WD 2005/ 123103PCT/ US2005/ 020555 TOPI CAL COVPCOSI TI ONS AND METHODS FOR
EPI THELI AL- RELATED CONDI TI ONS CROSS REFERENCE TO RELATED APPLI CATI ONS
[ 0001] Thi I on clainms the benefit of priority
Provisionéyggﬁ)liﬁb ion No. 60/579,093 filed on June 13?Té%§ﬁ§mqﬁﬁﬂ;
application also clains the benefit of priority of U S. Provisional
Pat ent Application No. 60/652,921 filed on February 14, 2005. The
entire disclosures ofO U@LWQSéFWNﬁéQWM%EQWOBn No.

60/ 597,093 and U.S. Proy a IFEQ 60/ 652, 921 are
herei n incorporated by rg?gg%%ééi'éﬁgkﬂﬁﬁgkﬁéﬁ§ Eﬁ?ICN [0002]The
present invention relates to pharmaceutical, cosnetic and

cosneceuti cal toplgiggggggaig , -protein

i nhi bitor conpound heal t hy
epi t hel |[0001th t igs bpptiehtiendaint tl&ﬂiehd‘fﬁbf@lhor[t?bﬁU@ P?dlfl’@d)ﬁal AP$lication

condi t1 OV SG1S740Tb o8 TR\ L0, IR SPTSHRR 61 AR B ot of Ftosy of

al i a baa 8t PRwisfodBdateny ApPBQBon Y. 86/65£521 MEd 6k PEBHIEy A4 SWYE e entire
al l ergens, environmental conditions, such as extrene t enper at ur es,

wounds, esiassicest Hivd PEwisiena] %ﬁﬁﬁmb@ﬁ% NoT$1297,0%3fand thdit Brevisierad be
associ atI"a@enWAbPhélH@i?NBU&)/Gﬁmﬁ o Bieify ARGty rBRANBY Trom dry skin
to infections 'to cancer as n synp onatlc of inflammatory
di sorders such as dermatitis. 100041Inf|annat|on is often
characterized by a strong infiltration of |eukocytes at the site of

i nfl ammati on, particularly ﬂ@ELQg@EﬂHﬁEﬂﬁ%EMEW@Qhonuclear cells).

IEESS a(s: ?b{)lﬁll pr o tegarrésleﬁ 1nv 10{3] Fei%es[ s géﬁgl%ggultlg éoosr)%le ic ant csotsr?lgccegaca?t
topical composmons contammg polyisoprenyl-protein inhibitor compounds and methods

useful in the promotion of healthy epithelium and the treatment of epithelial-related

conditions.
BACKGROUND OF THE INVENTION
[0003] Many skin or mucosal membrane conditions or disorders result from

inflammation caused by, inter alia bacteria, fungi, viruses, parasites, autoimmune disorders,
allergens, environmental conditions, such as extreme temperatures, wounds, hormones and/or
malignant agents. Thus, inflammation can be associated with numerous underlying
conditions ranging from dry skin to infections to cancer, as well as being symptomatic of
inflammatory disorders such as dermatitis.

[0004] Inflammation is often characterized by a strong infiltration of leukocytes at the
site of inflammation, particularly neutrophils (polymorphonuclear cells). These cells promote
tissue damage by releasing toxic substances at the vascular wall or in uninjured tissue.

[0005] Neutrophil infiltration results from amplifying cascades of cell-cell
communication involving signal transduction proteins such as G-proteins that can facilitate
intracellular regulation and intercellular communication by interacting with a wide range of
different regulatory receptor-transducer proteins such as membrane-bound receptors. For
these interactions to occur, many of the signal transduction proteins, including virtually all G-

proteins, must first be modified by the post-translational addition of a C15 farnesyl or C20
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[ 0005] Neutrophil infiltration results fromanplifying cascades of
cell-cell commnication involving signal transduction proteins such
as G prot e+§§00%}}§3t10 can facilitate intracellular regul a%?/'i}sﬂ)ﬁg 20555
i ntercel | ul'af cofimmini cation by interacting with a wi de rang

di fferent regul at ory receptor-transducer proteins such as

menbr ane- bound tors. For .thes ons t0.occu
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amesyl or C20 WO 2005/ 123103PCT/ US2005/ 020553 ra

pol yi sopFesBss CREeRY frrmmal Prlyaemseiold sysientet bulamgg?ix r&%ﬂgf? “Yue

| ocat ed BdiRkatiBRPre bikfect &S AQKY et TBatistSbM §gtific anchibraiRldsediatdAX box
or rel ated cystei ne-containing sequence. Carboxy termn nal

pol yi sopdensylnegijening-depsndanbpo MIIS?HT?MI -Steystewylnethylignsferagss compounds that
modi T cat) filsifhEse fo rbRGRIPUURRALEE 4l AR h@NC R AmdRECT 11 ©

menbr ane- assocl at e a enosy I onl ne- depen ent

pol yi s omogfngobreﬁybgcétsgnmytanmhyﬂ proteinsf sich seG-pBotrine andidie predgin tegnlatory

i nhi bi t these t|o S [ ctions
aong. pdBre SRR PErirteF gt SRn AR HeRfoRaleind S e lsi

G pr ot eirisigas %ukb@t@xreqtoam ahéghidaadtivaly, t@frgﬁﬁrﬁlammduoryhelaﬂed theljtions. (see

i nteract, ot her, | 1 ul oteins, can be used to
T gat G SNBES b MRS G e S O By, To tr ont

i nfl ammgbheuey- r el @ﬁ@ﬁcs hGun@ SN - a(:a?lﬁar@esgl—c%&idéf{l?\l?@@ AFC hadvbdeh @RGwn
Enzynol, 1995, 250, 216- 225%: [ 0006] One such conpou

N-acet yltp a%@ymeeyevememm mlylsmel%%eewébﬁm@ﬁm a%tq bmﬁkepee

memnbr a“%eﬁé%;ﬁ?l' aﬁ@rgprpdgb ydnﬁ g&sgoﬁeeg Witrd T BRRHEAANS, AR rdqQirtd 199K
sone neutro macr oph ag | atel et responses in vitro.

Unf ort urratx@lngratlom@rreéﬁmw e hlegrbﬁcwdrﬁumult mtgeoerglifed sysifrhic céfests andd i s
expect ed ul ener e tiple side
effects "oF ﬁ%le % e%fe SS] Ceerles;ilevrv%te i caecﬁaﬁ{r?%alI%EI(ﬂ ﬁﬁl%ﬂ ﬁﬁ@g}alﬁ%hq mechani sm
char act e:hambmﬁswmmm wxmlﬂ stesiae precimdpitecdelin @iviot Hom&eer; beceise Guch

However cause suc nhi bi t or u ave t otenti. al e
i gl y. SRRPESY comEo e b hepatenfiab G TR R e s B et g e
cont ai nidgpbilese GaEARMEEEBRAboGRB tACEanast & safcandRee@ivk affidotEror
antidote for ski n and nucosal nenbrane conditions. SUMVARY OF THE

| NVENT! GKin g ouepsph 1epibiadR cpBiigovi des a topi cal conposition for
treating or preventing an epithelial condition in a subject,
including a human, in need of treatnent thereof, that incl udes at

| east one poI yi sopr eny| - prSMMARY QOB THE INVENBION and a carrier.

00081 | gt et RAROM B Blovi L @Y SFLHoB Y K6 Rt GRvcSmAST L1 on

for pro g he in a subject, 1nc , t
i ncl udesepaheliaeastdltmen pethlyw:ogomledwg apmoaremmqed hf eatwentdlpmpdithet and a
n a further e I’OVI des a

carrier.
t opi cal ‘B‘QH%S & ef‘% RO %?'mf)?prﬁﬁ' ﬁogelﬁ%ﬂ'ﬁqlﬁtr Orlf R nﬁ%gs u j ect
i ncl udi ngoas] humeln,anbthat emmimde,q:mhdddeaﬁeﬁn mraeomodl yompwtmwbr ombeEhd
|nh|b|tor conpound an a. carr
healthy skin in a subject, inc udlng a human that includes at least one polyisoprenyl-protein
inhibitor compound and a carrier.
[0009] In a further embodiment, the invention provides a topical composition for
promoting healthy skin in a subject, including a human, that includes at least one
polyisoprenyl-protein inhibitor compound and a carrier.
[0010] In another embodiment, provided herein, is a topical pharmaceutical composition

for treating or preventing an epithelial condition in a subject, including a human, in need of
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[ 0010] I n anot her enbodi nent, provided herein, is a topical
phar maceuti cal conposition for treating or preventing an epithelial

condi tion including a human, in need of §2005/020555
2005/ 12313&@&@[%@%05/ 020555 treatnent thereof that i nc%@ges at | east

one pol yi soprenyl -protein inhibitor conpound and a carrier. [0011]1n
a f urt hetreambtdherenfithat invéuden atdedst ane pohosoptas!-proteopinbibitocasipetindand a
conposi t| on for treating or preventing an epithelial condition in a
subj ect, & udi ng a human, in need of treatnent thereof, that

i ncl udesumtu] easin @ﬁ@thppérywmﬁérﬁrmé mpélﬂioﬁipfb\hdﬂgiabd)ﬁlm ccmaﬁouaﬁp@aitdma
carrier. [0012)In another enbod) pr. °V'§ﬂa ed here CI a nmet hog ?f,
treat i ng PSR RISVRY AR thelE ¢ FRioBIE B b oAy iggra By oS8

i ncl udi ngedihentSh@8b1Othat iaPLER!ak eadt RRE wp@op}a&ﬂ pRotSiH il & @bmpBorHa AH®k ,
i ncl udi ng a hunman, in need thereof, a pharmaceutically effective

anmount ofiaraefcorrpom tion including at |east one pol yi soprenyl -protein

i nhi bit OL 00§ 2yrPou Rk B@Jlfn:g ?roLQchi-ﬁgrélﬂ iéa ifngfh'ba 6f tr&ﬂdaggf PRMntink be

i nventioh provides a nethod o eating or preventing an
epi t hel i apithebilatletd comitiion, e, m¢thm1 inelndiog therstdpueditaperatl ep@yiap ooto a surface

t opi cal | rface ect udi-ng a_human. in
hopt hebEEpamftal St Syt fe? Inoftol ddnihacel iy SR SulliliR e

i ncl udes cahpdsttdatinddrkngaligdssaripehydoprngltgotein inhibhértcompoonpaidrctaaitd a
T T

t her eof , pichgntinBhh @Qtﬂenawmda@ohmoﬁ tiRPm&hod RBIERS ke s@@fﬂﬂtbﬂi&ll@%ﬁlyﬂxg
sur face of a subject, including a human in need there

phar mac e OBt @ghTf3cedf p sukieshanglhgng # humany l%m%é%qr@qqusws@cqﬂbf@ffeﬁé@ at
| east on
ngl?rltlﬂf 9&4&1%% onl%ﬁé?h?c'hmeé LRI &Rpo éag%g%ro%n@fﬁgagﬁé{ Sdnffound

[0015]In a o i ment, provided he
pronot i ngndnie‘mrmﬁhy Skl nin a subj ect, including a human, in need

t he_r eof, [40'?& udi Iﬂ?%oh%? leéﬁgbcngxertit glloglt%leé Me[rgigﬁ)s %’ #112 Q% STO%OEH% E%?tﬁ%lgzin a

subj ect, PF Vel anoun

conposi t imodsubjeat, mchxziingdﬁmmm ih eeaitthaacff tho h;etlﬁ)dpmcfmyﬂlg the efep ofitopically

I nhi bi t Ozrapp gn 8rl11t<r)] (31 sg r}ace of (a:%{llgject including a human, in need thereof, a pharmaceutically
effective amount of a composition that includes at least one polyisoprenyl-protein inhibitor
compound; and a carrier.
[0015] In a further embodiment, provided herein is a method of promoting healthy skin
in a subject, including a human, in need thereof, the method including topically applying onto
a surface of a subject, including a human, a cosmetically effective amount of a composition
that includes at least one polyisoprenyl-protein inhibitor compound and a carrier.
[0016] In another embodiment, the invention provides a method of promoting healthy
skin in a subject, including a human in need thereof, the method including topically applying
onto a surface a cosmetically effective amount of a composition that includes at least one
polyisoprenyl-protein inhibitor compound and a carrier.
[0017] Finally, the invention provides a method of preparing a topical composition, the

method including the step of admixing at least one polyisoprenyl-protein inhibitor compound

and a carrier.
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[ 0016] I n anot her enbodi nent, the invention provides a nmethod of
pronoting healthy skin in a subject, including a human in need

t hereof, t i ncluding topically applying onto

cosneti caI‘P?zgeBE@%gﬁ ve anount of a conposition that i ngfﬁlggis(ﬂ%@o%gast
one pol yi soprenyl -protein inhibitor conpound and a carrier.
100171Final ly, the inv%ﬁhi@qD 'f&¥b Ferhe paring a topical
conposi tion, the nethodTrrct ugié%il e N;l[()g;r(, q‘g%@ﬁg at | east one
pol yi sopo@sy| - pridGei Andushpbof @lemedydd®dnd and a carrier. WO

2005/ 12 CT/ 05/.020555 BRI EF DESCRI PTI ON. OF THE FI GURES

[ 0018] Fﬁﬁf Ingﬁ‘é&i' d‘%‘i‘%fa{’oé‘&e B FPRIYSAET IS, AFC, al one, does
not caugeo2upuse FEar3. edRmhitild A2Alintkced ededzC i nhi bi ts TPA-i nduced
edema [0021]1FI G 4, AFC treatnment produces a dose, depende i nhi bi.tion
of TPA- ilm?died VPO 4 GH2frratmes Proqusess) %@9(1%;1@11@95@"?@%?% qﬁnlf%’n’\-wpuced
neut rophjypoi nfiltration [0023] FIG 6. AFC inhibits TPA-induced

neutrophil infiltration o . )
[0022] FIG 5. Histology of AFC inhibition of neutrophil infiltration

[0023] FIG 6. AFC inhibits TPA-induced neutrophil infiltration
[0024] FIG 7. AFC inhibition of TPA-induced MPO activity at different application

times
[0025] FIG 8A. AFC does not effect TPA-induced MPO activity in the contralateral
vehicle treated ear.
[06026] FIG 8B. Dexamethasone acts to increase inhibition of TPA-induced MPO
activity in the contralateral vehicle treated ear
[0027] FIG 8C. Indomethacin acts to increase inhibition of TPA-induced MPO activity
in the contralateral vehicle treated ear.

- [0028] FIG 9. AFC inhibits AA-induced induced MPO.
[0029] FIG 10. AFC reduces TPA-induced erythema
[0030] FIG 11. Inhibition of contact dermatitis in a volunteer

DETAILED DESCRIPTION OF THE INVIENTION
[0031] Surprisingly, the inventors have recognized that inventive compositions
containing polyisoprenyl-protein inhibitor compounds such as AFC can be used effectively in
topical applications to promote healthy epithelia or to treat epithelial-related disorders. These
inventive compositions do not exhibit systemic effects when topically applied. Such
inventive compositiohs are useful for, inter alia, their soothing, moisturizing and detergent
properties, for treating cosmetic conditions and/or for generally promoting healthy skin. The
compositions of the present invention may be usefully employed in cosmetic, cosmeceutical
and general skincare compositions as well as in pharmaceutical compositions.
[0032] The phrase “epithelia” or “epithelial” or “epithelial tissues” as used throughout
the specification and claims is meant to include skin and mucosal membranes. Thus, the

present invention offers compositions useful for treating a condition of the skin or a mucosal
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[0024] FIG 7. AFC inhibition of TPA-induced MPO activity at different
application tinmes [0025] FI G 8A. AFC does not effect TPA-induced MPO

activity ipobigsqapyral ateral vehicle treated ear. [Ooggi‘/%hﬁﬁﬁosss,

Dexanet hasone acts to increase inhibition of TPA-induced MPO activity
in the contral ateral vehicle treated ear [0027] FI G 8C. | ndonet hacin
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AA- i nducedurnnduced MPO. [ 0029] FI G 10. AFC reduces TPA-i nduced
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t he i nverhROBtdMNRcitR A PoiAES abpladatibmvent i ve conpositions containing

pol yi soprenyl -protein inhibitor compounds such as AFC can be used
ef fecti \IQ‘W‘){ in tOpiRbEse gtﬁB’Fi‘ S30P tdﬁscﬁli’SWBC%’é’EloPW“@ﬁf MR8 ia or

fjg ;(r) teaés)%ﬁ}ﬁ’dg%@ﬁgklﬁhrng%biﬂ{eﬁﬁﬁ diaakd er@;icaﬁpaﬁ;]ﬁf,ingv%r@; WRdiRQNEPEEdtoR S
ystem c effects when topically applied. Suc

i nvent i viee gremplubé surbne todeaafigsted (Thefcgmpositierapaibq ppliehey pousiaet HPRPRINS:

T PR A S0 BERTECI e i 0 1 GO s

conposi tpoedsr; efrayihg ipz Bgedor demesehtdnmositiay; dydy asebthed appeapplaisyesns. n

S TR e IR Yt b ey R b bost T M FRRBO R frBfiRacBRickP! | 20
composition. As used herein, a “pharmaceutical composition” refers to a composition that is
employed to prevent, reduce in intensity, cure or otherwise treat a target condition or disease.
[0036] In another embodiment, the composition of the invention is a cosmetic
composition. As used herein a “cosmetic composition’ refers to a composition that is
intended to be rubbed, poured, sprinkled, or sprayed on, introduced into, or otherwise applied
to a subject or any part thereof for cleansing, beautifying, promoting attractiveness, or
altering the appearance, or an article intended for use as a component of any such article,
except that such term does not include soap.
[0037] In another embodiment, the composition of the invention is a cosmeceutical
composition. As used herein the term “cosmeceutical composition” refers to a composition
that is employed as both a cosmetic composition and as a pharmaceutical composition.
[0038] In another embodiment, the composition includes one or more polyisoprenyl-
protein inhibitor compounds and a carrier.
[0039] As used herein “polyisoprenyl-protein inhibitor compound” refers to a
compound that can inhibit or reduce the activity of a polyisoprenylated protein such as a G-
protein. As used herein a “G-protein” refers to heterotrimeric G-proteins that associate with
receptors of the seven transmembraﬁe domain superfamily and are involved in signal
transduction and the small GTP-binding signal transduction proteins that act to regulate
cellular processes, including but not limited to cytoskeletal organization, secretion and any
other protein that is subject to polyiso- prenylation, such as, but not limited to, arrestin and
nuclear laminar proteins.
[0040] Without being limited by theory, compounds known in the art to inhibit or

. reduce G-protein signal transducing activity act by, inter alia, effecting the ability of a G-
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[ 0032] The phrase "epithelia” or "epithelial” or "epithelial tissues”
as used throughout the specification and clains is meant to include

skin and ﬂF ranes. Thus, the present |nvent|ogc;i)/fugfbro§/0205:35
conp05|t|ons use% for treating a condition of the skin or a mucodsal

menbrane, such as, but not limted to, that of a nose, a npbuth, an
eye, an

ERSRUTC N S TR LI A AT MR TRI RE R T R

beneat h,alwdige, 18&itéd inQf ceBRRY A&abrafd) . In[oedd3 4 ihtteacpRitR SR se ﬁe@@llatbﬁ)t ﬂabget
appl yi ng" escrlbes application onto _one or nore surfaces(

i ncl udi PEetEps-thRofeas a@é relate@polyisqrypndaied proteh)s|updsige S%t%?%st tranSéﬁttOBt}t

appl i Catn't&pﬁéaﬁoﬁshﬁclﬁ&lﬁ cHNaldnh 2L ERCE 2 E2nS1 & kBGYBEranyiRoiety in
conposi tion nmay be applied by pouring, dropping, or spraying, if a

l'i qui d; tlmguberrig]k@gﬁ tojcsteine tsisiduepdngated ap pr wrelose PRIty ®| theipparhdxy tere:

dustlng, < tion;

or by gt BefhuRRERE BB Bl chhin b BEra TR AR SO,
conposi tresidueef the invention is a pharnaceutical conposition. As used
her ei n, ar utical si.tion" refers to.a.. |t|on is
enpl oyed 0T or cdantm AR EaTRR e Bkt el et af GR APV P PaA
target eggtdhpt 1@¢1dis ol b FRASDHrotE A0 BB ket eamquoaembwdmmgs 25(13216 225)
conposition of the inventjon is a.cosnetic canposition.

or o1 BRI BB oAU & OB o R 4 P rgmatory

i nt endededygndls BRIt AYE BlievaPthatPoly@bpreall- SRy EScMbxyl Nt r oduced
into, or oOtherw se applled to a subject or any part thereof for

cl eansi megthyensfardspiimubitasy AL sIrvResANtinfammdpasentylY elker ét tlndlahngs

appear a r i tended for use as a conponent of any such
art|cIeQﬁgiggpggﬁ%a§6éﬁE% %erntdoes not include soap. [0037]1In

anot her [e0d2ddi meDther prhfsrred)mpdslntsm rﬁorcﬁ-ptohe'n inhybetngn s dissusged in Volker, C.,

cosmece sy SORPRE Px A ae ot Sirahle,  SITARSRE g bt

cosnet | EoRPPliidsHoystdik @&loxs phPFaEE earbb:oameBOIINOB bikd Sfnal transduction.
J. Biol. Chem. 266, 215 15k-21522, herein incorporated by reference.
[0043] Non-limiting examples of polyisoprenyl-protein inhibitor compounds for use in
the composition of the present invention are described in US Patent 5,043,268 issued August
27, 1992 to Jeffry B. Stock; U.S. Patent 5,202,456, issued April 13, 1993 to Robert R. Rando;
U.S. Patent 5,705,528 issued January 6, 1998 to Yoel Kloog; U.S. Patent 6,096,740 issued
August 1, 2000 to Mechoulam, et al.; U.S. Patent 5,521,215 issued May 28, 1996 to
Mechoulam; U.S. Patent 5,284,867 issued February 8, 1994 to Mechoulam; U. S. Patent
6,482,086 to Kloog issued Oct. 8, 2002; U.S. Patent Application 2003/0203942A1 published
Oct. 30, 2003; U.S. Patent No. 6,372, 793 issued April 6, 2002 to Nazarius S. Lamango and J.
Invest. Dermatol. 2003 Jan; 120(1):109-15 by Halaschek-Wiener, et al. Each of these
references is incorporated by reference herein. Other compounds include cannabinoids such
as A-tetrahydrocannabinol (THC) and cannabidiol; certain unsaturated fatty acids such as
linoleic acids and omega-3 fatty acids. Additional useful polyisoprenyl-protein s can be
found in Volker, C.R.. 1995. Carboxyl Methylation at C-terminal S-prenylcysteine residues.
Ph.D. thesis, Princeton University, Princeton, NJ. It should be understood that analogs of
these compounds that show this inhibitor activity are also useful, as are compounds having

different structural characteristics than those described.
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[ 0038] I n anot her enbodi nent, the conposition includes one or nore
pol yi soprenyl - protein inhibitor conmpounds and a carrier. [0039]As

used her eipo 3 RRNY41gPPr enyl - protein inhibitor compound” pi@fiREwRsbhRAsR
conmpound that can inhibit or reduce the activity of a

pol yi soprenyl ated protein such as a prot ein. As As used herein a

ot orttbg o 3 Dat SrBRbHER, MefiFed Sompindl SR, I8 <P RRATH B Pitch

recept or malrn super

i nvol ved,043, Msgeﬂbseﬁateanﬁdlmmml)aﬂdidérhansdmlhdredﬁTP- bi nd| ng si gnal
transduction proteins that act to regulate cellul ar processes,
including but not limted to cytoskel etal organi zation, secretion and
any other protein that is subject to polyiso- prenylation, such as,
but not linited to, arre®tis—aH—~OE+REr | ami nar prdieins.

[ 0040] Wt hout being |limted by thepry, conpounds known in the art to
inhibit or reduce G protein signalNtit@mgs'duci ng activity act by, inter
alia, effecting the ability of a G WD 2005/ 123103PCT/ US2005/ 020555
protein to bind to an interacting regulatory target protein that is
frequently, although not always, |located in a cellular nmenbrane. In
order toWVhertiaract with these regulatory target proteins, G proteins

and rel gted pol yi.so | at ed proteins undergo several
post - tr%s}fﬁl?}'ldﬁél ?fﬁ %Pé%ﬂf’l Sons including coval ent attachnent of a
famesyl roris gar@RyWB&Eianyls -TOHEtYOCH;, LhNHgmNHH“J nhABY), bﬂhak)g%hel ne

residues ,J ocated at or in close Er oximty their car box Lr’g ql
and met %p@gﬁt@g&gﬁtpgh@p@ﬁd@h&gg% Ott%?ﬁp:ﬁ q)n qta%%tral ghto branc ed chain

ger anyl &@Eeﬂglylncﬁdmgsdtﬁuﬁmhatﬁ&éuq}k@@ﬂ 414044 b5 plbamveher y agoni sts

stimul ate the methyl esterification ‘of polyisoprenyl - S- cysteinyl
r esi dueR'd$ analid aClegstditeiabeut 2eurker atems;And Mot hods Enzynol ., 1995,

250, 215 203hus RN LB 0 Phdy SIS FRAOULERRGL B8t on react on

i nhi bit el n-me anna ory responses. Consequently, it
is belidoe4b]t hatA;puﬂeyhsr@prthmgphnS ‘osmecandcallyrdsoopydblaeith yifers emstter ase

i nhi bitors i nf | apgmat or (Vo ker .et al., .
Vet hods RERZpba: rd Bsgared By el SFES) Yish I Ristor ik s g deid or
mechani edclihg G pli@hetha shﬂlzhilebbrtghrﬁﬂ oﬁﬂh&rgdllus bhkes®Herkin a\Bakik @foup Gr an
Mller, A., MCeary,. Rao, A., Poenie, M, Backer, J.M, and
St ock, Teic %T?%T)Presﬁftf"éé’te§°6’l’f"§’rdrfg§1§ﬂ ipyRofige FUMRASHIOBgs on protei n

car bOXy|[ oFA hy!l aki R4 ABdinS t1enén 'ta[l@pﬁgﬂ%ttb@@traléht Bibinchdd@hin 266,
21515- 21522, herein incorporated ?/ reference. [0043] Non-limtin

exanpl eénydtocprbmy|0§bprraélwubs;§ﬂts@dewxﬁh r pikylor cpepgllex] suRstifuspts gish mﬁglple

degrees of substitution being allowed. As used herein, "cycloalkyl” refers to an alicyclic
hydrocarbon group optionally possessing one or more degrees of unsaturation, having from
three to twelve carbon atoms, optionally substituted with nitrogen, oxygen, or sulfur.
"Cycloalkyl" includes by way of example cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl,
cycloheptyl or cyclooctyl, and the like

[0047] The term “straight or branched chain alkyl” as used for R? denotes groups
including decyl, undecyl, dodedecyl, octadecyl, nonadecyl, eicosyl, heneicosyl, decosyl,
tricosyl, tetracosyl, pentacosyl, and the branched isomers thereof.

