is described in Seligson et al. Drug
Dev. Res. pa:%cél Y dflﬁe subj ect corrp03|t| on for winkle reduction
enpl o effect ve anpunts of |et of ysjol o acce tabl e
naturéﬁ extrac aeparﬁ?%ﬁegngs%nﬂéﬁ aWI 8’“?‘%’9%9 ‘?Fp ieh PR Y have

sal utary afgliedirs raprily lfehebeﬂkntu i ad plﬁﬁ&e ﬁ)ﬁﬂl\é@edudstloﬁmwrlﬂlﬂ&&nﬁ@f a
substantl‘gslg?‘/| glform onp05|t|ang Extrac s flnd application

i ncl ude J S b PSRBT RIRY AremPLaRRTeH bk Sisteming %% | abl e fractions from
vegetabl e oils such as Brassica olifera (turni p, rape) and d ycine sofa
fractions, as a supply GRIEBFDESRIPTIGNOF THEDRAWIOQSs free radi cal
scavengers are used, either synthetic or natural, particularly the

anti oxi dant viNami ns, Vitamns A and E For hirsutism

noi sturi zing agents include high nolecular weight fatty acid esters of at
25 | east about 18 carbon atons and up to 40 carbon atons. Various types of

nmoi sturizers can be used that fall into a variety of classes. Qccl usive
i ngredi ents include petrolatum mneral oil,

-




WD 2007/ 030341PCT/ US2006/ 033291 ric T aflit ifritinalerii,:ljlifibt fats
(cocoa butter), animal fats (lanolin), lanolin acid, stearic acid, lanolin
al cohol, cetyl al cohol, phospholipids, silicones, etc. Humectants include
gl yceri nwcp;}j(}@-pi)ﬂuﬂne glycol, urea, sodiumlactate, sorirwuszsesmssaool i done
carﬁﬁ @1 f et.C., lients include octyl dodecanol, hexyl dodecanol,
ol ey LaFeoH IV o FadiiiiDl:s CRER TION OB ATHE PREPERRED EMBODEVENT: 0Coat e,
nyristyl nyri st at e, isopropyl nyristate, stearyl isononanoate, isopropyl
pal mtate, or F@mbwampbm@m@mpaﬂ'@oﬂs are- PFO‘MWSTKMCGQWQ%MOQSW%I e

preser vat i ¥eg, |t the h mgpﬁdﬁwtgﬁ@st&g rlglhggrgaﬂ{d?ﬁ'pgﬁfﬁh&r&a;ﬂ&fn storage

purposes to In on of the suscep | e 1.ngredients, e.g.,
BHT, BHA @erumlmsebmutqdwéenyéma@mgrowy!aémopmwpudﬁ ﬁmwy%wgbpféerand

2-tertsh ut:é/r%%oﬂe ﬂ{)ﬁﬁﬁﬂ@ mrg% béﬁ@ﬁ@aﬂ@so‘&ﬁft}t aWey hﬂ@%@r zﬁﬁlé.t RN Se

et hoxqu n OXY- ro-2 -tri rret@' qui nol i ne), prop

yl
gal | at e ( &efined eil, &é‘i’f@n ﬂﬁ?ﬁ?ﬁ)ﬂl @%@%ﬁlly a“ﬂ@ﬂ%ﬁ‘ﬁ’é‘r eff?“(’ﬁ'é’%%‘?‘&‘?t@ﬂt?%‘ﬂa etc.

To varyi ngutﬁa%%émt%ﬁ}@hdém E%ﬂﬁ@&fé&ﬁ)ﬂﬂ%@elﬁé&bﬁ/ﬂ%&dpﬁ&d &Yindj reanfoRRELf
properties for the purpose of ese conpositions may be substltut ed for

the speci ffleastenepeieed regsiablenflpesl il tTﬁé‘éeé‘d%fS?’Fﬂ@h@ﬁ‘tas‘mW‘IaWOB’ét %&ed in an

effective Hﬁwmgﬁcaﬁ a&éﬁﬁﬂl&ﬂ{ahbl%fﬂkmm—lm&b‘ﬂ@fbﬁﬁtTl@m&m&@mpﬁ{dhtsCm arly the
reductlon wri nkl es ‘or_any hair exce t Scaﬁgfafﬁ-l;c he foll ow ng

tabl e lf nd“’&’éﬁf"é%dl? Frectiony Wil OF prsgenpin maigr OF’E{?Fﬁé’ng?F‘tf%e skin care
reduci ng GeH¥RMS it le@habothizddlva. %, m&emnﬁﬁttledgd’dbaﬂ sRamnge, apdimby bdyp teabgint

2" hy ar oxy S5 ee iye e ] PR o ROl B AL B b gy SPpR AT © O

(2, 2, 2- t r iidaktwaeBlal Hctds BOLodds a@@mﬂmd@ trfdiyceridesh dn)l/oOGBcine Wid (seybeMadiyr al
ext ' aCt S (r)n'eﬁiu;n c%auq gg?y&é&%fﬁc?r%ﬁa?deﬁg&c 100, 9‘1!3 Q:crn%‘go\éa TR %vglpéo}npgselat.'leaszt oge,z )
15 usuaily a combination, of plant natural extracts or fractions thereof, or synthetic composition
equivalents, at least one antioxidant, but may be a mixture of two or more antioxidants, ¢.g.,
vitamins, and, as appropriate, other additives. For facial hair reduction, the antioxidant will

usually be tocopherol and optionally a moisturizing agent will be included.

The preparaﬁons are at least substantially homogeneous. They are readily applied to the
20  skin as a substantially transparént liquid where it does not cause irritation. The compositions can
be used safely, repeatedly. The preparations are not resorbed systemically. The alkaryl
polyflucrocarbon compound employed will preferably be a substituted phenyl,
perfluoroacylaminopropanamide. For the most part, the phenyl substituents will be 4-nitro-3-
trifluoromethyl. Compounds of particular interest are 4-nitro-3-trifluoromethylphenyl substituted
25  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 hydfoxyl 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
30  comprising of a 2-hydroxyl, 2-methylpropionyl and a polyfluoroamido group. These cbmpounds

include those of the formula
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Wherein:
X is nitro (NO2), cyano {(CN), or halogen, preferably F, Cl and Br, more preferably fluorine and

chlorine, most preferably fluorine;

V is CXs, where X is halogen preferably F, Cl and Br, more preferably fluorine and chlorine, and

V.is most preferably CF3;

' Z is (CF2),CF3 where n is 0 t0 9, preferably 0 to 5, most preferably 0 to 2. These
compounds bind specifically to the androgen receptor and have activity in biocking hormone
receptors, preferably hormone receptors in the skin (e.g. androgen receptors) diminution of
androgen receptors on the surface of celis and low systemic resorption when administered

topically, while being topically active.

