TOPI CAL COVPCSI TI ONS AND METHODS FOR

EPI THELI AL- RELATED CONDI TI ONS CROSS REFERENCE TO
wOREATBMAPPLI CATI ONS [ 0001] Thi s appli cati on I BU$SE®05/020555

the benefit of priority of U S. Provisional

Application No. 60/579,093 filed on June 12, 2004.

of U o AOEICRE CoMBoshiBs ARIEFRC QIS EBir2). o2,
filed on FebrRAIMHEBIARGON ATED €ONDEIONG! osur es of

U.S. Provisional Patent Application No. 60/597,093 and
U.S. Provisional Patent Appl | catl on No. 60/652,921 are

[0001phar rmneaﬁplmaﬂlon c:iamrmhe ber&ﬁd of:m‘i?d]‘fty eﬂUl S:&%oﬁ@@hﬁla&pphcanon

ns con ing Iylsopren | -prote
No. 6§ R FR 374 ﬁlﬁ%&ﬁﬁ%ﬁﬁﬁ%ﬂ hBiRaligs alprelams fedenefit of priority of
U.S. B?6d | | 0]
5 RSO AN, SO QRSO i
disclosugepf Tl SNPfayd®ial Rateyt Apglivaten Noc@¥597,083dnddié. Provisional

PatentRfSeHt BN S B2 0 e Bt o gD el o,

par asi tes, autoi mune di sorders, allergens,

envi ronmental conditions, such as extrene

tenperatures, WOUfg§,p WWEQNWNT%W' i gnant

agents. Thus, infTamration can be associ ated with
[0002hune rBl@S’rannltelnvt?,ntwg reloted itd plunmaamtlgaln@shreumadal yossidcautical

. to infecti Qns tormt
opical forns ot DTy s g P e mie ad TR pEUnCy Sggpods
usefullin tHearombiiomof lsealthy epitieliamasiiend #afmbi cﬁ“eﬁftﬁ&ﬁlg-related
infiltration of |eukocytes at the site of

conditjons| anmation, particul arly neutrophils
( pol ynor phonucl ear cells). These cells pronote tissue
damage by rel eaS| ng toxi c substances at the vascul ar

wall or in u éﬁoﬂﬁﬂﬁrﬁa ﬁéh lt( phi |

infiltration tH-tS—+ ooy g seades of
[0003[cel | Mgyl skeDerTddsal thefbiany 8dnditiths O 8¥8tdetd ROFHEEHI ON
proteins such as Gproteins that can facilitate
inflamrptip catsed Par infes glin estema, dwagli viruses ehtasitesy autmmmune disorders,
a
s TR AR S5 A Ml . 00, Rl ancor
maligragt agentst dives,bofladmatoepdrtiesassdoidted Wit @uinetdi aglédfisg t 0
gicdgeur . %pOf t.he sjgnal transduction proteins,
conditjons Fa&g}r@n dry,shin {P IfqCtieps (91caNeRE, asll astheing sygeptomatic of
1nﬂamﬁﬁ%r§ ldRErde¥s kR aPASkmAiti@ns! ational addition of a d 5
farnesyl or C20geranyl geranyl polyisoprenoid noiety in
[0004]t hi odnflremmationkia géen ohaaatgrized ibye stresg thidtrhtimadfddulaicy®s 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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near the carboxy termnus within a so-called CAAX box
or rel ated cysteine-containing sequence. Carboxy
w0 B0 2803 pol yi soprenoi d cystei nes that ulti mareEl/gs2005/020555
result fromthese nodifications are subject to
nmet hyl esterification by a specific nmenbrane-associ ated
geranyISSI8RA POl fIRIpRédNd ARiet fRNBIMERRE linkage to a cysteine residue located at or
pol yi'sopreenyl - S-cystei nyl nethyltransferase. Conpounds
near theearbaxyrieimmnihVithinesoec M@ox enrelatesheysigine-containing
sequeffsy CRGRT b Bl phBBot ?fd%?éﬁﬁﬁlﬁéa@%%pas%y Rl frog fhgse
modxfaﬁu&mekmm tanadthyhstepifiobtéinby aagmlcaicongmbxangemcm&eﬁh;-

whi ch they interact,  or intracel | ul ar_si
adenopylpegiopne- e%n?nsféwghyasomnﬁpg sewy @smﬁwé eraég pf"é‘?fge%unds that
can infBet Jhés@%ﬁﬁ at&aﬂea&long Br f,ﬂhea&lsé Afd: ﬁ{E'T%{ePaL iohSARbSH

conditions (see e. ker et al ods Enzynol,
polyisdzﬁt@ﬁyla&:ﬁ@;gnﬁﬂﬁarﬁﬁﬁc)tloﬁlqmﬂﬁﬂns GQueh suGkprowmsand ¢he rotein regulatory

targetq Wi BYCH DD FAE nOL BrA Bt ok P EBHE TSP G iR e f
mltlgatté féﬁﬁ&%&@&@pcﬂﬂgs 4, HeBfelicAB® R infRRthatory REQPEAARions. (see

pl atel et resp onses in vitro. Unfortunately, AFC

e.g. Vpﬁfquﬁtraésmr@lds (Eﬂh)emﬁ A823,8A8, F16r228)fi cacy and is
[0006 Xpe‘é euéﬁa&%gﬁ dlfg\l geng faﬂlxésﬁe%{s IR (r%'ﬁcc) ?}ff(?ﬁéssbegﬂghown

to inhﬁ)ﬁﬁhérﬂbraﬁ@-bésobﬁ@d|paly1@ipremﬁimmh$mra1ﬁfﬂﬁﬁcahﬁ td EIoIcE Some
whi ch woul d seem to grecl ude its use_in vivo.

neutrophil 3G ORRASE: mﬁlm HFIEbeSPUSHB 1AL Hafpétupwélypémﬁeﬂwres high
concex%t?atlkb(ﬁs %r@?ﬁé’ac ??é;(;pg&éd tch Jggﬂfsm n aﬁ?é?idsgk 8% and
ns con these co

oSsItl al ni ng oun at can
multipde tldasffects sihee aderdértewith ueentndl |celkbt@uiambn sxkacharasxd
nmucosal nbr ane conditi o SUMVARY THE N\/ENFI
charaqleitsge WHID THGRATLR BSFUUSILSISE Tf Bpoc HOMEshp DT AFp e
inhibifo®y c&rﬁﬁ@ln'dﬁ‘ Qa\Qar the b@féﬁf'&l't@ Be ﬁ&hlf‘ypéfﬁt'@dlélﬁl the 16 la tle@0in the art for
a subject, including a human,” i'n need of treat nment
compaskemg @f)ntam thesecdonpoynds thatgagtacmei safe and effective antidote for

. | vi so n r ot i nhi bi tor conpound and a
skin aﬁcg C¥! m[eﬂ%éagf) ‘%g%st her embodi nent, provided herein
Is a topical conposition for pronoting healthy skin in
a subject, including a_hunman, that includes at | east
one polyi sopreM@MﬂWund and a
ar r| f L
[0007F e intdhABH #)rclv'i]de"él a tUﬁlEQ%BglﬁB?ggh ?Garrﬁe’atlltl%gr }'ﬁlggﬁﬁktg%

provi es a topical compositil pr onot |
epithelili qonilitioa is @ Ispba edt, inchudingdi hgnam, tnumeed of trhatnenhthbwdé shait

e e 5 RSB P Bty S0
[0008]1€T EiTR anbtheerhbiimaht, POAIRRGEEIH i§ altosieARBAIpbsiAdN for promoting

healthy skin in a subject, including 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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for treating or preventing an epithelial condition in
a subject, including a human, in need oftreatnent
wobtbhevesfodt hat i ncl udes at | east one PCT/US2005/020555

pol yi soprenyl - protein i nhi bi tor conpound and a

carrier h5001 In a further enbodi nent, the invention
treatmepihergakthat ghidesat leastorg rrql,wéfemﬁoémtsw infipiipy gompaoygd and a
carrie®’ Preventing an epithelial condition in a subject,

including a human, in need of treatnent thereof, t hat
[0011] ncl lldesfuaherleadx)thmm tboiryflestuprm'oylldem mpmamcosmtutimcbmposition

and a carrie n anoth ,

for treoak PHBE RN R SpLheyeh AT pTgh ARy Wy E BYBHLThjoed of
treatm@ﬂt BBebh @hdt dcludeb §¥ Fégst‘oﬁél ?bl&is@ﬁren?lb}?rof@ﬂ h@chiion ‘ébﬁkﬁb\ﬁm and a

the step of topically applying onto a surface of
carrieranmal , i ncluding a human, in need thereof, a

har | ffectiv .

0012P"2Y TREEAHLEa Y S AN 4ty SERER Py o
epitheligiPfelitkaiccontilion, hemidtedd inbRQhg]thd siepof tldbicbﬂy applying onto a surface

enbodi nent, the invention praovides a nethod of
of a mapymali ingfuding grwman: intged hesssty mamapcqugpad{y‘e#fecnve amount of a

I

comp&ﬂﬂﬁl 1?1%18@18 Iag Feg%??gle}ééog#e‘ﬁg Ex%lt)éng g%hﬁhlﬁ)g g?fngoﬁ’rﬂi 5l  darrier.
[0013hurmﬂn aifartine echboldenenfthe mventmlqiromﬂhd ymefHodaifitneating or

prevergg)%%?lieagggmfagggsl t%&gmm%%?tbpg gg{l' v glﬁglze &éhei;?ogsc}g tc?pQCeally applying
onto aGRffidLSfa iu@f&f‘r]mdlﬁ&ﬁ%'ﬁ’htﬂﬁﬁn eRecH MBRbLS, aROSMEGEHyREEEI

is a method f’pro ing healthy skin'in a subj éct,
amourjt o€ p @dmpgsmomtmamcludeﬁ@td@ast h@gﬁﬁlsomh@ylfmoﬂmdnhlbltor compound
anda|nclud|ng the step of topically applying onto a

“Wiace of a subj ect, including a human, in need

[0014]t her ggtnotBerthaiduRtent! prodidedy herefnes hlnv@hmwbm@ﬁngheauhy skin
osition that includes at |east one
ina S“}? n‘g

inchpheg ¢ humes ineeditherpef themetheshinghidingghel stgp of topically
applylﬁg {)ﬁﬂoﬁarsuri{agg 3‘1511 %dbgﬁc‘f?‘ #Baﬁalﬁ%?hﬁfm ea:ﬁ?ﬁ& theﬁe%?w &\%gmaceutlcally

I's a net promdt i ng
effectisel bineaitt, ofiaropdsitign shat inviudes hilease ege pdsiyfseplfenylt-;hewm inhibitor
nmet.hod, i ncl.udi ng topically applying onto a surface of
compaynd; PdAGATIE | yding a hunman, a cosnetical ly effective

[001 5]arm URY a Ghrtider 6RIFBERdnt, PRoVila hdr&R VSRR 1R g Jf ﬁﬁﬁﬁotﬂ{éenealthy skin

pol yi soprenyl -protei n i nhi bitor conpoun
in a subgect, umﬂudlp@@ hainan,nnanet thercof mmetimed inclidieg topiatly iapplying onto

a surtff B g e B e T rale ek S gmoubi reptaggiton

that intR@e 18t SRPAIAEdPre@RProteiRdnIBiS Rnipéuh@efd & carrier.
cosnetically effective anmount of a conposition that

[0016l| ncl didarother anghpdimesr ethp gvghderpprerides pmstheidrofipiemblingiealthy
skin in 9%?%? qn&ﬂ(ﬂngﬁ%gfr{ab% nequgngJ)f ﬁ{e%éthgd ncpu% mggt‘éﬁ‘tlﬁl O)hogpplymg

pari ng
onto at‘shﬁ’ace a cosmetically effectlve amount ofa composmon 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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nmet hod i ncluding the step of adm xing at |east one
pol yi soprenyl -protein inhibitor conpound and a
we2005i1B10BRI EF DESCRI PTI ON OF THE FlI GURES [ 00 18} T1/6$2005020555
I nduction of edema by TPA [0019] FIG 2. AFC, al one,
does not cause nouse ear edema. [0020] FIG 3. AFC
i nhi bits TPBRIENDESCRIPTHONOFITHE IBGURBEC t r eat nent
roduces a dose dependent 1 nhibition of TPA-induced
[0018f\)/Po [fgA2]Indyatiog of plemabyndFAof AFC i nhi bition of
eut | | A AT i Cinhibits
0019k o iF?{Qu@ée‘%F @E’edd{"’éeégf%?sf"“’f E%ﬁﬁ"é‘% %ﬁ%ﬁfﬁ@g’q FIG 7. AFC
[0020] nhi WHIGi3oMABCE inHiits TitesdhchPelemet | vity at di fferent

application tinmes [002 FI G 8A., AFC does, not ct
10021 PR FTG e OAF R e oo doRedersnE s Pt bingh of SR pginguced
Mpo treated ear. [0026] FI G 8B. Dexamethasone acts to

i ncrease inhibition of TPA-induced MPO activity in the
[0022F ont FAGH eiitologyifAEC inhéitienjobeautrpplgib infilFat@ngC,

ndonet.hacjf~agt.s. t.o il ncrease i.nhibi.tion.of
[0023irPA- :ﬁ{;{[}%e‘%ﬁ%@& [ 'tl?/ qcﬁdc){l?]uér %@ %Jnﬁtn}%l Prg?oer} al vehicle
[0024] 1 eatrgd 2 HFC [iHR8bn bf TP A-indiiced MIFD Rttty i fidteiegplication

_ I nduced MPO. [0029] FI G 10. AFC reduces TPA-i nduced
times er yt hema [0030] FIG 11. Inhibition of contact

er td S A 2
0025{15 ERIOAE (90 Tyt Lol BrRE TR A b PRI Ll Phneera
vehicle @emgiheaed t hat i nventive conpositions containing

ol yi soprenyl - protein inhihitor c¢qnpound ch as AF
10026F 5, FICHES ﬁ@w@%ﬁ%q ¥R PIpIE SABEr oL TP Aomdtsd MFO
activit) P RIBnRSRct IV eRiBlelRbldd@aPr tO treat _ :

epithelial-related disorders. These inventive
[0027k o np d¥Gt8Co isdorncthacin estsitdincreasesinbibitooned fF A -sndulaedh MPO activity
. topi cal | lied.,Such inventive conpositions are
lntheﬁ@ﬁ?@?m?%vgﬁﬁﬁhsae%F¥a, their soothing, noisturizing

[0028pNd dReter 9Pt intHiIREA AlifGucell MdubsERACIg cosneti ¢
conditions and/or for generally pronoting healthy

[0029k ki n FIGHE. ddifpessineqsori¥i-dtducederythemant i nvention may be
[0030@38f %4}%&%&6{%{&9& &n?a%?gﬁ-fﬂaﬁtis ﬁmoasglflﬁﬁ%ﬂ cal and
ener a Sitions as we

ski'ncare conposi as in
phar maceuti cal conpositions.

DETAILED DESCRIPTION OF THE INVENTION

[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 compositions 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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[0032] The phrase "epithelia”™ or "epithelial" or
"epithelial tissues" as used throughout the
woepesiiiiieati on and clains is neant to incl ude BKI/OSANEI020555

mucosal menbranes. Thus, the present invention offers

conpositions useful for treating a condition of the
memb$dfieNsuRh ad UM GOSIahIBIR! MAtef HutE8, AMoutAlin &% ah k4R h ©8ina and a

to, that of a nose, a mouth, an eye, an ear, a vagi na
recmnand a rectum [0033] The term "topical"” refers to

[0033f1dm gll :tfrél?ri/ J‘tggirc]glgtrgfgrs tnég&ﬁﬂlﬁfatﬁgrg?gﬁfl Ca | on [Tooaﬁlé)ﬂ]at or

immediBRlythehasa, thb@pincaf:hgphaamiryl ng" descrl bes application
onto gne or nore furféces (;s) |ncI udi ng{ epi t hel i al
(0034  ddwghrase ojopteally praiyiney drgribpetnpisation ity geg or more

surfac%ﬁ@l ihGiahi g%{)ftﬂelfahﬁnﬁ{cgﬁ Ay Iplkjaﬁ %gﬁl%%e réf@rstig dfbdis! Efg)l%gmon to

conpoSition may be applied podri ng, droppi
the arearofele swyrfacgto bd afﬁectadq Uihel compisitiaongmaynbe a}fphad bglpnurmgud,roppmg,

o s oSty 5 b s B AR, i

powdfﬁnébré)}tlﬂg £ RRPHIARE b@%@ol%r’ﬁ@@sm&mﬁ% ah{ oRL aFERH I8 BIRbns.
he conposition of the invention is a phar maceut i cal

[0035E o B oh emboereas e dearmgsionor Hhstiay snsen s § phdrmaceutica
comp?sqrg?losAt IS?:H herre f gn‘ghér&ag?u‘%%gp%%posﬁlgnt’ pe%rs ti %gfﬂngf’?&h that is

reven uace’inintensi

emplotyécﬁﬁi pravdn@rrgﬁlce ¢ irtlertsit, cude oﬂbtﬁaﬁﬁiﬁ: tre[a@@%keﬂcbn@ﬁ@ﬁ bedisease.
nbodi nent, the conposition of the invention is a
[0036b 0s msltl |a€0tééfn%‘%th'm6‘ﬁ thagompautipplihg inyenens gy Gogmetic

compcfsm@e S/#st,u %s%@ gelreﬁ'f £ ﬁ%tl@cm%gg%& rGBrsd @tcofgﬁgéﬁfi&? e

our e sprin spraye
intended ta mchtubeet, Ipntu(ed sprinkted porvipsaycd pp) 1nt-1fddllced ante,udyj ctlodrwise applied

n art thereof_ for clean beautifyin ronotin
to 2 sbjaby Bt RGO or e S NS B amang Pl Gaess, ©
altenn%rtﬁé SipRataAtE RS axftiQfe HERAAB0R uSOCIRORRPonSht AMMy S article,

ticle, except that such term does not i ncl ude soap.