[0048] The term “straight or branched chain alkenyl” refers to a hydrocarbon moiety
having at least one carbon-carbon double bond , which can be optionally substituted with a
nitrogen-carbon double bond (including polyunsaturated alkenyl). Alkenyl as used herein for
R? denotes groups including decenyl, undecenyl, dodecenyl, heptadecenyl, octadecenyl,

nonadecenyl, eicosenyl, heneicosenyl, docosenyl, tricosenyl, tetracosenyl, pentacosenyl, the
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the conposition of the present invention are described in US Patent
5,043, 268 i ssued August 27, 1992 to Jeffry B. Stock; U. S. Patent

5, 202, 456, | ril 13, 1993 to Robert R Rando;

5. 705, 528 Wég'ﬁ)gg%j@ﬁuary 6, 1998 to Yoel K oog: U S. Paér E&g§@g§574o
i ssued August 1, 2000 to Mechoulam et al.; U S. Patent 5,521,215

i ssued '\@'ch%gd cﬂa%?@oﬁl&s Mﬁe@é’b@ Wna gblyUns'ﬁturaR@d ARéned ik BB Etddes 9@l dienyl,
February 8, 1994 to Mechoul am S. Patent 6,482,086 to Kl oog issued
Cct. 8, aumize-S11285-tperybrind ajsps-d Sdtlildrietagsng/ 0203942A1 publ i shed COct.
30, 2003[30@4? 4 ] Pal eﬂ}gfeh‘gd ex%eg%%ent?ﬁglﬁ 0 ARch!r2Gs —@%@ﬁ e ah@ﬁa“ us

S. Laman vest. r mat ol Jan; 120(1)
Hal aschetetdy, elke]nne eatth aietal Eauhommmxehnésebsmeﬂ@r@mm@sum%listbmtpfmrml@de(by

f I
ot ot r anARdeanniREE RHACH AMECURa: e B iR St e
fatty acéfisodsteh, }a’asranmylel c acids and onega-3 fatty aci ds.

Addi ti onal _usef ul pol yi pr ot S.C found i n. Vol ker,

CR . 199805Har pokysn YN@FWVB 'i%rﬁ em’gﬁn‘%gao%eﬁ?cg y1sé§/‘§’°rsé{ ne

resi duesgsf). D.  1hR$ hifothdPhtdl&reldmbldBinkar, R iymethyl, RGELOOH;,Mdd RF is

shoul d be understood that anal ogs of these conpounds that show this

i nhi bi t ofarngexli vity are al so useful, as are conmpounds having different
structur har agl I

Dot S BRI SRR, ADSRAREROE e erk nludes hose
conpou nd@)mpwhaimbelecﬂaé gonsiErmiubr{ pr Foymulagll apagtderth & 9 43Pats §,202,456.
represented by Formula (1) and derivatives thereof 123-S-CH2-CH R2(1I)
NH- CORL Wherein: R is alkyl of 1 to 3 carbon atonms; R2 is -COX
wherein X is -OH -OCH3,-NE12, -NHR4, -N(R4)2 or halogen; R3is a
strai ght or branched cld) n al kyl of 10 to 25 d#bbon atoms, a strai ght
or branched chai n al ken i ncl udi ng a pol yunsaturated al kenyl of 10
to 25 carbon atons; R4V¥SY‘ & al kyl %%t | east 1 Vo¥#bout 25 carbon
atons; and the pharmaceutically-acceptable salts and esters of these

corrpounds thereof. [0045] As used herein the term
" phar macwhereiaal ise BEcayipivea EHRRYIEHETE BOUPG %aﬂwcd farnesy! group or a

substituted geranylgeranyl group; Y is:

O
)é——— ——lge—- or ——Se——

6 §
11 . gn
o b

wherein n=1, 2, 3, 4, 5, or 6. It is understood that C; ... C, represents 1 to 6 carbons and

=

'—3_ O"—

that when there are two or more carbons, they are connected in a linear chain by covalent
bonds. The covalent bonds may be single, double, or triple bonds. When there are three or
more carbons the bonds do not all have to be of the same type. For example, C; may be
attached to C, by a single bond, and C, may be attached to C; by a double bond. When

double or triple bonds are present, two or more of Ty». . Ty and Ty~ . . . T» are eliminated.
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generally that are prepared by reacting a free base with a suitable
organic or inorganic acid or by reacting an acid with a suitable

organi c or, bQ&kHEﬂbf base, wherein a basic group or an @E?%%gg?%ggp

is present In the conpound of the inventive conposition
used herein, the tern1"a|ky|" refers to a stralght or branched chain

hydr ocarbon t| al | t.it ted

substit &gg}f gf p rﬁﬁlfit |‘p| gédetﬂ 8%%“1 l}tfyslu{lbgﬁ utio %@ﬁf‘r ﬁjﬁjahv%é lde

used helr leferabl wlqdee@d Kyby arf ghide Boﬂidg pedferabliy o]gm mcfehyxdrnmaahdm, zglraqune

Optl ona possessin ne _or nore rees Ofr. . un ti on, Vi n

T orm { e aRy BT on U FONEIde SHTS: GFRIFYS ChoL b Rl oghghe

nitr Ogerobolyféﬁ%&ﬁé%ly&[ ?%ub tﬁéferab@aﬁ{k@@{&@ Anrb@ﬂluaeﬁldw swayated fagy adp! e
py

cycl opr obu cy cIohex cycl oheptyl or

|
cycl ooct(yﬂeferai?rhﬂllmk‘?é to Ckby ;O%HT%F%Q@;/ ﬁ’éﬁf?f?blgf’f&@ @qﬂfﬁwéfrcaﬂ?"&ﬁ)cﬁ%%!l chain
A st d%ﬂ@yﬁ%(ﬂ 35 LBk QUBT, kGl AdhthidBEn; pRAREYF20 or

dodedec ona ecy el cosyl,” heneil cosyl, decosyl,
tricosy Ifewerehrbansjsglinpnmndrs(}oteferabid attévbedioaPidhretzl eaohraros oxyganp of 2

[ 0048] The t o, h I rs
hydrocaf%%ﬁﬁﬁﬂﬂ%§§ ﬂﬁ@V 8“%?9 ag FES'%C%%r gw£§§%gana ogblgbg v salts
\ghi gh C @R efers ORE.iroARY1) othyd Wrprogyli eeetspwhérofa Bstetsmfge@ocm beROg oub+30;
on (|nclud|ng on nsat yr at ed Iken erei for
e om0 REPEITaE i iPe i giedhon o otseib ke R Be R Man el
hept adeqgpy bsterRes @ﬁ%ﬁ@&y}egeﬂw&@deq@ﬂex&d WhieP &R Yéme mébq;reﬁﬁecnyl
docosenyl, tricosenyl, tetracosenyl, pentacosenyl, the branched

chain | 4804l s t Hesatsing ﬁEPW@VWF}%’%YI&?@EM&Fq{@ﬁéshyfi’f?@%&’rnﬁ& y may be
oct adec- gpl%(%d%(%}qme 9d ?%%F%/g%x%ﬁm iy G be r%ﬂ&ed by a bromine.

ei cos- 5, tetraeny n a preférred enbodinent, R2 is
_COCH . Aterditiy, i“substin@sfarnésy] gokp! ineanstadirmesyl kalehnia vdugh ineres mare

F0050] 1 HosaR TR Piepat & BTERAH RERe b mblaThhiy by HER B replaeed

pr ef er r ag ‘avrbathc @t sutsBtutedl Jepamgpyptanyl group” means a geranylgeranyl moiety in
which one or more hydrogens have been replaced by fluorine or one or more methyl groups
have been replaced by bromine. In addition, the C=C double bonds in the farnesyl or
geranylgeranyl groups may be replaced by single bonds with the concurrent addition of
hydrogens and/or halogens to the participating carbons.
[0055] In a preferred embodiment, the compounds for use in the composition of the
invention are S-farnesylcysteine, N-acetyl-S-geranylcysteine, N-acetyl-S-famesylcysteine
(“AFC”), also referred to as N-acetyl-S-trans, trans-farnesyl-L-cysteine, N-acetyl-S-
geranylgeranylcysteine (“AGGC”), S-farnesyl-2-mercaptoethanesulfonic acid, S-
famnesylthioacetic acid, S-farnesylmercaptosuccinic acid, S-farnesylthiotriazole, S-
farnesylthiosalicylic acid (“FTS”), S-farnesylthiosuccinic acid, 2-chloro-35-
farnesylaminobenzoic acid, 2-farmesyl-thionicotinic acid(“FTN”), 5-fluoro-FTS, 5-chloro-
FTS, 4-chloro-FTS, S-farnesyl-methylthiosalicylic acid or combinations thereof.
[0056] In a more preferred embodiment, the inventive compositions contain one or
more of farnesylcysteine, N-acetylgeranylcysteine, N-acetylfarnesylcysteine (“AFC”), N-
acetylgeranylgeranylcysteine (“AGGC”), farnesyl-2-mercaptoethanesulfonic acid,
farnesylthioacetic acid, farnesylmercaptosuccinic acid, farnesylthiotriazole,

farnesylthiosuccinic acid, farnesyl-thiosalicylic acid (“FTS”), 2-chloro-5-
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(re)ycrrr) Wy-Q Zorwy-zZ wherein Wis a fanmesyl group, a
geranyl geranyl group, a substituted famesyl group or a substituted

ger anyl ger ; Yis: ONIINII S, 0Se-, -5---, -5 <
-L, - se-, 0\98}5@38;5%:8 Ti, Qis G Tv. peirusHodihosss

farnesylaminobenzoic acid, 2-faresyl-thionicotinic acid(“FTN”), 5-fluoro-FTS, 5-chloro-
FTS, 4-chloro-FTS, and S-farnesyl-methylthioéalicylic acid.

[0057] In another preferred embodiment, AGGC and AFC are used in combination.
[0058] In a more preferred embodiment, AFC is used in the inventive composition.
[0059] In another embodiment, two or more polyisoprenyl-protein inhibitor Eompounds
are used in the inventive composition to obtain a specific pharmaceutical or cosmetic effect.
[0060] In one embodiment, polyisoprenyl-protein inhibitor compounds prevent post-
translational carboxyl methylation.

[0061] In another embodiment of the present invention, polyisoprenyl-protein inhibitor
compounds act by inhibiting polyisoprenyl cysteine methyltransferase.

[0062] In another embodiment, the polyisoprenyl-protein inhibitor compound is
contained within a botanical extract. Botanical extracts may be assayed for polyisoprenyl-
protein inhibitor activity by using the methods described in the example section below. As
used herein a “botanical extract” refers to a fresh or processed (e.g. cleaned, frozen, dried,
sliced, liquified) part of a single species of plant or a fresh or processed alga or macroscopic
fungus. ,

[0063] In another embodiment, the polyisoprenyl-protein inhibitor compound is
contained within a bacterial extract. Bacterial extracts likewise can be assayed for
polyisoprenyl-protein inhibitor activity according to the methods described in herein.
[0064] In another aspect of the present invention, the composition of the present
invention includes a carrier. As used herein “carrier” describes a material that does not
abrogate the biological acti{lity and properties of the polyisoprenyl-protein inhibitor
compound of the composition of the present invention. Carriers must be of sufficiently high
purity and of sufficiently low toxicity to render them suitable for administration to the
mammal being treated.. The carrier can be inert, or it can possess pharmaceutical benefits,
cosmetic benefits or both.

[0065] Some non-limiting representative examples of carriers include moisturizing
agents or humectants, pH adjusting agents, a deodorant agent, fragrances, hair conditioning
agents, chelating agents, preservatives, emulsifiers, thickeners, solubilizing agents,
penetration enhancers, anti-irritants, colorants and surfactants.

[0066] As used herein a “moisturizing agent” is a substance that adds or restores
moisture to the skin. Representative examples of moisturizing or humectant agents that are

usable in the present invention include, without limitation, guanidine, glycolic acid and
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wherein n=1, 2, 3, 4, 5, or 6. It is understood that G . . . C
represents 1 to 6 carbons and that when there are two or nore

car bons, t\pgéoog}'l%l&gnnect ed in a linear chain by coval %%/Ug%ﬁ/&ass—ghe
coval ent BORES ney be single, double, or triple bonds. en there are
three or nore carbons the bonds do not all have to be of the sane

e e SYcaLARS [e s g SRR A BB SRR NEe B

are pr eﬁﬁ%netSlWPfd?ﬁls (@g eal@ff vely geljr,allant@ﬂ Chra_zrole polyhﬂaroxyad’l&)}ﬁlslsmmt ed.
Each of T1. Tn Tn- is 1 ndepend Br

“NH2,  a spedel, @b/cerslr éﬁ@na%qoy Prapifleag) glﬁ/eplcﬁwwnea%ly% ftﬁéylswiyc%ﬁ%# ®F abl y
of 10 0 d e niesk Cn
by an and b e RREls R 21 GERDTIEOIR RUEIENARY (C4 RSyl
pol yet heghenes)) lyxahirorg‘r aih lﬁqfoamﬂembwhanphm@ aestaptidpynoneetlanpminsond) |

a saturat eg fg t¥onatﬁ#rgof( preferably linked to C' by an am de bond;
prefer als™y ‘B Br ¥ ewer car bons), or an unsaturated fatty acid
(pref er goo6r] | i nkedistwaddly rdchgrozeghin e agnsioe thopd of reakariablsyconfpofifiomy

f ewer c bons o ac harl hed t ugh
car bon rtBR'ﬁéegh)" apB 33%1 éfﬂzg‘ge)(%‘f’gl?ﬁeé%laély;’f‘ %ﬁ]gdqﬁ%o&e?wge

t hr ough so@éraono, ef@mge;ebweeascd) aZd 6©§Edsmefs@bty&b@m ESoresubstirdialy 5.5.

nmet hyl, ethyl, or propyl esters) thereégﬁEst ers C%;{ - P03, or
S8 ar dlepFe Rl whustiae coapesition inpEalhe %ﬂfrmgth% éOIF‘B%t%Fi‘WO
taken uppdyeshéd Jzeﬁue MO YorkSdsttonaMBe BRIGKE AR BRI GBoRARfRBRNRE at e the
free acid, which 1s In sone cases preferred. 100541Regarding the

f amesy| famelged tariyivee pHrglue st srzeshentselrabojis - CRmabant D, Mgy preferably
repl aceq)egye Blab'é?{tlsrbeafnd%{)‘&n% grethyl group may generally be replaced by

a brom ne. ‘Accor substituted famesyl group"” neans a farnesyl
nmoi ety i[f0G8HI ch SlmebbrpH”a:dylstmg/ageogemmeafoe ekamaie, rbapdtraoeﬂlrmyedftb LmEione

or one or I rou ave a. brom ne, and
"subst i tHTEH laié’raéim’l gd% Ay tsnﬁraﬁ'ﬁlff caﬁgghéydooﬁéﬁsamgr&l}lghyl noi ety in
whi ch ongumBihomBaelityed| Bgensoray eolbiamtioneetsdgd by fluorine or one or
more net h{ﬁl groups have been repl aced by bromne. In addjtion, the
C=C doutP@®%ondsrs et h@remaﬁlﬁ%%wéagf@érra%w tg @rsupsiAnCe, fos wpubitiag ongpasking
repl ac eg)emsuéﬁdﬁq;r%ﬂapﬂ&iﬁly\mbﬂ tR'%FreQéﬁ%Ué Eemipl&diidbd i hedAARAYRNS
and/ or hal ogens to the partici ing carbons. 100551In a preferred
embodi mewable inhe w@@eﬁ@s pfesent uy@milcm ltl‘ﬂédfc be@lstl limigHonfquats@aihvent i on
are S-f
N acet y IR EbEbAus MRELH A RRHARAGIT BIdifde, oo pyridinium
N-acety IchBrxle,énszethmmam clilands ;ihsobuwy]sheaoxbeqthoxy ethyl dlmethy] benzyl

N-acetyl - er an er,anyl.c in " AGCC! .
S f amea iR SRS B B s frodfR obiam Noplralylssasing Jawroat o
S- f anes yhitesied N-ogHSe ) INlfeis; petassfont Hwgyl stah:lo@lhé Jis&apll.@rimethyl ammonium
Sf anesyl t hi osal icylic acid S-famesyl t hi osuccini c

> il or GhIICR ARASIN S ROBHAGT R SEb o1 ALY TGP Rioge, 24.4"
aci d(" F-Eﬁ%ﬂloro@% %R?d?i{&yl &h&hhﬁﬁl%zﬁyl ﬁm@@sl QR ad T -Pysine hexadecyl amide

S-famesyl - hi osa lic acid or combinations thereof 100561[n

a nore ﬁwevmﬁfébpaémv%rﬁﬁhcyﬂ% anchPisontese cesprsigbly s sels apdaaidsi therende
or nore hg& vy RBEEY% tgé{ﬁ;ﬁfﬂﬂ?m A%%?f‘?ﬁ%ac gﬁpmbﬁmﬁ&ephen Isulfate, Other

N-acet yl farnesyl cyst ei'ne _ etyl gerany gerany cyst ei ne

(" AGGC )deodaans sgéntoinplade ayithout linaitation) ddonmo’dmginatﬁmlmwy las pArbaetetand
aci d, syl apto Cl

farresyl ?‘Wf ebs&lg‘%%g%ﬁ]?scg §s fié ?l%h mg‘%i ]?Ogsa I cy ?aég%lg g a?“rlg—‘jlr%"")1 and
2-chl or qctﬁalkyiammyhamntboimmd <b1ca1hodate52 edpacielbythe sbdiomiaad potadsium salts,
acid("FTN 5-fl uoro-.FTS, 5-chl oroFTS, 4-chl oro-FTS, and

S-f amesy¥t a%%fcr{w?ﬁi%%m%«}’wec ParSPi Rt 850 srfaaﬁamawwéiﬂaﬂ}eed
enbodi MeRnpodHs ok pNsenttih CentiS R ditlieR irCdBRIbMBeH @Na particulate form and include,

for example, aluminum or zirconium astringent salts or complexes.
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[0058]In a nore preferred enbodi nent, AFC is used in the inventive

conposi tion. [0059]In anot her enbodi nent, two or nore

pol yi sopr n i nhibitor conpounds are used in i iye
COHDOSitIS%ge%Qé g‘n a specific pharmaceutical or coshgﬁpkﬂﬁﬁgé%¥.
[ 0060] I n one enbodi ment, polyisoprenyl-protein inhibitor conmpounds

prevent translatlonal car bgx met hyl ati on. qgééln anot her

enbodi néﬁ&soa% t e e BerRin ifRgRAES Srersiop § @@ﬁ?@ﬁ?’!ﬂg 0 2% bi t or

conpoundsyi@eit faYrahediRidde Nt B! ok ﬁﬁné@myéucswﬁﬁ@ bil&cafBhdyhihaimsf er ase.
[0062] I n anot hef enbodi ment, the pol yi soprenyl -protein inhibitor

corrpound’epﬁer@ME)éi Hexe il iaHPlﬁleé chypeipileand thskikeact . Bot ani cal extracts
may be ed f I g

t he net ods descﬁ%ﬂghﬂé e ex %l’fnﬁg Itétggﬂeltc&#?ﬁmb&{)%tﬁ&édnygé‘sée(dtpﬁgﬂrég%nﬂ a
"bot ani davenéxt inable, foedxemple oneorfmas holtagerpr mgssedrfa(omngs noddrded,
frozen, rled liqg ed re eci es of. plant
or a fr esé o BﬁpLeggs]gééﬁtmgi %1}516 CO%%%EC?% é’oqﬁ)lﬁﬁn? n%'ﬁ@m%F F83PPH % not her
enbodi menalogeiidial quateytiaspahbyiumdoaipe s alkmdylataalrcaﬂmmmmhs; skeghal ned
V\nthlnabcterlal extract. Bacterial. extracts e can b

s ayad HOPO I b B S OR B eT HHIYER PO o e EPAFCEStos™ Phe
et hods 4@26hbiagsbnshdp@rei n. [0064] I n anot her aspect of the present

i nvention, the conposition of the ﬁéesent i nvention includes a

carri er .[008] us eClivdstiae Reerssare Pefonathsadded frthe sompasiiqng pf e aieseibes not

abr ogat em\tféﬁﬁi)xp 59199 'eﬁ%cﬁ&xt& ?Véséﬁéat%%r fe?é}@z{ti:v'e S9st@h. Brb@rred chelatmg a%ents

pol yi soprenyl-protein in tor conpo of the conposition of
pr esent argmedageos, suChras; for exampis, etbﬁlemdlasmflﬂﬁtcaaeﬁtq agld(EPT A)uEPTH and

of suffi | ow t r.ender them suitable for
adm ni stcgﬂélf;%c}'ﬁ °0%he O%m%tlo t eg?orflg treated. The carrier can be inert,

or it cgdnospss esSiuqahlalpmez@um‘:es &r ubeimah¢ t@npostionesfithe pressat cdmpositiobot h.

include, without limitation, one or more alkanols, disodium EDTA (ethylenediamine

tetraacetate), EDTA salts, EDTA fatty acid conjugates, isothiazolinone, parabens such as
methylparaben and propylparaben, propylene glycols, sorbates, urea derivativés such as
diazolindinyl urea, or any combinations thereof.

[0074] “Emulsifiers” as used herein promote the formation and stabilization of an
emulsion. Suitable emulsifiers may be natural materials, finely divided solids, or synthetic
materials. Natural emulsifying agents may be derived from either animal or vegetable
sources. Those from animal sources include gelatin, egg yolk, casein, wool fat, or
cholesterol. Those from vegetable sources include acacia, tragacanth, chondrus, or pectin.
Vegetable sources specifically from cellulose derivatives include methyl cellulose and
carboxymethyl cellulose to increase the viscosity. Finely divided emulsifiers include
bentonite, magnesium hydroxide, aluminum hydroxide, or magnesium trisylicate. Synthetic
agents include anionic, cationic or nonionic agents. Particularly useful are sodiﬁm lauryl
sulfate, benzalkonium chloride or polyethylene glycol 400 monostearate, or any combinations
thereof.