The compounds may or may not have one or more stereoisomeric centers. The compounds may

be used as racemic mixtures or be resolved in their enantiomers and used as enantiomers,

The subject compounds can be prepared in accordance with conventional ways, varying
the particular procedure based on the particular side groups. A suitable synthetic method is
described in Seligson et al. Drug Dev. Res. 59:292-306.

The subject composition for wrinkle reduction employs effective amounts of a variety of
physiologically acceptable natural extracts or fractions thereof, where these compositions have
salutary effects for the skin and/or can serve in providing for a substantially uniform
composition. Extracts that find application include Japanese knotweed, frankincense, non-
saponifiable fractions from vegetable oils such as Brassica olifera (tumnip, rape) and Glycine soja
fractions, as a supply of phytoestrogens. In addition, free radical scavengers are used, either

synthetic or natural, particularly the antioxidant vitamins, Vitamins A and E.

For hirsutism, moisturizing agents include high molecular weight fatty acid esters of at
least about 18 carbon atoms and up to 40 carbon atoms. Various types of moisturizers can be

used that fall into a variety of classes. Occlusive ingredients include petrolatum, mineral oil,
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oi I, nmedi ceride fractions (refined)
lanolm alcoho[, cetyE alcohol, phospholipids, silicones, etc. Humectants mclude glycerin,

propylene glycol, urea, sodium lactate, sorbito], pyrrolidone carboxylic acid, etc. Emollients
include octyl dodecanol, hexyl dodecanol, oleyl alcohol, oleyl oleate, octyl stearate, PEG-7,

5  glycerol cocoate, myristyl myristate, isopropyl myristate, stearyl isononanoate, isopropyl
palmitate, or isopropyl stearate.

Physiologically acceptable preservatives may also be used in the compositions, primarily
for storage purposes to inhibit the oxidation of the susceptible ingredients, e.g., BHT, BHA (a
mixture of the isomers 3-tert-butyl-4-hydroxyanisole and 2-fert-butyl-4-hydroxyanisole), TBHQ
10 (ters-butylnydroquinone), ethoxyquin (6-ethoxy-1,2~dihydro-2,2,4-trimethyl quinoline), propyl
gallate (gallic acid, propyl estér), tocopherol, rosemary extract, etc.

To varying degrees, other substances having substantially the same properties for the
purpose of these compositions may be substituted for the specific compositions employed. These
components will be used in an effective amount to provide the skin improvement and

15  particularly the reduction in wrinkles or any hair except scalp hair.

The following table indicates the categories of material and the ranges in the skin care

reducing composition.

Table 1.

Component Broad Range Narrow Range
- . parts by weight | Parts by weight

phenyl-polyfluoroalkylamidopropanamide ‘ 05-5 1-4

e.2.; 2-hydroxy-2-methyl-N-[4-nitro-3-(trifluoromethylphenyl}-3-

(2,2,2-rifluoroacetylamino) propanamide (fluridil) _

Natural extracts 05-5 075-3
Japanese knotweed (resveratrol) 01-2 02-1
Boswellia serrata (60 — 70% triterpenes) 01-2 02-1.
Brassica oleifera andfor Glycine soja (unsaponifiable fractions, 01-2 02-1

phyioestrogens)

Refined oils 50-95 60-95
Grape seed oil (refined) 25-60 30-350
Cocos nucifera oil, medium chain triglyceride fractions (refined) 3065 35-60

Antioxidants 2-10 3-7
Vitamin A. 05-4 05-2
Vitamin E 1-5 2-5

Organic polar solvent (e.g., rubbing alcohol) 25-10 3-73

Preservatives 0-05 0.05-02

The following table indicates the categories of material and the ranges in the hirsutism

20  reducing composition.
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For the wrinkle reduction compositions, convemently, a first mixture (A) is prepared in the polar

solvent heated to a range of about 50 to 80°C, preferably 60°C to which the natural extract

components is added sequentially and stirred until dissolved, e.g., resveratrol followed by the

Olibanum extract. The mixture is stirred until completely homogenous and set aside. To the

stirred Cocos nucifera oil triglyceride fraction (refined) at a mildly elevated temperature,

generally in the range of about 35-50°C, is added the phenyl-perfluoroacylaminopropanamide

and the mixture agitated for sufficient time to provide homogeneity, usually 20 minutes is

adequate. To this mixture is then added the vegetable oil and the antioxidant preservative,

followed by the vitamins. After stirring until the mixture appears homogeneous, the previously

prepared mixture (A) is added dropwise with agitation to provide a concentrate that can be stored

at below room temperature in a dark container.

For the hirsutism compositions, the phenyl-perfluoroacylaminopropanamide is added to

the polar solvent and the mixture agitated for sufficient time to provide homogeneity, usually

about 20 minutes. To this mixture are then added the vegetable oils and their triglyceride

fractions, as appropriate, the antioxidant preservative, followed optionally by the antioxidant,

e.g., tocopherol. If a moisturizing agent is desired, it is added slowly, e.g., dropwise, with

agitation fo provide a final mixture that can be stored at below room temperature in a dark

container.

Various precursor compositions can be prepared having fewer than all of the components

and the components added subsequently.
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The phytoestrogens are readily available as a fraction derived from the vegetable oils
rape- seed (Brassica) and/or soya (Glycine soja). In the subject formulation, the unsaponifiable
30  fraction (CAS No. [91770-67-1]) of the appropriate vegetable oil is used as a source of
phytoestrogens and will be substantially free of esters.
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Q her adj unct. m,nar nents may.al sq. be incorporated.i.nto.the cosnetic
compos: 11 ons. g P EATGHBroREs Hefictfhas el Bl b Gl gl T or s
and per f tmobsled Panepenifis padodeh &hese eddidres amdj adiuyéntsiare conversiopa ivetht sosnedjc, r ange

whg . % 200 S o 1 ; L 15Th bj ect
compod ¢ roBRaR? hedetah el el Aol (B ORRIRbE Bl 3T o ©°
light, bysyérephilis wbigophdlictastiveragende milvdnisgliagrancs, fitkys, bectgisaies ddarebseiteismi ze t he
oXygen p{aﬁé@é&m orto%ra%ﬁlf’f‘ e agcébﬂﬁt?ofﬂxéle Al adﬁitivﬁga\ﬁ/lg%@g?z&%aﬁ tﬂﬁ% cosnet i c