excep{@%ﬂph termedogs heringrdostiapent , the conposition of t he

Lon i S utic
10037}, o Bl erfholR Y B shEPeafOTRABs U Bt B atpEgoquyon
compdﬂbltfdi’lnp%msfed @Bret @t tdrfn ‘@0BhedtatcaASoRpbdition’ Gefei®to £composition
conposition and as a pharnmaceutical conposition.

that is[cggr@iedias bathict ¢pemeBerBoapoian andis aghapacentich CPmposides
[oossg”e Gh afiGthér e‘?%%gg;g] &%Lﬁggﬁ&ﬁg}n{gﬁﬁwbﬁe"& FFIRBHRS renyl-

nd a carrirer
protempﬂlhljmtsnxmtmyahdmrmltaedannémhi bi tor conpound" refers to a

conpound Eat can_i.nhi bi re&gce t he acti,vi of a
[0039)0 yl“\?o‘b‘Fé §eit gl %?Q?F‘E}yﬁ] pg‘ﬂi?:‘ﬂ‘ ‘éoréBF’é‘PB?‘L %S tsed
compchﬁlﬁ%:ﬁ can ifHIRL SBhidte tfl@gcﬁfvﬁyto@ apelyedo ?I‘ern'yfﬁ?erd' protein such as a G-

G proteins that associate with receptors of the seven
protein.r Assrehlipreine “Gopmtain’s wfersftahetesotameriaGeproteus| thgdissosiate with
receptg}s%l}?}lle seven transmembrane 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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transduction and the small GIP-bi ndi ng signal
transduction proteins that act to regulate cellular
weemsesdes, | ncluding but not linmted to cytosket/esmbs/020555

organi zati on, secretion and any other protein that is
subj ect to polyiso- prenylation, such as, but not

proteih tdHih&% Eu? nt&ﬁé't trleﬁhlﬁﬁg' tﬁi‘g‘a Eﬁfeull 8% RateqRERTE 'aﬁﬁough not
[ 0040] h ing lhrmted t heory, conpounds

always, dmmed in atdmﬁuku tnembrarmh ilipptdepto in@dzu:ct wit-thesetregulateryfarget

proten&so?? pIp (i:xﬁjsp ar%te\éltptg%ﬂgq%%er%%/aﬁ# ;?ré%é}sat}n:q?f&ogg{q%ﬁ d)osgtrgrlps‘leational
modific88tsdheluNing @6 g@ént REtaddhdht bN@tarh&syT & deyanyR i@y gh
not always, located in a cellular nenbrane. In_order

thioethes linkgger taeystaing Fesidiss bocpieg @t ait igrojose Pty te thefrparbogy termini
and mgt?]ngegfeﬂﬁcﬁ{b% Jf%kgss% t n¥e{1 ?ﬁ'ﬁésg/ 4 %ngag?/%re ?1 §chste1ny1

ergo several ransl
residueicl udi ng coval ent attachmant of a farnesyl or

eranyl geranyl noi.ety.in thjoether ystein
1004119e3| diBanmaosy agrrigts 8Pm‘111ﬁteé]ll%%léthpd€’65?ﬁ tggpntqf Wﬁ@?qprenﬁ S-

cysteiff K les P SO G- y@pfmwme?% {8 ks BByRbL, 9PISED, 216-225)

or geranyl géranyl - S-cystéiny
Agents gsit thhést th@sﬁﬁdth}zlestnﬁﬁaamatrcacyoagdmbls Gsprgtellrrfmedmdtlhﬁammatory

{ t f t
resporgs ISR GR s dffe PEDBEg (1t RN ORI EhTEHE cbiii s
methyﬁfh?ﬁ%ﬂ{se idfitors ARY sertd @s Zﬁﬁinﬂaﬂﬁﬁﬁbﬁl doBinis (VBik'ebéttalt Me#hods

%/Aesterl fication reaction inhib
Enzyrr@fpi 5%e2p0,7d@r2258d i nfl ammat ory responses

[0042 ns ggrnﬁrle%rregmecﬁ Igsems Fo\f%d%rto'@lﬁ 1nhll%1Horr gre d1sc ssed in Volker, C.,

ol yi sopreny eime Car Fansterase
Miller, RIA bMcOlGaryaly B ERYS A SPedid, M. thcam(Htmr Yin@8eseks].B. (1991),
(Vol ker et al Met hods Enzynol, 1995, 250, 216-225).
Eﬁect{ Q’cfamesmﬁéqmw&l@sr%wﬁ@eh%b% meghwlagsopapd sigial transduction.
[ C ller, RA
J. Blo \ Q%bga?géj@\}\?l{?fzgs%oﬂé%ﬁqn P(gg %?;lreﬁrenc er, I M : and
[0043]St ocC Worﬂliﬂﬁitir(g]fﬁﬁﬂnp eslef pelgtsspmﬁylapmmyirmymoe corepanalk dorsuse in
r.ote car box éY net h

the copaiuet fresait yssion N sEhdad 5043 265dssupe August

27, 1907 €PY d?ﬁ‘S/ . S%cﬁ?’UrSﬁ‘fPﬁfeﬁfW 802, hﬂ‘p ‘ils%hed\lQErﬂ {31159 € Robert R. Rando;
exanpl es of yi soprenyl -protei n i nhi bitor compounds

U.S. Patent 5,385,528 tSIa@ech@nms b1 1998 tofY achKlqogeVeh tPatant 6,000,340 issued

rugnd 4 BB3E TPyl S kS Ny 32 218 Sy s B2,
Mechaﬁﬂﬁmj UBPatle99§28438(RDi@§IeH Hebruangld,094)tSMebhréiith; U. S. Patent

528 issued Januar 6, 1998 to Yoel Kl oo
6,452,884 @K o9 diEed Dat. 8 S%Q%YJA% gtant éppm@ntzewe%ﬁi%%mpubhshed

o AR A Y i kb

Invest1D6dndtol. ReENkan| B:Iﬁ(lﬂO%lS PatehtclekAB2nB8 6t 410 Bitloofjthese
2 P I
referellzc%ggqe gg%tg@é%lbyprggqr?rgﬁ é\arem a(B gltr co/_r\np;Pouln(c:ls{,jl }nlci)ude 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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Oct. 30, 2003; U. S. Patent No. 6,372, 793 issued Apri
6, 2002 to Nazarius S. Lamango and J. Invest.
wosnsvatads 2003 Jan; 120(1): 109-15 by PCT/US2005/020555
Hal aschek-Wener, et al. Each of these references is
i ncorporated by reference herein. Qher conpounds
[00441 ncl lm' Bné SADGRITAL R rSHE LoRobhdChERIY HoAE 303 ROUS. Patent
and cannabi di o certain unsaturated fatty aci ds
5,043 92@6 helassdntelddiydfqrmala (di)samlr@rlanteqaﬂ&rwft ty acids.
Addi ti onal useful polyisoprenyl-protein s can be found
in Vol ker, CR . 1995. Carboxyl Methylation at
C-terminal S-prenylcysteine residues. Ph.D. thesis,
Princet on UniR&rSHEH,-POMe®’on, NJ. It shdul d be
under stood that anal ogs |of these conpounds that show
this inhibitor activityngf.egH'so useful, as are
compounds having different structural characteristics
than those descri bed.[0044] In one enbodi nent,
preferred conpounds include those set forth in U S
Wherdigt ent 5, 043, 268 represented by Formula (1) and
| derivatives thereof. R3-S-CH2-CH R 2 (1) NH CORL
R’ is alid o€l ho 3 Rarbiog atinksyl of 1 to 3 carbon atons; R2 is

2. - . wher.eijp. X g, - + OCH
Ris —?%% R AT RS A AR Yt e Ui
3 is ddtraddht bPbrahcAChon R0 BE 10 & 33 ab@hitoms, Ditaigh od bfahghdd chain
al kenyl, including a pol yunsaturated alkenyl of 10 to

alkenﬁ,sne;laémsr@ p@ﬂmatumedu adkeapyl, Qf |k fo 23 carpemsptomis; o about 25

[ t abl
R s ERTA ERATp PO P RIS G2 L Nreor | [004S] As

the phusied elitéraly act dpeablesaits and phiers whtesd caapdupds treeof. abI e

salt" refers to salts g ner al | hat ar a
[0045] eactﬁ%&egil?rﬁwet IR auh n%a%ﬂel‘ia;‘l%{raécﬁi’rtéﬂﬁg?ajp rs t° Salts
generdé%ﬁﬂaa% Brepsikd b9 'ieaQMn%@%E baQ vAith §§ﬁ1€£bm Jrgaﬂc %Pinto?é%lnfc acid or

anic or inorganic base wherel n a basi ¢ group or an
by reaetin gancacgk wup aj sgitgrle seganicion indrganso bgpeuwtierein 4 besic group or an
i nventive sed h reln the term

i
acidic g5 By Preselial Byegmpons b G Pk SHTat<Ehal n

[0046Y AT QGAIsB RereR HicaBah 'k U ba*éﬂstwh eﬁlalgmtch Hrawaed ahdiy |
or cycl oal kyl substituents, wth nul tl€|e degrees of

hydroeanbnsy, pptigriadiy sbhqtqﬁlgecéwptbm%er aleyl 9% eyrle@ y;l,sp}bstltuents with multiple
degrees%%fglﬂg)sﬁhlf%ln be[n fa?lo%veIioAérﬁs@d llle(fé(lﬁl d gcllaXﬁgpqgﬁepsot% a%ra?%’chc

SSI ng one or

hydro¢afis@t groab bpuibnanwbmss‘mg)metdirna&e ﬁegﬁsmmSa:tafdneﬂ havmg from
at ons, Etlonally substituted with nitrogen,

three tgtwely £#fipon aigps, BRbiqup{ly SW??BM%%”%WW&?“’&XY%%%F‘é‘fur
"Cycl&a‘ﬂ%iloﬂlrcﬁﬂ)ég by G4§ lo? Q*’atrﬁ(ﬂle cyéfsﬂrgﬂﬁm%llobu?)“%y%ﬂﬁféﬁ yl, 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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cycl oheptyl or cyclooctyl, and the Iike [0047] The
term"strai ght or branched chain al kyl" as used for R3

wodeeso2e®3gr oups i ncl udi ng decyl, undecyl, doded&as2005/020555
oct adecyl, nonadecyl, eicosyl, heneicosyl, decosyl,

tricosyl, tetracosyl, entacosyl and the branched
branchied shaingsanhess theteof] D048 yunmuna@dmlkee@?r mchdingorctasieeniciRedienyl,

ken refe carbon noi ety havi ng
OCtadeg{E*i;}ﬁ k“%‘ﬁg m%?'ﬁgn%%alrlb%ﬁteg e bond , which can be

[0049]8pt | analpkefersetbahbddiinest, Wzish—@()@Ht r' wihen RE as booOin wiky kali
ond (including pol yunsaturated al kenyl)). Al kenyl

metal, pieading e3rél) metad rarrmoruemo@r@ssuestauﬁsé R ﬁglts(j@e@ﬁﬁr% desired.
[00501[:'J nde gﬁ gﬁfetherdpq'gﬁfr@&] ¥}nbf>gﬁﬁ‘%é?% 9?1?1% 3%? g}‘fcﬁﬂég preferred

onadeceny el coseny ﬁelcose
embodlmleﬁ@RéliByﬂameEﬁt racosenyl, pent acosenyl t hebr anched

s @dgagwgggggggglgogzlsand R e
[0052?Ct getganea)eiléretféﬂe%%bodﬁﬁ&telkbi@%éh , Xis —-OCHj, and FI\’{2 is

traenyl 0049] In a preferred embodi ment,
farnesjls Cw—| When R2 is -COCH, the alkali netal,
| kal t bsti tut
10053 ot i 68 PR S AP BPerlhn &b PR 1R kemes

compd¥n@é §¥1éest REBAbNBALI oREorhfuldTHT Bydet fdrth ined. SAPAEREN202.456.
preferred enbodi ment, R3 is farnesyl. [0051] Even nore

preferably, Rl is nethyl R2 is COOH, and R3 is
farnesyl. [0052] In yet anot her preferred enbodi nent,
Rl is nethygl Xis -0OCH 3, and R3 |§Hfarnesyl [ 0053]
I n anot her #bodinent, t he conp05|t|on of the

i nvention igckudes thosgr conpounds sglyegted from
Formula Il or Formula Il as set forth in U S. Patent
5,202,456. (11) (I1l) WY-QZ or WY-Z wherein Wis a

a n
where P g pmEl P bupa BEaGK AR %*‘éé‘ Py SR e o
substlhdtddsgera(ﬁylgefeﬁiyl gioup; Bes:, -S-,-S-, wherein n=l, 2, 3, 4,
5 or 6. It is understood that a . . . 0On represents
1 to 6 carbons and that when therg aregytwo or nore
carbons, they are connected in a ||ineaf chain by
coval ent bonds. -FRe-.cotal-entSebondsS—apy-Pe, si ngl e,
doubl e, or triple bonds. V%en there are three or nore
carbons the bonds do E have® o be of the sane

]
type. For exanple, &_»Or__S&__

(s A
2 b
N

1

n

H'_ O

wherein n=1, 2, 3, 4, 5, or 6. It is understood that C; ... C, represents 1 to 6 carbons and
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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attached to C2 by a single bond, and C2 nmay be

attached to C3 by a doubl e bond. When double or triple
whongs23ex present, two or nore of T1- Tn and PCT/US2005/020555

Tn" are elimnated. Each of Ti- . . . Tn'" and Ti- Tn-

i s independently: H Fl, Br, -NHCOCH 3 -NH 2 a peptide

Each ((fp[F 19f el 1, nkledlstlﬁdéﬁ@mﬂ%ﬂ@nHaFﬂ o, howgcoref eril W peptide

of fewer anino aci ds), ~an al’kene group

(prefex(apbetﬁréqedm ¢n by Ak etidechond; myfeaatblanf Heoblsmer alpirr@f asidshlap alkene

group z;brlegefaa? B&%‘ﬁﬁp&% r hans r%:ﬂ Eg/rpcp Ye%r %1&%%‘%6 (ﬁ%(? wer%tal%%gs) a

polyetﬁ@%ﬁ’égﬂi}déd gloap t(p(re%i:alﬂ?' (ink&f t@f(a,kﬂyyad dnfidedodd), ﬁhthmteﬂrfatty acid
bond; greferab of 20 or fewer carbons), or an

(Pfefe@h%lﬂrdﬁeétt‘é Gn P en pmidg bpndpprsfesatlp P 2 phiedgr eaybess), or an
f
unsan 16K 0 BT B G50 ko Qi Ay o0 o

fewer tirbong)a manmmmnde) @rgfera)b,‘ly atachedlios@thitoagh darbon or oxygen), or a

dlsaccéﬁédee%% ey ttaﬁ: g tC; c}gpugg)tso?arél?cglg(?ré)g(géerﬁgﬁ%{/; 9sxy H or salts
or este% %’% Afhy1 e@tﬁﬁr @p&?ﬁ%@f&s) AT Fskls MOOIEQLP(W or —S0Os

are prefefred he’free aci d because they are
are prefored toghel ﬁtsf atid Poewua@thby arsghprs readhbyytaksal upsbmle Many cells

f. i d

nave REETRRER LA e B EIRCTHOR Sy T b BB SeR ot 7

[0054]an d gefgannone Wésyﬂ@nhcﬁﬁdr@@lgdﬁ‘r@ﬂ Q@R g i chygen@llPeay be
glaced by fluorine, and a nethyl group may generally

replacma Y ﬂporar@ee éndg methpyl @mwenaymfa&lwﬁgu?plac@é@dsq bropire

Accoth% ﬁ/g ﬁtgtgl%ld%am i o@”fn‘%’aﬂf §¥4 a&gi r%tg)@t)F P\ \)Oﬂlcﬁ Iané) 8fmore

Fogens béen're orine or

hydrogﬁ’me have lﬁ%heep‘r&teﬂ)ﬂy fgrotmlnp ®r bﬁ?a/er Ibelenndsthjdl aoqs Haye deen replaced
rom ne, and "supstituted gerany ger anyl grou neans

bya b@@@?sé\ﬁgl SEPHAY] SREMESETRNYT YRR MisARS B ECTABYI8CTRYY By etydn
which[b3¥ 8r Hl%ﬁ@l\xly E%ﬁg ﬁgwpl?( eehlr gtﬁﬁdeﬁ%yq{uoﬁﬂg oPbnd'H rﬁo%&ﬂ%’l groups

gr oups en repl ace brom ne. In addition
have beaCraptashd by bomaise.iIn aﬁﬂueloﬁ,athnéigﬂ dawblegrmmda i the rfanyﬂyl or

geran e A0 BP= G0 e O AR SRRt G ChasBtyahadditon of
hydrogéﬁ@ aﬁ@fble hAbPs td theGArRAMTing[cBBoRd. | n a preferred

nmbodi ment, the conpounds for use in the conposition
[0055bf t e aiprefemed enbedimed, theroaawpiedssorisedn the composition of the

1nvent@naacr%$§tlﬁgn§_)g§sge2%eyﬁ%’%e%é{%geren}&&%time g acet¥1 % (garrrrl% alclystelne
(“AFQ@Y, dboaefiried 1&ad Nmstyl-Sttims tfrﬁfsrfeﬁl)ékyllL cwélﬁct M acetyl-S-
N-acetyl - Sgera eranyl cystei ne ("

geranyggrap yleysiaioe( ﬁd@g Selimat é’-uwraﬁweetaerﬁeaulfomc acid, S-

| @ | 1 C
famei%‘?‘é;&%ﬁ“#ﬁheé‘&ﬁgﬁk’i"a?‘??%;’%?g‘f“% AR OTee ¢
fames&bhldsa(hbﬂTcsmd (‘B-IiSE), refynas plthassuecinivi acuhél-qih,lorﬁ 5%hl or o- 5-
famesg@ 3‘3@%@1? gcblg nf ?2{5]8?83} g?@lcqgfngc‘:ﬁcg (oizT]&h)Sg nfllu%?(t) IF[}JS 5-chloro-
FTS, AcmB}oopps FsT§me§yf ﬁfef}@mﬂosmtyny héiRiopeathbiMlibs tA&kESE O

onbi nations t her eof

[0056] In a more preferred embodlment 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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[0056] In a nore preferred enbodi nent, the inventive
conpositions contain one or nore of farnesyl cysteine,
wokmserydyer anyl cyst ei ne, N-acetyl farnesyl cystmBimTes2005/020555
("AFC'), Nacetyl geranyl geranyl cysteine ("AG'"),
f arnesyl - 2- mer capt oet hanesul foni ¢ aci d,
fmesgaﬁgﬁo%\éhmb Q8083 - @G1-thiodi St RS i AP F PRLS, BSMEfb-TS, 5-chloro-
cid, farnesylthiotriazole, farnesylthidsuccinic acid,
FTS, 4-eltloesKTS t dnid$s fmesyl-inethytthidsglicliGagid.