[0075] “Thickeners” as used herein refer to agents that make the composition of the
present invention dense or viscous in consistency. Suitable thickeners that can be used in the
context of the present invention include, for example, non-ionic water-soluble polymers such

as hydroxyethylcellulose (commercially available under the Trademark Natrosol®™ 250 or
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[ 0065] Some non-limting representative exanples of carriers include
noi sturi zing agents or hunectants, pH adjusting agents, a deodorant
agent, fragbq&gﬁsﬂ_palr condltlonlng agents, chel ating @9&%&@5@%5%
preservati vVes, S|f|ers t hi ckeners, solubilizing agent
penetration enhancers anti-irritants, colorants and surfactants

10066] As3spechtibeie Wafbr-@olumé Ipstyufetszsuem asRuat 3ﬁ(can&1¢bﬁalmaldbhatndaﬁds
or restores noisture t Kin, Re resentative exanp | es

Moi St ur i }“fagamglk Synthalep antc% Eaﬁﬁ/ s‘llcf’h%iﬁs falteaciisaplienic P|°1V1ﬁér Sp@éé@%‘f alkali

i nvent i Ogyiis A4 He8ureMHeRgEt | im tation, guanidine, glycolic acid and
WD 2005/ 123103PCT/ US2005/ 020555 gl ycoI ate salts (e.g. ammoni um sal t
and quat 076k y aleybeddieneim | ‘soinbsliging agentsoare thasesubstanesp et enable sphiyt¢sde y
of forms

al cohol s 1(ss%idé as %geggb%%l%xgﬁ#%%%@g}u%ﬂkﬂiggﬁer#r| of&gb‘?a@%ly?{g%g&g%tc%“he
but yl enepghant mventmydledaewghmadﬂmwnm tcbmplex#e;mm:tqhﬁnmmeh ad cytml S,
sugars and,starc nd st.arch de tlve ed
MERARRR L T R e R e s R W
nmonoet hapellaflperraitdng iyethyahinbaitinasttHoltehante, a:ﬁc&aﬁmasomslgwodehmrs
recogni zed in_the art, since the H of@thﬂ?skl ositions

for topituchag TWERNBEd srans s g(,t%W G %8 efaelpwhyersmtﬂr %Eer farthe) y
have a pbbxﬂﬁds%n%f ebMesR uflye&&me ?e&mﬂ ﬁagythn%ﬁé/\mtaﬁ chtyad&ﬂi
6.0, nost preferably about 5.5 or substan Hence

adj ust i ngsteroppipivethylens s-abiybetbers. nyalkidaedng rbonriﬁsﬂgolvwenm efgatnﬁéolvents
conposi t npositions of the present

i nventi o‘h& ﬁ‘[érg“? eﬂﬁ§%¢oﬁ?§%?ﬁd‘§;cloﬁ?§trrﬁé§| ated to have a pH val ue that
ranges bf0GEEN alao‘tptenetraﬂommdlaatm’ﬂts a7t .a@ent koven praet@craﬂeltlge d:eéwwe@lﬁaabout

5.0 and | e pH..adj ust i
xanpl e, Stigtnes gt ARt Sy lPE ol Br iEh uRlRG Rkt GRaife s,
g [ HI C agictsle, lﬁl&hﬁInumlﬁMWQXillﬁﬁmylsfHH@ﬁ@é%I)ghnge) umugn;mbmdnhu@ams) t
u ers or an CcO I hat | oNns er eqQ e er or an
SRR 0 oo A S R LR ot e M MR T O el
or ot her ,H9sth wn@gigm moﬁetaﬁﬁﬁeEsz@Mmep@mam Ascodfpciepdpyiand 1?&@ nts

that are usab%e in the context of th resent invention inc

wi t hout moml@@natedRGIv&dazlmrn}onamm Eb igsslindde 4 pabstiguged

t | = t 7
benyer hotarIeBamT a%r*ég‘aﬁ“&%ﬁ? 1Bt IENTdZH BB R ffvmlably under
benzyl atheorademark N zoné"d fromoWhmlm Resbauh mcos)ara@@sRmemosd;df a,u)rralcohols and

N-pal mt cosine,. | auro sar 0|ne cin

b asel Ul alRRnRgpien Bfsfler PR RRP e Mee O S b PBUR Fer e
Sﬁf“ umdabxmmwfmlbbvef@blxtdﬂtmgedloamatcemdllr| (r:]et y: met Eyl agm)nl um 5
chlori de trjchloro r oxy eny er i am noa

o s SIBEs "L AdioRd NeRaiopinc s ent gy pnd Sind adinyie § Msp 2encidly
citrate, ps@ung ¥l Abing@nd ARLFRRLARR! SEEREE 18T biy19 dagional publishdd By afel ds
t hereof, heavy netal saI ts of pyrithione, especially zinc pyrithione

and zi nc Mgk Rublishingiampagy H%Eastj@oﬁ@mék‘lt’%@hlpb i5 ingarprrated WereWdnt
limtation. pdor absorbing materials such as carbonate and

bi car bonate salts, e.g. as the alkali netal carbonates and

bi car bon {059} arrmmsedﬂneaml, mlé‘antaaht@pt ‘asmmagenhthatanrédentstoe sedacrs soreness,

bi car bonat e 0 a t assi um

conbi nat fdlﬁ}sm S’t (H a¥lon2\n? ﬁ%agryg)% i §g“tt%?e it antga{)eca:nnbgélrs%d(;%a?

in the CGdSﬂlé)SlofﬂEﬁbSesaft itiveati@r meladd, fmmanpiepmemxdhmn nion starosdyl wii-| | zed

st 11 hge Ay GFR ek Bt A4 ey STk o e riiGo BB Dokt <3

nitida extract, green tea extract, tea tree oil, licoric extract, allantoin, caffeine or other

xanthines, glycyrrhizic acid and its derivatives.
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[ 0070] As used herein "fragrance" refers to a substance having a

pl easant aroma. Suitable fragrances include, but are not limted to,
eucal yptu il hor synthetic, peppermint oil, clo I _

| avender, i’gﬁé%/r]rﬁqg})and the like. [0071] Suitable hair %gﬂ/gﬂop%?ﬁ“ﬁa

agents that can be used in the context of the present invention

i nclude, for exapple, o or nore collagens, .cagtionic surfactants,
modi i ed0080] | coﬁé@?rﬁﬁ?fgﬂgﬁnﬁé’? aR‘é‘ﬂr&f%“ﬁs“,ag g? aﬁfﬂ%aé’ﬁﬂé”at?&s@a{’@ anti-irritants
quat er gy waiTPTHb MBI GRARPHAMES RepredcAtB N E:aeh 4R QIO SHTENR IakM
conpounds, al koxyl ated carboxylic acids koxyl at ed al cohol s,

al
al koxy| desseiberhifefesampler il &Padevd. ¥ bRy 8 whishishesein opippeatadcyaefreanse-
gl ycer y![ocﬁﬁj e7S Clrailha gﬁ@wa&ed%aletcta&bssgtfim%%@a&mﬁh&{. | AoaFeNt S
are optrona Iy a(f e (0} e conpositions of the present Invention so
as to emnvhniceigrmtyoralyey arat dombimtioptheref ssthé vasneiic benefit Rreifesr Prefprred

chel ating agent re m.| : . as, L

ot byt endtra nguft Sudht fo A B BRI mpd BlanSHOIRIE, suitale ayee.
conbi n ag@met@(te ﬁﬁprb%?ci?a]o;ﬁaﬂtﬁ, age ggtsmesaael_rc\mtrinm snd t@tssﬁw@tpro:vgd fo:‘l eie_ in
conpositions o e present c i.on i , mtation,
one or %F@e&}"iéaﬁ’aﬁl'sg,éeﬁ%%&%ﬁ@@g‘i%‘ﬁqﬁgﬁﬁﬁ%écor?[yéioflalé‘&‘gf’at e),
EDTA saldogmetida]shdfMbdival Bk @ess 9 dd0BIR herdins Rcbiipaaibyeerengar abens
such as net hyl paraben and propyl paraben, propyl ene glycols, sorbates,

urea dedf0Bi i vesSutfetiands’ aguaeddieraiminrg yirfaseaativesberiPree SHb a8 deisraent
ther eof o, Q0f41uERUbS 5 RE Svith ¥ HPGH v 4rR) YRS IRIRe, Hiark A6 MhiQioand
stabilization of an emulsion. Suitable enulsifiers may be natural

mat er i alsarcodinates| gluimaiedcddivol dlkid sulatess gmmiepuimcalind selfates) spdiuga aligylgih
enul si fying agents. ma Lhved fr ' r.anp.mal  er v abl e
sour ces¥u1?“ 0% %mnro glr%m a%ﬁiqﬁ%flqg]g)gﬁ?sc es | %@n 51 %g{éeq g{i{a%?’ Sé’g‘é‘m yl%?r% 6}gasei n,
wool f atsylfaes, Gbthlieatesrghyceryldins aulfonates,\wetfeduatihgesadrcombinatici sibkeeof.
acaci a, .tragacanth, chandrus, or pectin. . Vegetabl e source :

Speci £ M preforaaF R US Sripapr AT S SO e oW F AT O 8B and
car boxynfeé 1 ¥hrc6@hdid) nd98sddfunk REFHBSIBtabiAR, ¥ddBeR 8lkl/Ysul fhies) @iimddhing SR
emul sifiers include bentonite, magnesi um hydroxi de, alum num

hydr oxi delfatess sadignalkylsth sukftes ameapnaim sirletionifaies gach eambyipgtjoggihercof.

ani oni Cgo@] | ONig 2 R8th AR Binfend @RNEventi FREShfodliBhd M URBfpdtatdf iBros0di UM
|l auryl sul fate, benzal koni um chloride or polyethylene glycol 400
nonost eaamicewhish nzayypedw fhigiferat ¢fmrmsouthweshofine 0O 7ISPrayhsuskensionsdentad gels ed
herein r r . t.he.c ition: . ;

ovent i ot Held BRI Sl Ao RS ANBERINR bt b8 iPhhe pRERERERn The
can be uysddrédphiahraceativhbaid/wicodnneicpresesre wates Bthanel, andovaietesthaholr

exanpl e, .non-ignic water-sol uyble pol S such.as . .

hy r Oxy SERGFSo] RV SEE PBTRECE S0P §ual BT S A eiehirase Samabp

Nat r osol1RTiyl aBo6k 20r1, préBrH10 Tbh2aBIAIPCYH SISV, @RDBOS preferably from about
3:1 to about 10:1, respectively. The pH value of the oral vehicle is generally from about 4 to

about 7, and preferably from about 5 to about 6.5. An oral topical vehicle having a pH value
below about 4 is generally irritating to the oral cavity and an oral vehicle having a pH value
greater than about 7 generally results in an unpleasant mouth feel.

[0084] The oral topical inventive compositions may also contain conventional additives
normally employed in those products. Conventional additives include a fluorine providing
compound, a sweetening agent, a coloring agent, a humectant, a pH adjusting agent, and an
emulsifier, providing the additives do not interfere with the therapeutic or cosmetically

beneficial properties of the inventive compositions.

Page 14 of 56



350), cationic water-soluble polynmers such as Pol yquat 37
(commercially avail abl e under the Trademark Synthal enwm CN), fatty
al cohol s, g ani oni c polyners and their alk d
m Xt ures P&@%@%@E;Fb076]As used herein "sol ubilizing agghg@ﬁ%&&mgg
t hose substances that enable solutes to dissolve. Representative

exanpl esjgpgsjsol upid do?drﬁ% 2368 hEmb&iaits, PHeadisaRE egem dnlemaBHeaxdet @ft t he
pr esent |nvent|on i ncl vmthout Ilmtatlon onpl ex-f orm ng

sol ubi | i sbeveassisefu! mghenen-prel tapicel InenFye @mﬂsl&ﬁi’%@?! Bt ‘r‘%iéé:‘é@‘%?@l
sodrunr succinic acid, urea, cyclodextrin,

pol yvi ny %%}gggﬁggﬁt%ndrethylannDnrunrortho benzoate, and

m ceI | e-[00861i ng Embmnim providing cempéunds mﬁy\EEﬂEIyamdhslpbn@teréolglble aTHEEN

her sol r.s, tha f .hhe

present ARSI L@ra g@“%%é%p?eumbgﬁégi§g@ﬁﬁ@eﬁ%&§g@%k é&,zm& &
aci d estigrtheiplky oxieattionlvaieotherablpbnedtshie tie, compatitig. Taplcaieﬂuonne(l des
pol yoxaners,  organi c solvents uch, as_ acet one ids, a
Byl odextiPYiHiE copposnEAaregERTERt Qe dRlER S Yo rr?%’geeﬁralﬁ%% Hine
accel er at,an g1 SakineSrymehl its Yhskampie, doaiuaigioridacpdidssiom fHiskitabl e
penetration enhancers usabl e in the present |nvent|on i ncl but
are not ammpnige ﬂt@nd@ncrrﬁtphg/ﬂrmdpo&rl origraseyrmicfiueEtenyt anrl%#g‘ml
(DVF), luﬁlqﬁ{o%yi ¥him

?l%]zlrﬁ'ﬁ i ;Hea%u% ﬁuog/%bl)ll\&afy Qﬁfnmﬁ lﬁ‘iteg fluorozirconate,

decyl me ol yet hyl ene gl ycol nonol aurate

( PEGW) , sqdnmpmbeo@omhomha(ep«e)nmnpmpgmemd gr@lmpmi@reaer%ﬂ@rmm)

gl ycerol nol qur at e q d

azacycl Oscgomﬁa ngr%%o 9%4’5’)“?%3 C%ﬁ?claltl P)e{ai ﬂﬁ&'fﬁe} tﬁa‘ﬂh%hd& W

1-n-dod e@yhmk@ha@yxedeg Beg¢i arsediumnmd stanaius flobede, setiwm froeoflvachvsphate
Azonemwn1fron1V%| search Incorporated Ri chnond, Va.), al cohols,
and the ?qdlé'@lx‘“fhset B e PTSH Enhancer may al so be a vegetabl e oil .

Such oil g OB'QC| udehe hbur saMMriic psdvidih@usipoahd pres@it (OIS pRter®btal Bpital
corn oil. 078] Addi ti onal thickeners, penetration enhancers and

ot her ad]Il‘LWﬂir’thj §0m9/sﬂgene9r%ﬂpmﬂeb@m6 %W?Pfﬁe‘r‘?f‘ﬂ@?’@ﬁ‘ mg PRRPRUL eut i cal
Sci ences, 1*1;]1%%&1 e s&%éfr?]lrt])ggq thé ﬁ%neQH&hbtﬁﬁe%Me hitereMrete an‘dpeﬂalsrmé}ﬁve

Conpany 0 st on vani a I's i ncorporated herein by
r ef er enceamijoding] T amwedt ¢feﬂl@rlne pravidingrrompprnd wsgdhmust be agenyEmouRh

revents,or re S.0 I
et - sl appa dfe et FRERRe CRitBOAERRen REa Ll bESRA Hhndinoln iR ¥
pr esent hroue %] preferably froi@,abbuai0.08% Hrtplabout §t166, @hdladostgmeferably fawreptmutial

anti-inf| t or h ri.al,s_su as al.oe vera,
chanoni | Q%W;S%a‘y%?@g‘%r BYW“@%H °§Iﬂ?ﬁ ?r?lggplgﬂt“?vggﬁve Gree hl%?lea extract,
tea tr ee[mkll i wdn@weétéﬁxag:agenal(kmu@a@) aré ar;efdetmee meetmaemal known in
xant hi nes ycyrrhizic acid and its derivatives.

2005/ 123003RCHE dpebsingrbsgzngd atidicienecinesoney §e WWF A BB SYeeteningnt s
can be di énﬂﬁs%d Hatéy%e\eakaéd HOhURYige %%é orrrlﬁteﬁamnauamg Widr&btubRsol ubl e
ant|-|rr| ants. presentatrve exa es of such COHDOSIIIOHS are
descr i besiyedtaningagants] \eaterrwlubleamﬁla@l SWRESENIBE AGRIsy Wateqphlete pyectaing n

| ncor por gl el R LeAGHRHE Ry LOARH LRLRE aise Witk uehfts iR AOP

conposrt?%ns 0] e |nven on or ant
sweetening agents, and protein based sweetemng agents, including mixtures thereof.

[0089] In a preferred embodiment, a pharmaceutically acceptable carrier is included in
the composition. As used herein “a pharmaceutically acceptable carrier” is any substantially
non-toxic carrier conventionally useable for topical administration of pharmaceuticals in
which the polyisoprenyl-protein inhibitor compound will remain stable and bioavailable

when applied directly to skin or mucosal surfaces
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i nclude pignents or dyes or a combination thereof as the cosmetic
benefit requires. Preferred pignents include, but are not limted to,
iron oxid t ani um oxi des. Suitable dyes includ ved
col orant s%%&@glgf?b¢ oved col orants, and those approved fgﬁ@%gﬁﬁﬁgsg
Eur ope and Japan See Marm on, D. M Handbook of US Col orants for
Food, met i di ca " Deyi ces 1991 here

noor poltEBl by Warudrebiedcaphasnt fiampetios { tePRerdrHy

sur f ace-imhide\soSHEEhR) 6@ SptablY ehrrids A whed BérgiaNhe phbhbet adbntetisAllyf aa€dpaibles
for use with the inventive conpositions include, but are not |imted

to, sar CHEChIEEE togispbsianielynonsioyic AT I€91‘V9§B?ffagﬁ’é‘§eab5rfﬁbﬁ? tawpical ky!
sul f at esamifdiaHon 8t &%@m wih Wﬂcﬁ%oly%? pqﬂb@ nmlga& SHpb@lRWill
anmoni um | aur et h- n- sul ates sodi um’l aur et h-n- sul f at es,

i sot hi onemais staglleyc@bnpawlhblp &0t e andesstoadd thiteesroetioally eeseptable carriers
combi nat h@’pﬁ ﬁeﬁlﬁ@au VRL e aﬁ{e?éoirx FmMAF lﬁmteﬂ%d&lﬁ&{caﬁﬁ?ﬁﬂ&h s

sel ect ea onsi s di um ['aur o sar cosl nat e,

nonosodi[enl] aur cgulitalgb phmtaﬁceﬂbdrccapta@ldqatnes&lﬂnf:]adewatea lpamasiemmeallykyl

sul fate ditum a | et h. su tes ni um al.kyl eth sul f at es

corbi nalVERUTS ePRBT e GBS R Re HEF B BT e e e Yot
CONMPOSi tsitéW nAt®clyS@Ninp QFaddf Bl amcmzmcéhte: abx lrﬁturwpb@hlemyuohes kihthdnes,f or m
of a nout hwash, rinse, oral oipr ay, pens g ent al and t he

li ke. TygpibmIceliylgse. eolfagem sardeneh i Halhloghel angk like, A
present jidivRAhiedRe cathés REREBET 1RekiRibBISrBCEUL i caI and/ or cosnetic
carriers are water, ethanol, and water-ethanol m xtures. The
wat er - etl#93bl nilkengthy embedlg@nbﬂm nhpmeagpitisgldadeaptabloedrgptofitaa i o from
about 1: 0 - 1. and
moot - or SPEpSERIY et AU BRI § ARART Hicads b bila BB Rarher,
val ue ofTht Iqmlor @i beahy Uia@nabcagmieo%dubtyméd olnd@yadl telehs¢ of tb.bpijsé’prewhd
prefera ut about | cal h| ¢l e having
D oH vaPten R e eSurare SRR o Suchs el Smin PG prnbiilels el )
and an (ﬂ’eqhenveﬂiﬂ/ﬁﬂ decteased rdgsage ﬁf'thu'@bb&ﬁog’éﬁyﬂtp%telhhﬂﬁbl&b@dlfnp(?utgem& af |y
results in_an pl easa eel . e oral i nventive
conposi trHies d exjeads CQ‘MP”];P’?J] bt V@HFLWSP %Eﬂathqooé@o rlfﬁlrlrrpl ting
enpl _oy_e@xa 1&@&%@cm&aeﬂ&§tn%1ud@9&%ﬂks Qmealos@ﬂgest h¥@8sphBres, lbgﬁn@oéalpklﬁés' ne
providin t n‘gound a sweetenin (?thagent a col oring agent

na

hurrect a #drypibstic priyage AR ige. akipeseies whichrmaynbercd |th?d0@4héed
addi tivegy &L‘P){ 0fhe bé‘rﬁg&u‘hgé Sffht W fldedtde C&Q&Es?tﬂﬁ%!&ﬁn Qin &%@%ﬁlhﬁé fo¥med

benef|C|a opertie e I nventive conpositions
2005/ 123@@3@@@82@11@1@@5@55 spd0OBShdlbserclh bt@arwhgnmg@npmpmmbhdms

pH ad “ﬁ&@%g ag%t?bl@”?sme%&l 'Jc%%ﬁ%lesc%}ne?su gre %Qs%\r/lge I tHeS ?iﬂk‘ Irlltgmgtio%al

non-ora ical” T nven
i nventi \&)smeﬂimlﬁgteﬁleﬁfﬂ)mh }nﬁi THatdboek, Bthmdittdmnghted)bpmdﬁlgmdbe

fully or sli ter s are characterize t hei

ability CtaBterg éﬁ}éevﬁ?smﬂlfs g'té’ulll‘%g @?raﬁr W65 PERICIRERR: 5%%{53&' br? wat er
and by bbeo) whig ks mfeih BRE{pLARIYyLrBfeRIBET AGO TRRAENES thdbatd®s described
conposi tion. Typical fluorine providing conpounds are inorganic

f1 uori ddesHIPYVesych as wat er-sol ubl e al kali met al, alkaline earth

netal , 36@4 eav yt, HRiAdr eiblisnent, He c%mgfnl&xs og%éw&@eﬁﬂ -yfeah&?gan%&ﬁe?& um

fluorid ammoni um f | uori de, cu r ous uori zZl nc uor i st anni c
fluori denchslemnoworel additiodd comaauh!mornlvqmgretsi@ntswddumfaimndra@smwdom e,

ammoni u rﬁ'l gﬁbé Wﬁﬁ%ﬁoth&%ﬂ%&dtﬁ&r 9(%‘11&8&@?&1%1‘ cgsr%ge'ng %}cht in adcgtlon to

nmonof | uor op um nono- a
fluori naniaedrosmiéd byna palyisopren gyproteinasiphiddreompbikal df tlnremedntlfvé vanpadon. tin

fluoride_and nof |l u hosphat such as sodi um and st annous
1 tior | dQCoRBRm AroHEY FoT SRAGSER S o aRa TS TP ele FER BN o gpable of
pr ef er r @ding combined with each other in a manner such that there is no interaction that would

substantially reduce the efficacy of the composition under ordinary use conditions.
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[ 0087] The anount of fluorine providing conpound present in the
present oral topical inventive conpositions is dependent upon the
type of fl vi di ng conpound enpl oyed, the solu the
fluorine ‘gﬁp%déﬁ 32z;nd the nature of the final oral m??rﬁtlfgoog/ﬁzoag
conposition. The annunt of fluorine prOV|d|ng conpound used nmust be a

nont oxi ¢ unt e Iuor| rOVI when
used Wi I[Pgﬁ pr e@é’ﬁf %f“ﬁ ‘éﬁlegtn@\ﬁﬁf YEﬁgp{egyaﬁg T@blt% cgfng ‘3“?‘? om
about 0.i80h¥vé eorafaitionis biftactarkdngreditntpr ef er abl'y from about 0.001%to

about 0.05% by weight of the oral topical .inventive conposition
100881V\H99i98§weetéﬁ]15ﬁ6 herginhe PREfe etdditiopa))actiysangredignt” rHESde alesshb AFS

vel | know 4 ﬁol%@&r@t{ﬂ-prdtélﬁ lirkheHif9 cSBpSinB BF the FhveAft cdirdpobition, Qlllat exerts a

sweet ener s, é) be enpl oyed. The sweeteni ng agent used nay
g

sel ect ecdhrraaeologipaly éefﬂﬁtﬁlj@l%’ﬂ onityeathes bendfisial adivity histtepe %lecﬁmé that
sweet eni. -

wator - sol U Boarci ARVRE I8 SR (R e S S i P ing e
wat er - sahwditiee swegisgionng agents, di peptide based sweetening agents,

d b, b I h
[0086] 1 IOy of oPy BT Ensbee R et batRa P eS8t e

carrier ingentiRe torfiRudition id Meeve oxgim&itt A6 IﬂsedA&rduseﬁhéW)&lment’ameans any
pharmaceutically acceptabl e car i s any supstantially non-toxic

oy
carri er BHHYE e | t’lﬁé@%}o@a yo?‘{d?q)fﬂ the, POIRAN IR Of g Preshnt dpvention and

phar macgyhbGaleidddio whdrCierapsutip @ffh’dté?&tﬂﬁ@xméhd&fdbts?enaltﬂmglbith&"y aéagpound
wll remain stable and bi oavail abl e when applied directly to skin_or

nucosal BWFevg@EeduciApliverys AIEsIeXSpET @gzb@@y @12@5’@9 byeaotg srfety detpaiith

preferr 0, T on

| ncl udqu cggrpre(&% éggljlg tiy rgﬁ%s‘ét ab detgséé&?rgr éur&t%udgegﬁcﬁg%eﬁr Wﬂ%ﬂ phr ase
"cosmet i aﬂahmytrzame yAtddblloeal@haraqztanStm eﬁr@wsexpmleatssxab ¢ fovni an thy Guadaneeofer ¢

carrier onv nal,l .0 i strat.i of
cosnet i CI§1 S\W s af‘lu%(# e)?l%cgrgthr éafo Vra ot é‘i’ noﬁ%ﬁ{x%%fe ol aﬁtsxm our SlsSuedl I
remain sﬁ)abé gS&vdd bnd)Bv@ A(ﬁblhﬁtraﬂldn (\‘Mdtdr fdire:)mg@salsamlohnﬂ Mt;earch in May,
cosneti ¢ y accept abl e Q‘W ers and pharmaceutically accept abl e

carri er s2OQPhesinqcarporafed BYJEleEiEey i dentical , in nature.

[ 0091] Suiphd)! e pPhanpEaRIAt hédtdivg REESHER Rv&RiLh, WHish FutGEUidelud@s R or
petrol eum j el qlilé (Vasel ineTM, petroleu mneral oil, vegetable oil,

ani mal ompre agdigjangl éctafﬁdngr%wgaﬁ%tmﬁixgg e By eifcigmtlyysed. yg pdditienyte
paraffi nthépﬁieoﬂégch%%ﬁe‘ﬁ 2 epifHet1ak1aRA LYWL Gh, 1SS Heﬁéleeﬁad% Rtdical,
gelatin ose agen, starch, or gumarabic, alcoho

pol yol s, coameti¢ 4ngl/drichamecputiva! dondition éiwhick apigng Eheradwsnai@stweuwddwnt is
her ei nabqov f,ICI"[10092] I n anot her enbodi nent, the pharmaceutically
accept able carrier of the conposition of the present invention

i ncl udes[0899ust aPmétred elidtaeml antlvdai@gd%dltsra&bcﬁdmg t@ thierprasent ifleaticar r i er
can be ané1 mat er i aI1 ?aﬁabl e of sustai ned del ayed r%hease of the
pol yi sopf HY%: SPGeR LmFaRARRARE SF MREmTAT §OT, mﬁ?%l LPRUEHY &P PR ent

adm ni stdradlii€, neStiinkédGinliftith SSkerdtEIHE AtsuR Bdédin lpehite 2 settattRsogRnOf
t he polylsoprenyl-proteln i nhi bitor conpound, ease of handling, and

ext endecendntibiefia et ap pemea Aeeahiap H@‘F‘Pﬁﬂl ageg}. 40 aptirseiaznal pasnk an anti-

Non- 11 m j.hoge e%%‘%HHhé%ﬁwH@ aSHE R sERSildI R n{fﬁi |ag$if?3aq{ﬁssteroxdal anti-
mcr osponges ni crospheres, ‘or mcrocapsul es of Ratural and synthetic

pol yrer sind#rdmateey 4gekiean entw@gﬁmewmtlmydaehmm @ chdmeothasenghiio egent, an

delivery of t Y Y
ayer o, "R BATFEMRRE VIBn o Hafndll Al G ATRRR PR EaRhl, B
chol est ezml-s,klrsa;tm@hy hgemi, aeslewsing g atl¢adsihg h\gdnt la@BUStIC agent and a hypo-
pigmenting agent.
[00100] In the broadest pharmacological sense, a “protective” is any agent that isolates

the exposed surface of the skin or other membrane from harmful or annoying stimuli.
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[ 0093] Sui tabl e cosnetically acceptable carriers are described in the
CTFA International Cosnetic Ingredient Dictionary and Handbook, 8th
edition, edited by Wenninger and Canterbery, (The Cos i iletry,
and Fragr a‘ﬁ%é"“ﬂé?&’ﬁ ation, Inc., Washington, D.C., 200 {7+/%§&9g52¢%o§%§
herein incorporated by reference. Al so included are the carriers

descri bed herei nabove. [0094] I n anot her enbodi nent,, the conpositions
of the Prefsdiyes ?Srﬂﬁé‘iﬁbie@)%eré‘él afytff"lf%tg? ?‘?rﬁcqflﬁlagmér?(gwg?rsﬁgf%r%% i tional

conpat i bh&nacdd Ex%técﬂgé' £RLRNM pMictd) RisBngpsRdbrddre PllAWeH) iRt AdEinsoluble
conposition with another pharnmaceutical, cosmeceutical or cosmetic

ef f ect , materiadicthatiasnused ta ¢pyer d Proterd gridielial yEhems sHesreid vomgs. eVnally,

I nhi bi t%esgm%g%q taﬁefe ﬁr&aﬁ}?ngpuibﬁi\(/?déﬁ p¥Fa&e PssbibQRoistufcoiB b Bk s 2 as used

herein neans t onents of such a conposition are capabl e of
bei ng caletsicastd Thietahsogpten ofskiemdisiura demreases fristiohandredgo disronragésserian

i nteraction.that | d spbstantiall . I

compost TR agyo i 3 [ BRHeF e GRAESnfafcRenlsRkacHonlohfe
2005/ 12344RBETlIS200EM R b0 afidfdiim cahenaseyioddipieat¢d), detlelose, corn

pol yi soprenyl -protein inhibitor .conpound .of the inventive

conposi tsiaé%’s “iag“eéﬁmh%‘ﬁr?}% iR dHayyE gox Oﬁ‘@%f’ﬂge’&g‘gamﬁéﬁﬁ%riaﬁ; t he
phrase "[agkdbi} i Or@bteaitiles ¥Bo tarHcadimdlbtcrel € @k Skih@ Afmadabkererd! dd@findodan
a pol yi soprenyl -protein inhibitor conpound of the inventive

conposi tilerthatimpytbedlesiblesor semhrgiddepngieor|the paterials andige Egmultionsas

ot her benef] G Itk ' b RE thatever

benefi cﬁgﬁﬁ dggl%%?ltﬁl% in&%y%%lle%#g%{)%%f iqgggﬁ yﬁ\%g{r%ggi'v_edevgs gﬁg%sesby t he
subj ect indudigg prewidinpsalusive fromrthoeiterna esvirgrogdy preyvidipng elisayical support,
enbodi nen th ol.yi,sopr - PI: .0 hphi b .
R A e
exci pi enbllodi@ans phners. MExamplee irichige ebiivémtm hjxhoxiis gél dodindivmndiniethieoate.ed

to the composition of th rese invention and is not intended.to
exert t mEF E‘H’cgaé‘z"eﬁi’?él?ag’leg%e acnﬂre}ﬁ’inn? SRR §81§%8’,°n§‘?’tzﬁ’8§§hg?’g‘a%€§; act
to i mpr oy iRl AHYEbudiBhé e hinerd ol EMirRXE bid eilsidnSmiRtal bl llight, slisaldilf i ed
by existing safety data with respect to the currently proposed |evel
of exposgrdit othpePlain. silicengsddrecoeids #idtBe Bke-admi ni strati on.