nat ur e, econtalners w attractive, may I ous shapes and
come in &owsnticsely wstd iyitheleld, Thd fof gijuends, raneerdyors 0O Yrie 10Papf hetotalppishied i n
conj unct i @he Whhihsiher skin formulations, as appropriate. The subject

pr ef erreé’ conpositions are 20 characterized as being transparent |iquids
when agpplied to the iLn. JThey.are.n d ) any degree
t hat @an be f%ﬁﬁla' %lerr? %Iéla\'/g%%%ﬁl ‘élﬁlu%e q’%"é"ﬁﬁ%@?f pgﬁé&#%%(gﬁkég%@é none to
very | ow3aghte sieamictmitduometpot ential in standard tests, and are safe for
use wi th humans or other mammals. They have antim crobial activity against

a vari _e:y of ?}’r{]@aﬁﬂilmllinigla@n?iihdlﬁl@tcirh@(ygihﬁ/lﬁom " fs (néxbdsm{;gaydﬁ_ ;[c_sms i ndt gg
conposi tion ey have ou 0 be effective. S ective a

obj oot | vESRBERet el AR e R o el hE R RSP TDi g anc
[ ftl ng aghﬁml xympylM?Hs@gamﬂgﬂﬁmmcimmrahm_pmhlldﬁgeﬁmglagnntsi ar/t enpor al
wri nkl es ser pr.ofi ry shows, a. sno [ e Q e .cut aneous
o1 o refose Rk e o Bt st SRR AP AR B A0 nE L B 8 ad M e
furrows aterates sadgryilfoplabit silibecor ethgleelluinst el phwthllers.ty in a majority of the

subjects. Wth a group of test subjects to provide a p value of |less that
0.1, over abosiiitable felg\atcohdleandGeidointiide thbseichapmmidtidviag fiam ltra3ltastthnby | aser

profilonefr i 1l. be reduced i.n at | east,about 60. 80...nore uspal ly at
Peast - abatime Ao e cpLodmnt s do Rt DDl R E RIS T ecticod
about 8- hbid9gndatvdhei®n Mmang tel polyokywldth hsestve hOEmollidd, are linear and branched

2007/.030341PCT/ US2006/ 033291 P | Ser Gi.i 1i &1kri bl ovi h ¢ f
Exanpl'e fha(né 3&%&“&%’8’?8‘%’&4% %‘% ﬁgﬂl}fg}lé, Ellsi(ag er}’cgycgf'g‘oﬁﬂ L he goaposition o

Ixtclgand G cariy are

ant i ci patpederted. Al usaful ingpbt papnaicipelybls washyy polyprof®ylae glyod! andpoifetiyieat | y
hirsute used in, ab ot her treatnment the conposition
Moo’ SO 80850 5 00y

S na once a day into the affected areas, a
substantial thinnin oss of cplor and 5 reduced face,and ,neck hair
ot i ere Rty SR ui o G s R e LESE A BRE PG B bt
i |1 ust r atch#ins aapehdr@frofayl 2 v@30 d@fboh ktaink eBpecific exadpRIndRNT Alnefaksilyptitoichm

30 jelly, squalene, and isoparaffins.

C R0

Another category of functional ingredients within the cosmetic compositions of the

present invention are thickeners. A thickener will usually be present in amounts anywhere from
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A typical conposition 100 g of the novel skin care cosnetic preparation
100.5 g extract from Japanese knotweed (mm 95%trans-resveratrol); 3,4",
5-tri hydroxy- trans-stilbene, CAS No.: [501-36-0] 0.5 g extract from

f r anki ncemsgei@hisbanun) - Boswel | ia serrata (60-70% tAGT{ERHEHRERT CAS No.

[ 8050- 07- 5] 0.5 g extract fromvegetable oil Brassica oleifera
A yci ne sofa (unsaponifiable fractions 15CAS [91770-67-1] 3.0 g vitamn E
(DL- a-tocopherol acetate); 3,4-dihydro-2, 5,7,8-tetranethyl-2- (4 8 12-

tri ngthyd tg Al nzop ran-6-ol acetate, 3.000 IU CAS No.
[769 ‘Mﬂ ]&W%}Wﬁgﬁ? é?f lc’rﬁ@m Aoyt O5%) thil 0% b reight of this epephjtiong -

(2,6, 6 t r Eﬂ&ﬁ%ﬂlkk&%&la%ﬁﬁmke&ﬁag &6%% TiHIQ E@aﬁl%lé ﬂ@tﬁr 'L:l-le Rhdep@im tat e,
2, 000. 000 JO luridil .. [ 260980- 89- 0]

0.1 g BHT Cetborol Gupg m@xy@ wnlerré)suc@s Gamtcéﬁ?gemﬂlyzelmd@fwmsﬁ@m CAS No.

[ 128- 37- %us%b&n@gu@@ﬁ&é?%ﬂ&@f&mnstﬁﬂcﬁﬁﬁé @ Zg)ﬁln&—ie@rﬂw be a&@ﬁ?lﬁﬁé’d@y 40.0 9
reflned oil fraomgrape seed, CAS No.: 8024 22- 4] 2547 i ned oi l

( Cocos nuemﬂw%l)alswﬁww 3s@/siticans o ePHOH'G‘I‘feF‘E HsteRee; licprs sups 'aéécemﬁﬂﬁm e 2.

Coul ar  t oxdnitbiés addl @& lschQR glyb@olitddtathatd dubiThoRiSASity. Rabbi t coni cal
fibroblasts, to which Neutral Red is added in vitro, are exposed to the

product at 15,1:0%53@&9,{ @KE@}%@H&H &@ﬁetfc%mgosmoal&ﬁm inkBRicaCHlesevi abi | ity
is measured by Optica Sit The culture medium serves as negative

control . POl iRciusle clipdi taly %“\‘Aﬁsm@u gaectifepliys shemyjeplly prpdified maghesiiict  has a

very | ow hﬂfﬁhﬁmtsmcate\e@gaﬂﬁalw&ﬁﬁedmmmeﬁm@nmmmﬁmﬁama\féstl ent to
t he mar ket ed products of the sane categ

2007/ d@o3%1%MW@M&°G%Y@“W@WQ%®W%R1 on of the

antim crobial properties The test, according to USP XXV, is based
on inoculatindﬁhﬁéJHW@GWETOWWEWF%FEWX%thﬁ“mﬁ¥émﬁﬁsmﬂﬁﬁﬁéﬁ§M3P aer ugi nosa,