-chl.oro-5-f ar pesyl am nobenzoi.c aci.d, . .
100575 § o TR @Sy et PN SPPRTETRE AL OE ARy G rp s 5. Sopination.
[0058P- ChlIRBGnork pivferfedethBSd@mEISAFarNSl used in the inventive composition.

S-farnesyl -nethyl thiosalicylic acid. [0057] |n another
[0059br ef dn paetherasahidiment, twREEaners doJoPENY 1-prnkein irhibitor compounds
e v SETRRA R LRI  Sp B Pl B L SIRGP i et
[0060pNOt Hebne sinbodifent, polyisoprenyipiogeip dlhyhio pompyilinds (pdévehtpost-

I nhi bi t or congp nds are used in the inventive
traml"é’é’ﬁﬁld‘é‘ft{qxéfhm@ Y§UP&i n a specific pharmaceutical or

OS I . . I _ . . . .
O T Gt g copreayprpein it
comppme$ aetdyshlbitimgaplolydsopbanyy Cystatdmpkettyltomsfef£8061] | n

not her epbodinent of .the present inventi.an, .
10062507, 18 3p B B et ARl Brop Y LB GUs copgound is
contaih&Nvithin! Kbt RN @R EBY¥lanfe¥Bé:@iabR nidBt BydstdyRA 68 AsiSoprenyl-

[0062] In another enbodi ment, the _
proteip ihyhitos getevipl bypwstngetha methids idessribed iptha wyample segitoaibebayy. As

Wi t hi g bot.ani cal, _extr nj.c tr S be .
usea il ot R ARG TR G ool Bl SR L FREY, TR e
sliced,tlﬁ?dil@ed) pert BEL RgE spesies bMsishtion atffesh 6x pidPted 81gh bOacroscopic

bel ow. As used herein a "botanical extract" refers to
funguy fresh or processed (e.g. cleaned, frozen, dried,

lic L _ . \ '
R e R B e
contaip@DE&Bhinlarbaateoih hextraeniBediarmhtx tractsdikewise can be assayed for

. pol yi.soprenyl -protein inhibitor conpound.is .contai ned
polyis{prefy prateiin tifox actit b afgprding o e kfhogs, dsEriped in herein
[0064] | Kewh afotRé hsP&t 88 RYRE cAThvE o t%@lébx%?b!diri&{ Of @Bk Present

I nhibitor activity according to the methods descri bed
inventian ihelndésra cqrd@6 41s usad herointisarrees héeseribds & thatepalgbafroes not

L.nyention, th 0 sition of.the present inventi.o
sbrog{ef i 8 Batacfy L FRPREb Dy S b B RoBRAY wottlf Heidg o
compinf®{ ee cdimpoidion @ €& predendil e CahterdlsOgd ¢fFufficiently high

_activi tfé and rog)e_rt.i es of the polyisaoprenyl-protein
purity apé phsufBpicpibymosuieaicay e radehpmshitetlp fesadphrisintionda the
P YER ks HHE L Uk 8 8 A bl Sl e bt
cosmesitbtadfiteof uth.adm ni stration to the manmmal being

treated. The.carrier can be inert, or it can possess .
[0065]ph ar @ngqnclgpﬁ%gﬁg%rﬁegtatwe examples otp carriers fncpud% moslstugzmg

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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cosnetic benefits or both. [0065] Sonme non-limting
representative exanples of carriers include
wOorRiostizadxzi ng agents or hunmectants, pH adj ustiPQI/US2005/020555
agents, a deodorant agent, fragrances, hair
condi ti oni ng agents, chel ating agents, preservatives,
glycol8fEhRd {e &ammdrthd 510 8P qual@hatiiality? bRehABBALAL), aloe vera in any of
penetration enhancers, antl -ifritants, colorants and
its vargaly bEforan(sg., 4l0066p 2ab, dlatbimeraiote, aolyhyilroxy rlcghelg such as

sorbitqloEherol, Be et B er et v Bhe LRI RSIIE el g the

like, pBlyethyleRetghitholsa %@aﬂh@&crﬂaﬁ Ssuidsedildestdreh 8616vaiv @SR, alkoxylated
i nvention inclu wi thout limtation, guanidine,

glucosg), hyelureniaa¢id, 1&@1@@!(&%@@%@@%@1@@% éCQjam’almmﬂoema@dﬁmme and
t y al kyl amoniumsalt), aloe vera in any

any co%b ?%s%%vtg%gg{'y of forms (e.g., aloe vera gel),

[0067RI | amis mldehly acookrizedml thhyld,rsnmy: thé thxﬁIthB skircts Sa% compositions

sor bj t ol ycer ol exanet.r ne
for topyeal 9kl@rﬁ@pbwlem(to %YQ!E{;‘P@HBOI& %1# P} arpaﬁ@ww %ﬁﬁcvalue of between
4.0 anfl @'d’ﬁfﬁ? dﬂam@reoeaweﬁqd @ancﬁygqa@st%%e%@ra%esﬁs 5o estR0Sy 5.5.

st ar errvatives (e.g., alkoxylateéd gl ucose),
Hencehy aHLardgusnmg acmgosulactsayplwélymddg@tdiamg thepHeof tlaﬁa@nmnsd@n to

| am ne.and he eof . 67
the deEANGI 4BF SOBEEHT LB FrORRL NI hisargbly e
formuIa'&Ql tHiale h pHSvaPue tEATROSs be@en fa%utmqpérﬁladboﬁkV 0, more preferably
[icati on@é)to avoid irritation) should preferabl y
betweﬁa%@lléﬁQHHQ o @ between 4.0 and 7.0, preferably

[0068Eet W%% aI F—f;ﬂ@ugmg ﬁgéﬁké Incﬂ{dg,'_{%g g]p%%qlgﬁglv%rgﬁn%gg?{nleg rt10’ one or

ubst an nce

more adipit YPidS, égljlqin@ddi&(ib ztdi)dsbl‘:alélgrri tyelrguidesf miapeestmmposi ti on
to the. desired value. The conposit | ons of the present
aluminqeiagilicest brifeas of anygostharations thereofs or mul at ed to have
PH A « :
0 A B R0 o e B Ip Rl o masking
perspifa(ﬁ@ﬁ 8} oBer bexhl}eoqoﬂ dtﬁpmesbntagvag’@mpies afdeudk&antfagents that are
are not.

di
usableggalg%conzﬁxg, 8# gresgﬁlttlpyqlfltlge |“b°§u‘9 gﬂ@?’ﬂfﬁpﬂ%{ogx& |€mary

ammoHRGNESThpIBndb SWEhR B &iﬁlétﬁg&ﬁﬁionmiﬁ ﬁ)ﬁfrﬁld@rce@ﬂﬁyndmlum
conbi nati ons thereo [ 0069] As used her ei n " deodor ant

chloridgy benzethoaiusn shlprde, diigelarvmbendxorethaxyi athyl idirgetby! brneXli ng
ammogletﬁnsalrlggcﬁeogo%} C}g:kguﬁyl Sglgcgn pg, S%ﬁ%tn%gﬂgi%ﬁ?g a%c%tsfngﬁauroyl

sarcosﬁféDNemS/rlﬁf)yltg'Bﬁslﬂé PSR umN-GNkylGarcosiae, ls@kﬁrylvmrmmw ammonium
limtation, quaternary anmmoni um conpounds such

chloride, sQdiumyaliraingy GiersRYdiRY bleaic @ceeémythybwmapwnu?hlonde 2,4,4"
trlchlog{)l?dxicﬂet %g@ﬁéﬁi}rgﬁlﬁ{i l‘t‘l‘fﬁn%%ﬁ'&lda%udgé dugh Qﬁ fdyl&sngg ﬁ&cﬁ@! yl amlde

penzyl” ammoni um ¢
heavy Mdt@salyd ofsanratesiah eylats patidumnokkosel espdcimtly zmr saits,i and, amds thereof,

heavy lrr?elflz{l%gfts of pyrithione, especially zinc pyrithione and zinc phenolsulfate. Other

deodorant agents include, without limitation, odor absorbing materials such as carbonate and
bicarbonate salts, e.g. as the alkali metal carbonates and bicarbonates, ammonium and
tetraalkylammonium carbonates and bicarbonates, especially the sodium and potassium salts,
or any combination of the above. Antiperspirant agents can be incorporated in the
compositions of the present invention either in a solubilized or a particulate form and include,

for example, aluminum or zirconium astringent salts or complexes.
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sarcosine, N-nyristoyl glycine, potassium N-I|auryl
sarcosine, stearyl, trinmethyl amoni um chl ori de,
wezsuraied urm num chl or ohydroxy | act ate, tricetsdmmesioyd/ 020555
amoni um chl oride, 2,4,4"- trichloro-2 '-hydroxy
di phenyl ether, diam noal kyl am des such as L-1ysine
[0070]1€X ac@&ﬂed %@eﬂ?“ﬁiﬁﬁi&é” pEtRho 8 %ﬁs?an@é h&Jihg &pRasant aroma.
salicylate, and piroctose, especially zinc salts, and
Suitabde fragrandes izdide, hetzarg netdimaitedstal eusalyptysyil, campiroe synthetic,
rit.hione, an phenol sul f at e.
peppe@ﬁ‘i lu%%\%‘eo?l!iﬁ?vegéeern‘fwoﬁlgﬂeuadl tﬁ?/\rgeﬁout linmtation,
[0071Edor SieBltaltGof@itiohinglaSer$!tHat & Healsb® ivthe cam@xt of the present
i carbonate salts, e.g. as the alkali netal carbonates
inventigipinpluderfoberamade, oam%momﬁcahaeltsataft@alwlr%ﬁ%ﬁm madified

s1llco§e§r&8{éﬂ{seﬁer Bin‘f&ﬁ@gﬁpﬁoq%s F@ﬁ{a?y %11%{11? Q%blgﬂnﬁgd

h1sa or an ion ©
halogéhﬁtddpﬁlﬁ&mafﬁﬁmnﬁ@ﬁnh Sompasuﬂde dlloexgyigpat airladcyﬂm atltde, alkoxylated
ions of th sent. invention either in
alcohdig iRy s es s oFBItER GUTVAHILCY GHASRIRRT S, §lgpery! esters, or

anyc&fﬂﬁﬁ?&o% tirldf nUM or zirconi um astringent salts or
conpl exes.[ 0070] As used herein "fragrance" refers to

[0072h sulStedating agevts Ay aptiphdbsadded o themomBositions of the present

. fragr n are not limt

inventigr S5 @ o JRTRET I BB i e Fome Pis g e agents

are mﬂl@Xéﬁﬂﬁe §uchcd§ a5 Bk diplain 1o didnkiBetedrie éd achyl (EE’PJ&? E]@TA
condi tioning agents that can be used in the context of

derivatines, pr ameepmbyingtiomthergof ncl ude, for exanple, one or

[0073£m|r € Sglgtlgél%%g%g aﬁ%sI E{xsce 1? lﬂ(ef &%&)%E%Jt%ﬁls ggﬁle p'rees?nt (iomposmon

mcludap\attbcm almtaaaﬁmnewmmapkkumds, didodiung Ematﬁecétmuateelramﬁny
i_um conpounds, . al kaxyl ated car hoxylic acids,

tetraa%qt%%}x FPdetplts) B3R fatty aw% sszry}l%ﬁt% 158FHI%F@%}“°%“@ PRiapegs such as
e o o e e oS S PeRp g B ity an iy o
diazola'agﬁmtls’rearmam'tdombénhdnyonatmwft o the conpositions of the
resent inyengion as to enh e the pr atjve
10074]) oo & PRI gRyssmhhemipRpolt hE Heation gnd SERY Gatigriof an
emuls{Bnl GuRSE10 efu]sHH RS be nBfurh&IBAs, finely d1v1ded solids, or synthetic
et hyl enedi am net etraacetic acid (EDTA) EDTA

materighsr iNafurialemgulsidying ﬁgen@s;mby hedetsvedtfinom eisher apped 3| vegetable
sourcc=,*t§l'I LIIhg?e fForR Rl sgﬁﬂc%( %cluﬁ% g%’lg e%&blf)ﬁ(o Cdselh OSI %) S Of

resent co

choles®16l. orho@@ fr@nﬁ‘bdgaﬁblessoutiwmdluU%&iETaAtl(agidamh@Blﬁdid&m Blepectm
tetraacetate), EDTA salts, EDTA fatty acid conj uggt es

Vegetallp spHrassPPHgadly %@ﬁ&ﬁ%ﬂgsesct?@wa xesiipdlga Hathybesiiviase and
carbo%&?&%yl%@fhﬂgg@m ﬁ(!r@:&% éﬁaz o(?J ng?iﬁ]ﬁ]elyscﬁ{u&a@& @ﬁulsme‘??lnclude

tives suc urea
bentorateiagadsiwom hydrbmdeodlum[rmlwny}draﬁdul os nﬂagﬁesumaﬂsydsetd Synthetic

ronmote the formation an b|||zt|ono.a
i ? 9a rficu arly use‘}ul are socllumqauryl

agentsqg{:helldg arﬁomc cationic or nonionic agents.
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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emul sion. Suitable emulsifiers may be natura
materials, finely divided solids, or synthetic
woneisapsi@bs. Natural enul sifying agents may beprdemsymd020555
fromeither animal or vegetable sources. Those from
ani mal sources include gelatin, yol k, casein, wool
350), qagipnicayatertioluble pelymerssHels as Pcvlmayggéqmnercwurawéable under the
I AN t h
Tradexbglg(e%gr} Ze%s ou(r’"‘, t'éég QES‘E(EIQ fla ?}9 8(??% :4131’88% of?y%ﬁ%rs Mind their alkali
salts afi@mixtatdsiesedfncl ude net hyl cel | ul ose and carboxynethyl
cel l ul ose Eo jncre se the vigcosjty. Finely divid

[0076lgm1 Asioed bereiic oakip il aganise are gty %m%ymab%a% solutes to
dissol . lﬂ%ﬁ)‘i’é&@h@ﬁ\% Kenfiftes dFsoMBANGR] duahds'that Wld &3bR-in the context of the
eti c agents I nclude ani nlc cationic or nonion
presenagmantson iRalutle,cvakhet {imiteedny Icomph:xsfodnmmsbhlbﬂ;zlerssmblﬁ ag atrlc
zalkonlu chl rlde

acid, G EHSRA e, SO0 S PR g hofeh Sy LS Sriggigy, cyclodexirin,

polyvm%]r B&ﬁgﬁd&ksdle@@laﬂﬁﬁ&uﬁﬁ[&ﬂﬁ BelOite, la0d ageslcSfothils SERIbRizers
€ conposition of the Er esent | nventl on dense or

such ay T¥CIEN®) andspansi ¢ 8e dWYEENF0RA Bltkertshiublizgesrthattaneusablenfor the
compedfiets G reqbedsB BENE for AR BleC b el BlesB ity et
ester, polgdkyethylend hoaidtehers; @l dIkylaatind coR1ves @o@dxﬁm@k&@bﬂg@ﬁb 8olvents,
under the Trademark Natrosol R(tm 250 or350), cationic
such agageiones Bhasphlinidy 3ndeyelod@etAings Pol yquat 37
(co ] VAL
100771 ot BEL S ol BB Khekon f SREIRIC olhiVay B2
substamﬂ throeugh theaskdh. (Snéable @brkemtanos ahliancan dsahlednuhe preséraimahtion

netad LS 501 RSO AR, GRS ot dL 5

allantdRE R HDR]) ﬁ\ﬁﬁld{ﬁe%ﬁiﬁﬂh&%&bl\ﬁﬂ? Wk B ud@& 1S Cl M8 0),

are usabl é in thé context of the presént invention
polyethylenaiglgcolwnariobayrate (RE@ML)mmpx:lormaglewlf(BGbnm@ylene glycol

sol ubpl-hzer s, s Clt
monolg gt RCMIP B RS mPpafiuval oL Gsitin s Lorbivgihc .
azacycﬁcbﬁé@taﬂl-llo@éél phrtictll&dy 1-8ydddecha¥idldAAcycloheptan-2-one (available under
yvi nyl pygrolidone, diethyl amoni um ortho-benzoat e,

the traémariﬁﬁe?@pp e- ffmmn‘?‘ﬂgtbydmwpb Insprposatedy Raehrropan) ala@hpls and
the hkg.gtzr%ﬁ:gnﬁ%%o?h%'\l‘ 1%%' %l)so bgagég?t%@!: HH él.ll&'legl ntun c@

NpOST L1 0NS present I nven
exampdy, eafflooer et aopbrsecdoll yndkyehloyl. ene sorbitan fatty aC| d

ester, yoxyet hyl ene n-al ky] ethers, n-alkyl amn
[0078],_ ox iAfdit Onﬁbﬁhiﬁf%%%rpgnet&t@aﬁPJaarscsqs\?@ﬁpgﬂer é@ieﬁa%may ‘generally
be fouﬁ&ﬁi)?é)ﬁmgﬂ% @smmmpéﬁéaﬁs%%nfe&c ljgd %m‘* &ﬁnml;sogzlﬁ]shéa by the

enetration enhancer” is an agent known accelerate

Mack Phldlstimlgl Gangengyfof EastamReangydvanha whigh it imeomloraned IBuweindyl e
P If)enet rati on enhancers usable in the present invention