Addi ti ongpyeapar ai‘%teﬁfa'bﬂk%ﬁﬁecﬁ@esﬁ%&ﬁ% Rle@BInPodh &8hd @YaHioh Aret hE

CGui dance for I ndustry "Nonclinical Studies for the Safety Eval uation
of Phar riegwlsentsadPeniilednt aspprotact vyaggnts gmpleyedSiRadY ta@itbvRicgritation,

Adm ni st at i [ ' 5,
ner ei n' IFARSH A0 HRNR bRt d8 kBl mARS A AEAbGika 1 oM accRR
pr esent vigeuk stidkgprepatatiomn tHaticdvimsrthd aved neadilyoamd noay beonalicatdi A omatier of

active ingredjents, can therefore be further efficient sed,. i.n
G ¢ 1 oA e poRec s S P W aRpor B Hireefoetires el i ainiits
condi ti Qﬂucﬂiages; fiend, BeaNE Bharchés, edipinGudhrs 2dnd poBATEEE b6lyByttHclycols. Others
cosnmeceutical condition in which applying the additi opal iacti ve

i ngr edi dngludeacpe®n @gfts pepizoin, carbomer, gelatin, glycerin, hydroxyethyl cellulose,

hydroxypropyl! cellulose, hydroxypropyl methylcellulose, propylene glycol, sodium alginate,

tragacanth, hydrogels and the like.

[00103] “Emollients” are generally bland, fatty or oleaginous materials which can be
applied locally, particularly to the skin. Emollients increase the tissue moisture content,
thereby rendering the skin softer and more pliable. Increased moisture content in the skin can
be achieved by preventing water loss with an occlusive water-immiscible barrier, by
increasing the water-holding capacity in the skin with humectants, or by altering the
desquamation of the outermost skin layer, the stratum corneum. Useful emollients include

lanolin, spermaceti, mineral oil, paraffin, petrolatum, white ointment, white petroleum,
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[ 0099] Preferred additional active ingredients according to the
present invention include, without Iimtation, one or nore, in any
conbi nat i WMo 25)(}‘;/1?3 Psr otective agent, an enollient, an a§,Erthg%%mS§%n
irritant, a Kerafolytic, a sun screening agent, a sun tanning agent
an anti b| otic agent an antifungal agent, an antiviral agent an

t t | t nt,
ter of aarnaRerTRR AfupaPr e re-AlR R e BSLAE R arma or y
agent, &i}dﬂi@hihlarpeﬂ’rblhﬂuﬁq agpmbyl rﬁjmsaiﬂé i mprkdtyl aldohélg @it oleyd alcohol.

chenot hera eutic _agent, an ant]j tam ne agent, a vitam

hor mone, (08 4hnt i A%sgfﬂm%@ﬁtﬁf arg ooy tly o ‘irﬁef‘erﬂtll%? PRRfeln Eﬁ@ﬂ‘t‘amsaﬂ’aal?ﬁ"ie sugh 3,
at r ophy 189QBf perftrabilif/ AR thDacBEE Bdsent @116 i ARSeN 1BQE surBeLAdShteRtifgent
and a hypo- pi gnentl ng agent. [00100]In the broadest pharnmacol ogi cal

sense, @pagss.of beastingent astiemip agepaimanicf iy C@@@Ffaftre@dtw@%e eEba tisuepete

of the
5005/ 12380 e BAShiER IR ARAS hABARLIL Y Ry AARGMAREHD bidilaline HlF) |
the forrhlodd, dwrbmn@ mdweempumB trebskintes to n@oetmswmting)r'ﬂteanmmpel

d
eol ubl ErieaPaft e TopetShe: S REARFRRAE Bpt BB Lob BERMREY

sur f acegp0105¢ er SAR Migritant! igismatotinlahdt Ycts td@esﬁonsthbsham@eﬂu&r Bastd oe iryuant
subdi vi ded powcler%1 t hat. absorb noi Sttﬁéfg and Cg{llll act as aldcges[s)
The absdPBETHALYS hipsremigpnammatiofe artdesiceation; Uitaph agerfp melugs, but e ot

di scour ageitedas! hirbib] RRGh &I MmEHiP¥Miriks, beRFn BhctldEcaliph6r dapbiSurkl SRl cad
protective adsorbents include bentonlte i nsol ubl e salts of bisnuth,

bori ¢ achiextiees.c Pigfaredy. Wemisgitant ig ﬁﬂ@éfaﬁietltat/’éd)sed barip Tubsfcicplsy pre agents
st arch, r i i nd
i e st cRaRERE HRTTROhGen b demia AR, Ml Uhoud o BioRt P oo
ski n t o fagromosgana®ubefaciion, whinh isnodugsd by mbﬁiahlants,nagultbéom lostedsee or
sem -ri endi n the ter aIs t f or,

t he nanne]ic“{jﬁg |aélﬁl%t"ne raggas aCF&TeIQfm hrs f}rlqﬁné Qf%%w 8rglgrrltffleltcs e\ger al
pur poseSanurmb&radtmlapr ovi d| ng occl usion fromthe exter naI envi ronnent ,
provi di n chem Cﬁé ort, and serving.as vehicles f%é{ ge_F

nedi cama[ pLool \ec fﬁi’te 165y (BEsQRamafing agnls) gelie Feq %y oBfer fryprs eb e srtis
or pl ast@¢feumEX@iPk farticnai ¥ AR A i AT PREKE AN 926 dEhdRdratoBALd iacluben

di met hi cone, petrol atum gauze, absorbable gelatin film absorbable
gel atin @p@n@@emﬂdﬂscﬂltj’é?%’t‘qﬂnfes%a@ﬂ palicyligyend, fretingimyaad $igdikeanol i n,

m ner al 1)107 m "REd Absefative %Hdh@le?@fsuﬂ's@ﬁcéﬁh Qgelntsldsght in &Hatfsof%é present
peanut oi E)et rolfatum silicones, hydr oco% |'oi ds and

[00102] ﬁn@@pamcwdewldtoet: fiinitetéon;, pemirRéanzors atcttieandotsp@ig amddnnwwcme

t t d

o a1 1GoERTRTOERIE By RIS Bl hiaR B Bl A Oy IR (U 30
abr aged atrmas-memoawk;e%ethbfltmentmyl,qﬁamdl beaedylf phe(tjmlethyu tifialgk taqubmgl aridsci ? N

t ration that ver e, ar errelcae

A nunberSGRIEREH Br o ewyh g8 SehE Rl AR fhose

subst ancgspylae! digiel éstaas)atlghmtc ead dmlbéﬂ@r&m}gum bed Pl estbmSa-phenyl
starches, certal.n sugars, and nerjc poI yhydric, glycols. OQhers

i ncl ude caeaetoam&gatty BERRGY yre Yoitaydronyeingpmie acididerigativgs
hydr oxy f}t&tm&%t@ hféﬁﬁzlun%éﬁﬁ&%ﬂ& m%ac%ldnmegﬁemnt)y%%%sap emmlc acid

nmet hyl ce | ose, propylene glycol, sSodium alginate, tragacanth

hydr ogel deriapfiives ﬁ@cmlmkle meflotlﬁmserﬁ@nhmtena@d thargblcgeqirér eseihn a5 alaphnin);
fatty Orhy%l‘o%al% e {ﬁ?ph%lﬁﬁth&lex?e, mt)&lg),%%ngﬁacetone and benzylacetophenone;

naphtholsulfonates (sodium salts of 2-naphthol-3,6-disulfonic and of 2-naphthol-6,8-

disulfonic acids); di-hydroxynaphthoic acid and its salts; o- and p-
hydroxybiphenyldisulfonates; coumnarin derivatives (7-hydroxy, 7-methyl, 3-phenyl);

diazoles (2-acetyl-3-bromoindazole, phenyl benzoxazole, methyl naphthoxazole, various aryl
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applied locally, particularly to the skin. Enollients increase the

ti ssue noi sture content, thereby rendering the skin softer and nore
pl i abl e. |sture content in the skin can be

preventin &%&gﬁ%q%‘gg with an occl usive water-immiscibf g@%ﬁ)}‘?@ro%

i ncreasing the water-hol di ng capaC| ty in the skin with hunectants, or
by altering the. des uamat t he outernpst .skin the stratum
comeum %&%?IBPZ%%I l“é“rﬁsé‘{t? &?&SI“IT uHAE1 9 ndﬁp‘@?%éﬁ%? ﬂ%)ng?lﬁ?m& |,

par af f i rgeriPAlveO! 3ok yifd x ydhinb EheQad, Q%Enylé(ﬁihdlﬁlepQ&dr@kﬁ‘—lﬂi‘hnetﬁé&@y-subsntuted
2005/ 123103PCT/ US2005/ 020555 yel | ow oi nt nent,. Al so i ncl uded

veget abltEn#sphenongiy uEs andwplpric aeidy fsmic agid Ang its qeri v 18- |hF’ea€thylether)
petr ol at L - oA OBpncRBAks (41 y8Y

al cohol (H%bdfg%]?‘hw gl}% &&grete I ohlc}:'a )iym i edp geneS(r(a )%ynzglrleot ein
pr eci pi tsahsownaohatdlmb@zgnﬁ; hengoteseiciwel, R, Zp‘éﬂetletfdl)’ﬁthb’bentlm{en@ﬂ?eA’— 8ction
essenti a ces.
The ast rdlll??ééoﬁ(? Ja{l:{H 1%1%@10} g{%& h&gh‘% eg&é{/&g@eﬁ? :1 goé)% &kﬁc{@e&%‘g}hﬁhb%&?ng of
the ti sshmeylmatdomdﬂiblnm)mheth@e ﬁetnyleng@ntosry&m [Bgd tmtthelbarpylidéne domygn-Lo
arrest henprrhage coaqul ati t he, bl ood r.onot.e healing, to

t oughen PRy OHSPXXI&"E%FP%?%MQ? fl%cmﬁlbﬁléa?ﬁﬁ’g “f%é‘?é} conponents of
astri NggoOFsAr € Beéprésentativerdxaiiplasi o suileﬁ@tanxfi’ﬁ@@%ﬂﬁ&x@abltt inQRe preseat st h.

[ 00105] An "irritant™ is a nateria L&{hat acts | oc 1¥ e sﬁln to

i nduce, BusEon BRlude. yithont ligHsioand: f?’@’ﬁcet?ﬂfpélryé‘?’f? e yﬂmm@ﬁw ST and
desi ccatdeQPativks. ik d1eR 9 agBfid siGe uBsH m%Bﬂlbﬁﬁﬁod with H@quﬁs@reen agents.

al cohol, aromatic ammonia spirits, benzoin tincture, canphor

capsi curtPOHSY cJBe terr “9@i<1b1|0t1@ agent fas aisasrhertiy meanisemy of ¢ gronp of ehegical

r ubef aci t

nyper omi o aies A AR O SRl o i RE RN or 8 & RURI AT BBNFT
body parmmmorgangmls, 1Radbeﬂleﬂz,t inalg trestrmett of mfecnduwhstaw Eybeplecofantisiotic

results froml

ocomparieat By hgeranreagt iftebhe S SE MU ARG Ra i ackin
hyper eSt(L“lSﬁdcﬁ}m il Dm&ﬁh‘llﬁﬁ BaipadiMing Aﬁlox(cﬁliﬁiql)laﬁfaﬂ]hlﬂ Catgenils); IMezFodilﬁn;
remove outer_|ayers e stratum cone i.S articularly
useful iAFIPRHbEY @?r&?‘ﬁ’c“i h"“&?% ‘&#W@n%’réqnbfﬂi?a‘i"bg ?ﬁ‘f& g@ BERz oy |
per oxi degeffilokited BERGIcId; Ce8RQsI Wofoti@h; C¥iptdzilalearbdfe Ceftfintet, and
the |ike. [00107] Representative exanpl es of sun screeni ng agents

usabl e iGefensrazens CsfotaimerpCeliaprimen (eftiaxone:i GeftaziimeCefepine; Cefixime;
limtati a | e t her eof
Cetnyt . ¢t EHSALEL FIAGEnE RN o8B, MpRRREEE KIS, ) |

ant hr am(Dﬁcmsm( EnoaaplnoémnnﬂGWemzﬁmpw;n thyylc mm’é«hnbgylchnqg Frem}dys:hne

benzyl , nyl e n c hexen
sal i CyI d’?‘gg‘ { é p‘ﬁengr%“%“&?% ePiD e1¥1£1yr<§)ram %{ ?trepé m Cénr yﬁﬁ%nﬁvo ycm
di - pr Opﬂlﬁﬁtﬁrcglh}’ﬁﬁﬁ Erﬁﬁﬂoﬁfyﬁl)l, Egftliroaniio eaclad ; cEeythmaiyicirmhyq smseinayel  and

benzyl esters, a cin n|trlle but nano ruvate) ;
di hydr o@&%mmﬁlrbgla&%v%?t? v RoEeatebipn s EH omyc}’n stéatate]

net hyl un@ﬁﬂcbﬂn&@ﬁomaopmtmy:hﬂﬁﬁmrewmeIdnnhﬁﬁw@) TanEt'hB;Ylﬂ’ﬁOXy ci nnani c
acid derivatives (esculetin, nethylesculetln daphrietin, and the

gl ucosi di‘% famgthexazole; Nitep feraphi rﬂlfmpyurl\@warp%nhfle(raméwekypsnh%pbne
stllben L S
(o um s e R O i A R L
di sul f omauom:aahs)amddlbawmpﬁwaémmbm é,nmﬁacamhl amtsbl@xﬂ agents mcluandmt

Tyt ot BSLIA 5 b PA ConiBgRAS BErepile, Uab oy fiiencms.
benzox azﬁblm,bammh ydmmphbmbesag@ttapppmﬁs iquirelamesy; tetrav@lines, macrolides, and

2005/ 123103PCT/ 1152005/ 020555
uoroquinolones.

[00110] The term “anti-fungal agent” as used herein means any of a group of chemical

substances having the capacity to inhibit the growth of or to destroy fungi. Anti-fungal agents
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benzot hi azol es); quinine salts (bisulfate, sulfate, chloride, oleate,
and tannate); quinoline derivatives (8-hydroxyquinoline salts,

2- phenyl q hydr oxy- or nethoxy-substituted be

uric and 3%§QEFH§thIdS tannic acid and its derivativ%%gﬁggﬁgaﬁxﬁ
hexaet hyl ether); (butyl carbotol) (6-propyl piperonyl) ether;

hydr oqui fRAgle bbﬁdié aplRMeIaas AphlReEtiad) Canditiding DeeRaseiia, Fldpiﬁxybenz one,
benzoresorci nol 2' .4, 4 -tetrahéﬁrox ybenzqphenone, 2, 2'

di hydr oxgﬁuwgletmawn@@%%yﬁen&%m EensRY b AYSRIFECIN, Natamyein, Nystatin,
4- i sopr opydiRReP& Iy %rdﬁ?%)ﬁ%ne ttsﬁéébﬁﬁwmg%?@m Qyéoﬂ%tcﬁapjrﬁolmmn

etocryl ene; ocfocryl ene; ‘4" et hyl be i dene boman-2- one) and
4-i sopr o§},°|°aldil,-TbléP@61}'ﬂ Varidia ute%ﬁéieaéﬁ{ﬂﬁ Pivéafinn Bifpapzodg, Butoconazole,
[ 00108] R ein
the pr bs on e G EnEEAR, CRoer R i HETE e AR B R iR ot one.
gl yceral HetmcdaqzolenﬂkutresazabdIsvtmxazold&eimpanmbsLan‘bhenaauhl Mswnezatmi ng
agents c¢ creen

o 00 T o et S Re e S B oRe TR T ieh Bk B, Folipdate,
group of Tehafrte aﬁlu@ub&leﬁme@uabawsmgerbmaz@lapwwnyzdl@ Admboblbinl; Abrdosolfine,

grow h of, or to destroy bacterja, ot her ani s used
chiefly Biphepamipg, é%ff’ﬁ*@?%lckﬁlfmf)ﬁf‘@@ﬁ %i?gosﬁﬁléd@ag ?aé% orphenesin,
ant i bi ot icge168RRt élok?(ﬁjlﬂ%parkaFﬁna%r gxdmaazblemzmgnm FlIR8Rdstel Hmeths“aoie
Met hicillin; In;, xacil CloxaC|II|n Di cl oxaci [ Ii

Anpi ci | | H@xetmmﬂuqamn Niferateh Ppiapsium Easidse Riogianiq Agid, Mlaew in;

Azl oci | | igpy RESEBL AL T RONAGoICTALRL Didtyiof f acl or;
Cef oxi t|§ m(‘ﬁ“ﬁ?%?#é“& odr?lam d; CIIle mateazoﬁ ° ot et an e ‘prozil ;
Lor acar bédef:G@@ﬁleifhxrré,tand@ﬂQﬁreplan@me Cef ot axi me; Cefli ZOXI nme;
Ceftriax Cef i di ne e 0

Cef sul od?‘ﬂﬁlgl er g??é(t:elm Nélgl?%l %F%E%chgé hﬁg %)%.%I ndf%ér flcgirglg?ln
O | oxaci subsanoasamvmg 1helaapm;ﬁtb'®o<mmm thdGrepldcation of ormmdystmglvurn&,s used chiefly
M nocycline;, Tetracycline; c Genta Kana

Net i | mi cithhe ¥6Hmg Vﬁaﬂgﬁa }S’ny&rﬂ ABRYS 1fy gWEF e ney %ﬁwmeiowr
Eryt hr Oﬁmdifowﬁu&awmdboﬁﬁ{d@ﬁo@hﬁ Didkoétnd! BdBkGHiRe, SaMticl SHE EloRadi@ne,
Erythro CI n gI ucohept onat e;. Erythronycin act obi onat e; FEr yt hromyci n

st ear at e/ mldpriridme; lgginaRiapoberhiasisidine HABD,; P@crc#mfaqﬁemwdme,
Trimet h0@Eakzﬂ&m@"#rfﬂ%ﬁﬁﬁ]@Wéé%kﬁw”ﬂd&%ﬁlé W QlaBine BilGVRIAR; AMIRINLAET N;
Met r oni dazol e; hal exi n; OXI thl’ onycl n; - aerXI C avuanat e,

conbi nat Aseiyllefcing beﬁat@dllnb,l mmaimrﬂl?amobabvme Fnstamieiindinayin, bursfosatas,
acids, b i L b agent S
i ncl ude %Egr? erm’? dm%%gﬁmrf? el 0? 31 ﬂ’géﬁ”‘c’:. elﬂg)llsa%g%p a?%ﬁn& nwr'?'%1

car bacep Bedm)hym&p:ha,rﬂiaba\nﬁn, Rlﬁrabtamﬁé’gélm)naﬂm ShpidaairsStadimyeog Biaacdsi, des,
glycopep i des ui pol on cllnes crolides, and

f1 uor oqu %‘Fﬂé@‘ ? (g‘]‘m 2Eec ‘°f gal agent" as used herein
means anypmfizia grmes er@f“afthprotsahl a‘fgaxkxsh@ﬁg@@aeﬂaﬁ;\mms o3} dfkhbMical
inhibit the growth of or to destroy fungi. Anti-fungal agents WO

20051123 13109ePUas B recsEpasels 1@ Mibifdls SV ILa!or iR AesIPRPIOLOMS used chiefly
Anphot er k£inB 1BatmeRiHpedtsidal dl%E&Dﬁia?ﬁﬂl&of EhtiyjrBtoRoal LG @ﬂﬁ&ﬁ‘h%ltahon
Hachi nycin, Hanycin, Lucensonycin, Mpartricin, NatanyCin, Nystatin,
Peci | oci mchldemmﬁhnmmiag@pnm@ S@ad!%mﬁmndlhﬁu‘:@oﬂgorrym ns, Neonyci n,
Pyrr ol ni ?(fdlli'S] Si %ﬁﬂgﬂl Antl- ngs! $bthe r«t:ééﬂ Rve %H{x%ﬂde thcmff‘ tIitllone’
Ter bi naf Bi f onazol e, onazo or dant ol n, orm azof e,
Cl oconaz hémtoly@cetsnﬂrmzsaluar,hc Eadrmzfoi (4 ycﬂm bmmz&oﬂder;escﬁembl emhiszol e,
Fl utri mazol oco azol e M.conazol e,
arconas RO LT R RECErest iRl SERRASEpae -l EERNAN e o o HE SREE B
Tol ci cl akgers)lol i ndate, Tol naf tate, Fluconaw e, | traconazol e,
Saper conazolg Ter conazol e, %éssor cin nor Ohi i ne, henam ne
Il or

Br omosal 101 8h1 or AAFITHEHE 288X TP Agentscat crsy ner%msiﬁ {jq@ or loss of

sensation. Non-limiting examples of anesthetic drugs that are suitable for use in the context
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[00113] Suitable anti-acne agents of the present invention include,

wi thout limtation, keratolytics, such as salicylic acid, sulfur,

gl ycolic, V%r uvic acid, resorcinol, and Nacetyl cysteine; _ and _
retinoids 2538 et i noic acid and its derivatives (e!’GT/PS%?P%“g??a
trans, esters). [00114]"Anesthetic agents" refers to agents that
resulting,in [.e N r : j =it qa L es
of - anest AU LGRS el bBTRa O EAR3RLRRIe SRIRIEL IS Suf G
2005/ 123hR3R6THind3 ADOEH 0 6bdsaiot, mipévapaieg éeitacaing dp¢lowine,ihexylcaies,

phar maceuti cal I% .acg(gf)t able salts o(fé gli dpcai ne, bupi vacai ne,

chl or pr PEHE; CHMBECIAHERS BIATHSESi2AC P B8 vacai ne, tetracai ne,

dycl oni ree113¢xy | ‘GRdrbidal dafiGsfiniBatoBCRaNNEes ukddirrdinecfeploampxinel and
phenol . [001151" Steroidal .anti-inflammatory agent:, as used herein
refer tdUEIF)OUSSRTBIUNGS AEYHNEE & dhi5810Al -r@@ﬁg%{?‘ﬂiaﬁ 1“81@?8- @8?‘8&9 389 g
system apdybis |(éédaﬁ§b&1i_|3%te§6i@d&oina lpEBEiH AU R PREHRANES e Splaytitiartdigal anti-
steroids), and glycosides. Representative exanpl es of steroidal

ant i - i nfihBammatorydragsigelude svithene limifatip gorticpsieroids Sk, 2s AYEOPAHEEr 0 ds
such as [: ' ' s

dexanet h@é%%g,ﬁ&%}ééggﬁe&%ﬁ 312 g% én%gﬁgé%éﬁ%?% ?ﬁgégagan%?iﬁ%g%n%%#eé pi onat es,
cl obet asetlowrthasak djprosmtisdapbatisslovalarast.igswids, desexrsibasprd cost er one

acet at e, ., dexanet hasone, dj chl ori sone i.fl oras i.ac

di fl ucorqeé‘i”%/ﬁgr%‘\‘}%lsl?eé?‘be[d@?ta rEe GPERA 8RS 11ct1§qn§8$eo§0 (r)%é&a@é E)a(rg?’de,

f | udr oc afiflic@edRne Filuaw Haseaeldiylcitralond dceaidepiivinecoatehg Miudethasone
fl uoci noni de, flucortine bu‘#y{}est ers, Utifll uocoht o&o%e, fl uptr dni dene
(f 1 upr edhyAlatedheringlont agetomde; finosmppidoiiusREINE RUIYIgsiyEh fiferortolone,

hydr OCOrﬁdp?émfdeﬁ&?t@}e%nymﬂé)%aﬁ&; HERRIrksl one Al sindid iy Rb@ose| one,

trianci nol one acetoni de, cortisone, cortodoxone, flucetonide,

f | udr oc ceetagohxdrogriuepB¥Biremaihypeaiselons. HFBERApRA FfgnIde, cortisone,
fludr 0C Ol f 3 ¥d8e, fﬂl}cgt})fﬁ'ﬁgsf%?oc?hﬁgﬁ gitfﬁorofséﬂérd?é%ﬁfé?h%%eﬁ@l@ﬁ@m de,
medrysone, arncrnafel, antinafide, betamethasone and the bal ance of
its est efisirocottisong diftusronodiesetat| o asirengdiving aertorddss eteysong, aweintfel one,
cl esci nol one,. di.chl or.i sone i f.lur i.de .

f1 uni sol "lnacé{‘aﬁrdf’*x}’c??%'??é'%aﬁ%’}eoaﬁ%falefﬁ‘%g‘;r SR rs %ﬂl}%?é%ﬁﬁgg‘g’lg’o%hel?mmdmS"“e
hydr ocordckgaaneoydtcinal desclybhecivhidrizsome difipgdrepetet fihgoopidenfhmesolide,
hydr ocort amat e, nepr.edni sone, ramet hasone, .predni spl on .

pr edni soWé’,fOfB‘é‘Eﬁ‘lB‘FFgﬂH%"srﬁlﬁBe’ uB\F‘)’gﬂF{){Eﬁ% g’,&f’ﬂr%‘ﬁ%ﬁ? H%IF%W ’Qy cﬁ?'ncc(im?ﬁ(’% ures
ther eof . .y Q& Gibrdpine! Bidb@dabman] hepredi R RaameRgRR] rediisfates to a
| ar ge gr oqu) of “agents that are aspirin-like in their action,

i ncl udi ryedrsnpediceiomeriasone diprometeo KameipiengnindApixpEssdbergely

acetam n@gmt ( Tk &PAbb{da) %ntﬁngﬁlfngﬁﬁlballggﬁt_@mf&§ tof lang%T&Iprff ?%égﬁé that

anti-inf ory agents that are usd in the context O
present arauspitin-tike infodinabtion,inethding ibuprefand Aidvd®, arprexgnssodiyinrinleys)®, and

pi roxi cam_ isoxicam .1 Iy G & ' 1 304 d] I.¢k,
benoryl a?cgt,alqlrﬁp:h?%Qy&ngls@])‘(ég&%?aﬁ gga%‘éjrl%ra]dpngﬁg {1&0&@%%‘ l angm?%ozgggééﬁgs;
aceti c ambtchrelesabledh theesntestufhheagedhichedntinamcludeneittwiielmadation, oxicams,

i ndorret hacj n, sul.indac,.tol neti.n, ispxepac, f ! i ppi na

T omat e & piRd i Aok ichR R G, SRR g BT 08 Sl Boilin.

f el bi nacy;1igane sk@behOIodstin, HENARRL 48 feflécd); /StiTRSiEd@VatlvesnRich of ¢ibiaftnac,
flufenamc, niflunic, and tol fenam c acids; propioni.c acid, )

der i vat i fpaelofengs Hdagethaeiprytiadrc, RHPRBxIEPKEPER 2‘89%5?%?8?\‘?3‘1” FAPBEBFBS en,

ket opr of £a,fERORMALAE zohRRiPi BlhdahROGRPRRE, SEbinke, bRd REEdIacCRBRAEESN,
oxapr ozin, pranoprofen, mroprofen, tioxaprofen, suprofen,

al i nopr oickas mafedamicapmedlpeninaic, Pyfenaie, aiflungioand selfeppraipAcislst pioRARC acidyp
2005/ 1234 93567 B 2R Ao AERRANBIBN SRRULBAARE 1 BRERE Adfprofen, fenoprofen,

azapr opazone, as.h rine .hazon Xxture | ese non-'st er ol
anti - i nf feabuwfet, ondopegpéan pirprafenadagmofse, axaplooiypeptanepsofpw rhirgpsofeme

tioxaprofen, suprofen, alminoprofen, and tiaprofenic; pyrazoles, such as phenylbutazone,
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[00117]"Antipruritic agents” as used herein refers to those
substances that reduce, elimnate or prevent itching. Suitable
antiprurit i nclude, without limtation, phar

accept abl ewgéﬁgﬁglﬁs nmet hdi | azi ne and trineprazine. [00 %2&%&%40&5
anti - oxi dant agent as used herein refers to a substance that

|nh|b|ts 0 tion or reactions rormt or per.oxi des.