E. coli, &mﬁglﬁbﬂfmsﬁnge&enwmgﬁﬁmwmmﬁé heRhs %pa&ﬁ&?s WAdperbies., ARWINMS S

perforned at he antim crobial ("preserving")
ef fi ci encyfibescplher aﬁwafamor.cgme@ww g8y egesevvhere, BRI Burde3t by ¢ he
bacteri al weg Hﬂkﬁm@&ﬁ?ﬁﬁbﬁd by concentration CFU g) are reduced by at | east
2 logs and in the followi ng 14 days continue to drop or stay equal to the

starti g count
S 150 O e AL L b i 56N i T 2

MEASURED pmwﬁggyacs@xmmm sgmﬂmay heceied umsnimizertipe oxygen present in the empty

space. In light of the compositions cosmetic nature, the containers will be aftractive, may have
various shapes and come in a variety of sizes. The subject compositions may be supplied in
conjunction with other skin formulations, as appropriate. The subject preferred compositions are
20  characterized as being transparent liquids when applied to the skin. They are not absorbed
systemically to any degree that can be found in the vascular system. They are found to have none
to very low acute irritation potential in standard tests, and are safe for use with humans or other
mammals. They have antimicrobial activity against a variety of organisms, inhibiting the growth
of microorganisms in the composition. They have been found to be effective by subjective and
25  objective tests, being described by users as providing a moisturizing and lifting sensation.
Mapping and depth mcasurément’ of periocular/temporal wrinkles by laser profilometry shows a
smoothing effect on the cutaneous microrelief, revealed by a decrease in the median depth of

microrelief furrows and a significant decrease in the complexity in a majority of the subjects.

With a group of test subjects to provide a p value of less that 0.1, over about 50 days the
30  volume of the wrinkles as measured by laser profilometry will be reduced in at least about 60 to
80, more usually at least about 70% of the subjects, and the depth of the wrinkle is reduced about
8-15 %, and most usually by at least 10%.
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314 / D14 321 / D21 328 /| D28 S. aureus 1,90E+07 0, OOE+00 0, OOE+0O0

0, OOE+00 O, OOE+00 P. aerugi nosa 2, 30E+07 0, O0OE-100 0O, OOE+00 0, OOE+00

0, OOE+00 E. coil 1,10E+07 0O, OOE+00 0O, OOE+00 0, OOE+00 0, OOE+00 C. albi cans
2, 20E- 1- o 20968340 0, OOE+00 0, OOE+00 PCT/US2006/633291

T L Zﬁ%g&ffoﬁnﬁﬂsﬂ@ éumploying the composition of Example 1 (although the compositions
of Examples 8 and 9 would be anticipated to act at least as effectively), in 9 out of ten facially
. hirsute women who used in absence of any other treatment the composition herein described, as
2 ml massaged onceia day into the affected areas, a substantial thinning, loss of color and

5  reduced face and neck hair growth were documented.

The following examples are offered by way of illustration and not by way of limitation.

EXPERIMENTAL

Example 1.
A typical composition 100 g of the novel skin care cosmetic preparation
10 0.5 g extract from Japanese knotweed (min. 95% trans-resveratrol); 3.4°, S-trihyydroxy-
trans-stilbene, CAS No.: [501-36-0]

0.5 g extract from frankincense (Olibanum) - Boswellia serrata (60-70% triterpenes) CAS
No.: [8050-07-5]

0.5 g extract from vegetable oil Brassica oleifera / Glycine soja (unsaponifiable fractions
15 ‘ CAS [91770-67-1]
3.0 g vitamin E (DL-o-tocopherol acetate); 3,4-dihydro-2, 5,7,8-tetramethyl-2-(4,8,12-
trimethyliridecyl)-2H-1-benzopyran-6-ol acetate, 3.000 IUJ CAS No.: [7695-91-2]

1.2 g vitamin A (retinol palmitate); 3,7-dimethyl-9- (2,6,6~trimethyi—l-cﬁrclohexen-1-yl)
~ 2,4,6,8-nonatetraen-1-ol palmitate, 2,000.000 IU, CAS No.: [79-81-2]

20 2.0 g fluridil CAS No.: [260980-89-0]
0.1 g BHT (butylhydroxytoluene), 2,6-Di-tert-butyl-4-methylphenol CAS No.: [128-37-
0]
5.0 g rubbing alcohol (isopropanol), CAS No.: [67-63-0]
40.0 g refined oil from grape seed, CAS No.: [8024-22-4]
25 472 g refined oil (Cocos nucifera) Caprylic/Capric middle chain triglycerides

Example 2.
Ocular toxicity: Effects on the ocular fibroblasis

Rabbit corneal fibroblasts, to which Neutral Red is added in vitro, are exposed to the
product at 15, 25 and 50% concentrations for 1 minute. The cell viability is measured by Optical
30  Density. The culture medium serves as negative control. IC50 less than 50% was found,
indicating that the product has a very low toxicity towards ocular mucous membranes, and is

equivalent to the marketed products of the same category.
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0, OOE+00 A. niger 3,10E+07 0, OOE+00 0, OOE+00 0, OOE+00 0, OOE+00 The
product thus neets the USP XXV criteria as efficiently preserving the
bacterial and fingal sterility. Exanple 4. Mitaaenicity determnation in
vivo 15hsab8sshsdS Standard to detect possible cytogametizeostarage, which
I nduces the formation of m cronuclei containing |agging chronosones or
their fragnents To this end, the preparation was adm nistered topically
to thHEel dldEidBupd X@B5.1. 1.5 and 4.5 m/kg, 5 male and 5 femal e per

Jonpl e s B SRR R Gl ° 20 SO T A on and the

rﬁ i cul ;)C_yt es Vriest am:quiﬂ@td USXAWds limsescmf rimulaﬁng&b«smam @fth Reclrms;;r.%nucl ei
a er stal cre In rreguen I’O Cl eal e
vy ool s ® aemeibtedd G BB nbia g aosion A C TRBREEE | udged
non- rrutjag@atf@me&tdammd fel nd Mabmﬂhﬁarﬁlmm&beal y@‘tﬁé}vﬁlgsfefﬁcﬁnwﬂﬂlﬁ&;ﬁ@fn& is 25The
corrp03|t|0n|.t nae vau an o n