IelerelCc) ude, but are not limted to, dinethylsul foxide

[0079]( DVB@s,useld A&ty hn Q0@ i§ BMigent fHal },ﬁx@{'&it@@r ﬂéﬂ@(?é@ |s§raeness
N, N- di net hyl acet ami de (DWVA), decyl nethyl sul f oxi d
roughrgzswgqnﬂammatlon of a bodily part. Suitable ant1 1mtants that can be used in the
context of the present invention include, for example, steroidal and non steroidal anti-
inflammatory agents or other materials such as aloe vera, chamomile, alpha-bisabolol, cola
nitida extract, green tea extract, tea tree oil, licoric extract, allantoin, caffeine or other

xanthines, glycyrrhizic acid and its derivatives.
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pol yet hyl ene gl ycol nonol aurate (PEGW), propyl ene
gl ycol (PG, propylene glycol nonolaurate (PGW),
w@bopsezab3 nonol aurate (GW), lecithin, the PCT/US2005/020555

1-substituted azacycl oheptan-2-ones, particularly
| - n-dodecyl cycl azacycl ohept an- 2-one (avai |l abl e under

[0080]t he tiRdelehiy Walﬂﬁman{srcﬁﬂb%iﬁ@ﬂ 15@)3\$§eéxcibluble anti-irritants
I ncor porated,” Richnond, Va.), alcohols, and the |ike

and watlmemseluhbanntlamtemthdmpewsemyva@@mm@ o su@g@:trmselooﬂs fare

s B U B 8, TP P30t bR by e

[0081] hi Clelsrasits miTHRoltts6d BB 30HBbSitiGiRb AN erilint \GuMrants
may generally be found in Rem ngton 's Pharmaceutica

includgpigarngssor dyes pr veomignafiaidtheicphas the gesmelicdgnefit requareppleferred
|

im0 SORADNRLcT08h A0y PSR KRN AL AL sab e

1ncludb 6 D&O aplﬁﬂvecﬁrbltbnanvs,rlbsm]iprm«leé calorage ahd tH’a)ad: appreveifos use in

reduces sorenes hne
Europ%é‘éﬂa}’a‘béeﬁ 2 Mo hind l?qq?aqfih“té‘ {0 Oa%cﬁfgga
Cosmétf&sti?ﬂﬁ Mgﬁgﬁ)ﬁevﬁfes tjl‘@ e@rl@@‘? rl‘lErellrle%&tpbpﬁed Wlle?é}lgncef or

, sterolidal’ and 'non steroidal anti ‘i nfl ammatory
[0082]agent“§urfactmttki eas used bereml sse sutdceastivd smbstmacreaa such as a detergent

st LRI o ALLTATPRETRE Pl s Bbb B BB SI G apFFR o
sarcosfrfds egmm&so;daarm éﬂtﬁt QUIRES, arfBAdbd Akl s‘ﬁlfat‘ék toaiueh alk§leth
derivatives, 00801 e presently known anti-irritants
sulfates aammeniginy alKelgthi sl fatesepmamonyampirethansyliates; pediwndaugetl-n-
sulfate\gat ﬁ;:})lfonat%g,f glig 1@1%# sdlfoh%t%%%éﬁ%su@g e g&t@o&ﬁﬁ’ﬁatlons thereof.

More Be¢6¥a01$, the ﬁmbhls suﬂ’@dtant NDseldztetiSZond 10k g"pbup bonsisting o€ bddium
I ncor porated by reference. [0081]  Col grants may

al so
lauroybgareasits, MO B yRpBEPY! ighyamate, %Orﬁ’é“m AlkyheulEes. dmmonium alkyl
P
sulfeteE SRR Byl RS UGB iy, SfyIBMSH1 Bfcs S QB ALibAL hercof.
[0083 i gnﬂmhsothetodrmhﬂndimm;thalrelenmve ¢qmpdsem>ns are incayporateiddats ,a
. and titani um.,oxi des, Suitab es | Iude FD&C
carrie e g hedh UARTS Of BRib Uil AT By oM S LaPEiie SuspRRon sua! gel
and th@ BRE. Ors%%aﬁ efa1 ls'zﬁﬁeﬂs %&%Q@%%&@@@ased% ehelYiREdEnPMverdion. The
of US Col orants for” Food, Drugs,
prefer(edsaﬂnetrmapsun@h andibrtiosmktiQeartiersare Weigr, ethanahend wetegiethanol
r.ef erence, r.f act

mlxtulijzg C@'xeﬁvéz}tg-%g%r}ol ngﬁtlufeg @ée %enteﬁa?lé/ e ,Pbos‘fse m 8 we?éhtt S’%tlo éom about

1:1 to d6&12 ROAN brefSubly FIn€atsoult B AChaBb®t 200, abd enosi ﬂsﬂafetrmy from about
i nventive conpositions include, but are not |

3:1 to pbputd Qile Fesperitvely: The pid anliedd thesosal Vehicks w;gen%rallr 3965ab0ut 4to
about Z% ré’fg}a%:l)tf’f%) m faﬁhﬁ?ﬁ‘ l?sdbot?t%% Uy Qllalf Volp%ahvélﬂcl:lg ‘ﬂ‘éﬁﬁg a pH value

Ium a ates anmoni um
belowlahonnteﬂt ﬂs-ganaaﬂllsf atigsing sottie wmllcavityedrtd ansarhif vehede having a pH value

ot hj fes, che | et her sul f onate
greate fhan Gboiec sraprally SenilE VAR IR SASRY TR EE6F

[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.
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More preferably, the anionic surfactant is selected
fromthe group consisting of sodium | auroyl
woaexnsidat e, nonosodi um | aur oyl gl utamate, s@diTrs2005/020555
al kyl sul fates, ammoni um al kyl sul fates, sodi um
al kyl eth sulfates amoni um al kyl et h sulfates and
[0085]c oanhatcolonsg ppents bameptons 3 H adjusting sgsntsens SaIArs st out

sove WG PR RS SO R o

1nvﬂnﬁhQ§ﬁmogﬁah spray, suspension, dental gel, and the
Typical oral carriers known in the art m

e

[0086]us ed Flupnn eryidiag ﬁ@mpﬁwﬁmadrbe frie Obflahélwr%er Fotuble and are
crarscRIREF % AP iy S b GRS RLETHRIRE oy o
by theifrilackuwifesacave withrothe chmpemmlltsmyleﬂe tomposweing Aypicalt flupringe o m
provicaimebykes S 0 L SRR 0 80 kel
earth rﬁ&&’luﬁnélﬁ)ealr nﬁe@zﬁ%ﬁl‘g irredxYmpIED Sodaiin fRloHEe Qfotdsﬁlﬁmoﬂhﬁinde

vehicle is genera y from about 4 to about 7, and
ammopinef Bucrtley ciprown falsside, Zing Buesistsustagis fluppde senneusglueside,

o B R IR L GRS 5y B B

sodiun $AnB BudroplbspBate eal@hRakemhotdiand alb-ﬂubrof)hg@ﬂietreﬁ bhd fluorinated
results in an unpl easant mputh feel. 0084] The or al

sodiumg ggfeivan pyraRkasphaie Allakisial fapadssayn Sneadeait ai n
monoYARRAREL B4 LHER A0S SRS P SR otosp
and mixnoes tieregf,aonpetmed. a sweet eni ng agent, a coI or [ ng

agen a hunec adj ust

{
100871011 S RO Hoci R G b PR G oy (he pieait @b topica
inventi¥elcB BﬁtlBﬁ’sel'éﬂ ikt Wpon SRSTEE bEALdrheRROR N % c@hlpound

properties of e I nventive conpositions.
emplogal, trd sodpbalits oif $he fiuomee tcampsyndy ah@tl]eu@turﬁg &lgé'nmalsorahmventive
enulsi$ ers & out. abov as usefud Quéhgbponboggh: unt.
compasiionc 41 FTHOEHS; @8°r&‘6en%r8¥ TEHRIRRRIY By TRRY OF § NORIeX ) Zpoun
In genéﬁyQHé ﬂﬂ&lrfé%ﬂﬂin%lc@ﬂlpoﬁm‘%ﬁ&n Ided Q¥illme ppésent ifliafl @mount up to
npounds may ull¥ or sli htI wat er sol ubl e and

about kepishpbiy feorn st B401 Hetp jabeusi0- %ya“ldd“?sén)éfé%réblmfcm bt
0.001% 3880 058 blyd6ei SRV Rl Heli 129#;1%‘56}1}],;@5%;,?%90@ thei r

[0088]c OMP OB hdni sWeetchiti apahts ($weetdnems) preised]ithasecorponers svellik@own in
|nor%an|c fluoride salts such as water- soluble al kal i

the artpiachy mgaho&lwtﬁel &gt ahTigial siyeeteass. MeXPy employed shig gveetening
s S8 I s Mo AR e g e i g

sweetestignageotsf wmr-smiableattiﬂmzl sweéteniog iadents, b’eatmmhfbﬂmwepe@mung

fluorosilicate, ammon r 0S
sgentsy RSP UPPOBHIRLY DS HHTta PHERO 6 PeERECpRae . SRchft birec
weetémtgoa caftdart rB{eupm@@ osefiatinsagne, flctlingiat@eres 0didsm
cal C|un1pyrophos hate. Al kali netal fluorijdes, tin

[0089F | uodn @erefprged 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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nonof | uor ophosphat es, such as sodi um and st annous
fluoride, sodi um nonofl uorophosphate and m xtures

wa hes/ensfios are preferred. [0087] The anmpunt of FdTO$20082020555
provi di ng conpound present in the present oral topica
i nventive conpositions is dependent upon the type of

[0090fI UOITh RRotREQ Yl QﬁBMHﬁﬂt e oRditioh§18f the lpkdabhtiihvention
of the fluorine conpound and the nature of the fina

includg jagosmeticaHy jageeptabifessiier s uswh herginghephigse fqogmetienbly acceptable

carie S REIRRIS S e B AR o

admm‘iﬂtﬂaholbef (osardnd, with whick polyisbprepytsroadithibifsr compounds will
referably from about 0.001%to about O. 10%’and nmost

remanbftéblé rapipayilableaowill be wrrlesatoes thairpsmetienily, acesptaile garriers
and ptmhi&tiedl act: blﬁ@%aljn@féed% éﬁéﬁsaF qm&%ﬁeg ?&nhlwoﬁﬁlat&%en

sweet eni n sweet eners) ‘are use ose
[0091 b we etSatebls p\hminhackmtmahy cceptablearatriers noluddiwegerbpétipleum jelly

1atrur al d artificial s teners, be enpl.,oyed. .
(Vaseligi ) Retslehn s AL yeser el mirtg o8 PR E B P wanes.
such ak ANSBcBhtallBHeCparati dndGzbeHROwWRRLRARIBIPoNhE s SHER heRdriikhnes,

agents,” water-soluble artificial sweetening agents,

gelatinggelirlossy p@itﬂgenmeh @highg aagfuntatcobielsi n@molﬁ,ra@ﬁ]th%\h]@ﬁ ahlsg

includgq %r%éﬁéggn\/\r%td%scn ‘AQema weteni ng agents, di peptide
sSweet eni ng agen and protei n based sweeteni ng

[0092pgeNtS andthied disboagmeitxthe IpﬁSmiabaItR;@fly afd2pfi8]e dafriet of the
preferred enbodi nent, a pharmaceutically acceptable

compasiqn; of the RreseiE Mygaon lﬁ‘dtuﬁ%s Q:%}ﬁfi’&thrpléﬁse oxglelayedrekease payrier.
The carﬁ é%ﬂrb'gaaﬁﬁ ?‘rﬁdt&*ﬁh L:Xpa@feccﬁ'%hﬁg!n@d 624d1h rel'eéseaciﬁhe u%oel%lg?perenyl-

stantla non-toxic carrier conventiona
proteilﬁ mhll‘hmn lcombomﬁlhuo pretidas mone dﬁcphmdmostmtlmafesmmmg whiesh

t he I-p 1 nhi bi.tor und wi ||
frequepbind s Seih (ahe ey sEEm e RO eRtPRsupyease of
handlihg, ﬁh'eﬂteﬁﬁed‘b&c&ww%%ét@@ﬁ%{)lmgﬂ reldlePORHdNRIns. Non-limiting

preferred, enbodi'nent, the conpositions of the present
examplmxéﬁuclowmm linadededippsenes, imjetobgonges aptrspleresapr ingarocapsules

of it FRERFET bPyeG BAUEE B o PaIYyS Rtich B ERtl Frgocatized

deliveB06MBOEIRPAINIY oPfheaiN el O Eorhpsdittcpl iEldih sREITAYYrS tniBtHedBrmed
of cosnetics, with which polyisoprenyl-protein

from 4 vaiety Qfmhoé@%‘@lﬂﬁd%lcmaﬁ thl%%ph stgpryiingingser phosphatidylcholines.
[0093fJI ol t%@g lcgsmét ca J:ce ﬁb Qgﬁ{&; ﬁg%e&{? %d %P '(I,g% @kerlté(matlonal

accepta Carrle arnaceutlc acce
CosmetarIngred@naDectidharylaad ,Halnﬂbmxkt 8ihfeidetion eldiredi byaWenminger and

nature. [0091] Sui able har ma utlcally acc pt abl e
Canterbery, (@Tesé‘?%t\]ﬁdﬁ Yepnd E@m eOroERPY, n ﬁmgton DC,
2000), (\Mﬂéﬁis' Hza%élh Mcbrpdfibd 8Y ffendd. LA incRided ayeetgstcaweﬁs Rdribed

animal oil, organic and I norgani c waxes, such
hmemdmvwocrystalllne paraffin and ozocerite wax, naturm
oly suc XQnéhanes elat n, cellul

lo0s4E) Y B ot FIARPAT RS OGRSt MyBRGH) g further
includ@Bfle bh@otd dﬁﬂltloﬁhﬁébmpatlble active 1ngred1ents which are aimed at providing

the composition with another pharmaceutical, cosmeceutical or cosmetic effect, in addition to
that provided by a polyisoprenyl-protein inhibitor compound of the inventive composition.
“Compatible” as used herein means that the components of such a composition are capable of
being 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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included are the carriers described herei nabove.
[0092] In another enbodi nent, the pharmaceutically
waooseptiad e carrier of the conposition of the PIEBE&005/020555
i nvention includes a sustained rel ease or del ayed
rel ease carrier. The carrier can be any materi al
[0095F 2Palth @ne tmBuitRnt) €k Slyidedrey\@PréteinEaRiBitef cdnjfound of the
) polylsopreny!proteln.|n%ib|tor compound to provide a
inventiysy eompfopitione istanggHy hingradsgnt.on resulting in | ess
[0096[)r equeNlsed [ﬂg{e?nr tkgee}ﬁ{rgé.sgﬁdig&?aqggﬁ\%fin%@ﬁi&nt” refers to.an agent, other
ol yi'soprenyl-protern i nhibrtor conpound, ease of
than alpaid$dpichyl-preiaiiidabidactontpoded afibe ifehited Somposition, that exerts a
epithelial-related conditions. Non-ljmting examl es
pharmggolggiesl, dgpatalpgical pe piyather brashmakactiyityy b iyghgawderstood that
« 1 . 55 i J . tur n . .
o Ry ) My B A A S e PR s B e sy psing the
inventivehamng®sitioes.| ocal i zed delivery of the conpounds of the

nventi ve conposjtion wthin skin |ayers,. .may be
10097} o el AU EhRRimEttythg o BieFRS| PGS Il cqmpound of the
inventioR§lo8itdh is Sh&REXiPRhNESs Ked RBRHPY vl Gpiehtt A&Ans any
[0093] Suitable cosnetically acceptable carriers are

inactivraiggredigatithatis infent@rady pddedrtn she eomagostioneé thegpresent invention and

. Indaredient D cti r ok, h 1 tion
R R -
improv@plodustyicliadg. A agv axisiehiss a6t fally qualifladby, exVinbisn@tyodata with

D.C_, 2000?, whi ch is_herein incorporated by
respect & Be epgentlypreposed devighelexpeaure Hirationqf expoyEs R PL

adminﬁk‘?faﬁbﬁ‘.agﬁgﬁonz{l%gg %Lte}i&i&%?hg\@ fex& Bfiiéé{ﬁ'% £ Jd?lq the Guidance for
conp £ Re p t ? her

ositions o resent 1 nvehtion can turt
IndustrySlondemicah Stialiesrfor the Sdfhty EvaladtionarfiPhtrmdoeutdc Exeipients issued

[ edients whjch. are .ained af providing.the :
by theéi%s% Hon™g ‘%“‘élh‘&aﬂ%‘i‘ ﬂ%%#é %:EBQII“?“%%’WEIE%SG%IF’&’AP May,
2005,ggﬁeﬁ%g&bgﬁte%fgﬁgfereﬂc@._ addition to that provided by a
)

yi soprenyl -protein inhibitor conpound of the
[0098] nveriampostomp asdording to thepnsentiinyantionswhisk further gictude one or

more AL v e G i e il SERERT) Wl nlioiion

their uS&ld)a trB@inehfRF en gﬁtﬂéﬂai-maeé@wnhﬁfbn; fhathe Weathfént of any medical,
substantially reduce the efficacy of the conposition

cosmetig @ag/op eefmeaputicgbeondioi in vdneh grphong therpdditional active ingredient is
benefiffipodi ment, the polyi soprenyl -protein inhibitor

conpound of the inventive conpositions is an active
[0099] ngr dieferred adOSG] adivelingddierts at¢ordingeo fierpaesent invention

, "addj tional .active ingredient" refers fo an agent,
includge Yigpou E‘&Ht"‘é‘%&nﬁi% S Ay P E R RNFIT Al BPRadIgE ABOGE
emolh@ﬁt, Bﬁ‘§stﬁﬁé’e@1§‘,tah\iﬁit§rﬁpp9§rhfo'lﬂﬂ; a SiAdcr &I egtr, a sun tanning agent,

pharmacol ogi cal, dermatol dgi cal or any "ot
an ant{beotef dgentahn autifungal pgents an antitvialegent, die astipyotdzodl agent, an anti-

e BRSPS b
inflanfRHIB9SigbhtOfBantipruritic 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.