Non 11 oS IB D P BoEr RR PN 14 Hispetbap i Shsioees P MRS e ext
of the Bfeﬁ&ﬁﬂtanhﬁmmﬂﬂ?d Apehtsifhay ase Bé ahploged, ds Wil bt Beratadoglcallys
salts, ascor ba/l esters o fatty aci ds, ascor b| aC| d d rlvatlve

(e.qg. tmatdosisy offhese peratseForyample eate SRALE %01
ascor by'deﬁ%tt@t 1@%)artﬁ:1919x‘?§’ﬂ§rﬁﬁlfor(t ﬁl&ﬁ%ﬂw@lon t ocopher ol sor bat e,

t ocopherol aceta her esters of tocopherol, butylated hydroxy
benzoi c [8@113% anakqtllpmrmcgigmtg” as used herein refers to those substances that reduce,

6- hydr o rcially
avai | abf%mﬁ%a fr? %Je‘?it 1t&£§§g§}|§ﬁ ! EWw %&Ig}?ﬁldggl ?ﬂé’ﬁ&ﬁ‘?‘? s al kyl
esters, phspeceaically @crcennylble gitsloditnethdilazine auditdmeprazing. s sal ts and al kyl

esters, c acjd nd sal,t

NN ar eOTR) G- o el e Rl a5 usc RIS RS 4 TP S s
(e.g., dxidadibh bﬂ%@@twnﬂpﬂ%ﬁﬂteﬂw ofxyg@rdr(pe@ﬁidds alﬂdl-llmﬁlrg&b(ﬁtﬁplegbﬁ/mlne
pldolate i ni ne pilolate, nordihydroguai aretic id, .. ..
bi of | avdmtaagt hat grecisARIn N thy Gorpxt oh ¥ RTeSH Hyentgﬁrbwlﬁie asgorBis 51 (yiamin

di smut as®), and itk ¥ATR! dBerbl Bl teRXSITAR) éidsgis@&ﬁtc%idrdeﬁeﬁﬂfe?(gg Sfhgnesium
mel ani n, ‘and rosemary extracts. [00119]" Chenot herapetic agent refers

to cheriasedrbylphesphite] sodiumeaseerbukrheprhaisy aSé@fhvlrs&rbatﬁ), tacopherehgétamin E),
Non-1im e n of
the. pr oceyoplrST QP& Sodd NSRS AR Sl o RGPSl R Ma hurERybesLic
anr ubi ciacjdspnd thelllsaltsl, ﬁ-hyépx)’-ﬁbt,k% mtrammgkmmqarmb@sqld é:ommermally

t eni posi d i nbl astin clit

Hocer navtape HReAE kafasas BEiLTS! Affic A SR Rk osicts, EimecfdfS bl ®
gencti t akiangte )l RENHAGIIR saltseind ARy ésters( admstmdmlr and it edisnEsdiclacidyiintnes,
GF120918, LY335979, bjricodar, terfenadi 51 )éf!é i di ne, rﬁf)?r villeine A
and XROH76- NUeHskyhydexianaineg, aieo-giaiine asélfﬁ REPEIHSAeBers to any

of vari aﬁWHﬂ?&o&?ﬂm%%@ﬁ%ﬁ%& sdltsS$l ﬁdbl@tet AginkRGPopRs t hat
are used for treating allergic reactions fever) and cold

synpt onsordibydregusiarstivgidxbinpivesoigs, carsumin, m We%nqylyﬁbpr@hn% SeRsFde

of the py ﬁ&tﬁﬁge LOMER h'tQQeﬂt{&Eté U%%»e@il}n%e@&‘@)&ta"cémg ba&fa &rﬁ'a&@

dexchl orpheni ram’'ne, tripoli emast | ne
pronet hd@80n®] pi fﬁﬁleamthpth)ag@an”lr@fme@pheascaémszﬁilelthb crpatnanh mteoramdl of

terfenad| cr ?_lease? \el&%n met{n:g}%%%;gé?s f/ cH 2891%/ é) %19 ggesﬁts[tg% co\élterx?g} tlﬂ? Pl%?ent

used her% Varrousss ances essen
m nut e. quadiitibh irkfude datlidveubidit,rdokdrabicing ldmtcua @i Sn,gitarubéihg @pﬁﬂlﬂl(}in as

coenzynmes,_and precursors of cqQenz S in the regulatio bol i c
proc essé@‘to"ﬁBﬁgrPer ﬁtP?‘?sH{f @R’&ﬁf}g%é’ RfasyiG, ¥WF‘H§‘“8 ’S‘Prgy‘i“hecghﬁe ‘I‘C%E?P‘ek he
present JoRMexdl) &ﬁndlﬂydwﬂecdmﬁam tbpate@ﬁpl mxto‘@ecaxm agleﬁgﬁab@ttctyd@@o\fat ives:
retinol, retinal, retlni e, retino cid, tretinoin,

i S0- t r etVerrpRFR( katmﬁorem@@@ﬁdewﬁww%.la’s3)359t?p pigipdprgerfenadine,
(tocoph ({]gﬂldlﬂﬁg, }‘gﬁelg§Ala}{@ ¥6%g, vitamn C (L-ascorbic acid and its
a

esters erivatives), vitamn B3 (niacinamde and its

deri vat i[0e&20] al phmhkﬂyvdmo«ygeat i ad gsqdsheedin eedergtoyanyloff garansts dompersds that
acid, tartari i roxy
aci ds (s(iﬁ’gﬁtegigt ngt llgiélf Flgchecai)g 8& a]&lé'ﬁﬁ%dgo atf%o#‘f%"f Qctﬁ,‘?é Q%gs h%
her ei n rfedeey mdtc@ld‘ﬁgzmptcahs Mbéhmnng&apmmdtofadﬂmarmnmblein ¢dmesxb0ﬁi§u_e

that travel bl .ood er. actiyity.in other, | ons or their
Lt het | hessotuon s P HEr iR bs Srantpre Bt e G hb Gt { ne
present tipyeihd, eRmiastfeldifhenBidrainR, fiofethhithd, iheta@ines; pipetiiReglastemizole,

loratadine and terfenadine.
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[00123] "Anti -dandruff agents"” as used herein refer to agents that
reduce, elimnate or prevent a scurf fromformng on skin, especially

of the sc cones off in small white or grayish -
Exenpl ary%g(ﬁ??&g A uf f i ngredi ents usable in context Béflﬁﬁzgﬁ%ng%sgm
i nvention include, WI thout limtation, zinc pyr| t hi one, shale oil and
derivati veait her, sych as sulfo ted shal e.oil, seleniumsulfi dﬁh
as

sul fur; eyl i lta'em as pysdhepeip e am b VPO FEsaT GBS PR ST
ket ocon@ﬂ?ﬂ%t@ quahiti6id t@rtl%lhf?ﬁ'tydn df %dgﬁirﬁ’xlnglg b&k@;ﬁs’éﬁll?/ @b BdchiyBcEQhe Frecursors

itraconazol e, m conazol e, clinbazole, tioconazo sul conazo
but oconabeteazymesue Siedesilasionpf BisihokA RIATESFEst éloaﬂwna%g/ew&qs iof witamigs eo

| sonmer s u%ge 191%6 ¥tdr U% 2 d,ﬁ&i néﬁlf}l@luﬁé vﬁaﬁmr@gﬂ&m 39515@§5rfara%noit@ea ne

(Cct opi rox en| um and ci cl opi roxol am ne, m xt ures
t her eof r¢tidoll Zetirfamﬂtmyls;ialmltm retpioic 2t trgl@ein, n@ﬁ@tmomksmmu&h@twly as

ef fect | Yinklhel SPASH L9, 00 LEHUNEAALLAG HRuFRIASLIRLC LaYEla Y

pronot i A fe fatura 'ess quama
Exanpl esstexds andbiher ddmkhtezeah clitanmihiBs knlmmld@md 1anienvaszev)halpllm lw,}elm)dye

used in cqQntext of t sentJnvntlonlnIud r.etin cid its
br odr Ug&Shirirt & Tueo Al B (g g A it A st fied Bishete

sal i cyl hydlggy &lw‘ﬁudﬁq«slsm&gyhygﬁd ﬁﬁmeﬁks) sul f ur - cont ai ni ng D and L
am no aC| ds and eir derivatives and salts, partic

N- acet yll0HER} v at Hpgaones appssd preaderipprura subpAnes Ar u@a ‘glbye?rﬁ?ns of the
L- cyst ep,pgy thﬁng'leﬁby Blodl o é@:f‘ Qct?vlﬂy A othéH 19%05&’6}%%3’ syﬂﬁiegcs anafogS-

gl ycolic acid, | actic acid; phytic acid, lipoic acid
l'ysop ho§piﬁai11¢ hl@rmoacﬁ far usgngthe kspntep@é Itheatg%ﬁﬁtltsmY@tlgn mcb‘ldér’mﬂ arg gt hlﬁ'éed

l | ke). f}ngopéfr %glt%pbi 280 1t§ ﬁ{o%ﬁéﬁ %H&@ g%ﬁ{ﬁl&ﬁ%éq{s %f?d és?éf&%

"scler osan use cal tant 1nj ect ed
into a yeia3j n S‘(Ahlerdandlmffagmts” mmnmae@@ﬁtswmmaﬁmwmﬂm

nost comon ones rr uat sodi u di u tradec

oor et npgvaa o Bt hnig 0B bEns Sbect o3 Btk B AR At e,
be use igmyishec4ése Fxbinpiany &bl d@oruffiagrddients uMb&ﬁhaBﬁtehaﬁﬁﬁ pedsensi ng
agent s, .exanples of which have been listed here bove.. K O her

nonsur f AERIMN HeEdy “eihe%gmﬁ?goag@m@mﬁﬂmsmﬁe dlepyativgs therepfsuch o

art may ,al,3Rnhed SN QY %Qem[ugglll%ﬁla SRS Edh% ﬁ’@ﬁﬂi Soalt&f SviddAeS0Hsd, ances

capabl e of destroying or eating E F e ial tissue by chem cal
acti on. nmalasqlmsuel@@&keéocemﬁo}sedle@e@p oLt eprdezeladerdlagidlefrisarqle.  For

exanpl emgl%@oﬂmﬁc%xm?ec iRnaBR! a3k %lee?nﬁgl{;(‘{ﬁgolé‘%hQ%oﬂz&Q cggarzefa,g

kerolytic effect, are use of pro dcne or
[ 00127] ‘hiilypepelgnititt amipnagessitdd stered sones awd H&um&whcraqzisbbleascﬁnthralin,

Sept IR SRS PR DHRRR. STERLLAR ARG phOS o,

serine pHepdofase inhibitors, active soy and retinoic acid. [00128] The

t gp![ ﬁgl O%QROSI tJA?lg-Ssk&fatrtoghy g:tlvgses rlléfell'srt]g (sau tstlagges% ectng 1r(1le R:glems m!g g? ally
rejuvenating the epidermal layer by promoting or maintaining the natural process of
desquamation. Examples of antiwrinkle and antiskin atrophy actives which can be used in
context of the present invention include retinoic acid  its prodrugs and its derivatives (e.g., cis
and trans) and analogues; salicylic acid and derivatives thereof, sulfur-containing D and L
amino acids and their derivatives and salts, particularly the N-acetyl derivatives, a preferred
example of which is N-acetyl L-cysteine; thiols, e.g. ethane thiol; alpha-hydroxy acids, e.g.
glycolic acid, and lactic acid; phytic acid, lipoic acid; lysophosphatidic acid, and skin peel
agents (e.g., phenol and the like). Sclerosing agents or sclerosants may be also employed. A

“sclerosant” refers to an agent used as a chemical irritant injected into a vein in sclerotherapy.
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skin or nucosa and may be in any formincluding solutions, oils,
creans, ointnents, gels, lotions, shanpoos, mlks, cleansers,

noi sturi 2%320()%3%3%33, skin patches and the Iike. [00129LLR<R09b00855
enbodi ment’, & polyisoprenyl-protein inhibitor conmpound, carrier and,
optionally, additional active ingredients are forned into a

al| o ve | nt < _
{00130 IRt RiaLP e Aratot sy S s O g AR Rl ana

conpoundcthadolahdergiaelt i cal or cosnetic carrier and, optionally, one
or nore additional active in rﬁ]_di ents are in the formof a solution.

A sol ut ilBM25hn delemsmgaents Bichinay kg vse wdhyRTssgr inypiog madifesiadatic e

(such as)agedRManiin®RERRY xR WhidhNald Beeh listoRaUMEbVe. Oiker nBivent i on
and, optionally, one or nore active ingredient(s)) uniform

. S y
t hr oughoutfacianihpsed sicansing pgentsdpenn ssthawred skignn glegatiny dw Resnloyedych
as the l's . : n ' , 1081341 n
anot her qg‘rigt}gr r egﬁggn{%o |llrir%n%kerg#dibgt\%(%g?@gmggrﬁggﬁo?{ﬂg)ﬁrggrr%:ai s%’ nH a
pol yi sopmpéhglial psso¢ by chemital bétioor Caowipoagets can bavse &g remone deddekin cells.
optional_ingredien an he. di rnsed i | Si Lon.is
2"t wo- DRSS BRI SRy a6 By R RAB R s SRR KO e
carri er suysefanfor pfobWii §Min,iasnedérlaelired uni forml y t hroughout the ot her
and consists of globules that haye _di aneters equ tq ar _greater .t han
t hose of 00l ar PIEBIeN e AEeN S Ak &9 g‘@?ta‘ﬁ?é C&agt?&fge%‘ig’?%’q% the skin.
criticalgagsle Wpigﬂerﬁmg hgdrieihcllieh Ry GHuBIBhes MBS, adaRuR Fbrhkel i ty.
Usual Iy, separation of the two phases w_.ll not occur unless a third
subst andBhibEers eeiRdEg sgripgPratrass inhipLors,Aelbys 9y 3nLEFtingig36id- o pasi ¢
emul si o ai i {GR of ARPABRtSventiBifcAWR dpPHEdSSEARY o th
liquid cqggir){sir sngl}lﬁt)?lhg%ékrrlgﬁg?%iogg agent lajsenvlvel‘(lz as a? gig? VO ¥ the
2005/ 123k0BREcLISNI0E Y0208 88y fronyndeingsputiops oilaj orcamsheipinests, gels,
conpound, .. Most, _enul si i . Q ' :
on: aquasiepraiis rh AAGE RO MRS, AREUE BASChONR, | o
emul si onN901294t aenbihsi @abddimerne Fdyispusyl-proteireihititbesongruod icerri@nahd,
cationic surfactants of the naon-aquepus jnmm scible system.glycerin
and ol | YRS pSkriops] e Sierkion e el § GrapogiuEp SrmpsTeg soiuion,
present dMapt biogel lsperd@mer i bed her ei nabove. [00133] When t he
conposition of the invention is an enul sion i:ncl udi ngcE AFC, non-1i pid-

based velfPBiWs alsopesmbpdigents,zpelysemsenyil-Prssimnhiiton Sempingsa ¢ he

compou nc&)harmaceutical or cosmetic carrier and, optionally, one or more additional active ingredients

are in the form of a solution. A solution can be prepared by mixing a solute or dissolved
substance (such as a polyisoprenyl-protein inhibitor compound of the invention and,
optionally, one or more active ingredient(s)) uniformly throughout a solvent carrier such as
water or organic solvents, such as the alcohols (e.g. ethanol or isopropanol, acetone).
[00131] In another preferred embodiment, an inventive composition comprising a
polyisoprenyl-protein inhibitor compound, a carrier and other, optional ingredients can be
dispersed in an emulsion. An emulsion is a two-phase system prepared by combining two
immiscible liquid carriers, one of which is disbursed uniformly throughout the other and
consists of globules that have diameters equal to or greater than those of the largest colloidal
particles. The globule size is critical and must be such that the system achieves maximum
stability. Usually, separation of the two phases will not occur unless a third substance, an
emulsifying agent, is incorporated. Thus, a basic emulsion contains at least three

components, the two immiscible liquid carriers and the emulsifying agent as well as the
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[00134] I n yet, another enbodi nent, the inhibitors of the inventive
conpositions can be mxed with a gel suspension, (a sem-solid

carrier) h%g@é{iﬂgé&ar rier to forma paste, powder, oi nf’gﬁﬂéﬂ’??g{ﬁ%g

| otion, the like. [00135] For exanpl e, ointnen
prepared which are in gel-suspension form These are sem -solid

prepar atgodisopkdtyEpdesh fnBibieXEdigbahd. apeht caldian iﬁdagsda@e ephdudeds phase
General 'y, ointnment bases are categorized into ,h){ rocar bon bases

(ol eagi N8Py nongRqNeQys ﬁ_ﬁ@se&%r_ewwﬂef@-%@wweé ' BSSRIHiREcPaBr R pensihpt
bases (apbysliQuy }wtga egﬁg RArRAmpS St ARRbAdC aﬁfaaﬁh@umh%oﬁaa)egﬁsgzz

| anol i n; enul sion es (water and oil type); enulsion bases (Oi
wat er t yipaiscibladysin glycerol adlodivpedes, whi ch often use pol yet hyl ene

gl yeol  dhefihiO! PEARRRRSEon LOOAIELANT beanaln SRS L oS8l t he

present ‘i nvention usl yIsoprenyl -protern i or conpounds and
carri er sheesmbbee.r eadi | y prepared using technol ogy which is known in

the art as scri bed in.Rem ngton' s Pharmaceuti cal.. Sci.ences,. .
18th or BGETH oo HgRte SEinapRusiedl B nIRuSRAR BN TILHE R EATSa Ry Upie
East on, RHeansplcvianicprefefod dud Brias ipjophilliy natiRke feégapotmdns of the
present invention include about 0.01%to. abogé 50% w w of a .

pol yi sodP8RA - pr Byt anether egrbodimenp fhsdnibitors At the pRyentiyscopwpsitigns can be

enbodi MBffed Wi 22RPHEEenSbn! (A8l S ARESRY Solir QbR B forkliaYabiepowder,
conmpound i s about” 0.1%to about 20% w w. In an even nore preferred

enbodi megintmenh ereamplotion.diydrogel gsdheliksopr enyl prot ei n i nhi bitor conpound

present e i I : () i ) : about
D056 i w OPHISD®, B ERULNE, SRIRAS rhdy B8 phehaRESAIAR, h 20 s FRERidnIBfy 200
pol yi sopFlesyirp sehiesohdiprdpatatiboy intodgddonektirgal lapsigatidrate thdepithel5do.w/ w.
00138 cordi ng to another agspect.of the present |nventian,.there i
O ovi dedaieratydat Gt BPeras ARk R bRRocBiaR Eter Lieobd whish ' °
helr ei nahﬁvev-hlit&_b&rcpét_ﬁﬁl%5%@6{@&@&)&){1 base (blxd@ﬂro&d),%ichgnighelsahydrﬁgﬂﬁlﬁc one
ol yi soprenyl -protein inhihitor conpound, as describe er ei nabave,
gndyt hequrfa H’E‘g)é&{’lﬂ@é?‘is}‘}m Besrtlsten pasgs te&é’%‘ﬁ‘é‘i&’ﬁﬂ; EEPISipn é‘%eég?‘b‘mde
carri er.yaMeyed Omlalratk Q3RO vl OPRIC D SRRARE bHlysBFIRRe ¥HET@s Adlsininanal

active ingredi énts, as detail ed above, are present in the
conposi thahs, the process includes adnixing these ingredients

tecnni Q2B | AR Eorb R B P R BRI poly el Bin
i nvol ve inmyitorrempbundsend poviers cachaiegdiyprémred usmgriedhacloggwhispiickdown in
CoPEST 458 B S SR P bREHL T, RSB0 S =1
exanpl e, publishddibly YhesMbsgksoblisiting Compansexf Eastbn, PdhdsybaniaEdi t ed by J
[00137] Preferably, the compositions of the present invention include about 0.01% to
about 50% w/w of a polyisoprenyl-protein inhibitor compound. In a more preferred
embodiment, the amount of the polyisoprenyl-protein inhibitor compound is about 0.1% to
about 20% w/w. In an even more preferred embodiment, the amount of the polyisoprenyl-
protein inhibitor compound present in the inventive composition is preferably no more than
about 10% w/w. In a yet, even more preferred embodiment, the amount of the polyisoprenyl-
protein inhibitor compound is less than about 5% w/w.
[00138] According to another aspect of the present invention, there is provided a method
of preparing the novel compositions described hereinabove. The process generally includes
admixing the at least one polyisoprenyl-protein inhibitor compound, as described

hereinabove, and the pharmaceutically, cosmetically or cosmeceutically acceptable carrier.
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B WI kinson and R} Mbore, Longman Scientific & Technical, 1982.