S e ol Srietdied Posieaon Hdef {1 R Rl SRR AR Bl o
ar ea, undeeduaedﬂgmie@cz!agsandanﬂmtfellmwﬁngrl%dmnﬂmatonrq;mts@remmﬂtocthrs ai nred at

det ecting ede e al cul a e rritati,on
I ndex (M Ig%ft%"}'g n%o{;g yeagg?r%c\’,\@{ﬁh%t% axﬂsd'51 Sé%ff' quu#llﬂ i\ eerd %rﬁijs og}Pe'fed WO
2007/ 030344 €mitidb2®H6/ 033291 P<0. 20 Non-irritant (NI ), 0. 20 - M1.l <0.50

Slightly irritant (SlI); 0.50 - MI.l < 1 Mderately irritant (M); MI.l 1
Irritam (1). The pmwablesl VEGNCENTRATIONS MEASURED(EFU/g) t ant .
SOUCHES/STRAINS | INOCULUM | J7/D7 J14 /D14 J21/D21 | J28/D28
S. aureus 1,90E+07 0,00E+00 0,00E-+H00 0,00E+00. | 0,005+00
P. aeruginosa 2,30E+07 0,00E-+00 0,00E+00 0,00E+00 | 0,00E+00
B. coli 1,10E+07 0,00E+-00 0,00E+00 0,00E+00 | 0,00E+00
C. albicans 2,20E+07 0,00E+00 0,00E+00 0,00E+00 | ©,00E-+00
A. niger 3,105+07 0,00B+00 0,00E-+00 0,00E+00 | 0,00E+00

The product thus meets the USP XXV criteria as efficiently preserving-the bacterial and
fungal sterility.

Example 4.

Mutagenicity determination in vivo

15 The test is standard to defect possible cytogenetic damage, which induces the formation

" of micronuclei containing lagging chromosomes or their fragments, To this end, the preparation
was administered topically to three dose groups (0.5, 1.5 and 4.5 mi/kg, 5 male and 5 female per
group) of SKH-1 mice, once daily for 28 days. Peripheral blood was sampied at 36 and 48 hours
after the last administration and the reticulocytes were analyzed for the presence or absence of

20  micronuciei after staining.

No increase in the frequency of micronucleated polychromatic erythrocytes was detected

and the product therefore judged non-mutagenic.

Example 5.

48-hours single patch test in volunteers

25 The composition intended for wrinkles was evaluated as an open study on 11 adult
volunteers, after a single application to the skin in the scapular area, under a semi-occlusive
patch for 48 hours. The observations aimed at detecting erythema + edema were used to

calculate the acute irrifation index (M.LL) according to the standard formula to rank the cosmetic
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Exanpl e 6. 5Safety and efficacy after 28 and 56 days in volunteers On day
0, 28 and 56 in 24 volunteers, a.Cutaneous safety was assessed by clinical
exam by the dermatol ogi st ainmed at detecting signs of irritation such as
eryt hema,wee@sozand tuticaria. No significant findi ngsr/vestsé:8pqrted.
10b. Laser Profilometry was carried out on a predeterm ned skin area and
its winkles, to determ ne nmaxi mal or average depth, conplexity, volune
and isotropy. A precision captor is used, operating w thout surface
contact to assess the geonetric paraneters of the winlde and the gl obal

ski N e, e et Fne data c IL.sts of mlexity of the surface (or
visual i np gﬁ%{%éé%&k@ Sgalfs-ﬁ“@a‘ <%%f§“r+%%ﬂmz§§r M'gk?'ﬁ‘éswlﬁ Kot j n
nun), - vo{ShresbfMilhe luiodetatety {riitantr(hiB) Maldd: § Britama)yzed by a paired t-test
with significance limt of p<0.05. The findings are summarized in the

fol | ow ng tabl &he radcewsb.classiféd NI nob=ikriemt. V. of volunteers with positive
effect A% fromthe nean Mean SEM a (Day test- Day 0) P significance

Conpl exi t yedduipids. Day28
5  Safety and efficacy after 28 and 56 days in vohmteers
On day 0, 28 and 56 in 24 volunteers,

a.  Cutaneous safety was assessed by clinical exam by the dermatologist aimed at
detecting signs of irritation such as erythema, edema, and urticaria. No significant

findings were reported.

10 b.  Laser Profilometry was carried out on a predetermined skin area and its wrinkles, to
determine maximal or average depth, complexity, volure and isotropy. A precision
captor is used, operating without surface contact to assess the geometric parameters

of the wrinkle and the global skin area microrelief.

The data consists of complexity of the surface (or visual impact of 2 wrinkie in %), -
15 maximnm depth of the wrinkle (in mm), - volume of the wrinkle (in mm”) and is analyzed by a

paired t-test with significance limit of p<0.05.

The findings are summarized in the following table;

Table 4.
Student t-test
% of )
volunteers with A% from the Mean £ SEM A P significance
positive effect nean {Day test- Day 0}
Complexity | Day28 70% -15% 27412 0.035 Yes
(in %) Day56 67% -17% 3.6%2.5 0.164 No
Maximum Day28 75% -11% -0.046 = 03017 0.015 Yes
depth of the
wrinkle Day56 72% 1% 0,071 0.035 0061 | -imitof
(i mm) significance
Volume Day 28 70% -8% ~0.09 £ 0.04 0.031 Yes
(nmm® | Days6 61% -12% 020 % 0,09 0.054 | Limitof
_ _ significance

In conclusion;, the product has shown a distinct tendency to reduce the wrinkles after 28
20 days and afier 56 days. The objective findings were paralieled with the subjective reports of the

volunteers.
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70%-15%-2.7 1.2 0.035 Yes Day56 67%-17%-3.6 2.5 0.164 No Maxi num
depth of the winkle Day28 75% -11% -0. 046 03017 0. 015 Yes Day56 72% (in

mm -11%-0.071 0.035 0.061
WO 2007/630341 PCT/US2006/033291

=3 ' ﬁﬁ'iﬂlﬁi&;# e
Preparation of 100 g of the anti-wrinkle composition;
To 5.0 g propan-2-of at 60°C is added 0.5 g exfract of Polygonum (90-95% resveratrol
glycon) CAS 501 36 0 and stirred till dissolved, then 0.5 g of the Olibanum extract is added,

5  dissolved and the solution set aside (sol. A).

To 47.2 g of the coconut oil medium-chain triglyceride fraction at 40°C is added 2.0 g
fluridil (CAS 260980-89-0) and stirred for 20 minutes. 0.5 g of the vegetable oil extract
(unsaponifiable fraction) and 0.1 g of BHT are added followad by 3.0 g vitaminEand 1.2 g
vitamin A. The mixiure is stirred until homogenous and sol. A is then added dropwise, under

10 stirring. The resulting solution serves as a stock concentrate, which can conveniently be kept

under nitrogen in closed dark containers, at max 15°C.