[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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[0097] In another enbodi nent, the
pol yi soprenyl -protein inhibitor conpound of the
WO Z08m31ex conposition is a new excipi ent. As RSEUS2005/020555

herein a "new excipient” neans any inactive ingredient

that is intentionally added to the conposition of the
Proted@lrv%mesbﬁwe%n{ekém AR dakeSth® Rl dHdR dvide QH$orbents,

therapeutic effects at the intended dosage, aIthough
mecharmcmhagot@@we ageritsnendplasterso dusting ppwdesp pre rAlamgq\],y inert and insoluble

i ent not fu exi ng ,saf e
maten&i;sth i HS“'PE% ﬁ%‘éetr a{](li p%/%&ygﬂlﬂ}elﬁeﬁu?éﬁr Oplcsgéec?g fieve EQ/ Usually,
these SbRAGEEsQre HblRbhtiviaéd povpdsyittat sisoftombRteE and can act as a

adm ni stration. Additional characteristics of new

dessicante | Thieansrpéemoiokin mastire Aeqrprseediicdandad plse dlSﬁ@mgweﬁam
[

iR IER, S S e L SR S BRI ponc

insolubtetsgltf\dfibisinath; hrioarideatcam f:mboﬂtc;gpxl‘eazphtamﬂ) cplldpst, corn

Research, in M 2005 erejn_incorp
starchy @@@?eéweésteﬁrem B{"r" oZi3¢ BRI "H@ Ay %%[f’éate
[001 OPf eS gitbtel VR rﬂﬁs‘oQ:ﬁn bwﬂl?lthlgtéire@i RethelsRinl tH4EmPRE ad—H’eréﬁ@ '@ntinuous
ditional active ingredients, can therefore
film tlian ntayebe feikitile pesemiyigid depenilinganidhe ingterials and dhe foamelaagns as
a . .treat nent ep I|:;H1relat d condition
well o e T Rkt B A% el " sd BRSOk plposes

1nclud@1i3%5f60ﬁhﬁg SRlusfodrTetink klfﬂkxkdin%hﬁiﬁorﬁﬂ&ityprﬁgldtdgﬁbhemlcal support,
tional active i n%redl ent is beneficial. [0099]

and sepyigg es veticlag i ofhsh Eledisarients. Mrghatisa mretecitvies Arsi gegerally either
n
collodtlcth% 0?&)?&1%%?51 EW&S I&ﬁ%?{ﬁ%ﬁl@lﬁu? Hg&rgglg% Li ?E\)Iﬁe&féﬁrghdlm%ﬁﬁcone
petrolaﬁﬂi gauemabscﬁhalﬂsgélamgﬁhﬁ,, abaorbalsle Igbhﬁh sp@lgle,ezmct gd:ly‘tﬁn &aolin,
sun_screeni ng agent, a sup tannjng agent,
lanoliny pplAraY langl mmeraﬂmmw@ﬂ@i?ma iy mingralgi ghtroljve oil
peanu@&?g}e}]oﬁiﬂuﬁ‘rﬁﬁ&hg ‘H?&’x@tzol‘?&&"&nd @01iRAt I acne agent, an
an etic agent, a steroidal anti-inflammtory agent,
[00102] norPrsEm’ocby qbacbtecames lncmdleémrdneapylpagem of thn invention are
demuiigiss Bstiitioss S amaitrue 2B5H® &PloYRY bua Ne aeripte igitation
partic¥lafl 2 fludouPmBRAbIRBSor A tissuds My fdfteAARNpplidd to the surface in a
anti -winkl e agent, an anti-skin atrophy agent, a

viscidgsficky peipatptiag aliat covere thearesi raefi hpadimaybcmedicated. adewmber of
h
chemlgﬂ%uestg q%g g{)sggﬁrhtg{éﬁ%eggé%ber}%%) Of‘i?eglz Sl,l(lﬁta"n & 1g5191§9§}%talgmates

rnmaco

mucilides} guns) attaas, staechex peaaid sagirk,and p@fynﬁdirﬁ: ;ﬁ)ky'h’ydﬁb ghtcbBr Others
menbrane from harnful or annoyl ng {‘YF{m Pr ot ecti ves
includg acapda @gny BenZ9E) SRTROMSY Selekp. §1 M%erlfno re¥yegid ceiigose,

hydroPﬂWg rl%elhﬁg%) BP gkg%\?\gﬁ%&%leaiulwe ]%I%E?l'eﬂce &ngcﬁhurﬁ'&%mate

ers. _ are t and
tragacambohmbﬁlmdaheaks that are used to cover and pr ot ect

it i f I d d ot
001080 Fopelienly o? ey uind R ey oo Mo AP £ be
applie@b@a‘lly,r FarB@farf@id tBEEkiAS Ephollients 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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dessi cant. The absorption of skin noisture decreases

friction and al so di scourages certain bacteri al
w@erostsiosSone of the materials used as prot ectPEBUS2005/020555

adsorbents include bentonite, insoluble salts of

bi smut h, boric acid, calcium carbonate,

yellow BinGhém! W PRblud6Rhr WeSstfble 61§, WwaXedcefyl aldBIRB1ESl e N,
stearate, talc, titanium dioxide, zinc oxide. and zinc

hydrosluhapattr@latu[romnqwbmarletem \n@mswl 91‘;Obaln aggbolgiglenhsl.er ed

[0010%']2 krlg)r%mtg? 81feo|(,>c 13/ rﬁppre i Ig eéal%feﬁra eln Bregl‘?)tltﬁntls rﬂlgtl}l Abe such a
low cemﬂﬁéhétrﬁlﬁty&ﬁﬁk th& ctfodredishahllpiRSlidiedve) tlhe asll ﬁﬁr&cﬁaﬁm @terstitial
in which they are applied. This material may. ser
spacess elher asfringgRipstien is awe@raaw@i by enti@etep adovuaklsg qfrﬂa.ﬁﬁlssue and
X | i
by blahMing SR Ren e SO TR bpu RS bRtk ROREfe 13RABNIkting the
blood b @h(anoteamlealmgptoemhghmshaslén getvedealdaye svdahiag. (fbé boo¢ipais
or sters. | es |ncJ ude al um numh dromg % E
compIsats aatﬁﬁngﬁﬂtﬁ%rteﬁ o lupiopmy 249G, Ay BRfese:
[001 osa]el at ARl 19D 3RIRAPIH S8 BEAITY SPOBYRIN 1 '1ﬁtﬁlcg &Ja8¢d éh irritant
Kaolin, lanolin, anhydrous |anolin, mneral oil,
concematemahynﬂmmlenmﬂsmmtlom amérdasm@atllonl igitant apérits/mchidg, but are not

I etrolatum sil drocol.l oi ds. and
imitef R ot arorB RS Am B ol ST nchie, et bR nc com
tar extrdtgs. Cl’&@ﬁ@aﬂjli itBdirffant RQ ribefadiEntOA salsed B&BI ‘¢afscients™ are agents
Denul cents are protective agents enployed primarily to
that ingpeelyypgramip, whergin; hyperepug means| arinsresnge aunounerfdyeadad adrody
part oﬁ&fgﬁﬁl eRubds %&%%Swhm%’mﬁﬁée% Gef@ﬁ&'tltk &dsiR fIJﬁE inplatare
vi scid, stlcky re ara ‘covers the area
c1rculartemdo lay igockdrapen dnd mmhbmphmdd bAafestingrof 0bmedre Wwarmkh, itching
subst ances possess denul cent properties. These
d hyperssthsiides i ncl ude the al gi nates, mucil ages, gums,
ext r S renflR
W“"%"m yhg%?%tg%@%?@%“%%ﬁ‘eg?%@?%’é?ﬁéifeacac.°§‘*’4f§%9§¥§ of the stratum
cornelnenZbisns patcilerie nsefgleh ayperkerglofic ardan, The kieratoydich yﬂclude

benzofGhergiRE IO HGETT HRORel AN eH G ABE: MR GR LAt T
[001 07]r ag @?@Pés@mtah‘yéjé)@ﬁ@l& ARGh §dd€enin g@gen{sQngln context of the present

lients" are generally bl an fatty or ol eagi nous
mventm;t leﬁluudqs Svitlioug imitakiorh @-amippheadoic geidl ang itspalts egivRives

thereotfgeﬂ{l}t]hltsgliﬁktﬂlé ggfgg “:s? é,sp hl%ertkﬁgg'rgktog&zto; Sa%ﬂﬁ g‘ghx%hﬂ&tgs (ie., o-

ren rnng t N SO ter
aminopenaddtes; rﬂdﬂgﬂ eaeghylnphenyl benzybphenyleihyl, tinelys képinygande

achi eved reven 9 wat er | os h an occl usi ve
cyclofieiyl Spigrm el ﬁrlét%é@my @henﬂyoth@?%i eenting. glyceryl, and di-
propy%@é g{ycgpés%rggﬁﬁ%ﬂﬁ'aaﬂ defivhiies g}ﬁ'eﬁ]thw da ﬂéﬂ?ﬁ%éﬁg 2-ph€hyl

tering’t desquamati on of the” outernost skin
cinnarhanyigile; g csmaatoyhpyovatey hhydafycnnamisl dcidedersafivesl ude

L anol | oil .
(ambelf e e BORIR Feiohe ey BoqSunbeRDh0e Hitygpgipmamic acid
derivafivey etuﬁhﬁ:&y‘lé&@tﬁl@ﬂﬁ QaptirRtiM SARIAD bRicOdid S, ed0BKL And daphnin);

cety | cohol g ycerin,
hydrocarbons (dlphenylbuta lene, stilbene); dibenzylacetone 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; coumarin derivatives (7-hydroxy, 7-methyl, 3-phenyl);

diazoles (2-acetyl-3-bromoindazole, phenyl benzoxazole, methyl naphthoxazole, various aryl
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hydrophilic petrolatum isopropyl nyristate, nyristyl
al cohol, and ol eyl alcohol. [00104] "Astringents" are
wo pwsti2gozappl i ed, generally protein precipitantsr/usioad/ 020555
have such a low cell penetrability that the action
~ essentially is limted to the cell surface and
benzotHMARIRS; | quirthe SR CISulfald) Quist,'dhERIL old%tk] £/ thihate); quinoline
acconpani ed by contraction and wrinkling of the tissue
derivagives (Byilbtﬁlrmhmgne saltsy HQ@ryﬂ@lmleleMéefdquBremalpeﬁhpxbambsytuted
rrest. he a Y. coa ati.n he d
benzogﬁe&m}? urig gpém @ﬁur{ (gutg 1c%?1lﬁleangl%g dterlvat%eggﬁ % ; B&aethylether),

(butyl%ﬂfb@tdlﬁ?i—p%b?l fipérogylpathe; Bygrogeinbse; @Enﬁ@héﬁ@a@@(ﬁx@bﬂfz@ne
salts of alum num zinc, lg‘g’gnese i ron or bismnuth.

suhsoymws]dqurybenaopﬁ,tbsnwres%mao e f letralpdroxbenzaphengney 2,2 -

d1hyd1%§x élééﬁ td? Hﬂg%}% h?%ﬁ;ég%legéé gnr%,rgttlg%ﬁ%yldlgenzoylmethane

butylrdt&li(b)qd&tenmylmleﬂ]lané &[ttcrydg[m‘lbstocnwﬂnﬁdké% (45utetiplgenaplidene boman-2-
|2‘|tedtq coh aromlca nia spirits, benzoin

one) apd A=pQpreEpy cdéﬁ’ﬁ re%rb%*?e any rpmunationdhergegh ¢ act s,

[001 0§1r ef Q(e?ali’és)énta{ﬁkee)&a'iﬂﬁlésq{ftsuﬁl§ssacaﬁlﬁﬁ’?f@&ﬂtsq{kﬁble% tHéSRkent

erein "rubefacients" are agents i nduce

mventmxpleplsdc ayithoie Hmitatiory Wervdrixyaeatenes gbfnenald@hm auflotasand their

derivaies’ THE Sulloss PRl st ssat be B icptiopR ﬁﬁfvdﬁt&%%wamen agents.

(00109} I CUlthattb@i drdibadticiagbmr @flustt dRredi thehiis BT 1£6F dh¥macal
feeling of confort, warnth, itching and hy Berest heS| a.

substanogyteBing theeapasity ashibit dessgrawituet: Af toa&éﬁpx aciera, ppd other
mlcrogrg Ii?&%s Odégﬁ? Ehlkﬁzﬁ{ fﬁe QJeatlt;%*Eﬁt 3 15?etc sccﬂgeglgéjsrnEx ?es of antibiotic
usetul in e

cul ar era |c ar eas.
agentshaclatlmlbylt anemo't hinlited &, W’emﬂ}ﬂh GpMemmbﬂﬂm, Ndfeitlirg @Wxaciilin;

Cloxapigigg oot RaGHIEE dHudh ’u\?}ﬁgid e P erslin X e iy Meztociltin
Azlocﬁﬁﬁrﬁlﬁergﬁﬁm ﬁniﬁ%n&ﬁn%%ﬁjeor%n tdb‘f)hm)ﬁﬁ@ e fhdINE r@‘éf@ﬂtm

nclude, w thout I'imtation, p-am nobenzoic acid and
Cefurmmmesﬁbﬂomcah Cefioetavele; Cebotatier @adbrozés hytacarbelp Hiefytamet;

Cefop ﬁefoz%s)é&lre,? glz%xglge%ﬂhe’gg?nr%gﬁggg?ﬁiz?dlﬁ)%t g%;{fepime' Cefixime;
Cefpoﬂ@)ﬂhﬁy IGefsieny; Fleﬂ@%@f{ INalfIpge ¥éig KytfloxhéiRd Ciprofloxacin;
terpi nyl, and cycl ohexenyl est ers) sal i cyI at es _l(arryl

Oﬂoxm@oxa@m Jomefexgojl; Cm@@pmypoxmyyb@@ Wlinogymline; Tetracycline;

Amik ﬁ’gr(?“i?‘y n? gln 4 a}é%g%lg {eh?%Cm %&ngﬂgﬁq ?Ig r{g tg %E]}(la%z\{t%?omycm

Clarltllﬁufmybmc Emﬂm)ylcnﬁﬁlfjcthﬂﬁ&)cin ehtdiydr; Exythionnain eth@lcsudceinate;
(unbel I'i ferone, nethyl unbelliferone,

der i vatives
Erythregyygipy %lE“ethGP‘iﬁ?Hﬁél Eﬁwww@p lact“?hl?f}?é‘? &W&era@& d
t %ﬁ%},@ t tin,
Vancoqﬁé: i qteic\é?ﬁdggg ?glwr% s c u in b;glr} ‘En?ﬂﬁ“egﬁ’g aﬁg c 1ar bons
Sulfar(ldh@tven}y:t Nitcfoiaetoem; RtfalhimnMuplrdclhe]vazaybmdequ&@haﬂexm
ox1tl%$r%§(¥1hg ﬁ{ x? gvgl.eaaziltg opﬁ)ﬁq?alélsog%fa gl‘%%]#é’; cinﬁ:fzo acéam and their

various salts, acids, bases, and other derivatives. Anti-bacterial antibiotic agents include, but

are not limited to, penicillins, cephalosporins, carbacephems, cephamycins, carbapenems,
monobactams, aminoglycosides, glycopeptides, quinolones, tetracyclines, macrolides, and
fluoroquinolones.

[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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di sul fonic acids); di-hydroxynaphthoic acid and its
salts; o- and phydroxybi phenyl di sul fonates; counarin
wodensiteamdves (7- hydroxy, 7-methyl, 3-phenyl); pdraBei0s920555
(2-acetyl - 3-bronoi ndazol e, phenyl benzoxazole, nethyl
napht hoxazol e, vari ous ar¥;benzoth|azoles %glnlne
gn

mcludgéwt e npf B@ltﬁéf%An@thﬁaﬂ@ Gandicidip Damey Hpin
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sul i sobenzone, di oxybenzone, benzoresorcinol,

Fenticpnarole4 F mmmgquaﬂmoaj&@ﬂtb@ mem Lapognazole, "Miconazole,
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salicy gl Sodt TR A e aRe S haea s . LatASH e ioBowm ¢
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agent" as used herein neans any of a group of chenical
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t o dest b ' :
suvstais kot S R b RS D S58reeny
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I I
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Interfeg@ﬁ BI ¢ edn g@%ﬁ&la"f”i%% F[\iegﬁl'sﬂo M%x?ﬁfn;gPNewrapme,

fIXime; odoxI Ie; eroxa I'n
PodOphmlllotdxm; Rlbamurm Rivoarfthdineg Ritonaii2y Seduioaag iStgilidytioxStiolon,

om0ty CRONBTR T PLEGH R R Rct ot am ci .