[ 00139] According to another aspect of the present invention, there is
provi ded treating a nedical, cosnetic and/ <
cosneceutﬁ@gg&gﬁggailon associated with epithelial tlsgﬁggmﬂ*ﬁgwﬁﬁ
method is effected by topically applying, a pharmaceutically,

cosnet i Cah tageOWh&O sdEGGAL htiat ingrelidn®C hd detaiRABbGVe, At ptdsént ¢rOMPOSi ti on

of the present . invention as_descyribed above onto a surfa 00140] As

used her EPHPRFRPIEAFHBIOCTAIHIER AT X RE| S BB P IPEOBER N ‘the active

"cosneti Q.?éﬁédrelﬁi §RiGhd ¥Rri &MaUBnixifE techARRRRUE Bahd yrosésé BEthE pRs@fount ”
refer to e anount of any of the conpositions of the invention that
resul t i invgntidetaspeielyecany enpefibe keqvyl teghniques for domNiting tepical compositions.
adm ni st ry T L )
cosmot ¢ oy 28 8 m R Bl T IALERARLE Fabie (E R TREBM dTR mllent g
~a di seasénventiah is destabed, fmxanplngn&haybi@@mé¢olwp§weawxm Edited by J

aest het i . g. {n h ti o her

phar nacemlgngo%%@@g\gﬁ 4" ebY c%mﬁef gg i g?{% ‘effect. The
concent r §00189] of Adoerdiighs 'Eaﬁﬂﬁa' asp'ecsa‘ﬂtb@;bregénsmvamohghaxéﬂﬁrohﬁsd amethod
phar maceuhl cal, cospeceutical or cosneti.c but W enogﬁg

ol O o Gt Arh corrateatay Samret e Sopformpiseriies SabREn: ot
the skil kiggear thesadthod RRfBdtEES} lopRadIppRling b phiteha6ANPRAS), Ebéﬁﬂ:tlﬁﬁ%r stary
with the particular epithelial tissue being treated, the age an

physi cal cesnreretically effectiveampwtt gfihe apmewmowf thegrergnt inesfien as deseribed
severity ,ofvetdae £QpgEL i on, the duration of the treatnent, the nature
of concurrent therapy, t he speci fic conpound, conp05|t|on or ot her
active i f@Md0) entAserspd bareid thqthmqo‘@h@m@u«tmalbmffep@ve amaquin 7 sdsmedigally i ke
factors kille

ef fecti vghogg {" '?[ Cogrﬁgcg{ﬁ csaﬁ g%?rﬁ%%f”t %ram@@t erm ﬁ%\aﬁg%hl

uni t doseompssititedf fhﬁﬁlﬂeﬂuorﬁthatuaauﬂt 1ﬁlGﬂ&rapeﬁicﬁcrrsbeﬁiﬂcidheffmmlml@ its

i nventive conposition requijed to produce a resppnse of .5

i ol G BT aRo o biech RS padh e iRk LR S Bugetireet can be
ext r apol dirdidy nfifiemRife peeveRS RV 9 chotaNi8Sa @iedakey Sctidord@dm) ikdprokiidg Be Physical
ani mal nodel test systens. [00142] According to this aspect of the

present PPRE&TAOFOHA deptletics ﬁ%sskerr bysigation). vpEap hatsemy offisy eharmasrutisa

prefer abl:é!srﬁe%&&d%%ﬂ Ar%o?rﬁalc' b%ﬁ 2321 364 efhe coRcRRRA ST t SbRAAR s selected so
enbodi nent , 103PCT/ Us2005/ 020555 | nventi ve

conposi t ra@tmsexalrt ais phﬂgm@@ﬁuhyalampm@du@épmmet»meff@h duf lowrenpiigheto agoiday,
; .
o © r CLENHRb bR i hEucpe wBEEd Mok TPLRLRAARR AN "

% On 0Si |ons 0
present effociveiamountdf pfeerbmpabh«m may vargavithube ;BMcu:bartapmhpmssmbdmgat

ranges bet 1 an nmor e _.pr raI for.a t

oot 1 olFtEb ey e BRwie L Sinditen ShBe Ry S it s bified il Hisaty o
for an i pgabadifibnabeddragldT daf trdainiet, tﬁ&wabfébr@meer@tﬁzmma&pecme

i nventive conpgsitions are topically admnistered to the epithelial
surface GPMBOWHLFWRROSIRG AT PIFR L HynBseaIH WP ISP PHEFYIaN cagify flak@é
ont o whi gly filer&@efposi tions of the present invention can be applied
topically include the lateral aspect of forearns, the |ateral aspect
of |egs, [M1Bbls, 4 dalled mnﬁan@l@emb@mphage@qeptwaﬂaeé’ectmamgmtﬁ thehe

Goscr | pol RASMtneiGle b fHE LS it B0 ARYyTBRRE o TERERN fters 1o
i nventi vdxecamqmosoﬁlnmv@ccahpo,mmn requeedjiongoduac a fBHdsd pf 5% roﬁniammal
enbodi rreré}‘féctt(l 4 Eﬂ"lg)f 1€ um? d&e canulg]edasgelégefd 3% extrzlapnolacimg%'om dose—respoﬁse curves
derived from in vitro or animal model test systems.
[00142] According to this aspect of the present invention, the compositions of the present

invention are preferably topically applied as needed. In another preferred embodiment, the
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topi cal application may include applying the inventive conpositions
to a non-epithelial surface such as the derms. In yet another

enbodi rrentw%%ré]ﬁl%%g%nd surface i s an open wound Surfaceg%ﬁﬁs#@s‘?oqosss

herei n an is a physical trauna vvhere t he
| acerated, cut or punctured. As used herein, "a cut” is an injury

t hat r eslubén'iwe eoxﬁp&hﬁﬁk a@rtoapmguaaﬂhddrbew&nshé fhd folr ﬁ,ﬁ&q@atyl ®@bre IS a
] agg irregular cut, and"a puncture" is a wound nmade b poi nt ed

obj ect " (#pferably tyagd a Ay Be ONGsrin dKArning gadhpncetn wﬂ&wgﬁ IFFatPP\?élI Y,
the conp, h{;alu%p%fﬁ@eoﬁg?ms%g y&%&;ﬁh&l ﬁ@kéf&%l}r%m%@@ﬁlﬂ fhi Qames a

conponen or exa age, hesi v ransdert nal
patch. | mmhMrangﬁ Eetwes, | ani80deypowia prgﬂctmblmfyr pamgmpetion efgbait fourteen

dh
ey ey o) SR RRNR By P Lol UL LRSS TR BRUARL 08y 8 g
enbogl nE[flonl43t] he rrmﬁa@mbbdmst ﬁ{e ﬁhmtéi/mu?mﬁohmnnmret@mally edminixtdréteto the
e o e skin uc
| Bt ex g BiBel et A St SbRSTIMHEE PSR o6 AP e S spitReEh opE YN Bk

In this @mgxheﬁd’uf,thé scROMPaRiohicase @fpl1§d1©picﬁl\¥}eiihb]uﬁélt}@(lzltelhpaspédﬂwfv‘nt
i nflanmation of the skin caused, at |east in part, be| ng tencl osed
1}

in the glowpens tgdater Apeetob dpghelhovs, feﬁfebﬁcéh%nd&thaélatsm@ agen pytipgks the
abrogat i &gcarﬁ%’%ta%gto d&k Lidn SiRcBY, bhd Shy rﬁéc%m R nfrardc Q¥ DENBerki® Topical

progression o tion, substantially aneliorating clinical or
aest het mpahc@rpnptso s lusfes appdyingltheiiiientiva dostresitipas argllypodhegingivg t he

appear a{l@gl ‘%ﬁ orn ina %1&'61. Qxﬁboad?rﬁéln et}xé &ﬁ%acg %é’q%o%‘a S\?lffaC% ﬁf{}g IH: %u

pr ot ect or annoyi ng st gener a PF OOt ¢ *hg
heal t hy tepicalppliation hag mlude‘d@l?ﬂ@Biehﬁ&hﬁBPéﬁfﬁﬂo]sfﬁbﬁQ&/aﬁﬁﬁ&ﬁﬁhehal

00148 The ter d t i et t | at e
o skin BrfRAGha DR o YIS eapnetbe HoufdRrher B8 b ghd
or di seaseface. tACused BEini B ofdn WAL R)a phghitdl elatsiiwhefe)thS&inis 1&Rfhted,

i nfl ammati on caused by ang underl \gl ng mechani sm or, di sorder.
[ 00149] A3t psRRchiEsdei A uspd fis AR MY YTk hak jGsplés igp brogk R BRguifty in the

heal thy gki Ra jac&&fi&Ss b ﬁggém&éghﬁgmﬁomdwﬂm@fur@qga Kol8d S8ASEY 4 ﬁlﬁﬁted or
reduci ng puffl ness, or pronoting the appearance of reduced virinkling

or puffi o’oe@s(hkemr@ﬂﬂm&s@r saargéoq{b)f ers to the subject's perception of

1 et 2, ARS8 Sl RO B Bgin

conposi tdsarsmapeenapf) Ifcbreadamplembaapagehmhleaw or transdermal patch. In these
instances, the compositions may be an integral component of the bandage, adhesive, or
transdermal patch and are thereby applied to the epithelial surface.
[00146] In one preferred embodiment, the compositions of the invention are applied to
the inside of a latex glove. When the skin touches the inside of the latex glove, the
composition of the invention is applied to the skin. In this embodiment, the compositions of
the invention act to prevent inflammation of the skin caused, at least in part, by being
enclosed in the glove.
[00147] As used herein the term “treating” includes abrogating, substantially inhibiting,
slowing or reversing the progression of a condition, substantially ameliorating clinical or
aesthetical symptoms of a condition, substantially preventing the appearance of clinical or
aesthetical symptoms of a condition, protecting from harmful or annoying stimuli or

generally promoting healthy epithelial tissue.
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ti ssue surface to protect the surface from exposure to environnent al
factors. Such factors include, but are not Iimted to, UV radiation,

wi nd, hot r@bg{;@h; 193(tremes or cold clinmate extrenes. [?9%,3&1,}0%%%5
0

anot her e I'ment,” the inventive conpositions are applied to prevent
wrinkl es. I n another enbodinent, the inventive conpositions are

appl i ed event .phot o-aging. .ln yet .an [ € I .t
i nventi Jé&égirpogheit%ﬁi icgmglg?ﬁl %ln%lfl %erséd’ aP%y(pg)? g(glghtiogl?ge r%é%ts% Siélrn OBS‘?L%CP%%SS
such as nodeHtiries Thid teapds meastho inc@dd Bidbidars@n diskrses, erlpoctnomiont of hedithy

conposi tions of the present invention are used to prevent dry skin.
The. 1 nveREFEMS SRR e A SRERlBRCyar B By SPeabing Theshapiamos Soaer
pr ot ect {bmggkl N dsedhérBR pRIMHtoh @Ph&ith @ EMATESS prdnitlib HkAlthyaRRY Nefers
preferred enbodi nent, the conpositions of the invention also are

adni ni stiepeyiding qopbeg orsosiiing enBEeRRer! reduoing rfness LAProfIBEBHE, such
as dry kede SKieBaceh erﬁﬂlﬁ;x%&" pu?ﬁ‘ité@éj iR Mhrast Bi€o FA%E W thY Subject’s

conpositions are admnistered to treat irritated skin, such as occurs
Wi th di gpeeptiesifhisie0364 ps apearinahealthordaping themergpiearoefoyabiapss or yeush.
inventiy oSl ti [ i . i .an.

o AP S SRR Gt B R P Sy |
whi ch celshg suify@! tv ptbtéch thdetudxdef fromatsiposura tocenvapahentad factorsbBtidhzAedors o

the comprqgni sed site by infl tary mediatqrs. Thus, the dy'.s

r espons én%’ PHerRpe hgét@f’réo,’ Wag@lfﬁ?‘it"f%ﬁ ,h°§ ‘g%arte 9&@”&5%9"@\%&%“

i nfl ammakir@ed. S | ocalized to the skin and nucosa, erythema (redness)
occurs and can be treated b%q t he conpositions of this inyention.
[00155] I[A¢}SAmatlngrt @ather eubrdimentohe SVARHE cOBPPEESsaTe aBHe] forreYcAy
condi ti %l&h%&&@}%%wﬂm felitdRrivd¥émpdifomike %ﬂﬂi‘i’e& fbrt@nt foto-

dermatitis, including, but nof limted to, atopic dermatitis,
medi canmesgings & Y enethertenthodigant, tthesinvendive eqrhpasiion iy gdministeradde peeventi s,
chronic ro|titi ..generalized exfoliative stasis,
and | ocargl zegsg"ré’%?f?e%%‘°’é‘§@%‘?°°§‘§ﬁ%§ﬁ§ﬁé S%’oli ng, but not limted to, acne
vul gari §porseplul dayssther emthodiment ke dompokinenssof tist resehtinacmien areed to
2005/ 123103PCT/ US20 g/ PD20555 acne .kel oi dal i@l.n.uchq%:e-j chl oracn

© UDISIGREd 9y

Dyoder P EEL Y &k ARe BYERES CAMPRS g S b PRI ARG Proieel g

to, scalipe §k@h Frb&uhd ddniticiRAIBAESs. fol liculitis, oil folliculitis,
pityrosporumfolliculiti and gram negati ve f,ollictﬁlitis;

2 d
pseudof dPPIUI | t@@%ﬁ?’ﬁ’éﬁ%ﬁ“é‘j erabpdigeny; the compositions of %1"’("5‘?‘?0&@%53? ¥feat ) ;

administered to treat a skin disorder that is already present, such as dry cracked skin. In
another embodiment, the inventive compositions are administered to treat irritated skin, such
as occurs with diaper rash.

[00154] In an even more preferred embodiment, the inventive compositions are applied
to treat inflammation. As used herein “inflammation” refers to a response to infection and
injury in which cells involved in detoxification and repair are mobilized to the compromised
site by inflammatory mediators. Thus, the body’s response may include edema, vasodilation,
fever and pain. When inflammation is localized to the skin and mucosa, erythema (redness)
occurs and can be treated by the compositions of this invention.

[00155] Inflammation can result from a wide variety of non-limiting conditions. These
conditions include, but are not limited to, a) dermatitis, including, but not limited to, atopic
dermatitis, medicamentosa, contact dermatitis, seborrheic, nummular dermatitis, chronic
dermatitis of hands and feet, generalized exfoliative stasis, and localized scratches; b) acne,

including, but not limited to, acne vulgaris, nodulocystic acne, acne fulminans, steroid acne,
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g) rosacea including, but not limted to, tinea rosacea, steroid
rosacea and perioral dermatitis, h) eczema and psoriasis; i)
bacterial jnfections including, but not limted to, st ccal
diseases,vy?§8ﬁ9¥%%bccal scal ded skin syndrone, erysipggﬂégﬁ&&n&%s
folliculitis, tumm es, carbuncles, paronychial infections, and

er yt hr asame Keloicalis gdhaé, chivt£hy,@ybdems fackdle, GhdEktsE) follicklitis, including, but
enteropaihic - 1) Sweet' s disease'}ﬁ%,anyloLdosjs_including ~but not
limited {iBited o feafp fofhpm i sea ook RMlicuts od o Ry ts: Ribyzesgorum foHfjcylies, and

i ncl udi NgsanPibsath foltichlit £ d) fsBudAQUERitIGBRBAE ) RM1AND NG Grickly heat);
general i zed hi'ves and prm cal hives; o) erythema annul are B
cent ri fi ghiesscanthcliding but net ymitedhig, tinea &9sacianiieroiduesagen andipetierabidarmatitis;
eryt hema VA ! NIV 8 o y ns
o or vt hoaeahf BN pephhel SR RHEARMAETE) A, btk NS Y EaIHheReC:
limted tlisgasesy etiapliydocoeray sdadicd skio dpsinome, loieipelas rfelipulitse furdelasptadsesles,

pyoder ma_gangr enosu ervyt he mul tiforrme, aphthous ulcer

Y onul onBEBrEhE B EbpE i SR iy sorBish s RRGon e RerdeBRRTs ¢ o

I ncl udi g_gntbmpamgh;e) M]amg;isaﬁsﬁpmagxhylcjdm impﬂinlgogxhinbt Ergft&ﬁl@i ﬁdh;eq;x aq) g
| nsect Ites. and apl na Ites . an st,lngs, I.ncl udi ng, but not Imte
to, sea BEYREPSS 20 magylyrmyludosise ) Hrssnigeluding, b%ﬁpﬂf@@ tp4acHte

sconbr oi dederadiBedfIdSBRINMOgensGARIdaSves RAPH yRIcallitdsCHY drtherdf fhrfutr&neous
larva migrans; r) fungal infections including, but not limted to,

der mat opRSAEugyn apd pwdar epitheaie. isludinei ut nef lgaiediagirghema persfansn efirthgmp

i nea camiti . . . . e |
ot ot o Bps per B Rerghin Byrahlnf R ShE LBl He G pBM AR bacht, oy
limted smdrapemirldiliag, st netlivhiteddo,annitis,ceaytbénid malosym,drictin respodsega
(thrush) i dal ronychi a, and;, t .asites, includin but not
i ted fefREks Blode A0 ME R Beun Ulrnelrle AT ARt BB BT dranifinaiih
pedi cul oslieslitaodqmmitisherpetitbrpéd d@tlanaiydsips) bhdudigndvshile\DMahd amnj@athions

i ncl udi ng, but. not. limted to, herpes, including sinplex. |esions and
Jostor " DNERARSTRUIE S ok D GO SO SEHBnEr P Sy
rubel | a (ifaedR)sdaBatmkes truptidn, YAHREd @i, swinthsts itdl) scdibroldGish! | M t ed

to, reye's syndrone and wound heal | ntf:;; x) trauma from breaks in skin;
y) aut oi AYERTENE 8781t noRYlar FrHearifg pdeuianequs dava migiasel fiegal B¥Rclptous

| upus er t I 1 o Ng I : - him ted
o phomib ol St e e R Lok i oRors ko PO bl
hyper - r eneguwLttineg eapetisi Hiomasririse tiwadivargicolonttingebarbaaythéate’s &ot, and jock itch;
pol ynor phi I . .0n, itivity,.. der.,nparaphi and
eryt herragr?% fxétt :"g%;rur?g% {ﬁgﬁcl)d%ga?}gg&t l?rgl%bstg’uc%(?lhésel)ggﬁ%hu%s Sa?&)l?% %mcc?/nsst %{al g9)
hi dr adi ncdndslagthpphy, atridvde] bérpnyobial ad; t)iparasitddihcluding, but not limited to, scabies,
2005/ 12310 P?Tl us2005/ 02(@%25.4 001561\Wile the co (ﬁSi tiugns dj scussed
her o nbePBIAH TOtOREREUSIN PPER TS GRerT grhGr iR lEhaubE; 208

t hat mayvgilefedtiopgincudingehitmbl ianRell 16 ik i8616ding BighpldxMedidrs\a@d zoster,
conpositiagns are useful for dimnishing or alleviating the

i nf | anmaEhigksneex (Yaeicdla fesiong aubspiadawasiesy ard upella(Germanypersios)l 9s may
be used | Ro@nebeGhakdifs BaMRotaAicd {RRAR! stHhdrbRe bRd hh&Rt he%gﬁg!' } bl
such as a pruritus, proctitis, anal fisstures, and henorrho dé.

[ 001581 Themtbsgsike #l skith &) apelmniune sordyioayist inondingsebyt hefrlinkited theutagemhs lupus

opht hal i . g eaf i - i . t

b oh r oS fiehBush bARACR iR bt Aok B, LA A BHEDS A% MRk

t r anspl adug reaepéricehblys ophake lypanctadtvitgcosditigrisdadlitding, bduoe timiedirds i n
the eye. 1001591The [ nventive conpositions al.so y used arally.in
the T or rROTRGBRE AR LM P EoPETROE! forBpebhiiR Ml erd e S a Bl &
heal i ng @cérhfid)rvachspeed wolihdsS O o BC Be)asdradititie sepitsiva By drFulds.

gingivitis. 1001601The present invention described herei nabove has
both human and veterinary utility. The term "subject” as used herein
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sanme neani ng as commonly understood by one of ordinary skill in the
art to which this invention belongs. Al though any nethods and

mat eri al s si.nj equi val ent to those described here| sqQ be
used in th\gbg]r)dasﬁé?lcge or testing of the present inventi %‘g?m%%@s/@o:é%
preferred methods and materials are now described. All publications
mention ei Nyl SNk Al et deiErs8 i henkeeskilfrslgse and
descri bggmt%ma rrerkyﬁégslegﬁ@?or mat e_?i als i r% ceonnect ion wt hgiwhi ch the
publ i catindertyieg &saist gate tHaD0B Bive rispriesthe indlamed eenditipas, thainyertiyeher ei n
and in the appended e T8¢ - S : iMBamAation ML ski@gnd "the”
i ncl ude CBHQP TP eelrlsélr:luigosf Hﬁ%‘lgggétoﬁgff%:\%{?tngiglgﬁear flilondl ctat es

ot herwi 480154 | t&ddineraly, thecbngmistions fiag b¢ esedsn arseadtahereainpathve t he
same neani ng, WD 2005/ 123103PCT/ US2005/ 020555 . 1Q0.1641The :
Ubl | CarBHS RS AR ST AO LRI AT PO BRr A TPF - Al pemorthoids

di scl osyp@158f i Or THeQopiba therdpelige ehaipdsibnd ey urthecittusepipl dpbtiingriogical
Not hi ng herein is to be construed aéléan E}gm ssion that lt{}e pr esent

i nvent | dwenasations todrrat inflammationsich anthat Wiieh S TAE B BY°Fi rt ue of
prior i ny&nkL ok chidehl trah{ifarfla bliRer@fopPAkid drda@itied Burpicaly MatedBiouhas

di fferent ?lr om tohe}l’ja(t:ct ual rapﬂ%l i caﬁi on gat es which rrgy need to be

i ndependetitdleyeconfirmed. EXAMPLES 1001651The fol | owi ng exanples are
put for te[Bofs@é as + iRGe%Y‘bQ@orﬁﬁb%ﬁf%nQI\ls&@Q%B@ﬁ%d%i‘dnk'in 113 fEREoRY thottth Wasi2
conpl et € di'scl osure and descr ption o ow to nmake and use the
present drepantd protectand aacederate thel henkmpiednjtuxsd lorakitissut lnechsas opaitioforgghbums
the inventors.regard as their invention nor are they intended to

repr eserlt #15"Yhe experiments bel ow are all or the only experinents
per f or ngdo14ai f or Tik frascat ine@monaeRrib@l lepstabevales boadymantahd vesiiecy t o

nunbers used (e.g. ampunts, t eratyre, etc,) but sone.experinental
errors ahdity g&i‘? éﬁ“i“oﬁ%bJ%‘}ﬂE)%ﬁ ‘He‘ggg‘?f&é éﬁ“‘f”&}s.(’f’@ma@s?pnﬁ‘?ﬂﬁ Jgéﬁa ahiah

ot her Wi sg;qiPabledera¥i§, Btts aRnBhA! Evdlth&e pledérahip] tibfects Sreiih@ht
aver age nol ecul ar wei ght, tenperature is in degrees Centigrade, and

pressur dOPE6lat  oWhaesarrasgeriyphies is providsdais s rmesriapd (hat saghBen gng value,
resul ts | AdaiBe rRlkPIR 1APY 1GAHRERGRconfORf By IRk rBiRG R, has

t he advant'age o eing rapidly 1 nduce easi |y obServed and rapidly
measur echetweenabkthippeomd lowWerlenigpthat rangeized any otherctasedsorjipferyeniag vilpe in

eliciting an inflamatory respans Epi der I . i '
respond tg?trséaé(ﬁ]rf}ngeds 8nclop%ﬁsg‘§§"t lggg g géng'gn’?ﬁé? ?I%seg%rledrﬁg ﬁét ‘z’f‘“ﬁ e({)it(:uzlffcs?on,
gl so, lredn?aal)eﬁrahgéslmhw m?fmdamlgrns .inchlhilesm m&ﬁam@mgesﬁislaaot -

irectly (1) to attract .inflammtory cells .to the e t hel i um of . the
er mal | Seaiahassses with theg T ShPIET Ao ey A e B HE SR8 11 <
to the sjhg Olnémtleamed sk iallh@%s ohbeYbRYELP aRSE Faildds exgitiiidiéither both
vascul ar endot helium Alternatively, these nediators could act

di r ect | yofghoserilydsd dimjts 6r alyoanciadedun e lvfBehel i um of the dermis to
cause 'e@gg@ﬁ 'e@'qiegsgdetﬁﬁecﬁgtﬁ ? QDM REndif® afd dtRAGHE %@F&d@é&%maqew

circul at rnflammatory c Thus, there are nmultiple protein

and ot hesanmeoheanigps eorpmoplyoindérstoedbly eneef osdingrz kil dn the epdo whishbis ween
keratinocytes and inf tory r ondi Il s: LCk i de
mul (1 pl SoSOBREFaet 2V GRTE S LRiRANE bRty s b Ll bt

i nf | amraddseribed Hoeirt epiatsalbe diedd ivi ieypraaist or fastngtaf cherpmgsont iavbnénd, dlgre  of
gi ving AFC_near | irect access to the. site of inflammt.ion. This
AR R LN B i B A S PR
drug catababbmdd hersh B} RerdiGe tddisssd AhE OERAFRINhSmeth¥¥3 and/or materials in
2005/ 123103PCT/ US2005/ 020555

connection with which the publications are cited.
[00163] It must be noted that as used herein and in the appended claims, the singular
forms “a”, “and”, and “the” include plural references unless the context clearly dictates

otherwise. All technical and scientific terms used herein have the same meaning.
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[ 00167] Exanpl e 1. Pol yi soprenyl -protein inhibitor conmpound AFC in an
acetone carrier suppresses TPA-elicited edema in the nmurine ear acute

contact iryj j nodel [00168]In order to assess the C _the
AFC i nvent&bg&%h%%i tion for reducing edena in the mﬁg@%gﬁ?ﬁ?%ﬁ al ,
an established nodel of dermal inflammation, was used. (See Carl son,
RP., e I ul ati.on. of .nouse .ear edeny. l.ooxygenase and

5 poxyoltear | i Rl &l oSSR rEfln FLEER B UG AL AR o
Act i ons to th9&Bing dat€ 3] the presdif dpRlddtionkKNdthing herin, is & be, corftri@l as arlRednGissidn

prost agl.andi n endaopergonde PGZE. in inflammatory processes. Nature,
1977. 2 g&@mﬁnﬁveﬁm ig-notrgnfitled jo qpiedate s .&p%b%ﬂaagwﬁwfof PERi cal

nonst er @ivdatiord Plifther,thé AdTERSIPuNIiAEENERvided mD 86 iFfekdht PemTRE flragy L.
Mai bach, Editor. 1985, Karger. -42; and Tranposch, K. M, Skin

.3
| nf | ammiublisation datgsivhjeh mayperd|te B@'fndmwdm&pn@medm L. Morgan DW
Editor. 1999, Birkhauser Verlag. p. 179-204.) [00169] The standard
agents for initiating inflammtion are the phorbol ester,
t et radecanoyl phorbol acetate, (TPEXAMPLESachi donic acid (AA). TPA

roduce eater d.nore | eutrophil.,infiltyration .. .
P oo anetodigst ° e BRNAPL G AT AL R it Blokd S Rnl s o
Sr ach: d.clreic af:t wich sl_cc(nma:tle dﬁﬂsﬁrﬁh@c&d@&%'{ggb}ﬁh?ﬁ bﬁhala&a&lgazixgeg(e"ﬁ&%nti nduced
er na L n anmmat ] on. .n 1 on . .. . - . .
oA T gt et At ata aet Bien e i he s8pe sy Becin St Feeatiab hefror ¢ i s
exanpl einveRkiRk A tﬁ%ﬁﬁteh@eﬁiﬂ@ R§ResGRINA tHepbrirhértailow LRQLTLIH ose

response range for_ TPA, _a conpound known to i nduce edema, was
det er ni RERTIIEPIE DSHo@Ade EHHS haerisar BadgfosHBIRACEEEY YHB IreSPR) fo RumRers

reaches g4 Hiingd te@p@fa&re,[ew L RCLSRIERA cégl][&?se:{hhrd@{/iiaﬁ&ﬁ sBduld BA

di ssol ved in"acetone were app Il wth the al ~a mcropipetter
ont o t hecooprhd fasatinisks mdishted pthervasd, parts e Bartsdakw aghd, motgdudarSydighg is
Webst er nj i i L ys] 3 i Lter re spread
everl y. SASEPHERER rhdledl AP kR LR el ¢ RS pRREFE ety
m ce weneartatmospheicur ned to their cages. The contral ateral ear was

treated Ly Wi tsdﬁ acetone. After 5.5 hours, the mce were sacrjficed
and 6 nm%g 8%‘0 he %@éﬂfﬁmﬁﬁlﬁﬁﬁ‘ﬂ% H’cf_fﬁle‘é‘&’rerﬁthgnw %@m%eﬁﬁm@ sponse
was expigraechtias has the hdtagt SRSty ihdiRed, cedly@bs@add mdwali@ihyt over
the untreated ear. The dose response curve, as wel]| as an ED50 val ue,
was det BEAUFAEY 1o 4igon fere 16 AopmBrel feta nvelved i qliciting ap milgmmatony
, S, 1 Pl @dpRE NBF dGim BN GhiRIci g \a@aﬁeﬁ)%@aﬁec%?@@a bR Secadk@ i Rl Of
Phar macol ogy and Experinental Therapeutics, 1948, 96: P. 99-113).
[ 00173) mupesiecad] locatign, @se, relepss infrmmraatery mediatens. Wegsgmedéqye pansacotircTRA
dose fr et 2 lt? 4 h% i k NCI f
Cose PTG St BRI R BV P e
inflammatory cells through the dermis to the site of inflammation after they have passed
through the vascular endothelium. Alternatively, these mediators could act directly or
indirectly on the vascular endothelium of the dermis to cause leakage leading to edema and/or
the attraction and adhesion of circulating inflammatory cells. Thus, there are multiple G-
protein and other pblyisoprehyl-protein mediated signaling responses between keratinocytes
and inflammatory responding cells, which may provide multiple potential targets where AFC
could act to reduce inflammation. The topical delivery route has the major advantage of
giving AFC nearly direct access to the site of inflammation. This avoids pharmacokinetic
problems, such as drug dilution, major organ drug catabolism, and binding to serum

components.
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WO 2005/ 123103PCT/ US2005/ 020555 ear. This experinent identified doses
between 1.5 -2.0 ng / 20 gl as suitable to use in eliciting edenma in

future te f j-inflanmmatory agents. [00174]B. < nAnEs
Pol yi sopr 3&%26)06?%{”&% n i nhi bitor conpound AFC in an ace grrlleUS%Og?/(rnlO%Drs,

itself, is not anirritant. [001751A range of from5 ng to 32 ng AFC,
a pol yi smoreny! - Exdinpien. Polyisapi-cnyl-pootEiauidbitveconipoudd AFC in 2agekone
acetone to produce an_inventive AFC c osjtion. Each concentrati %n
was appl FagienSenpresses TP A-icited Fﬂe&*’o‘ﬂitg% Zine SAF geute contagiirritatipn grodel
each of RioY68] CeIPeabMatassbé thd ettt AFC iiRnHRIGAPbEIASL Rfedating e

AFC i nventive conpositions were applied to an inner ear surface and
10 p. 1 wedsmagprhesaouse earmesish ap egtablisBed megded opdermplinfliagmatiein vas gyed- Ajce

| nvent | Ve, GRS bl ANSNELFoS BF AAe SHEDloha Wy LLimn DAL BBy ERSD

contral atera r was treated 'wth only acet e sa
The i ceinhilfiemrsweriothee pharmadolpgictogenity. AgayptssActiahs,dP8% 13(Nourl87-204;derehl,

were sachi,fice n nches re ta om gach ear d
wei ghed. {:ﬁ’d’eﬁﬁgtragsgoolggg’r’p \ﬁg%g}éz%%?eegoéjéroggjéﬁlbeé%grln SR ég%ésef'n t he
treat ed Nafures 19%i. Q63(580081 p. tiMe-3yMrare&ki BRI L(N\C Ebadingion v lvphEnausdeygidadar .