Final formulation is prepared by addition of 40 g of grape seed oil to the stock
concentrate, to make 100 g of “CARE: the solution for the face” product.

Examples of anti-hirsutism compositions:

15 Example 8.

A typical 100 g composition applicable to hirsutism*
1.0 g oleyl oleate (octadec-9-enoic acid octadec-9-enyl ester) CAS [3687-45-4]

3.0 g vitamin E (DL-c-tocopherol acetate); 3,4-dihydro-2,5,7,8-tetramethyl-2- (4,8,12
trimethyltridecyl)-2H-1-benzopyran-6-ol acetate, 3.000 IU CAS No.: [7695-91-2]

20 2.0 g fluridil CAS No.: [260980-89-0]
5.0 g rubbing alcohol (isopropanol), CAS No.: [67-63-0]
41.5g soybean oil, CAS No.: {8001-22-7]
475¢g refined oil (Cocos nucifera) Caprylic/Capric middle chain trilecerides

*All items other than fluridil are listed in the FDA “Inactive Ingredients Database for
25  Approved Drug Products™ (http://www.accessdata.fda.gov/scripts/cder/iig/index.cfm).

Examlile 9.

A typical 100 g composition of the cosmetic oil applicable to hirsutism*
2.0 ¢ fluridil CAS No.: [260980-85-0]

6.0 g rubbing alcohol (isopropanol), CAS No.: [67-63-0]
30 420 g soybean oil, CAS No.: [8001-22-7]
50.0 grefined oil (Cocos nucifera) Caprylic/Capric middle chain triglycerides
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Limt of significance Volune (in nm8 ) Day 28 70%-8%-0.09 0.04 0.031
Yes Day 56 61%-12%-0.20 0.09 0.054 Limt of significance I n
concl usion, the product has shown a distinct tendency to reduce the

wr i nkl es ved bawnof84120 days and after 56 days. The obj eetT/uszobd/osaiomgs wer e
paralleled with the subjective reports of the volunteers. WO

2007/ 030341PCT/ US2006/ 033291 P C ...."'"fiaapht 3g Preparation of 100 g of
the anti-winkle conposition; "To 5.0 g propan-2-ol at 60C is added
0.5 g extract of Pol ygonum (90-95% resveratrol glycon) CAS 501 36 0 and
stirred till dissolved, then 0.5 g of the Oibanum extract is added,

5di s AP et.aside (sot. A) 2 g of the
cocoﬁﬁ'{ g?l ﬂm’&& f@ﬁt@ﬂé’ﬁ#%f&“ﬂéﬁl %df“r%@%nlﬂé‘tmﬂ@@’ephemé&%ﬁhasé fg g
fluridil (SHSoREIDEIPEAICH]T (MpHwsiv sceeliafatia 20 /sBﬂlMdéﬁ’l-lg/ﬁdé(.cﬁmg the .
vegetabl e oil extract (unsaponifiable fraction) and 0.1 g of BHT are added
fol | oned bExa%uﬂeg}vitam'n Eand 1.2 g vitamn A The mxture is stirred
unti| homggﬂ'r?olﬁ? DSt 1ontc§%ecfmphmcal}ursugs added dropw se, under

5 Ten females with face hirsutism from 25 to 68 years old were enrolled at the Department

- of Dermatology, Palacky University Hospital, Olomouc, Czech Republic. On day 0,
photographic documentation of the affected area and blood samples were obtained for serum
total testosterone and sex hormone binding globulin (SHBG). The subjects were instructed to
apply 2 ml of product as a thin layer over the affected area (upper lip, chin, as appropriate) daily,

10 in the evening. On day 90, there were no changes in the hormonal parameters; and the two
dermatologists who independently evaluated the images concurred that hair growth, coloration
and diameter were substantially reduced in 9 subjects. There were no local or systemic side

effects.

It is evident from the above results that the subject compositions provide for improved
15  skin care. The compositions serve in reducing wrinkles and the ravages of age, sun and toxic
substances, including smoking, and reduce unwanted facial hair growth. The compositions are
safe, using components that have been shown to be acceptable to humans. Despite using a
mixture of hydrophobic and hydrophilic substances, a substantially homogeneous mixture is
obtained that is readily applied to the skin to provide a transparent layer. The subject

20  compositions can be used repeatedly without jrritation to the skin or damage to the skin.

All publications and patent applications cited in this specification are herein incorporated
by reference as if each individual publication or patent application were specifically and

individually indicated to be incorporated by reference.

Although the foregoing invention has been described in some detail by way of illustration
25  and example for purposes of clarity of understanding, it will be readily apparent to those of
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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10 stirring. The resulting solution serves as a stock concentrate, which
can conveniently be kept under nitrogen in closed dark containers, at nax
15C. Final fornmulation is prepared by addition of 40 g of grape seed
oil to the stock concentrate, to make 100 g of "CARE: the solution for the
face" product. Exanples of anti-hirsutismconpositions: 15 Exanple 8. A
typical 100 g conposition applicable to hirsutism 1.0 g oleyl ol eate
(oct adec-9-enoi c acid octadec-9-enyl ester) CAS [368745-4] 3.0 g

vitam nCEfA%'_ a-tocopherol acetate); 3,4-dihydro-2,5,7,8-tetranethyl-2-
(4,8,12 imet hyl tridecyl)-2H 1- benzopyran-6-ol acetate, 3.000 IU CAS No.:
[ 7695-91-2] 202.0 g fluridil CAS No.: [260980-89-0] 5.0 g rubbing al cohol
(1 sopropanql CAS . [67-63- B. .10 : 01-22-7]
475 g Por frtspeSfropCispisa Kl S bodthoslicH TRAGRERUB. docerlii. Mpponkt0

trigl yceri thesmproved skin care of srinkles enyrsoiisse¢ommsamet | uridil are listed in the
FDA "l nactiv i @43 2P R B she Y WobsBhRGUCT S™
(http://ww. g'g(l?%gitgg gﬁ%@g‘%@ﬁ@??pﬁ‘;%@m o/li nde% ctm. Exanple 9. A
typi cal 100 perBewpassiaminppropnantide, sdhenginseid nstfluoroas! gtoyB T hirsutisnmt 2.0
g fluridil CAS3NQrbon RRRIBA -8R Rbpafafide gfd&?bé Abstahie®R0ihe ClaaphaRANO! ), CAS
No.: [67-63-0] 3042.0 g soybean oil, CAS No.: [8001-22-7] 50.0 grefined