[0011Hanamhgitdtin Nﬂhgrmoﬁd)dl gD AANNE hBreininE &R MWTFlabiroup of chemical
Azi t hr onyci n; arithromycin; Erythronycin;

substapesy theyipejid ¢apeaitytodrlibit tirrgrot it®y deqtltwl prefogesing asest chiefly

in the Fé%{'nlg{l) %}ﬁ)cf‘{)tlazc%é ?%r g %&%ﬁlt ?esstogar a‘{b%méf'l a ents w1ﬁh0ut limitation
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acetylcysteme and retinoids such as retinoic acid and its derivatives (e.g., cis and trans,
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[00114] “Anesthetic agents” refers to agents that resulting in a reduction or loss of

sensation. Non-limiting examples of anesthetic drugs that are suitable for use in the context

Page 21 of 56



various salts, acids, bases, and other derivatives.
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\Y 0
scetanp B FufaFon6°R B bt b BEY fon BRI @ ifBmmatory agents
that arbRisdb]6 aviha eontbhirodxydpragent h@vﬂtmﬁhoﬂade Raddoph yinhtanamg iomjcams,
Ri bavirin, Ri mantadi.ne, Ri taqnavir
such aspPYPKiCAPCISAXICPAERPTRM, f%%?ﬂ%nﬁ LP- ?‘?3@@%%d (oRpqylate,
tnhsat@ngafﬁfﬁﬁ?%leﬁn%ﬂqnls[ilo%dli%hda_ﬁﬁ aE&fchmcpﬂEtrivatl%sOEM%@ liclofenac,

as used hereln neans any of fgroup of chem cal
fenclofenac 1nd0methacm sulindac, tolmetin, isoxepac, furofenac, tiopinac, zidometacin,

acematacin, fentiazac, zomepirac, clindanac, oxepinac, felbinac, and ketorolac; fenamates,
such as mefenamic, meclofenamic, flufenamic, niflumic, and tolfenamic acids; propionic acid
derivatives, such as ibuprofen, naproxen, benoxaprofen, flurbiprofen, ketoprofen, fenoprofen,
fenbufen, indopropfen, pirprofen, carprofen, oxaprozin, pranoprofen, miroprofen,

tioxaprofen, suprofen, alminoprofen, and tiaprofenic; pyrazoles, such as phenylbutazone,
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subst ances having the capacity to inhibit the growh
of or to destroy protozoans used chiefly in the
wo eatzeaod of protozoal di seases. Exanpl es of PCT/US2005/020555
anti protozoal agents, without |imtation include
pyri met ham ne (Daraprin(r)) sulfadi azine, and
oxyphbSBIR6RE] BprabQRL d2bropdbiDhif t@i%éthﬁ@ﬂ@ MB &S0 thedeHon-
present invention include, without limtation,
steroidad aammﬂ@egatownﬁsn@aalmgﬁ ¢rnplalz:¢<b| as wgllfag the c@ny@t@lqg@cally

c resorci nol te|n
sccep i hl o slres SRS Pl Eo? REBET Y1 FERHE, £ futePlic acia
derivali®e,ds partit§laAPdsdfiifpiopRal &pitatidld0114] " Anestheti c
ag ents refers to agents that resulting in a reduction

[0011& odtipfurBisgants o#f. UsK hereimiefarnty theseraybetangss that reduce,
elimindfe& éol?f\; k'{:itﬂ{ ﬁ%s&hﬁg e a%'ﬁ {ﬁctagpr.lntg r{cﬂféleu\%ﬁhéln h{nnﬁatwn

con resen en o)
pharmpbmmnmm:ﬁattcbptablbyalm:afemmdhllammainﬂ srimtprazidecai ne,

[0011{5’,]33: V%}: sxidat 4 OrQQ@sggyg%g\%% al S {0y tp%gﬁ?q: htrllghlblts
ox1dab%rp&q'l3£l:% §ﬁ&>§doﬁ‘&i bk&hyaeh B?Pergilﬁé@m&@hﬁﬁ@n %ﬁfﬂles of anti-

[ 00115] Ster0|dal anti-inflanmatory agent as used
oxidariie that are usaiflein the camtyxtmféheopremtrmv@utsommnbdq agborbic acid (vitamin

0) and g ciseigei SR RERR A RSB IEENEVE W Ir Hroshiiiem
ascorbg/h ymha@ Ssod R ARSI phdspRate, Xa@&ﬁb?lssoﬂfat@t RCOPHEA] (Jitdrhin E),

| ammat ory drugs include, without Iimtation,
tOCOPI@mltSpqu, é?cepugols@éﬁteagtmy@ﬁt@é of tocepltesol, butylated hydroxy benzoic

e YRR SRNG5S ity

available alpgdératho tra&aiiaﬁfeﬂ[r&],ox&)e gallit deid adlé $t0xlkybédias,aipecially propyl
desoxycorti costerone acetate, dexanethasone
gallatey upiR pejdjagg i salth and allad sviers gtosbis pgidend dfs sl lipeig agideamines

}gqgﬁ I
(&g’N kﬁ{ rf$$ ne ﬁ?ﬁﬁ%@? a%%ﬁgkgfggi5 yﬁﬁ?ﬁﬁ@ggﬁg (%ne
glutatlaom)omhykkpxy Furoar craend md, it dalis, gl yaimepibolatel, exgirenspilolate,
fl.uocort Ion fl.u i dene (f]|uprednylidene
nordihydroeugiare *Iaﬁlﬁah’x?ﬂé ecurﬁ‘é{’f‘é"i’ h’é Mot @ PMinesYiperoxide

dismuBSEsalariffed SaRkts! g@p@ sl YddadxeractiBhEMhiR! SfHYoSQhAY xtracts.

tri arIC| nol one acet Onl” e, corti sone, cort odoxone
[00119] ucernﬁnQélerapleumag?@brltefess)i@eche@ilanWPﬁlé @n@edﬁeamnapecontrol of

a dlseaéle uf\l%srl%ql?mg %gam eé" gf %%S{O‘iﬂé%%g%? g% nts L{sggl% W& context of the present

["ur a reno one ac

invent®itih€lafdl € aunarabidiaf dosterubigi, daxtibias) aribi¢n, C}‘hﬁﬂ'\hlﬁblﬁﬂéiﬁrublcm
of its esters, chloroprednjsone,  chlorpredni sone
mitoXafong: OPASIdScisPIPepigRe Nt psise; intrisiae, MRy YR Cs §ridJ, paclitaxel,

doceta?}::lf Ia&{rﬁ)'hﬁg coltf:lix{ﬁﬁé 5 éé%ﬁ’ 1r1$1t>fé@én°’ l:].lngle(‘ bine cyclosporin,

tor onmet’hal o uper one’ upré nlso one,
verapamyd] rvratspodorspmbeneaide MK ¥/ 1, byd2ei@r LiYS85%79, biricodar, terfenadine,

. .cyclo t yl pr opi , hydrocortamate, neprednisone,
quini ﬁ&qﬁﬂﬁbgéngbﬁggkgsolone pr edni sone,
[001269ec! onRtiRRERNRe SidAb ORI RBAh&eintrEfcdd ol 19 0P R &0 B mpounds that
m xtures thereof:
counteract histamine in the body and that are used for treating allergic reactions (such as hay
fever) and cold symptoms. Non-limiting examples of antihistamines usable in context of the
present invention include chlorpheniramine, brompheniramine, dexchlorpheniramine,

tripolidine, clemastine, diphenhydramine, promethazine, piperazines, piperidines, astemizole,

loratadine and terfenadine.
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[00116] "Non-steroidal anti-inflammtory agents”
refers to a |l arge group of agents that are
waspsntned i ke in their action, including i bupredBns2005/020555

(Advil)(r), naproxen sodium (Al eve)(r), and

acet am nophen (Tylenol)(r). Additional exanples of
[00121’]on S4,8fa i} 0ds BB herbRf 1R AYoAAEIBHS ofhRit sAbRarkdeaséntial in

the context of the present i nvention i ncl ude,

mlnut@\qmamum:s toi thc natrition of oystcammgals g@tgehpqgalm q:s(gopmames and precursors

i soxi ca oxi cam_a
of coctditsah e sENary1 ot o bR 68 es” Mopctipishie Lifpes gf viamins
usabledh btk St the pesert @Vdasa incddevitemAcA dnd &k aNadgsvad, derivatives:
such as dicl of enac, fencl of enac, i ndonethacin,

retinoks gatinall atinyl palrpdtaten retmgksﬁéﬁlaaretmqmdﬁ%ﬁsenom (lgpoivmegollectively as
retmm%l%)d ggg nglgE ﬂoc%%%f'@taﬂ(‘f {[tg]fi%l\%ﬂ%ﬁz\ﬂ%n&et A OHSQ&HC acid and its

pl hac, nac
esters hdhathat dsivat vl \&'&miﬁeBge(’mmrm,mME alhd)ftsedlemjauyes) alpha hydroxy
flufenamc, and tolf |ds r |on
acids (gpqhASRlYS lataac\ﬂeLﬂctI% i aeric sl SRl i B el e Pinfoeta

hydro%&e&qa‘@(@ﬁ&f §srba11£}l'lférakéhpdfngftﬁ@hké$et opr of en, f enopr of en,
bufen, indopropfen, pirprofen, carprofen,

[00122)xapr blpmpnquaamgpd dtrein refieisrto pa@traal rsubstamapnodﬁeqd by organs of the

r of r of e and fenic o es
vody G0 nBnd RS RE el JEbaR B e RS RD i Cialoes.
SuitabBZIRdHRASY P @se AHe EdTitéiR b BeqR&seniMnxéntionsnélfidd, bas#e ABMlimited
steroidal anti-inflamuatory agents may al so be

to, caleuﬁqpr@x@tamla&)\md itsRyodirds, gadregiens) eyiogany dndreggsicaenes.
[OOIZIgal t S‘A%ﬁ a%ﬁf‘u?f ?geﬁ{s”tapﬁsc'eﬁ HRSNF er tb %g%rﬁ§ﬁﬁp+e§uce, eliminate or

tofenana enam ¢ aci d
preverf) arstid dioad fo;‘mu@ednﬁklﬁ @kpdcply od ItheeqoplpL that ¢anes dOMIshyAll white or

“Antipruritic age s used her |n refers t hose
grayis af?é?sarﬁe@pé%@nv@ l%ng‘ﬁthtét“ mpﬁ"é%h?ft 'i%f’ PSP,

invent ﬁlﬁ’ﬂh@ v@ﬁ{oﬁxﬁflﬁ‘l‘ithﬁdr{: zﬁ‘lg Epﬁﬁnérféc kiCoil Whd H'&Watlves thereof such

imtation armaceuti c acceptabl e salts of
as sulfopathd slhadaouh,eselﬁmdlm sl frdg |salfulr|;1 ahc[yﬁ)@aqls,] coalar, povidone-iodine,

imidag s B LR OB el o B ¢ Bfmacote

1tracorih&9fé0ﬁ1%nb%l@>6l’iﬁﬁ>ﬁzcﬂé tRRbMFLRE SulchRBole] KitbdondzA¥ AMRbESole,
anti oxidants that are usable in the context of the

mlconma,lemmte i/t possiblerstdrepdisomsising iderivativgs thereod sigh ag)anthralin,
p1roct§1ré Lréﬁles(alcfoﬁlrag)s Sé%&f Xrln sﬁ rg‘ncpélclogl%)}/olﬁﬁ ng and Igleures

ascorbi € ‘aci um asc
thmeoﬂhosphate sodlun1ascorbyl phosphat e, ascor byl

bate), .tocopherol (vitamn §§ toca heroJ sorbate
[0012‘!]ocopl‘?’é'it‘o?k"h%té(tpé‘b’é‘“wﬁshé?feréé‘? & faBFeStt‘é si¥engeplenishing or

o O e BERREL B AR b ot
desquz(mamme Exarablley oﬁa;thraiklleeandrmhﬁskm gophyaattivesiwhithehnke Bed in

contex] 3 g5 ESen g erdiond el e TEISSTE A s tieg gnd s P Gaives e, cis

and traﬁfawhd:arﬁq‘d eARAlidyie a&idlaha dehm%gtr@%o@ sufli}-B&ftaicRg® and L
di et hy hydroxylan1ne am no- guani |neg sul f hydryl

ammoca@w#s@uﬁ deerderiyativeglapd saltsi partiyulady thedy-osstyk damaptivesae prgferred
exampi0 8 Whith SNt ety P YShme PIARL, 3L et RO EpRA-h9ABL T 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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nor di hydr oguai areti c acid, bioflavonoids, curcum n,
| ysi ne, methionine, proline, superoxide disnutase,
wedogmExdn, tea extracts, grape skin/seed extrECt/g$2005/020555
msl anin, and rosenmary extracts. [00119]
" Chenot herapetic agent” refers to chem cals useful in
The moBEconiifdt RRtar®@mofRNAtE 9bdigth, Sdiling et@BecyNarIfdte, Thireth® and
exanpl es of chenot her apeuti c agents usabl e in context
ethangdémingelgsteesent i nvention incl ude daunor ubi ci n,
[0012%;:(?[1 Qalm%{n% al%e?to)r?glg h?rlgg%bg use olg 61?1 ;%gse%# 1n§1rthk?(J>n énclude surfactant
based ‘vtleﬁﬂdlﬁ’gi ﬁgdﬁt}s., exdniisied Stwiieh havetbesy tsted ﬁereﬁraﬁb}ve Other non-
aclitaxel, docetaxel, actj nog)%m n .D, col chicjne,

surfaciagrhassd gleansing ABTETEP Ve RIsE obSHH it the a5 Ay piso be employed.
[0012 ﬁggg%éncb%é?hép B8 to sRbLRREECdble WEadstr yg:eg]t?r%%ﬁﬁg away

, I codar, terfenadl ne, quini
epithefielrtissd ey cleenficalndtiotRo Eﬁﬁstlc[ﬁeﬂtﬁ 04dn BeAmdeid o sdnaowendead skin cells.

agent” a sed hereinr rsto f variqus, ..
For ex3piio BHATVRFD Ao paraly drme sl a fhinesRghtic gffect,are
usefulttb%roﬁfeﬁl ék%?%cﬁ@()rﬁe%ﬁﬁé' ng allergic reactions (such as
fever) and d synptons. Non-linmting exanples of
[0012Hnt| h&bmamgm@stm@agﬂn@ |rﬂfect9rﬁn1bs¢@n®s cmﬁélquébementmg the skin.
invention i.ncl ud ch{ n| ramg] br.o | ram.ne

SultabéeeQW%ﬁnber% RE pgents mc E; i nrtle S, mle% wno Varlous protease

mhlbldirmemhy@rsaﬂh@pnot@s@ﬁmmtazs aawembpan@zatmes: ac1d
gi eridi nes, astem zole, |oratadine_ and
[00128c é?mdpmeal[cemal}lonwithﬁpwsenésm@gw sraY s applipd faspldy to the

skin o¥ hud §E¥1 aﬂﬁ nY%; l%clqgén? rf&ﬂ'ﬂfnffluﬁﬂl %Bﬂl@l%ﬁé of1s S&é‘a{rhsalmﬂtll%entg, C%els,

m nute quan e nutrition df nost an
lotiong shanpads| milks, claasery, M starizery sprays, skimspandhes andthertiks. | n
he re gotgtl on of netabolijc I%r ocesses. Non-limti

[00123 o ¢r gbodiment, 3 BolpisapTeRylRsRte nhhitof ﬁ@nawg@emmer and,

optlodaﬁy SRk tRRal el dRradiddThie f&x&@qnﬂotasco%w&ﬂ)% BRfrising a solution,
derivatives: retinol, retinal, retinyl palmtate,

emulsjostargel ispanistbn. t ret i noi n, iso-tretinoin (known

oor3FEL! S5 YR PRuBEE FBREROerh BB IS BEEP gl 20°

pharm@&dugicsl cﬂfé@srﬁéthﬁcfarﬂﬁfdnu adptieaslly, owk bamore £flitidtiaBsdtiveMhdedients
and its derivatives), alpha hydroxy acids (such as

are in feyfean joé 2 selution. 1A salitiorneanche prenarest hyemardngia sehate ar dissplyed

C [
substagigef{ & ?sce{ olyggéreéylﬁ%gtepl &ﬂsbﬁXf%ﬁﬁ pgghe 1ﬁy&ﬂloﬁ§md
optionalgcbnieert eidie aafverisgredientds) i formlipdirauptest zpmdam eﬁhlleysuch as
organs, of the body &{égﬁ gravel l%aé‘bl ood to trig
water a{:?rgemwo VEntgt e 25 e (o (68 shamol osisaRTRENAL detone).
[0013i"]nal qHSnothE fréfebRd RALBERRS bR inwafivd SohhRitt tomidristle a

he present 1 nvention | nclidde, but are not I|mtedto
polylsomenylfp;pwin (Ilbﬁbtlfanccvmmii)ndamdarrlt:xsaqdrcmbmmmcnahmmm can be

rogens.and progesteron 00123t]ﬁ Ant | ndr u&.f :

disperS RS R RN KR e PRSP FRRIES PoGBEiming bwo
immis@ibldliqiad GarersPb@y&Mihish ssquwurg‘ea QR bl ?‘tﬂl@ugﬁbtﬁ lﬂhdbther and

especially of the scalp, that cones o insmall white
consisgyof 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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grayi sh scal es. Exenplary anti-dandruff ingredients
usabl e in context of the present invention include,
wowoedmeatosl i mtation, zinc pyrithione, shal e oiPcTA$d005/020555
derivatives thereof such as sulfonated shale oil,
selenium sul fide, sulfur; salicylic acid, coal tar
polylspmnﬂcm@tciromhrbetor FemmpREng| doss grklsions (RO 28 lagueous phase
I 0 :
into ag{)r? Q@ge[?gggﬁmé (%Ii %%%%ng) ;ﬁo%@%lgg Zl% ?(gsgfbtrl fég&%zﬁe r:mulsmns that
are basivdlboazajueous) tﬂctmamalbohreomﬁ lahid catandd @irfactants of the non-aqueous
nm conazolenitrite %1V§l9 ny possible stereo isoners and

immisgible ygtem, gy cer i h as anthralin, piroctone
[0013%) ammlé g%g n$crn‘9?53me &lsefil Hﬂhéﬂtefséﬁi%v&ﬂgn gipsigperibed

ci cl opi r oxo mxtures t her eof.
hereindbovei - ski n atrophy actives" refers to subst ances

[0013 Llf gé&h@ﬂ th;sgg}lrél?) 68%6%%%’%&1%} s%%pmaiﬁ W?Wéﬁﬁmg AFC, non-lipid-

based Rattitledhrepr &8ss d& todRS APGHMd iture BX B0 0RRA.
antiwinkle and antiskin atrophy actives which can be

[00134sed In iete apatbstendiodimentshe sibihitornefethe inyienti yreganerositions can be
mixedgv?lgﬁ g géc}cs%tgbce'ngioh ;@ é@t&xp lf@&r@é}? of %O%d ¥ & o Za n}ga%teg powder,

rans anal ogues: I'C acl
ointmelRf dryh,i letsn, thlyélrogelfor tBeJhlﬁeur - cont ai ni ng D and L anino
acids_ and their derivati ves and, s , particularly
(00133)he onexanyirleintments asde prepared ﬁr r%saa%ﬁh%sp&fmmf%ﬁl

These 'aFep%‘nﬁ%Sgd hre&aa&iﬁ%%seﬂn%de(t R Qi{l% ?a;%hc@%&f"f&et le@lehum

Xy acl gl yc | ¢ acl factic
Generalty, dintplgt hasesaare dategorpz@d mtahydtocaty&obms pHledginhus), adiich may

and skin peel .e.g., nd,t e). -
use wigfi heSletnD S PSS lich Bisss BERSid So'clrulghtSissinygmghitic
petroldm S ?Qﬁﬁmanollﬁf é?fuﬂs&)ﬂ bades dgmet aﬂdlstﬁﬂty?& %rrﬁﬂh%'ﬂ %Es (oil and
irritanf injected into a vein in sclerotherapy. T

water yips), and wiatsn selible bases, ybichiedian esspadyeihyleroglyorhas an omtment

tetradecyl sulfate, laureth 9 and et hanol am ne ol eate.