[001761As shown in FIG 2, i n .acetone e h ef § on the
edenn r eSHLREBMMELEY GgetS inMadets B Wﬁ'is’éqg%?foﬁ\gmh%fﬁfjﬁ@%éf PBS K BR Pre
ear punchs-Bp.oparraeddatt, K. SrEomBamRakich, 32Vl 2Modddd of IRfEkmMbEbNRLL.
i nduce edema on its own at doses 60 fold greater t han doses havi ng

ef fi cacyMagganrddW. Bditari 4819 Pinkhansereerisgetd 79#A#E i nding suggests an
excel | enfooggdiet y The &Eﬂada?d %@éﬁgﬁﬁfﬁﬁ%g‘%%%&‘aﬁ%% thePhofofesiventive

conposi tion on TPA-induce 78] 1n order to assess the

ef f ect s wfraddsandyipheritol seetaie (BA) andaracbidoipAcid f8dd e P A derduces gyeptesfand
TPA in 2 | . | i t i £ ORi P to
poth car SoBrP ERERAIF AR TRR e Hhisheq MR RASE R T ALl
Fi ft een eahuiries of @uekidorninedié é6d )nand enedaun@iphons! otetdETRA-idducpd  of

acetone vwere applied t he ipsi ut si faces qf. the right
ears as %%H @’ﬁmﬁﬁ%&“hﬁrﬁmﬁ ‘Orbgg%ﬁqg@gtpo%ﬂg}siﬁrg IAé“\a)é%e%é TR tot s
sim | arl jhelpPefbidd dgBhttan@ @fas QécdgachisRitsfleas an i nternal negative

control. After treatnment, the mce were returned to their cages for

5.5 hour P017He niteParerespense Cunveder ibKitagkr vi cal di sl ocation. The ears
were | hafel YAr(ﬁ)@PY&ﬂmﬁé rednBEEdr TPAS § cARFb A RnHWh & RHRIHeRA NER

bi opsy s taken fromthe center of each ear. The ear punch was

wei ghed deteramnesin JIPyk produceban mmrsesefin edampe(var sweting) duerseches s mgsisoimi pidd
above. Tﬁr% ability of the various concentrations of AFC to inhibit
TPA-i nduced edema was assessed by determning the difference in

wei ght bgonezn t heredbitg comantedioasof BRI distvdveade haaene(weed agilied withlthye aid

R RN NN TGN T T e
i nf | amTayi@nisePnSBis @adlysis Te midbliefsebis §%ead evenly onto the inner and outer
surfaces using the pipette tip. The mice were then returned to their cages. The contralateral
ear was treated only with acetone. After 5.5 hours, the mice were sacrificed and 6 mm
punches were taken from each ear and weighed. Edema response was expressed as a percent
increase in the treated ear’s weight over the untreated ear. The dose response curve, as well
as an EDsg value, was determined using the Lichtfield method (Lichtfield JT W.F., 4
simplified method of evaluating dose-effect experiments, Journal of Pharmacology and
Experimental Therapeutics, 1948, 96: P. 99-113).
[00173] As seen in FIG 1, the increase in ear weight depends on TPA dose from 0.25 to

1.75 pg/ 20 pl, reaching a maximum increase of approximately 150% of the acetone-treated
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acute chemcally induced inflammtion significantly. The inventive
conposition reduced the TPA-induced ear weight increase in a dose
dependent nner |G 3). The inventive conposition re j

maxi mum 8(‘&??@%&?? %n in edema. The ED50 of the invent ?éﬂg{x%g@/(ﬂo%s
conposition was approximately 0.44 ng/ 20 til for TPA-induced edena
i nhi bi ti,gnf0 ePaosE LRI 180 TRA2D NAUCRAIELIORN |
infiltra |g%gﬁe%a%%§%%h§%dzl 0,&. A&?n?ucesugeut Pophi Iai nf i Ist ration

i n m ce eli§ifify GRrAdn figure destsaod tanti-inflahamttery spoits.as TPA can al so i nduce
dermal infiltratjon of neutrophil.s. . This nma r no e .

i ndepen(ﬁ@{h7 ot %n%oiy&?ﬁli‘myimr pindphipitor %103‘)%"%&1%@%“&?(? %rﬁe?ﬁmr?ecﬁ Pophi |
I espons gisélf, idgdtanaerifagt.at i ve t he maxi nal edema response; 2) sone

irritants will induce ede i ndepend of .neutrophil .infil.tration;
and 3 SOHISLT (hEnRGBLFPRAIE rP HaC o BRSO ST PreiR BT “hut ot

the oth ; , i [
ar achi dggxlng&gig?\a/%eg with 2081 aéttone 5B i iNRnBYEAREIcbRPoHion. Each

and tetradecanoyl phorbol acetate (TPA)-induced
der mal icofidentmatimnivas appliediveitinthe pidof 2 MO@8pipatRe ento the righp tarpf ejch\yf skought

to determine |f topically plied AFC | fect. i

o ¢ r e bt 1088 o6 ks BRRbER e flngs SEM AR pERRESbEAR ey ea
[ 00183] uﬁ%ﬁeﬁ%’ﬁﬁ |k ¥at birfat b1 ASISA apSddIs a\Glst @F suRlce ofMhe eighttar 6)
were treated with 1 ttg/20 ul of TPA as descri bed above in order to

assess et inwentine cormpysitione wersEPiad eYaphiith # pPFits Wi Fash conealtigab
was used,as, . 500 yifﬂl)ontl RA0HE S @d H%ngﬁr xﬁ%rg{eﬁ OriRSmiE ffeh WRETr-ARMRo thERe

mce were returne el r cages hrs to all ow neutrophil
i nfiltr abgeenAfterfehhaas mitd werd siyificed siddahmdivaties aterotakenTiwn ezphsanwnde

i medi ately reppved for punch biops and._punches . Wer i »J.OF
sUbsequeitETe EaoLieaa A o s o P s ot e St s nliimo
Assay: TReshéasgMtedgastionesvehkt adpgreaxi dase, ("MPO') which is packaged
in the primary granul es of ture granul pcytes ingl udi he

neut r opRIITOT huAs e FBIEHe. BF Cupgemeirat batne St B BP ERENEITREBSE he
nunber  ofeiA¥d il &ilvk REmPEUInS A hSeffdeDEHLBE EAVRheBEYPE vadijtit i 4 Yosohup te
ears was assayed using the technique detailed by Giffiths and

cowor ker38 nig 88l AFGdidatingucetddemagn aypwamswa% fkdserersersbafiosesd i n

1.0 M of cetyltri h e i X . ro
200 11 sdenBe ity g ATl RO, it SRk adiel i tBlBR oy
These samngfilesorwefi® then centrifuged for 5 mnutes at 15,000 rpmin a
5415 Eppendorf mjcrocentri e. Triplicate 20 mcroliter aliquots of
super nat[%‘tﬂi\er gg'aéﬁﬁ'gt ‘Ei{)A%g’VﬁPEY"O%"E@FEwBP“r@a{'H e‘ﬁf?(“t’?ﬂ’e (1.25
m 1M Pqheers| umiRlbesp fidssess theefBctsBf Be divaitivei cdinpesidodTRaducedle and
5 pi of 1% peroxide in a final volunme of 25 ml). Absorbance at 450 nm

was t heredpmacursel A nodnleeripe wisppelish withihe aidgd ageierntpetigignto both
2005/ 12 %%g%g%rgh%‘f’%%%é Oglgfxﬁéz\mgeerre%ﬁ%eﬁ \}\% Iﬁfgﬁ Q\z}\%;.o rifleBf ifitestRader EL

312E (Bi© I'nstrunents). Activity, determ ned by a
Br adf or dn@ssig coficentretidne b gEGah €0 (1BofRednPwere@pplicdss the indiexRddutside

Laboratories, Inc.. Hercules, CA) was e&<pr essed as ugj Es MPO per ng
tissue ssurfagesAEtke gightgagyas described above. 20 pl of an acetone vehicle was applied

similarly to the left ear of each mouse as an internal negative control. After treatment, the
mice were returned to their cages for 5.5 hours. The mice were sacrificed by cervical
dislocation. The ears were immediately removed at their base and a 6 mm diameter punch
biopsy was taken from the center of each ear. The ear punch was weighed on an analytical
balance for edema measurements as described above. The ability of the various
concentrations of AFC to inhibit TPA-induced edema was assessed by determining the
difference in weight between the AFC-treated ear and the acetone (vehicle)-only treated ear

over the increase in ear punch weight induced by TPA.
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[ 00186] Neut rophi |l Counting Assay: Ear punches buffered in 10%
formalin in PBS at anbient tenperature for a mnimumof 24 hrs. were

secti oned .hed with Hematoxilin & Eosin ("H&E") of
Ot IR

neut r ophi |I's; “I'de ied by their multilobular nuclei,
100x magnified fields distributed along the length of the ear were

manual | te Th esul ts. 9 as 1 e per
frold 1 3r0E8LH S upo FRG IR bR R R B B B B AR AT R

i nfiltratateohenhiofB8Hlced aiftainneatibhr CigaidicmaBi tThe mis/emivescoupesition sduded the
assess ficacy in the reduction of dermal neutr Ll Anfiltration.
(Soe” Rad PA SRk b YR Enl it A% GO ETORE S TP h R dterE e o
(AA) - andmbslifigresarayl phakhain s@straduetidniRAierhi) dte €sgef th@inventive AFC

i nflanmation. Inflammation, 1993. 17(12’1’;5T§Ad723-4 for a di scussion

regar di rfgmppstierewat appreximyely Srdfang 2@ neegd edisa INhibHION] t r at i on
dth fact i - i pf i:abl es.
00189] 190180 ¢, eV, AHC bibits PR PRERE P In it on (ERAERD ©-)

bot h ear[8018] each. TPAsSadaces newlwcghihindittratjpimiih mioé.i [ trati on. After 15

m nut es, L.yi ng, concentratjons of in acetone.were. l.ied.to the
i oht e dPUBRY o AR RbaR Sud s de e R SRRE L BB P o
The ear sicwsphils TR athyan thaly et efihdepandenodf thdfedadtionefedeniad: 1) the

infiltration was assessed by an MPO ass and hj st ol ogi cal anal ysi s.
[ 00190] IFaXWPE?léﬁ%tFW@eiPB’ﬁPfQﬁ‘]?Wéd f%%tmeftﬁe @W&mbeqewatr SRERSCaot S8 e

reduce NEULAORN indhddfdabhh ldegndén o@nélR@Ehif FPRRMBAL andBY) BRhe ¥NMBOKnown
neutrophil infiltration is neasured by an MPO anal ysis. Wen AFC was

tested iantitip@ennpaioryoisints radueq oner butinghinpethal, (Spe Rygad - b Garneagdeno
infla i .aCtd Vi j i ndi duced
over - an R AEY g alc el O b d KO LBy R BRI Bt N AR L
had an EebtalokfldnHebrnmidR@ydatior) 1893) 17(§)00.123141.) Wesbughp ko det@ouimeti§ :
00193] Thi.s ,hi stol pgi.cal an si s, denpnstrated the efficacy of, AFC in
onnr onpige Pk R Moy B e R PR A kR b hERE o

cont act jirftitidngirbdwded BsTBAen in FIG 5, the presence of neutrophils in
the TPA al one treated ears was clear|y observed. 24.hours after

L eat nedDUBLs N eaop AR, ASSA |  si BB UG b -0 & eBr et ehag

wer e notyiaxpRSAH i Of ThA \as dddcriltl aB&¥eSin BFRF [BRIBEWNEhE of R Pl irfdi€dd

treated with vehicle or AFC, the nunbers of o _
neutrophil infiltration. Acetone was used as a control. TPA was administered as described

above. The mice were returned to their cages for 24 hrs to allow neutrophil infiltration, then
sacrificed by cervical dislocation. The ears were immediately removed for punch biopsy, and
punches were fixed for subsequent histological analysis and MPO enzymatic assay. ,
[00184] MPO Assay: This assay measures myeloperoxidase, (“MPO”) which is packaged
in the primary granules of mature granulocytes including the neutrophil. Thus, the amount of
MPO in the ear is proportional to the number of infiltrating neutrophils.

[00185] MPO enzyme activity of the ears was assayed using the technique detailed by
Griffiths and coworkers (1988). To conduct the assay, each ear was homogenized in 1.0 ml
of cetyltrimethylammonium bromide buffer for 5 sec using a Pro 200 tissue blender (Pro
Scientific, Inc.,Oxford, CT) at setting 5. These samples were then centrifuged for 5 minutes
at 15,000 rpm in a 5415 Eppendorf microcentrifuge. Triplicate 20 microliter aliquots of
supernatant were added to 200 microliters of reaction mixture (1.25 ml 1M Potassium
Phosphate, 4.175 mg o-dianisidine dihydrochloride and 5 ul of 1% peroxide in a final volume

of 25 ml). Absorbance at 450 nm was then measured at room temperature at three 60 second
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WO 2005/ 123103PCT/ US2005/ 020555 neut rophils were conpar abl e bet ween
vehicle plus TPA-treated ear and ears treated with TPA alone. A

subst anti i.on of neutrophils can be observed i <
treated ea OE{F)%%E% Upon counting the neutrophils, (FI E\C{/g§zoﬁ§(§0°ﬁa/ 20
ul of AFC produced a statistically significant 80% reduction in

by TR, AR Lape POl Rt e S AL arrR PR e G "

pai red tdefefrfiinkd byl D B1BHT asshipof tk hembgaibte ABIoRad Mrotein ARy, IBioRal ti me

dependent [ 00196] The effectiveness of AFC tr ment at variou i mes
bef ore &ﬁBOféPPé%]IWK%%‘&Pi d VHREFSSH S8 é%lgse@s{}éﬁewgmea%-san&?éésur c
of neutrgghil infiltration. In this exanple, both ears of six mce
were treated with a 1 ug/20ul dose of TPA in_acetone. The right ear
was t hed09186ht e INemtrophil Coxyrting AssavaAE@ purches bpffered snddds farmalin i PR&# ous

times b g PALARR | j il i 45 | i ng
t he conf[?a Er%ﬁegl% %r Ieﬁéggfovr\n?gtrﬁuac et gfr:]% MF'%ef%g%Clllﬁ%e%ragg E%?g@%v% tﬂﬁémm

ef fi cacyk BbsiAFEI&E datmemimber oreutrophilsi identifed &p thsinantlhlobular mfciedrin 6
exposure_of skin to TPA .(Fiqg...7). There I [ in MPO
et vi tyetorny { ot e il S PER-Bp PR B S IRRER: o,

t he st ercoutled dhetdsaBodie egliesstdlasahs averdgahuinberpet gldfolesacieearThus, it

can be anticipated that AFC act

il i ke ergids in reducing
est abl i JAUS7) n I%nﬁ‘EFdPl&'b%ﬂ‘lﬁ'i“SHS‘?d ‘[Wfﬁgilﬂ{ﬁgé“?'ésul ts support a
W de r agmﬁs@Lx POsSdnbl € AFC: bSitiGRdvRhiadeiBRE ¥ Assetk efRBE; B Akd RISt bf
AFC. [00199] Exanpl e 3. The AFC inventive conposition does not exhibit

syst em dleangl agytzophil ggiisaionn éSesrRase T-Sofet flF Coswarntre predtasion ghargshidonic
neut r ophj.}; (M?S? a@zgttétycjdteyan\é@zﬁh&@gpﬁ%ﬁ% (TPA)-induced dermal inflammation.
Inflammation, 1993. 17(6): p. 723-4 for a discussion regarding the relationship between
edema and neutrophil infiltration and the effect of known anti-inflammatory agents on these
variables.)
[00189] Two micrograms of TPA in 20 ul of acetone was applied onto both ears of each
mouse to induce neutrophil infiltration. After 15 minutes, varying concentrations of AFC in
acetone were applied to the right ear of each mouse. After 24 hours, the mice were
sacrificed. The ears were removed and the efficacy of AFC on neutrophil infiltration was
assessed by an MPO assay and histological analysis.
[00190] 1. MPO analysis
[00191] The results showed that AFC acts to reduce neutrophil infiltration in a dose

dependent manner when neutrophil infiltration is measured by an MPO analysis. When AFC
was tested in the Neutrophil-Infiltration Assay, it was found to have no inflammation activity
of its own. The data indicate that AFC produced over an 80% inhibition of TPA-induced
increases in MPO activity and had an EDsp of 0.065 mg/20ul (FIG 4).

[00192] 2. Neutrophil Counts:

[00193] This histological analysis demonstrated the efficacy of AFC in suppressing
dermal neutrophil infiltration in response to acute contact irritation. As seen in FIG. S, the
presence of neutrophils in the TPA alone treated ears was clearly observed 24 hours after
treatment. Essentially no neutrophils were observed in the ears that were not exposed to

TPA. In the ears pretreated with TPA and then treated with vehicle or AFC, the numbers of
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with two other agents representing different classes of commonly used
anti-inflammatories that inhibit inflanmmtion by nechani sns different
from AFC. %pg&o%”%ﬂ% uded dexanet hasone, a steroid, andP' Q%%g/%§£ne,
a non-ster antl -1 nfl ammat ory drug, which targets cycl oxgenases.
The action of AFC in this nodel was, therefore, conpared to that of
dexamet E@lﬁ Ril S e lcDAPAYELIB BEAE vdRRGp IS TPARSALARNNG ciBtRatkes/itdPA
using the sanme protocols used to test AFC. [00201] As shown in FIGS.
8B and 8lone.nAsnbsiamsialisdiectian pERGUAPES ce Rafksersd ghie &F¢ F5HdiFat hasone

i's incr t cont ral at er [ - I hAed gasi ng
i nhi bi t;ﬁg‘ﬁsgl'r NB?B"&SPW?‘F?%W%PP@%% @é@oﬁfﬁﬁhﬁﬁ%@?é’ﬁ of’ neutr ophi |

i nfiltr gfatigally Hipsificat 80%dedueton Malerhal pieatadphils propided dn thepensetolrasione
Syt e OB SEaTap O T r GG BFHBLPES e SO L YWY R

ol tect . the \ID 2005/ 123103PCT/ US2005/ 020555 -
effect yag seen on the

vehi cl e-t?eat ed ear (FI G 8A). Topical Iggapp'l ied AFC, even at its

hi ghest [@4198kt i W& Theeffect EAEC og negirophiivis timy dependsnt ¢y at i on and,

t her ef op S ' | Qi@ ®efore 1fAQAR2TEXaM| e
4. Effe @13? ﬁan%?@ﬁﬁ%&g %%géglgwgg?fﬁivgﬁb%nmﬁa?acr?gedoni c acid-

i nduced applentiorawes @sasdilasngiMPQes d measie efctherserhilophitiation i1 thisrempls,

[ 00203] Aracadoni c acid ("AA'), .anot he t and e i

rout i nelPYHRREPISE rﬁmﬁéﬁ'ﬁ{eatﬁe[atcl)drwl aat’flg/ ?(ﬁﬁt fe&” %@5&@2?0@%3@ ¢ rfeht &8say

the ef f gekinanRasd Mithhahp 26116510 fbntpRoMpPasi®r Mivakadus times before and after
anti-inflammtory agents, is the netabolic precursor for a nunber of

| i poxygdivdsapplipationy whitsosigelanseuspy Erpting e cpptalipahess vathas§iontet i on and,
t hus, t i | 4 ' ‘ Lf.f .
us Z@O]%HP na ’fh@%*lgg gﬁgg&y the hfﬁ_cr‘g% df"g(gt?eaéxqbﬁt é)?ibr fo! QMmuithRe8s with, or

acti vat y topica l1e roduces a nore rapid edema
t han TPAftthapopeabfskit to TPy (Fad. /p rThayspydsciegradyal deTreasean MP Graetivigtg With

hi st ol ogi cal | y.ob vabl e .neutr il b.nfilt LOR: b1 ,
but an- i i RS T hér A eliCllo 8 e AR ahEBRANS Eho2a
ef f ect i ames SinRgRbaRendy ThoQiyge baseticyetddvhited G will aniikd stemidsim t hi s
nodel- is | ess predictive of effectiveness against human inflammatory

di seasededusig capblished pdammatory condiffon§pa act i vated i nfl anmati on.

[ 00204] Th6198f f eCThQE rdsliRs §upp&RE W& aRIERAPbESIINEosaRti@ RiRTBHatiRAbebtical
aci d(AA) -1 nduced infl ammation was assayed using the sanme protocols as
above, aplicafiens PhAFEol | owi ng nodifications. AA was applied to both

ears at [ﬂ%le@ f‘otpgsleanggss.oﬁﬁe A-al?in%@ﬁﬁve%ﬁﬁ)otlﬁgl‘{gtﬁ&%ﬁ@il%igirtQ&stéxﬂic

neasure ‘e XI'mum response tine, an 5 hr
i nf | amredffects. neutrophil infiltration as nmeasured by an MPO assay.

[ ose of MR o | Rl G EPETLA SR i GRRLELARAPORRR ARG | ©

t han TPAvitH fiwoh@ker 2@8ftOfepichentiag tifferdny cladsesTé¥Aoamebndy dsed huti-thflaimgiagarieED50
(FIG9) ‘that inhibit inflammation by mechanisms different from AFC. These included
dexamethasone, a steroid, and indomethasone, a non-steroid anti-inﬂammatofy drug, which
targets cycloxgenases. The action of AFC in this model was, therefore, compared to that of
dexamethasone and indomethasone. Each of these agents were tested using the same
protocols used to test AFC.