oi | (Cocos nﬁéhﬁfe‘?fbﬂo@é’ﬁhﬁ;PWl@‘bW@y% ddl e chain triglycerides WO

2007/ 030341 PCYkia2 QR84 RR3 39 L 9B, Wéight-of bt 18isi srRink@ktly @bdtkrifd refihadidil, ar e
listed in the FDA "lnactive | nggjedl ggts Daaé%?] efsi;or %D?I‘ ove Drug
Product s" (| frigbseridegilnraction aad Bp do 0% i i?‘f)? WS TR HOB %8¢ i n)
Exanpl e 10. fkitBn& anpRsdahd; @i tested in clinical hirsutism 5Ten femnales

with face hirsutismfrom to 68 years ol.d re enrolle t he

Depar t nent of C%P‘Wﬁ’f‘togle%ﬁv,g ar g@@g‘@n?‘{?&sgé‘?gt \éﬁl—%]g Eﬁ’ﬁ%‘f{ an% %Errlt(;’ﬁ% “"zech
Republ i c. Onplexfact phiedcigs @etdof. docunent ati on of the affected area and

bl ood sanples were obtained for serumtotal testosterone and sex hornone
bi ndi ng globulin (SHBG. The subjects were instructed to apply 2 m of

pr oduct 2as Aahdnitigandoay ipicalvskin tive cambesiticadofanosacticallypasceptide cehpanentas
appropriate) .daily, .10 in i-nd.: g§?4§0 there were no changes in
t he horm)ng(%“rﬁ rP‘é%les glrcgeoafh’%&tkﬁe\é%ﬂ}\%qgseﬁ%to 0gi sts who i ndependent |y

eval uated t heSipaiges eonbyrright dfhatnitedririfraemethylphsnylsabstigfcdand di anet er
wer e subst anbérﬁb&rXac&ﬁxﬂfﬁ?o%ﬁoﬂa&n%dé,%eﬁ:‘ﬁ{ Sid per@lofoadfilefoupgs fr@gal or system c

side effects. ] .
2 - 3 carbon atoms and said propanamide group is substituted at the 2-carbon atom

with at least one of hydroxyl and methyl;

a vehicle comprising 50 — 95% weight of at least one naturally occurring refined oil, a
triglyceride oil fraction and up to 10% of an alkanol of from 2-3 carbon atoms, at
least one antioxidant; and 7

said skin composition further optionally comprising a moisturizer; and said skin
composition further optionally comprising at least one plant extract or fraction

thereof.
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It is evident fromthe above results that the subject conpositions provide
for inproved 15 skin care. The conpositions serve in reducing winkles and
t he ravages of age, sun and toxic substances, including snoking, and
reduce unwanted facial hair growh. The conpositions are safe, using
conmponents that have been shown to be acceptable to humans. Despite using
a m xture of hydrophobic and hydrophilic substances, a substantially
honbgeneous m xture is obtained that is readily applied to the skin to
provi de3a A @ngpstieNiccbrdinghio cldite] suljviriei? Qidcampositibn angprisedn hixtws ed
repeatedly without irritation tq}thg %Fin r ﬂ?nagf to.the i&in. Al

publ i cat i oREtdffSt pETRAE: 5 HFTRs eERt SEPTeh PR Mo PSoBYTE oL (PR 4r e

herei n i ncehfRtal denbicehef QhansaoaEiable RRAbh of Grakisil abpd sdlsh. Calkifom or
patent application were specifically and individually indicated to be

i ncor por at 84/eRGIEreEhce. Al though the foregoing invention has been

described in sone detail by way of illustration 25 and exanple for
pur poses of clarity of understandin%, it will be_readily aeﬁare t to those
of ordi flar y* «rIRopitipmaceprding te clajm |1 jog B+ Whreip peiined 4% fropgarsrseehind Fent i on

that certai.6haRELsRpksdRdi fications may be made thereto w thout
departing fromthe spirit or scope of the appended clains. CLAIMS 1. A
honpgeneous topical skin care conposition of cosnetically acceptable
CONMpONeRt s of Qfy, ogfg&péé@&dﬁng kc1GRT £ vWhbreW daRKdnBSxi@ntdtrd Sitbludiy conpri sing: 0.5
parts to 5 parts by welg of a 4-nitro-3-trifluoronethyl phenyl
substituted perfluoroacyl am nopropanam de, wherein said perfluoroacyl
group ig fro Siti 053 3 Sl PRLARLH6.g1 Oup is substituted
at the %lcgfgkﬁog?é%ggﬁﬁﬁgg$&?2a§t one gg“ﬁgﬂroxypbaﬁﬁ‘nethyl; a vehicle
conprising 50 -95% wei ght of at |east one naturally occurring refined oil,
a triglyceride oil. fractd n D %:0f .« I . g3 carbon
Stoms. 4t PetrRitial KRB g A Eol & ROkl Lo bR b PR oL
consi st i ngoif frem cstewviczed Cand natifdreast one plant extract or fraction
t hereof 2. A honobgeneous topical skin care conposition of cosnetically
accept abl e conponents for inproved skin care of winkles or hirsutism
conpri siSngA ésmetiagkirscobpobitipact @sipgtioally adveptaifle aomponents according to claim
4-nitro-3-trjfluoronet hyl phenyl supstituted perfluoroacyl am nopropanam de,
ief et RS PY e

wherein sa TGP B8 from2 - 3 carbon atonms and said

pr opanam de @/50Up pads 8LDSYdiokt-2dnaliyl-Napt-dtre-ar(bfluombethy)pliday@3-R2&st one of
hydr oxyl and thyl; a vehicle anprising 50 - 95% wei ght of at |east one
natural |y ocgﬁﬁPF%ﬂmﬂg?PﬂgﬁxﬁP??lﬁ triglyceride oil fraction and up to 10%
of an al kanol of from 2-3 carbon atons, at |east one antioxidant; and said
skin conposition further optionally conprising a noisturizer; and said
skin conposition further optionally conprising at |east one plant extract
or fraction thereof- 3. A composition according to claim1 or 2, wherein
sai d conposition conprises a mixture of at least 3 extracts, or fractions
thereof, selected fromthe group consisting of Japanese knotweed,

franki ncense, an unsaponifiable fraction of Brassica rapa subsp. oleifera
and/or dycine sofa. 4. A conposition according to claim1 or 2, wherein
refined oil fromgrape seed and from Cocos nucifera are present. 5. A
conposition according to claim3, wherein said antioxidants are vitam ns.
6. A conposition according to claim3, wherein said al kanol is

i sopropanol .
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7. A conposition according to claim1 or 2, wherein said conposition
conprises refined oils fromdycine sofa and Cocos nucifera. 8. A cosnetic
skin conposition of cosnetically acceptable conponents according to claim
1, 2 or 3 conprising in parts by wight: 0.5 - 5 parts of