[ 00125] d eansing agents which may be use in the

[00136]r esenlditiohdBednhsusitions bbghe pedsehtaniation b@ﬁagg)oc}}i@t’éﬂyngrotein
agent s, exargjl es of which have been |iste

mhlblq%?@nm@é%én @IHe cAB A [Rad iy prepered yaiag dechpelegy whych is known in

the art%g £ssde,55}(i)?@8 _5[9%}'”%%2” Qﬁ’hg‘}%dceut’z&z S’H@ caé:s 1% l%kh%(altﬁ)%s

mpl oye ustic agents to substances
publishﬁid@btﬂte Meckdblisloyg @gnman;e@ﬁEasg)naRamsgkyamlael ial tissue

oot 782 o §Eehrally. Bieichiopiians eighe BiESFs renieg ey bRy 0.01% to
about §@%dz$/w a@tﬁmﬁképfem fp'rcyrgi‘ﬁ 1ﬁ‘lﬁbﬁ|§r dMﬁ;J'cBuﬁd Sty @ﬁgré@éf&ﬁéal c

, are useful | em skin, acne or peelng
emboqtmemztkqe aniappbpl t@neab'lsngreaglempwn mbitator cempeiystianbe 0.1% to

abl e ;of de ment the,s u
about {RIONE 1B apiehE AGETR SRR C e R AROHE of ngbrisegyenyt-
protenaﬁﬂlbi@t t@mpotnquire@aeml thO iR ehtBleScohipobitigh ROpre A dWIE no more than

? rotease inhibitors, active soy and retinoic acid.
about 10% w/w. In a yet, even more preferred embodiment, the amount of the polyisoprenyl-

base.

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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[00128] The topical conpositions of the present
i nvention can be applied locally to the skin or nucosa
woao/mep3be in any formincludi ng sol utions, ®8CIrAIS2005/020555
creanms, ointnents, gels, |otions, shanmpoos, mlKks,
cleansers noi sturj zers, sprays, skin patches and the
In casgg where [ag@qlgg?rl apﬂveawg{qs}@ntse %@qﬂwiﬁgrﬁbov% are present in the
S
compBicHs> AP pEEbL AL DBl thosPing QB NP e 25
mgredmimami the wpost.t Timoontecknigee atilgzel i therproesibthe present

inventgqﬂ i Sgcﬁgez éx?yn(a}e&fg&enkrlﬁﬂntﬁa?%n&ueg gﬁ;‘p’@bﬂ”@%gg to%ical compositions.
A van@ﬂ%ﬂ’gi@ﬁﬁta'rﬁ frmfatioR $é&hiqﬁe§ﬁﬁtr ire ﬁsaﬂ)‘lkdm tA®hIRB&! dfXhe present
one or nore adltlona aCtIVEIHQTEIentS are in the

inventiasr imdedcriged,dbuenanple, A E@trutm @usanolbgy.Sreeprth &dithyn, Edited by J

B Wil SR RIS She T RiFRnY bR " e

[00139]nV e A deordigdd, andfet adpatd of thOpresedt invRehitord €idrd & provided a method
ingredient(s)) uniformy throg%hout a solvent carrier

of treaging g mediGetpmgtic a;rrdé%rrﬁOémﬁeﬂuv tcgndigigp pssgeiatedevith epithelial

e
tlssuef O’gl%g?lfﬁi)& ?sae%“getc h%‘?&klf&ei!yr @Mﬁ% Qgﬂgrrlénrllettc%ﬁgéna‘ﬂ&h%%metlcally or
~ cosmeceutivally bffwlvtecanmunsa)ﬁtge eomppdsytisogfithaylesgnt divention as described
b i nhi bi tgiﬁ conmpound, a carrier and other, optional
aoveoﬁﬁ¥%ﬂF ts can be dispersed in an emul sion. An
[0014@1rml AORel feRird fﬁ@t&ﬂ@s‘ﬁhﬁﬁﬁE&iﬂﬁ’l‘i}%’@é&l@e Qﬂloﬁﬁ’tﬁb‘b&nﬁ@wally
two imm scible liquid carriers, one of whi
effectigle smansBd@r tenshecerticalin cffu@l}vo @motht r@ﬁﬁ:h@rthaanhoummf iagy ©f the

compigh Bt edhurtph i eulaf  Bistiean G heat Bl el Ry Ghving s

admin@tralitn & Séubfect. STHelphhingaRkbutdad cotthiécelBcdd UE Bodnktic cffd6t can be
system achi eves maxi mum stability. Usually, separation
curinggminiguzingPreveayeg onameligigingredisease ar diserder, improying the physical

appeax:?ﬁ%z%rﬁ;h%gthe% (8 % lsﬁﬁlflﬁzld%oﬁg%P I‘rrag h’fiY egﬂé{)&tt}%{ pg'xteg?xgaceutlcal,

asi c sion contalns
cosmecmmcahﬁmbSmeﬁchBeﬂeﬁOlal effidcs. (lhel cendentraiich 6£the isebstangd ¢k deRted so

i f agent as well as thepol yi soprenyl-protein
as to ei"?fﬁitﬁ P’E‘%’Fnag?}ﬁ’ﬁéh RRFMAgEiCabp fOSTISHE eff ford Ity dr v cBOugh to avoid
signifidg %f?i'é%fﬂé&%%tﬂlﬁ‘fh@ s@oﬂ?:%d%%’xgﬁdﬁ%@gﬁ%? tl(e%kﬂ‘!’écf‘%ﬁ’tman The

versa). However, I'S possi prepare emul sions
effectivéramoamtenf blmcwczmdsylonona}amyewum thed mma)daxmmthﬁhd rissuel being
d cati tant he no eous i mi sci bl e.
weated e 5o o P4t T b G biovotio S SR el g soveivy of
the coRJEOM, tESdiirh@sBoftEE frdAtmieht, W&Qmﬁ[r@%ﬁ@énchﬂ‘\é&ﬂhé@ﬁy Ahspecific
descri bed her ei nabove. [00133] Wien the conposition of

compaRg, GOMRSRLIoR RT Pthen pctiigingrPdant evenleitidnthe aatticular carrier utilized,
pldbased vehicles are preferred due to the
“dl‘lﬁgﬁg‘%}ﬁu lic nature of the conpound. [00134] In yet,

[0014Hnot Reskikebadsanevah detehineraphairh aestiilyteife clivivanduny of the
conposi tions can be

inventive compositions by etermmmg the unit dose. As used herein, a “unit dose” refers to

the amount of inventive composition required to produce a response of 50% of maximal

effect (i.e. EDsp). The unit dose can be assessed by extrapolating from dose-response 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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m xed with a gel suspension, (a sem -solid carrier) or
solid carrier to forma paste, powder, ointnent,
woen@ansioBot i on, hydrogel or the |ike. [00135] PE®WMUS2005/020555
exanpl e, ointnents may be prepared which are in
gel -suspension form These are sem -solid_ preparations
inventjyetcompogitioas arsenieally apaped betweebena andtfaer wpes Heay, mare
L1y t.
prefer%ﬁ %g%g rabdgx?%g 2 gﬁ&(lgﬁlgezlggmﬁﬁslﬁ%vﬁg?%{h%%geljuﬂé)q \Mlﬁlle {Oéncal
applic@@drr off thel BorapositidiB E thegasehpinvetidnas g&férahsilywdﬂmdeo)u for a time
. wWhich m ht use hydr ophi li ¢ petrol eum or. anhydrouys
period UgPREES DERACE] I GHI5AES > (ROIP BreterAbly watlvlﬁgfno%ﬂﬁwu&@urteen
days. o R R A R A R R of time
[0014¥ase.In 006 EBBPdiAddi, theanwéntive npmposntlcmsaro fopidadly pdmgstered to the

el S R 45 RSB S RSBl b o e e
compdsﬁﬁﬁ@ Qk a@yprRhCiivémiontaiBe hﬁblieﬁ&o@&illﬁﬁ@lﬂd@&eﬂ@t@% hﬁﬁ@t of
in Rem ngton 's Pharmaceutical Sciences, 18th or 19th

foreargag the dnieral gsnpatiod s, diyowsh Eook/berkirngs, ibeek. neplrohpahyttetks, the
ear car?ﬁ%%&’ ot%np&YJf\ \?Ez{cgs aL(Q Qﬁmllcggaie{nl fn%pe{n\é g%%ed gere n. Topical

OSI I ons rnvention |1 nc

apphc@u&ﬂﬂsd chidedlippbaty vﬂevimh‘nnae pehposstgsenylly torthé gingiva.
tor conpound. In a nore preferred enbodi nent,

l001441he éﬂﬁw%lerothqﬁlénw the §‘éﬁ§%¢éﬁ§/? wionpd sirfacen iy plitpaic wounds,

t
t0plcaﬁ%|mg%%ﬁelé¥ glg nbg%l}lr?g r%{?e ﬁl@ﬁ%ﬁvaeﬁcg)ur{‘irﬁ\%%\f?ng ﬁ PhbrRYfithelial
surfacp elohi as dlpr demytipriatyet inatheiembbdiment rtm)wndncbmﬁlem is arrmieh gvound

e DS ERTROELL B0 81505k B850 I B

cut or PARIAIed O s uB&1 IRQEMI SO €RYh i Q B ﬂeﬂhiskih E%ea‘k%ﬁé‘rﬂﬂg in the
I's less than about 5% w w. | 38] According to

skin, arhwreémnam@ggadﬁ lrrdgelap cels emd“aupnn@tmea aha wohed maide by a pointed
eparing the novel conpositions

ObJGCtg ?P%eéfn °é| ﬁaang?/OtR)r The process generally includes

[001451d M Witkgndtivelyathelcompbsifoes S Ve sdpingtertd Y Bt epifhelial condition
i nhi bi tor conpound, as described herei nabove, and the

as a cogppanARic ufor eamale, %wﬁégq, adliesiyeqtr tramsdrsealipateln Ly these
instan@eg,ctﬁggéxg 851ﬁ<§'x{srﬂ1 121%%?% c%ﬁ&?en@gﬁfhte'bg (?Ageaﬁhﬁéﬁ@e or

i ngre ove, are presen
transderorap patch amcha;re thdreb)pappd:ied; ® thanepitlcedial sudfacki ng t hese

gredients_to er. wth the active ingredients and
[0014¢]he PR Befe ‘Tﬁﬁc’fi}‘ﬁﬁﬂ’tt@% FTRRRE QRS of f q%éa"?“ﬁlo?ﬁée applied to

the 1nsﬁ’deod¥%sl§t69f 1dvae Wﬁe?ﬁtﬁé‘&klh E‘Mféﬁéd Be u?s%’dla drINOla¥& g%‘\‘/e afee
of t eknovvntec ni ques for.fornulating topical

compcxsdwpaﬁ ithe 1omention iy applist yo th‘e Sbmenbrl thisyenfoodimérd the nompositions of
v OB e R B BT 55 Bl By v
enclost@ i the gldvesnet i col ogy, Seventh Editi on, Ed| ted by J

[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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B WI ki nson and RJ Moore, Longmann Scientific &
Techni cal, 1982. [00139] According to another aspect
wo@bkooshesips esent invention, there is provided ap@EUN®AS/020555
of treating a nedical, cosnetic and/or cosneceuti cal
condition associated with epithelial tissues. The
[00148FEt hogheitsmefdoaitRE” Me1ddRp b Gatidty o Beditidi relted to skin or mucosal
pharmaceutically, cosnetically or cosmeceutically
membggnes cTius éeramis prrantio ineladediagrdens or disecases,tthepiomodionof healthy
. b-nvention . i Q . 4
epitnel{HERN b A0 ATTRGR AR 200y Ak R hg P Ears QB goreer
[00149)TO UM S used Berit Tprambiioedf lealthy skirtheit(promoting healthy skin”, refers
"cosmeceutically effective ampunt™ refer to the anpunt
to progidingfpolng PhiootEAS s WROTEEAYCHS RufiBsss: Jipromating the
a o > g
spesfSECRR MBS Pt bRghi) o FERS kgt
perceptionof hiestier skin as appeasing healthgfor deving dre feeception nfwellness or youth.

1 ni i zin reventing or apeliorating a di sea or .. ..
[001 5@; S O:IIPJ @mtﬁ?rﬁ%p%unan& 11bwg$i%qm}%{)§ﬁg)§ﬁ awca@pgﬁ%% an epithelial
tissue S@34cBRS be‘iec(t eheOburfaSk Frimhy @b dird @BnvirBAmEMYI 18068, EWh factors
) ot her pharnmaceutical, cosmeceutical or cosnetic _
includp i iegiod limafetl de;t UV Tadiateam gemd, hat ¢lmate Pxtréneessurisotdatliseate
extr ies sel ected so as to exert its pharnaceuti cal,
“MSsmeceutical or cosnetic effect, but |ow enough to
[0015HVOi dn FetOHhofHee ambodinttat, @iid iaoérkiveicbipbsitiies € apsliednd prevent
.. sound judgnent of the skilled artisan. The effective
wrinklgprpliranogier embodisianb dhe nyentig Porapsitions ate eprlisddp prevantaphoto-
. e |
=ging B e R R S Sh L Efands e AR AR AR Fifene
redness ev puffingssofuch heocomrddintdiaper rashe dur ati on of the
reatment, th ature of concurrent, therapy, the
lOOlS_élpeci P AROtRY, nentoff agmp?%ﬁorﬁro?mwwgg fqv\%t_lor} are used to
preverlt A8Y 8Gh SThe HIBAPEDmMPoBRIORAEDN el difinisRFdd 8 mdtbtutiZ &th protect
and like factors. [00141] A skilled artisan can
the skigifram phevonditiohaf deynesst. i cal |y ef fective anmount of the

j.nventive, co sitions.b term ning the unit dose.
00130 o STl ofiPemel BeGaa 2t S e Maieafifg fsp ar
adminisferediol tveat & SKIp@SIokde? that @Cilich@¢ pieferd) DOk 6€dT dr&kR@RKIA. In
of 50% of naxi mal effect p‘g\l .e. ED50) . The unit dose
anothes gmbgdimens dhe By epfjveccompapiipag 418 gdmisieigd d@ rpeidpEaed skin, such
rvasqderiyved fromin vitro or ani mal nodel test
as Occg})%s‘%gr?rr%l.gg{rd%%lZ] According to this aspect of the
[00154)r es Ght'nhn bmtﬁﬂbimefet’rhﬁjembdtﬂiﬁ&ht, :ﬂl&nﬁv@ftllvb hgmlpbﬁ'ﬁ'eﬂiﬁ are(:j applied
i nvention are preferably topically applied as needed.
to treaf {pilaRERANGP- Aeeed L%ral_ne AT reiHE tRedripope to rfeion and
injury G WRRHI k1O o R it 8RbEBLAYorARR rESE REMWBALA1E R W mpromised
four times a day, nore preferabl’'y twice a day (e.g.,
site byonBemmatary eredmtorsndhus thedrody’si raspohee mee irichgle. eddime, vasodilation,

e 0B, ARt Dah I SRTRRSA Pl BB s

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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period that ranges between 1 and 30 days, nore
preferably for a tine period of about fourteen days.
wo3wFa2si08di ti ons may require topical applicatponuszisarnsss
indeterm nate length of time. [00143] In one
the i nventive conp03|t|ons are topica

ng
acne @E:ﬁ?ﬂ}sgluéh% chigracpe Pypdermelircirlesandrcyste; Qrfoliculitis, eraludmg, but
X t r

llmlteﬂ\'%‘ sl:él?‘f(ghglglt%o%ogﬁ g&lgt%tﬁﬁ's &Sﬁog?ggﬁylé@g&??xgﬁ; (f:l)lhcublgs, and
gram aqgatweﬁalh@mtmadlﬂ gseuldufbllhdldlttsl’cmbaat erchilbaspetmidifaria (prickly heat);

or ear, | atera el bows, . feet ..
o rosgee iR he. iEpn UGl o7 ARG FoseRin, RO sSE R gt dprmatits
h) eczaid aﬂ@gsdﬂa@ﬁr 1)$)|étt8n§ll-iﬁfe6@(ﬁﬁ,m@ﬁHin§%t AbCIRaRéd e h"yl'&occal

described herein. Topical applicafion also inclu

diseasg staphrigeagsal scakviéﬁﬁkméymbn@@sqryslmi@s, écrlhwlgns; ﬁxrumcées carbuncles,
paron @8l i/ BeridrROAdryth s @&Igwglggln%m%% HfoRRbARe S

enteroppthidacBiSwaset’ SrdbseasBCIhDJ ﬁitﬁybmaiswlﬁtgudlhg, Hub vietlirshited to, lichen
hel i al _surface such as the

&gﬁ 03|t|ons to a non- eg&% , . .
amyloy(asisagd magulps emylidasess nhhigew ineliting. preneidigritedstar scatee
f n
generdiod @O WGBS and BT nIRE ) br Al Rfiflare
centrlfuaumraatladnulautrymenpumctudngdbum@t limeted Imp, reeytheméi perstahs, erythema
Jur t hat sults i a rea enln
syratuizpdanglePierba gy epess 4nd sfberts FiebiguRE poLATe: Pilahg
syndrdtiéMcHideg bﬁt ot WRHRd (HaAeItR er?th@ﬁ&h %ssisuﬁmb%ﬁfn r@&ﬁdﬁee a
nail, kni or sharp ‘t oot h {3 Al ternativel Yy,
dermatqses, @wﬁm@@tgia@grgnwyl, igtytlzguird mis ltf@lmﬂal apmh@mlws,tgnmuﬂcahatous

chelhtci:s ﬁgmhhg ﬂer@étﬁ?lr‘rgl%g&) gr%ﬁaoltmy%glitlé;lgélpﬁmgng eélile ?&\Q gﬁg élglybpathlc