[00201] As shown in FIGS. 8B and 8C, when the concentration of dexamethasone and
indomethasone is increased, the contralateral vehicle-treated ear shows increasing inhibition
of MPO activity, reflective of inhibition of neutrophil infiltration. This is evidence that
topically applied dexamethasome and indomethasone are entering the circulation and exerting

a systemic effect with increasing effective local doses. With AFC, no effect was seen on the
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[ 00206] Exanpl e 5. AFC i nventive conposition visibly reduces

TPA-i nduced erythema. [00207] For this exanple, both ears of a nouse
were treated with a 1 ug/20 ul dose of TPA in acetone. hour ,
the right VEAPOREE B eated with | ng/ 20 pi of inventi vel Q&E@oos}om%g
conposition and the left ear was treated with acetone alone. The

phot 0 Wagp{-akGRA3NGHE A afr@ﬁlch Pt AN WDt Qs i e rRlfe GRTBER dIMEs

have observed an effect o Cinventive conposition on

TPA- i nduged cateying it HR@maY, thteE2o dpenasticaniGeifenro thamepssinedel.
conposi tg re pfy! )
[ 00200] AVHRR} | ¢ Hingig's, BRI ARt BHERATo oo R 08 ailhadpnic pig
human subgdwet edsmngpml ﬁrazhadonm%uf,ﬁlﬁlmed ueutmplnhdfnrdﬂdnl - Top Chanber

patch w i . .at a ncentrati o n, agueous
o ot b hodf or AP R i GRS b SRRl e s G 3

Pat ches chn@ctafitant an Wemebuk €6m iesderth tlasiay alerwmtmenm iof Both afetdids ahd and
2b were renoved after 2 hours and 30 mgl%iat1 gh |l evel s of

i rritatinoAsteeide! tisingpramapragegis isitheguet ﬁﬁEFcéﬁor for 2 BunBerOf oned
nor mal - ighRydtiideGink Byt eBthsSpibihds. 'IRSREMS M sm DR §SRNaAS UhdsSthe fa@mmgat

the |nvent| Ve conposition can reduce or prevent i nfl ammat i on whe

hunman s kisthways xpigiseas, differfiom those entivated bp POREK apried TPA. ﬂq‘ép@ﬂﬂ@é@ of
AFC on Ghr9 mr?pd éc{eg'rl aleRd PO il Pla§Sat 1{3\?%@%%4&% tohf ek YERERRa0f the

i nventive oSl t1lons against esta ronic irritation is
assayed Inmlng;cdlmmdérwtdanémmmplﬁﬂ infilteatioe chresppues ©f A/ASttain hleylcr%asean MO,

Mbuse skin,infl ion in ti. Ieto li cation
12~ 0- 1 et PABERERITbRoPRBr e 2o Fp e U Rt RS PR P ffared
262- 271.infiak&8dt)on iBeHimeaslss l@ﬁs ﬁ&ﬁthSﬁ‘e@W@ne&S‘ st chuthdnhinfTdAmatory

acetone, as above, in a series gf 5.appl.ications on the nornings of
days 0, dseasgs than elfgefivgnesypgaipst LEAAGtivwked IPHRBMGHRD. t he i nvent i ve

conposi tjp@va] Contil dHeBh A Gnaivae&thSiRRions bn &ﬁéﬂl&‘&n@imd(h ?ﬁn&@bd ed
applications, such that it is applied 6 hr apart on .

Punches inflanhetionayas asyayed ueiaaihe FENGHTOOLD éﬁawe,tbﬁévvttb merfownand
prepar e%?cﬁﬁc@{?vemfu% 55 f‘ed%’ﬁ&ﬁfeﬁgg g/l@ ui B&dddaf 'I‘h%:j E%E WRR ifvested

neut r ophi granuf‘ocyte in on 1 s assayed by neasuring
MPO act iavil hyto ivessuepliage thdﬁxaixhﬂuaimqmnsesmdetaﬂd i e dor inflammatory

I mrunocyt ol ca usin ntibody. Hydrocortisone, which
is knowrPe’t‘VSOH%é‘dﬁ}@é‘% l?ﬁ‘fsa{ﬁ??ﬁ‘t‘rSﬁiWﬁfﬁ'nul ation infiltration and
m cr ophggexospf i ITHM@mvemsvewsa@oaﬁorap Sriell bé/@es&(ﬂ)'bﬁra%ve Ehess kefsaive $n
wi |l show that AFC in acetone reduces roni ¢ edema_and neutrophil

nunber iTadusingeraquiaryteipitiation wdeced by é\ﬁemﬁ@ dPAoflt hag a0kt theAFhKtY AT PA
conposi t4,99 1018k ALLEDINPRS 9).

I
[00206} Example 5. AFC inventive composition visibly reduces TPA-induced

erythema.

[00207] For this example, both ears of a mouse were treated with a 1 pg/20 pl dose of
‘T PA in acetone. After 1 hour, the right ear was treated with 1 mg/20 pl of inventive AFC
composition and the left ear was treated with acetone alone. The photo was taken 23 hours
later using a Nikon D70 digital camera. We have observed an effect of the AFC inventive
composition on TPA-induced erythema (FIG 10).

[00208] Example 6. AFC inventive compaositions reduce inflammation in humans
when pre-applied.

[00209] An irritant was applied to the middle of the upper back of a human subject using
a 0.2 ml 20% SDS solution and a Hill-Top Chamber patch with Webril pad. AFC, at a
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hypersensitivity. [00213] The nouse ear nodel, described above, is
nodified to assay the effect of anti- inflammatory agents in an

i mmune ba i tion nodel (See Tranmposch, K M, i <
I nf | ammat ﬁgﬁﬁ)(lﬁ{%h\q% vo Model s of Inflammation, ML. ?/E’rr/glg%]oom})sbs
Editor. 1999, Birkhauser Verlag. p. 179-20 and Chapman, J.R, Z

Ruben, and M B kq, .Hi st ol f.and quanti,t ative ,assa f-r
oxazol o ﬁgg?e%ﬁtboélool%;?& 8% i’rbaar‘,“S%‘fsca%@%mgaé[f'oﬁaWst re-appiicgite 82.% lk%e?lsylsa and b
Der mat ogBIch01), PARBEs 1a80nd Ra were rkB@vé) afiet D hbilirs swiikRgatchesl tsadbtweré ng
dose of dinitrofl uorobenzene

. ("DNEB"). 1-3%.i n acetone s .appljed
t opi cal I'FAtIAIEr o and ??Po‘ﬂl"g“feé-aﬁi'%%e@ﬁs RO e bgslb%aze phigh silgs 2a
(See Bacid 2. SR8t showbdabrittdl skid QMIIE &b siwkéd AGRII deSIncts B SHARSBSSI ON
of contact sensitivity. A nouse bioassay of anti-inflammator

ef f ect s.th@thejinvendy prerrapositipy@an refdyce o5 prevgnt infgumatiogighepdiumay ,sﬁ,is.i&c. , et

al., Ang PNt agtdhypersensitivity nodel for rank-ordering
f or mul a?e%gégg?t?{:lost eroids. Inflanm WO 2005/ 123103PCT/ US2005/ 020555

Res, 1998044] Supirangple 3. T8¢ 6ffe®)of AFC drechahmicdutitatibn iremicef nice to
elicit i ne.response, e.are.chal |l en Qn. W 111 of
0 5 106 ARRITTs " CTe R Ress M 8 Ve B PrlpBORER insramdich B, O
0.5 hr hefteid i9assdyediising afnicelifidatien oftheé teelidquet of Standeyelr etah dMblae skin
vehicle ig applied,to,the other ear. The e are assayed f edenn
ot PR ferd by B pica p oAt Lol BREd e DR LB e
posi ti veskgPPhdr@heol. HioYE, @?m_szl_zal (199N BoBRESs M AciEMlideRILehtddOpiICTPA Y
with a dose of DNFB insuffjicient to produce contact irritation.

Si mul t ari@8eRkeng; asAbPYe: iith? feries af 3 anplisatinas o3 themeornings plaaxe: 2. fi tiaad Py,
there arg nRLER4BAYEL eg'élifegg@éﬁﬁoe PRI ta xﬁﬂ%\éﬁl(%\?xfi BEQone, in series of

macr ophages becone t om nant ‘popul at | on. ammat ory

r es pons ehiies paiempplidationsy vushtthat & inEDlied Mbosparti cavrdalys 7, & dndrde fRunehes of the
effective in duci ng_ bot h ede nd_neutrophi|l .infidtration.
CLarn Foniee A G et TRERy BT REMRRT ol A B L el
t o as N-thenifijtratidn bf BeusrpplitsaTatdl grmsiptytt infiytsdtieh feassaynd ba neasuring MR
t he manuf actu of a t.opical canposition for the. treatnent

or event i61VIbF Mastophrarib TSRO I P e e immygGy blbeically g e MOV
the for mngGhody. PRERGrtisdiL, Aihlch ilafweAbredcdRiflamfatoRy S@MAGEulAidE
wherein the topical conposition is fornulated to deliver an anount of

AFC t hatinfiliratier adimigeophageiipffraiiqn, isgised as aosiiyaraenteh hheissuispyijlbow
topi cal l(}“at G cHSE: Rhudt clk@ﬁi%%d&ﬂ@axﬂ%eﬁﬁ%?ﬂrrﬁ%& AR n i nhi bi t or
conpound and a carrier in the manufacture a topical conposition
f or t he [002321 menktxamplpBelbaeffert of the AFC anventivocompasiioni an ddlayeditypeeast
one pol %lifls%%reer}@- rotein inhibitor conpound conprises a conpound of
For mul a ? PREZETEAY: - cHR2  NHCOR1

[00213] The mouse ear model, described above, is modified to assay the effect of anti-

inflammatory agents in an immune based inflammation model (See Tramposch, K.M., Skin
Inflammation, in In Vivo Models of Inflammation, M.L. Morgan DW, Editor. 1999,
Birkhauser Vérlag. p. 179-20 and Chapman, J.R., Z. Ruben, and G.M. Butchko, Histology of
and quantitative assays for oxazolone-induced allergic contact dermatitis in mice. Am J
Dermatopathol, 1986. 8(2): p. 130-8). In this model, a sensitizing dose of
dinitrofluorobenzene (“DNFB”) 1-3% in acetone is applied topically according to a
modification of the method by Back et al. (See Back, O. and T. Egelrud, Topical
glucocorticoids and suppression of contact sensitivity. A mouse bioassay of anti-
inflammatory effects. Br ] Dermatol, 1985. 112(5): p. 539-45 and Bailey, S.C., et al., 4

novel contact hypersensitivity model for rank-ordering formulated corticosteroids. Inflamm
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or its pharmaceutically acceptable salts and esters thereof, wherein
Rl is aIkyI of 1 to 3 carbon atoms; R2 is --COX; wherein X is --0OH,

4, --N(R4)2 or hal ogen; R3 is a st
br anched C\ﬁgﬁ%osg%ﬁlw of 10 to 25 carbon atons or a str%%?io&%mﬁs
branched chai n al kenyl of 10 to 25 carbon atons R4 is an al kyl of 1
to 25 carbo t I SItI n.is.in the form
of o podiiar D9 Sinel 8% S08hr s P ben R R b0 Ahitgmana Foetis

t opi cal MRERRIhhIIEBed &n a@rwhr@a@ 1 410 51e4J YRFB @@ea%ﬁ@&kntTh@tAF@m{r&ﬁ%
one pol yi soprenyl -protein inhibitor conpound that is effective to

i nhi bit qompbmmatapmndm@n Oy he@de o1l row aftpr thg clidllengeste oae ewsradd thy t o
| 2,
claim Ii%é? _ tostierﬁ%‘epéfar Tfe ddd€ar¥ §§‘sfige%§§% ‘?dﬁ?’% ,OE \g\ﬂglllpglfumr@tra}ngn 5

mhereln use accordin
f arresy‘l hr lzﬁerTﬂiExmsahasonmisdnsctgastacpositlae ngrol wiiee éiys lafai:r ihs eamtafqdhalldaged S

is rret h Ppl@}y with %g\tq“ QNEEF% Q@m?riﬁ% ﬁl?credclolq]tgct 1rr1tat1on r§'1multaneousiay, cell

infiltration studies are initiated. Initially, there are more neutrophils than macrophages. By
48-72 hrs, macrophages become the predominant population. No inflammatory response is
seen. The inventive AFC composition 1s, therefore, effective in reducing both edema and

neutrophil infiltration.
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8. The use according to claim2, wherein R2 is COOH and the
pharmaceutically acceptable salts are salts selected fromthe group
consisting of an alkali netal salt, an alkaline earth netal salt, an
amoni WESALAIMNd a substituted ammoniumsalt. 9. The use of claim?2
wherein the at | east one polyisoprenyl-protein inhibitor conpound is
selected fromthe group consisting of N-acetyl-S-geranyl cysteine
N-acet y1-5- 1§ Hss o AVrasesylmalamesdeysieine, ("G aalsy ederfed ggas” N-acetyl-S-trans,
N-acet yl - 5- RN AmdsIANSykBAL) GRY la-darrfe¥ 31 @leNBanufacture of a topical composition for
N-acetyl - S-geranyl geranyl cystei ne ("AG3C'), and conbi nations ther eof
10. The use theclestem @r peeventiinnefAntlypmptéion whiksinagaid topipel emeposition is in the
pol yi soprenyl - protein knhibi tor oyng,i . .
N acety! - 5 farbelCpidd sl ' GQERUOLL Be o pndage gnd  wherciy the topica
wher ei n t he campdsitéast is dorerybaséd/fosdmbivampl anprunt ef AFCrihaths tifiectivo npmbibit losal
at | east one_ of hhacez%l-5-f?rnes%l-cysteine and

N-acet yl - S JUPERVAYGR MY ARRISE &Y 127 " The use according to claim 1
or claim2, wherein the topical conposition is a pharnmaceuti cal
conmposit i 0NThd Iise bhat ka8 AeGRIEIOPEENYPpotcih Mhibifdk c@ln?bﬁﬂdzandm 84rfbNint A€
topi cal conposition is a cosnetic conposition. 14. The use according
to claim1l &ansfagiug of a (gpigabcompesiionglor ther trgagment or paeyentinpeoziglammation,
selected fr 3 1Std L SEE ] 7] :

0] ust i ng ageg LS GOMR, BATR Akt L L in B A5 nec s Plpoumd
agent, a chefBeimdp hgent, a preservative, an enulsifier, a thickener
a solubilizing agent, a pene gg%%gQaggbg cer, an anti-irritant, a

col orant and a surfactant. 15. e e Eco ing to claim 14, wherein
t he noi sturizing agent is selected fromnHhecgrOup consi sting of

guani dine, glycolic acid, glycolate salts, aloe vera, allantoin,
urazol e, polyhydroxy al cohols, propylene glycol, butylene glycol,
hexyl ene gI9&5¥Pmﬁ@W§@Fﬁ@Véﬁ§P@BVé sandgsigithereedt ar chs, al koxyl at ed
gl ucose, hyghufani c acid, |actam de nonoet hanol am ne, acetam de
nonoet hanol am ne, and conbi nations thereof 16. The topi cal

conposi t i onRofis dkdiofl 163 cher &pmsit he pol yhydroxy al cohol is sel ected
fromthe gr CORSI Shil SQubi . _Qlpycel 4 a e j.ol . 17.
The topi cal Te oot FoaeRrtl S e Sr S SRR IFHRARRELY ¢

sel ect ed fr @it hegrajgho upbrandisi shdimglkglf ofd o A% varbsmitbmanda sfredght er anghed
al kyl anmmoni n15ﬁ]t] i? T%@ yse fccording to claim1 or claim 2,
wher ei n t he BHP PREMTPETRIP 25 AP9R 41 Yer sel ected from the group

consi sting @f iganaiiil bnasdn2s @rbdnns@ns;and an oral spray. 19. The use
according to _claim 18, wherein the oral carrier has a pH from about 5
to about 6. 3vhersm sajq opirabCopROsHAN h@mttge a5 h 1V dRhendliln 2 CHéMp A gFL or a

carrier furthefagt ORNIRESH Me bLERAL cRMRsiBOEN fos@hBelad dEiRMah RESHOMPat
consisting of a fluorine-providing conpound, a smeetenln& agent, a
€

col ori ng agéasst amenvplyisopriendmrotaind izbitwureppawnd that is effective to inhibit

inflammation when applied topically.
3. The use according to claim 2, wherein R! is methyl.
4. The use according to claim 2, wherein R? is COOH.
5. The use according to claim 2, wherein R® is farnesyl.

6. The use according to claim 2, wherein R' is methyl, R? is COOH, and R® is farnesyl.
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21. The use according to claim1 or claim2, wherein the carrier is a
pharmaceutical |y acceptable carrier. 22. The use according to claim
21, wherein the pharmaceutically acceptable carrier is a del ayed

rel easd. car flhemse 23ordifigao ulaian acelurelh R it wethylakris 20CHAhatdeR s Fmsesyl.

del ayed release carrier is a carrier selected fromthe group

consisting of a |iposone, m_crosponge, a mcrosphere and. a
mi croc&psul gf he pige acppwlingsta c f?ee& & ’Ej’“’cg EICé?angF hegphgrrpgesuticgils peseptable

the carrier snss fe @Qerte%tte@hwl tﬁ@gent, %Qxlls@stlﬁgrof hi€ hlkal? Rretal B4, Y8 Slkaline earth
according to claim1 or claim?2, further conprising a second active

i ngredi ent . nxgal saihan geEnoaEbYA ang asebstiusdanzBoniWAElEi n t he active
ingredient is at |east one ingredient selected fromthe group

consi stl ng ec n_enol | j ent n astr.i n ent, an

T et oa berad OGRS aguRtT '« F e se kP eagane ranBHTO Y i
agent, an antle@bdt FEmaAGRAt grodp %Bﬁdlsftmgg@lf BYRWRtyl-Sadtrafickstinal Mgesl.s-
an antiprotozoal agent, an anti-acne agent, an anesthetic agent, a

steroi dal adtnesyyFigReA %E@i’)a@%tefer%?dﬁe As Neasei-adrans ffans- ﬁquelnﬁarﬁmwe
agent, an am{. th:'E}H 9 éér&y@g@%&l ?t@in@f'tAG@()f"’)d%tcoﬁﬂﬁﬁtwnsathereof

chenot her apeuti ¢ agent, an an%ll hi st am ne "agent, a vitamn, a hornone,
an anti-dandruff agent, an anti-winkle agent, an anti -Skl n atrophy
agent, 1a. sclTéeast AgcoadePto cRint 2o amsienythage Néast ancCpol§ibdpFerdyPrtei chibitor
hypo- pi gment i ng ent. 27. _The use according to claim26, wherein the
protective icemao'ﬁ%df@&cﬁ%ﬁwﬂy ¥R ected fromthe group

consi sting of an adsorbent, a derrul cent and a deSSI cant. 28. The use
3;:;0;2::29 d;[ ‘%C'tugéé g]?cza%méiwt]oe rcleé\uxn tegnr I%E‘agtl%as %ne PO ?gc]éaf‘rne(}rré/? groteln 1nh1b1por
condi tion i som@bwaclt é&d af rledast tdne of OUpceﬂ:;dﬁsfaﬁiem@ygémdemdaN-ﬁdeed Saer@yl-
folliculitis seudofolliculitis barbae, chilblains, mliaria,

r osacea, ecf@ﬁ’gy lcY¥dPS-asi s, bacterial infections, surgical
interventions, crodermatitis enteropathica, Sweet's disease,

anyI0| Si s, ~.hiyes nul rij b : :
V101951 Sl K e SEMRTGR Y| 8 BB LU DRGISE (SRR o
i nf ection, @hmmehticaitdomppsitiomr auma, an aut oi nunune condition, a

bul | ous disease an adverse drug reaction, a immune hyper-reactivity
condition, a cancer, a burn, a wound, a cyst, hidradinitis

suppur d8i va,Thange asprding todaimzp or glaan dswhereingheitapiyal eorencsition is g cosmetic
claim 2, V\h%g#,gslﬁg}p conposition is in the formof an enulsion. 31.
The use according to claim1 or claim2, wherein the conposition is
in the formof a gel suspension. 32. The use according to claim1 or
clai m 4. whamgiube 4d36rdefl to SLHAQNFIcRmI2$ wherei thOtRiGSk ectee,d ohd sgtht feected
group consi stl n% of an ointnent, a |otion, a paste, powder ,

el
and a cream from the group consisting of 'a moisturizing agent a pH adJustmg agent a deodorant
agent, a fragrance, a hair-conditioning agent, a chelating agent, a preservative, an
emulsifier, a thickener, a solubilizing agent, a penetration enhancer, an anti-irritant, a

colorant and a surfactant.

15. The use according to claim 14, wherein the moisturizing agent is selected from the group
consisting of guanidine, glycolic acid, glycolate salts, aloe vera, allantoin, urazole,
polyhydroxy alcohols, propylene glycol, butylene glycol, hexylene glycol, polyethylene
glycols, sugars, starchs, alkoxylated glucose, hyaluronic acid, lactamide

monoethanolamine, acetamide monoethanolamine, and combinations thereof.
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33. The use according to claim1 or claim2, wherein the conposition
further conprises a retinoid. 34. The use according to claim 33,
wherein said retinoid is at | east one of vitamn A retinol, retinal,
“retinyll6pal fiht adrecal cemporitian elaildm 15, etherroi the golyhgdroky elcolmdiinsabectea from
m xt ure therteof 35. The u(s)fe ctcgrfji n_g to,claim.1 or claim2, wherein
the conposi troR YIRS PPk EV5Hh ‘1%%3‘2%‘9 toxy acid. 36. The
use according to claim 35, wherein said al pha-hydroxy acid is at

| east qne of glycolic acjid, lactic acid, tartarjc acid, malic acid or
citricldei d TP toywﬁs SUREORF BB 5 Whein %éiyaeleﬁsalt Hgpetested farhing geopp
claim 2, whepRiiftink BEaRRORAR hit@hd fikihaly AR Afindsdiet a- hydr oxy
acid. 38. The use according to claim1l or claim2, wherein the
conposition further conprises titanium oxide, zinc oxide, benzoyl

per oxi dg8, f|Thernetinaoiding toedainci ROklaimr, sakietythe caaet b o oral cardi¢rusekzcted
t hereof 39. fThe use accordi ngfto cl ai gﬁl or C|é':li m 2, wherein the
conposi ti on HoHHDAEPURSAHTISE LS fSPINEM @ R8s 40d #horahiaYyse accor di ng

to claim1 or claim?2, wherein the conposition further conprises

o Loont Vat  are e anPRAAENIART S, SR Taly St B LB R RER Y

The use according to claim1 or claim2, wherein AFC is present at a
concentration of about 0.1%to about 20% by weight. 43. The use

according t cIaimlé)r cl im% WH%I‘EIHF AFC i s present at . a
concentPat i e 3Fe PeQLIIRg, i clipa LBy WhRFigHhe owpl cariy I SURRIET Alepg one
claim1l or Ghait RldotedMIsHh BhdgrOcdrSisih Mucﬁﬁle%r&%@mrﬁlﬂilh&rhzﬁfeedeﬁﬁg

than 5% by wei ght. 45. The use according to claim1l or claim2,
wher ei n theaé%rawﬁlqrm@r@gﬁasa@%mﬂﬁ@tMe’c\mm%@r-r 46. The use
according to claim1l1, wherein the topical composition is fornul ated

to deli,yer amount of AFC.that is.effectjve. to inhibi.t | acal )
| nf | anit i or PR SeBIine O Aie b1 ary 1o £huhrel, B aittier 18 a phamaceutically
anti -i nfl amyadeptapleebifrREL S.

22. The use according to claim 21, wherein the pharmaceutically acceptable carrier is a

delayed release carrier.

23. The use according to claim 22, wherein the delayed release carrier is a carrier selected

from the group consisting of a liposome, a microsponge, a microsphere and a

microcapsule.
24. The use according to claim 1 or claim 2, wherein the carrier is a cosmetically acceptable
carrier.
25. The use according to claim 1 or claim 2, further comprising a second active ingredient.
- 26. The use according to claim 25, wherein the active ingredient is at least one ingredient

selected from the group consisting of a protective agent, an emollient, an astringent, an
irritant, a keratolytic agent, a sun screening agent, a sun tanning agent, an antibiotic agent,
an antifungal agent, an antiviral agent, an antiprotozoal agent, an anti-acne agent, an

anesthetic agent, a steroidal anti-inflammatory agent, a non-steroidal anti-inflammatory
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27.

28.

29.

30.

31.

32.

33.

34.

35.

agent, an antipruritic agent, an anti-oxidant agent, a chemotherapeutic agent, an anti-
histamine agent, a vitamin, a hormone, an anti-dandruff agent, an anti-wrinkle agent, an
anti-skin atrophy agent, a sclerosing agent, a cleansing agent, a caustic agent and a hypo-

pigmenting agent.

The use according to claim 26, wherein the protective is-a-protective-agent is selected

from the group consisting of an adsorbent, a demulcent and a dessicant.

The use according to claim 26, wherein the irritant is a rubefacient.

The use according to claim 1 or claim 2, wherein the inflammatory condition is selected
from the group consisting of dermatitis, acne, folliculitis, pseudofolliculitis barbae,
chilblains, miliaria, rosacea, eczema, psoriasis, bacterial infections, surgical interventions,
crodermatitis enteropathica, Sweet’s disease, amyloidosis, hives, erythema annulare
centrifugum, bachet syndrome, an insect bite, an animal bite, a sting, a parasite, a viral
infection, a vasodilation, a trauma, an autoimmune condition, a bullous disease, an
adverse drug reaction, a immune hyper-reactivity condition, a cancer, a burn, a wound, a

cyst, hidradinitis suppurativa, and cellulitus.

The use according to claim 1 or claim 2, wherein the composition is in the form of an

emulsion.

The use according to claim 1 or claim 2, wherein the composition is in the form of a gel

suspension.

The use according to claim 1 or claim 2, wherein the gel suspension is in a form selected

from the group consisting of an ointment, a lotion, a paste, a powder, a gel and a cream.

The use according to claim 1 or claim 2, wherein the composition further comprises a

retinoid.

The use according to claim 33, wherein said retinoid is at least one of vitamin A, retinol,

retinal, retinyl palmitate, retinoic acid, tretinoin or iso-tretinoin or a mixture thereof.

The use according to claim 1 or claim 2, wherein the composition further comprises a an

alpha-hydroxy acid.
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36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

The use according to claim 35, wherein said alpha-hydroxy acid is at least one of glycolic

acid, lactic acid, tartaric acid, malic acid or citric acid or a mixture thereof.

The use according to claim 1 or claim 2, wherein the composition further comprises a

beta-hydroxy acid.

The use according to claim 1 or claim 2, wherein the composition further comprises
titanium oxide, zinc oxide, benzoyl peroxide, fluorouracil, resorcinol, or salicylic acid or

a mixture thereof.

The use according to claim 1 or claim 2, wherein the composition further comprises

hyaluronic acid.

The use according to claim 1 or claim 2, wherein the composition further comprises

glycerin.

The use according to claim 1 or claim 2, wherein AFC is present at a concentration of

about 0.01% to about 50% by weight.

The use according to claim 1 or claim 2, wherein AFC is present at a concentration of

about 0.1% to about 20% by weight.

The use according to claim 1 or claim 2, wherein AFC is present at a concentration of

less than 10% by weight.

The use according to claim 1 or claim 2, wherein AFC is present at a concentration of

less than 5% by weight.

The use according to claim 1 or claim 2, wherein the composition has a pH between 4

and 7.
The use according to claim 1, wherein the topical composition is formulated to

deliver an amount of AFC that is effective to inhibit local inflammation when applied

topically, without systemic anti-inflammatory effects.
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