2- hydr oxy- 2-met hyl - Nd4-nitro-3-(trifluoronethyl)phenyl]-3-(2,2, 2-
trifluoroacetyl am no)propanamde; 0.5 - 5 parts total of natural extracts
sel ected f ro<h¥ t APags kg of Beiurab extiagtsoeledtad frmdae Rivgp RRsifting phiaRpIféense, and
an unsaponi fkmbledf fragtin@nsofanBraassisgmnifapk Hadiiop.of dreisfar mpasdbgpr d yci ne
sofa; 50 - OFepahbsd/&f Gheht pgg oil from grape seed and/or Cocos nucifera;
52- 10 part sl o3 phd - ARl 3il ilardpOsced Budld dstoPfuchlrad! kanol of from 2-3

car bgn atomsz_ . ﬁon%(l)nii_ (E ccording to clam8, wherein said

ant i Bxi dant s ar'8 P FACHSREHAME 10 10. A conposition according to claim
8, wherein sapd 18inegnel analkanglhof fege gl carbpp atomise onposi ti on according to
claim8, wherein Japanese knotweed and franki ncense are present, and an
unsapond.f i akbepbsied dcosrdify tatlaire 8sWheaeift saill ali@sduntard dpaniasAspd Fol ei fer a
and dycine sofa. 15 12. A cosnetic skin conposition of cosnetically
acoEnt o) ARRTRONANI £AGEYE Lt sAWlah Wi uidndlis RoSSERGL S 9 11 parts by
2- hydroxy-2-nmethyl -N-[4-nitro-3-(trifluoronethyl)phenyl]-3-(2, 2, 2- ‘

t ri f | uokload epypesiierojqsprdpreriasiade 3, wberemdepancsst knehyaed apd ngnggrargxt r act s
of Japanesgresennamt enlyndapanfiabie fagon ofindieast onnsoRamidd raph eulfsp.adtifeasn of at

| east one gfy Byansiga rapa subsp. oleifera and dycine sof a;. 30 - 50 parts
of gefined grape seed oil; 0.5 - 2 parts of antioxidants; and 253 -7.5

parts of, ap al kanol,.of from.2-3 _.carbon atons. . A cosnetic skin

Ponmosi 1 o REBGIISH] Sorertipmol commgialy dgmprbE: sRCTaAFOragE i gt

0.5 parts @#im 1,2 or 3 comprising in parts by weight:

2- hydr oxy- 2- nk#patts dl2rhydroxye2-sacttiylN-[4auitrorfettiflorphethylijhe @yl [-2-(22.2-

30t ri f 1 uor o- agRluptoaBdtfiahRiopRapamainiR; 0.5 parts of an extract from Japanese
knopyeed; 0.5, P&éltcif-ﬁ%ﬁs B 5eXE T RELrfHOOR JapHA REFRSES, AGnInRALE Sn@hm 2N

unsaponi fiable fraction_.of .Brass] ca rapa sp. oleitera andfor yci ne
Sofa. 3540 pal PRI e P it St P oF SBaRieCiBi U B! 4p Y ct e
oil fraction ¥P6MEEHEos nucifera, (mddl e chain triglycerides)

30 — 50 parts of refined grape seed oil;

0.5 — 2 parts of antioxidants; and

25 ' 3 — 7.5 parts of an alkanol of from 2-3 carbon atoms.

13. A cosmetic skin composition according to claim 1, 2 or 3 comprising in parts by
weight: ‘

0.5 parts of 2-hydroxy-2-methyl-N-[4-nitro-3-(trifluoromethyl)phenyl]-3-(2,2,2-
30 trifluoro-acetylamino)propanamide;

0.5 parts-of an extract from Japanese knotweed;

0.5 parts of an extract from frankincense;

0.5 parts of an unsaponifiable fraction of Brassica rapa subsp.

oleifera and/or Glycine soja,
35 40 parts of refined oil from grape seed;

about 47 parts of refined oil fraction from Cocos nucifera, (middle chain

triglycerides) '

1.3 parts of Vitamin A;

3 parts of Vitamin E; and
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1.3 parts of Vitamn A, 3 parts of Vitamn E; and 5 parts of isopropanol.
14. A cosnetic skin conposition of cosnetically acceptabl e conponents
according to claiml, 2 or 7 conprising in parts by weight: 50.5 parts of
2- hydr oxy- 2- met hyl - Nd4-ni tro-3-(trifluoronethyl)phenyl]-3-(2, 2, 2-
trifluoro-acetyl am no)propanam de; at |east 80 parts of refined oil from
A yci ne sofa_and/ or. Cocos nucifera; 2-10 parts of antioxidants; and 2.5-10
parts of an APRERIISOBFOPARIm 2-3 carbon atonms. 10 15. A conposition
according to claim 14, wherein said refined oil is present in from 85-95
parts, said antioxidant is tocopherol and is present in from2-6 parts,
and a nbt-stuedsmetic iskinppompesition l foosmetdally 2ac¢satable. comfporents aceodingtté ¢ met hod

compos 1 oqtaL L R Re BBl ke, BTy RGR <) 09 PR Y ot o met hod for
redugi ng wri nkisgartoof hhyckwtyi—%med@ﬂnb?—[451i1itrg-3a(miﬂhy>'rm@tlnsd)phhiym]-f&(m,ﬂposi tion
according to metic nethod for reducing winkles or

| ai 13, 20 18. A C
hirsutism con%ﬁﬁiégﬁ%cegbﬁlﬁé)ﬁbop%a?%agki n a conposition according to claim

14. at least 80 parts of refined oil from Glycine soja and/or Cocos nucifera;
- 2-10 parts of antioxidants; and
2.5-10 parts of an alkanol of from 2-3 carbon atoms.
10
15. A composition according to claim 14, wherein said refined oil is present in from 85-95
pafts, said antioxidant is tocopherol and is present in from 2-6 parts, and a moisturizer

is present in from 0 - 2 parts.

15  16. A cosmetic method for reducing wrinkles or hirsutism comprising applying to skin a

composition according to claim 1, 2 or 3.

17. A cosmetic method for reducing wrinkles or hirsutism comprising applying to skin a
composition .accordin-g to claim 13.
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18. A cosmetic method for reducing wrinkles or hirsutism comprising applying to a skin a,

- composition according to claim 14.
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