DM, ebhﬁoplﬁﬁ@ 6stitib,af)Sins®y bhes @d anfthAdies atdEMEe aRélu@ing! R not
bandage, adhesive, or transdermal patch and are

limiteq fs SeaRAUAES 51 SraRfione Sqafged dermaktis. AWimpersiteh, sqambraig fishn
poisorfH sPIbRese O er RO R Gy CBRR S ftlest ffstions

includiﬁgebuttrfme ligltied to,alechasphyteinfesions tinta térpotigtiera pediy @inea
t f.th lied to_th
g o8 PP R 5 ST LaMS CDHPT PP oHBIeT = s an jock ich

s) yeadt B dn Incding, buPh&Vhited 18] éa%ﬁﬁ%siso §hc‘ﬁfastcgﬁd1§é‘ hlﬁlcans oral
caused, at |eaSt in part, by bei ng éncl osed

candldgl(tiwsh) [ce0did7] pap@nyub@dande Daiarasiteseintleding, bmtem imgtbd to, scabies,
pedlcul&% Mgﬁﬁl %ﬁ)eggﬁ OSIS 1?§,b8td%ﬂ og?slclg é)l&ggzlr Iptghlnc%losm pu\Ms gnd V)

or revers

viral n$fd&1iiina riudhahhg/, baﬁﬁd)tl mmtd tegh&bésnin@mhufgl’mﬁﬁ&k hedidrsand zoster,
ons of a condition, substantially preventing the

°h1°ke§ e éY%W@Ha)dFSIEIP% ribeala (Beasies) apd rubelip (Gymsnaneastss); &v)
vasodl‘fef'?faq' 1'i1bfﬁﬂ1n|gp5l9tn%? ihii@d ftii 9%% E‘f{}ﬂ&%h%%‘ | HeGhis, t, Ixsntjra{xma

enera pronoti ng
from Hrwks msl{lﬁzQZDéﬁ]on’ﬁhmnE eomditi@BNigicluding, blutl’nblt lietfited 3o, \batan€dus lupus
erythematocs:l(i)sn % {)ul rL% drls(?alase(let Sl%lutd?ng? ]l§llltnn0? Elmrlrt%d to, plhemphlgus aa) adverse
drug reactions; bb)a immune hyper-reactivity conditions including, but not limited to,
polymorphic light eruption, photosensitivity, dermographism, and erythema multiforme; cc)

cancer; dd) burns; ee) wounds; ff) cysts, gg) hidradinitis suppurativa hh) cellulitis.
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menbranes. This termis nmeant to include disorders or
di seases, the pronotion of healthy epithelium dry
wostons123a03d | nfl anmmati on caused by any under | yip@g/US2005/020555
nechanisn1or di sorder. [00149] As used herein
"pronotion of healthy skin" or "pronoting healthy
[00156 ki N'Whitegthe cmnpmtmrmdu&stussgd hcminbn@)r@do golotehessgrily treat the
sensat i ons,

undert 58 355eain it o B T s RGpord e cReaas Ml

compo@f‘%ﬁsq Sredlssfal foRldghMishihgt d}%lléﬂbhﬁﬂ%ihe SnfR@iAeRsH OMhekkin.
her skin as appearing healthy or having the

[00157der céspimtmakby thitdrpasgiogs rrwlb@hlse ¢ womgrrctal freamseRd r
supposAtﬁrlgﬁo F}e@f dhtf ons su&pésl a ace t;%%bt‘iﬁso Qﬁ‘a{l @{Sﬁl Qh# ﬁgm&‘?hoids.

I SSUE sur rof
[00158]r ONTT&X Rgsdat ﬂletapeﬁﬁc/tdmpﬂmmnalmefya‘ﬁttMrS)e uSetim d}fhdtalmeloglcal
i nclude, but are not |imted. t ﬁ;;(radlalo w nd,
prepargfians 4o frexteflanmationsichas thef whishirgsilts from ulgefp151]

radlalléae%éé’tg%lg?%gﬁ Eraﬁ%ﬂ?ﬁﬁié @Ef?(%rat %kla RUE BiHeY ﬁlrgfém fdut&Wounds

to prevert winkles. |n anothér
in the gyebodi rrent the inventive conpositions are applied to

rev hotoa In t _anqt her t he
ool e i HeBbTaenssion SRaameate) ST an FECyimmpr S mouth wash
or sprar[ﬁg ?ﬁﬁ@ct‘éﬁd Reeldrite Sife Idfiflg 86inFEM6AI Tigtublbidddeds @8R sores, burns
00152] In another enbodi nent, the conpositions of t he

orgn$vﬁsent i nvention are used to prevent dry skin. The

e L e

utility drheness “subfet Sdlustdhasiptihendgraaieals of) aciahodptikat or rh:lirﬁmahan
conpositions of the invention also are adnm nistered to
origint PaeferaRlys Rubicwts yEmepRMelia £VER Mare WALy SLRINELS atqfumars

[001613r Y S gggan%lé o vatlBs RRSHEL, RTORMSREG thhf\&ch %%@Ehﬁ’lg value,

OITDOS rons -are admnistered to treat irritat skin
to the &uﬂh)fahe oacof tﬁe \awdr liohiapelessrths hont@@@lleﬁtl}/ diatatesnotbermnse,

e B R i SR o, UL LG SRS e

that statbdfanBE TR ORpads&d @I‘itﬁmttﬁe ﬁlv'éﬁt%honﬁ% UPet AHd96WePIMAB LS these
Injury in which cells involved in detoxification and

smaller emgf:s which maybindépradently heheclu@ﬁﬂpnéhﬁ syealles rangepip also

h
ccor BB TR s TR S R BBl

range.| WheRtH8tta@8 rarfzelifdladdsad of BothA tisdimitg Iiiﬁhglw exdading either both
erythema (redness) occurs and can be treated by the
Ofthoi?dﬁ?iééﬂ limtisargalsoinaudaeha fig HNentionp155] | nfl anmat i on

[0016@32 dr[ﬁﬁéjsl Heﬁﬁ%@g@erﬁvé%g?l;l’ F’e{c):iﬁtgl:%’l r?g glgl?tl duﬂta‘rgér g&g herein have the
same theaningeas dommaeyly dederstbod b oné ofdrdatiangskilbirt thaatt to wlnldhetths
invent}o%’belac}n%gl Sdthough any methods and materials similar or equivalent to those
described herein can also be used in the practice or testing of the present invention, the
preferred methods and materials are now described. All publications mentioned herein are
incorporated herein by reference to disclose and described the methods and/or materials in
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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dermatitis, nedi canentosa, contact dermatitis,
seborrheic, nunmul ar dermatitis, chronic dermatitis of
whannda2ansl feet, generalized exfoliative stasiBCT/ERIN0S/020555
| ocal i zed scratches; b) acne, including, but not
limted to, acne vulgaris, nodul ocystic acne, acne
[001 61]U| mMThaNpublizhidrdidiscassee hal%ﬁﬁark pkoiidial soSeljﬂ tthiedr disclosure prior
hl oracne, pyoderma faciale, and cysts

to the fifng Haigiof thegresentanpdication. dith lngrhﬁfe@alstte be éelaﬂtwed as an admission

that the %lréslercr‘tqh{/érftl%n flsc‘?f'l eﬁﬁﬁéd {0t e'dﬁ lshéd SublRb: 101I @r Vit lo'fbh&r
yrospor um iculitis, gram negat |

1nventi(ni F unhlérl thie glated pf plslﬂmdméroﬂ)ﬂomduﬂ Malyﬂ)eblaﬁfham; frah the actual

chil bl ai n f) mliaria (prickl rosacea
publicption ?Snﬁﬁl"]éﬂ?%ayﬁ’cﬁted fq bh ‘Pégp gem%’l g"‘%‘%acea steroid

rosacea and perioral dermatitis; h) eczema and

psoriasis; i) bacterial infections including, but not

limted to, staphyl ocowses st aphyl ococcal

cal ded n. syndr elas, folli
100163157 | H5 3o ind ERALPHE are Tt TP R o piivideiiield dugigary skl in
the art8Viyl HeaipRie disclosukd fdcdbscriptioflof B6wite ffake hd use the present
crodermatitis enteropathica; 1) Sweet's disease;

mventmy pes} ere spsintanepd b ligit th scopoe! Whatitheimveworsirpgard gs their

|
mven AR RORSTR o lo DA Gkfli BP i o om
expenﬁh:ntsmeffogﬁﬂi? rBfiforrsetchvh ib\iﬁﬁmadm:itopalnym @aduriiywesh rc&i)ect to numbers
erythema annul are cen?ﬁu um and an ular eryth

used (§- ﬁtﬁ%% terpRRr Aty etc;) et g{pegmp FRECTS apd fi%mgtlons should be
accourtEd Fd?€ Mh14Y iRl PRh&WARS pat‘?s’ a)ﬂ: E%@bﬁ%é@w %d’l@o%‘?aﬂ%v&ﬁ}ﬁ is
eryt hema figuratum pertans; het syndrome
weight mtagg|nn@¢c1@mwmglnt tenmetaelde usol,n degeses Centigrade, hedrpressure is at or
um biotin response, dernatoses, pyoderna
neara@é%aﬁ EHosum er ythema rultifornme, aphthous ulcers,

[0016%r anyepivat pAemERabh késhﬁs indlefta! dr§thBRa RAY tdndERieSs. Dermal
er mat onyosi tis, including LY)VEHI | e DM and anyopathi c

inflammgtion bas Wegrvantagefof beingirapidly)indyrsd ceasity elssrved dind mamely
measugédt 87 a&@goﬁtth%E%re iH&rLB'&' gg%ft&gﬁr%\%?\ged 1f1 'é'hélﬁﬁ%ﬁﬁ inffanﬁnatory

responS€.OBpideimah] ﬂcbmhn@@tesowhnm respoad dizsctlyo pufr&antufetmfsa oF their
fand cut.aneous I arva mgrans; -r) fun i nfections
superficial Il(fféflﬂ’@ algg, felense 1qﬂamr@aég{ytnae 1§g§sng"glgmg@ators can act directly

(1) to htHhEGhAIARTatoly DR t6 HRARbMelitrh 3¢ ﬁw%%&k ve*uhf%@ Br (2) to guide

ungui um tinea capitis, tinea cruris, tine
mﬂamxmt@ry cellothyough risad dyawidht@ehe atdﬂfanﬁammﬁmm afte& niekyj lawk passed

through e asFpY G e <R g Rathise BUPBE oL e e or
indiredeBUH tHa vhdclirap §ﬁﬁothélﬁﬂ%fjtﬁé d6a1i9 By Ghk@lealtd} ledding to edema and/or

parasites including, but not limted to, scabies,
the atti@émrt@mb@ﬂ@smﬁ of @muh@lnﬁemﬂmme@rsc@bp iThis, these dfecultiplesG-

proteu% gr¥do&flér cPr?éﬁl oﬂ) F f?g pﬁ%{%lggn& dl%Rg 51§ha11 p)onélels rbglr\&begg keratinocytes

and inflaindtbirp gespomdiheeellsewhioh Snazyrmloleﬂs hﬁlﬂtlpl@ bbt@ﬁt@ﬂ tzﬁg&s where AFC
(varicella) lesions, rubeola (nmeasles) and rubel

could gtk FednogiAamawion.f'he tapisal ﬂ%ltveahrourer#asmlaﬁ mgjor Biixane of

glvmglAIF@ B@zﬁi%}l Hrec E‘éégissto %HM%%%M arheAldi Jlai‘r)lacokmetlc
rauma from breaks in skin; y) autol nmune conditi ons,

problemsc:*oual:i iam drughlitutinntmajorongen dtug, catabbhisne,cmd bindingsto serum

components.
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eryt hemat osus; z) bull ous disease, including, but not
limted to, phenphigus; aa) adverse drug reactions;
wobkb)sai28rmaune hyper-reactivity conditions incl edirngg2008020555
not limted to, polynorphic |ight eruption,
ﬁlh]otosensitivitlyl der npgr aphi sm__and eryt hena
[001673) ¢ iExampde 1cRolysgpreanyl-pretpingghphitor compgyund AFC if yn acetone
carrict AR Bres i NI SBHA s, B ME WAL urtitbite coptact frtagion model
[00168]er eilnbedeoteeasiessiting effietsasfdhe AFY ihvarive chmposider fqr irettpcing

di sease state that nm fve ri.se to the infl ane
edemeg s WOBTREN TR0 Ao Soy eSS Pore] Tad drmEih v yped. (See
Carlsddl RIFY & Rl NRo@hlaBbh 5}Vrh§&s‘e'}9r E&% b}féyelm}tge%seqfndtztp%xygenase
skin.” [00157] Additionally, the cofposi'tl ons may
mhzbzms&@nd whmmamlogw@ams aAeergwp@@ns; b9859é7¢2() 12 rlaa{204 Kuehl,
r|tus

ro UYL el P 250 BB pocesss

Naturd, h@V'ﬂQ@I(SSQOP QPTG B] TeasikRY, [LN], mﬂlfuab&n Uﬁz@ﬂzchnnonsterozdal
" ‘rgﬁvht hal nol ogi cal preparations to_treat inflammtion
anti-1

g agarisviftiMedelssig armatalegm EoMatharch, Jiditer sl 985, Karger. p.
35-42;2%@ otlﬁg{)&hok%’ gﬁ%%ﬁﬁg%a}z& sl %Lﬂoﬁﬁleéyg )/25_79;99%9, RLL.

rsurgié mounds
Morga[n%GE]dltEFhe1999mekhaueeMrmgsptl|79nH)4aI SO rmy be used
rall.y in the form_of, wash, or 0, pr ot ect
00168 Fhesfataaeets Hrdnfiaee @?lamﬁ}%we&reo e phoboL s o
tetrad @andYIH I AUcEGte, LI ASan@larsththie atcicf’%AA 01#6& brolfies a greater and
present invention descri bed herei nabove has both human

more pralpnged eauitiophyy inftlirktianyresprinee then A EldojReot T.Saset abeGomparative

evaludh ek raaagp it Pile it R g uilp Bl e g raduced

dermaEsrg@animin P e Liraiioh, 19980)12@) Sp.Fn8-4h grmBA-lh@&laﬁ Idflammation is

Wiere a range of values is provided, i s under st ood
the preferaed egeahandnves wsed ferghis gkefaplet o t he tenth of the unit

[0017@1‘ the bQWee#ddPetC#UL %ﬁntl&%tcont ext clearly dictates

t her wi and lower limt of that
{00171]ang e\ dowe resppnstagge fob EIPAd a Obmpmhﬁf koG ivdlce@dérma, was
that stated range i s enconpassed wi thin the invention
deternppcd L}f}’ ProdHees aBsrepse i £dRg e@h%eéﬁ%hvéﬁaqhsﬁ@g@mum at 6
hrs. Which may independently be included in the smaller
ranges i s al so enconpassed within the invention,
[0017ubj duxtreasmgopceprtivhs efTRA dszdvedimchckione weraapphied with the aid

of a migchielet B The R pEigR ot R B arosk bl ol SHsp ebster
mice usEPBEhisHBh SIS AT MickSlitark Svedd §ReddWicHRAShtd thetifter and outer

invention, [00162] Unl ess defined otherw se, all
surfacesgisiig thepipgfiel tigc ToAmMitd wenedhensretieedl thdhait eageakhetchatralateral

car weSPUREATEAY D A SRS SR O Ner 0B PL A R

s inventl
punch& wére tigken droyn smhiead sndawelgh@d. eEdeddasrespotibé Hhs e)tpressed as a percent

1ncreaseeaiglt}\1/eatlreeart]éd éa? stv!/qelgl?t 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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descri bed herein can also be used in the practice or
testing of the present invention, the preferred
wombiedsosand material s are now described. Al |l PCT/US2005/020555
publ i cations nmentioned herein are incorporated herein
by reference to disclose and descri bed the nethods
ear. This@kperimett édensiffisd doses batvesen il Sr- 240 1l / @Aird bs switable to use in

publ i cations are cit.ed 163] It nust be noted that
ehcmn&sedﬁ@édn ﬁg\‘r&tﬁ“% ’it‘nmpﬁ%‘mé‘ 1ﬂ%“é’(55 claims, the
[00174;]' nog, ?Blﬁﬂfp‘?’@nylfbrotel@miublté\%mﬂd'iﬁld ARC! lﬂ% dtetvn’dlearrier,

ef erenceés unl ess the context clearly dictates
itself, istio¢ awniisdtantl | t echni cal and scientific terns used

erei,n have I g~ [.0 I.caki.ons
[0017% scus2age ﬂ%& n55 tggg pf OV ‘glgcd’ slgq}g?(l rg %ﬁ;{?ﬁ@ld fitofiF
compothd GV RSH{XBA Witha20 iickidfe {d prodietedatifventive AFMégdition. Each
appl ication. Nothing herein is to be construed as an

concerddtivg sias applieat witlh éiemcb@@mmlqrmeﬁtqr ontoi the right esnpf each@f six

mice sp QP ROR! ST e e Bl By KB FelbveBRnBbaypnaere
appheﬁﬁzy 1ﬁ1ﬂngﬂ dat @lﬁ fo ahil Qmptl ti'%s asdiidalo QHBhﬂeP@zIﬂsﬁffaéWﬁﬁe n%ht ear.

nmay nee to be i ndependently confirned.
The AFQGAGA}ive bempaoditiansiweye eprearpdveslyariéh poipefto tlph E@ch asltltatateral

of ordinary skill in the
car we GgPA AT pepLarean Sk e | e Biee i ViredgRmeg g e
cages. Uﬁf‘er 515N e € 36168 wie PVt fi¥d, and BnARinBIds Wett @lkee drohPeach ear and
limt the scope of what the inventors regard as their

weighed Videmaoiesprase wae expivesged at tha gegentonerepneds din traafrsh cap ' aveight

ts belo or the only experinents
overt}l?e rgPﬁg acgrgoretict ?anlgi%)een made to ensure accuracy

[00176) t h AsehB®REtin FIG. T'BJ NI i d¢6Rde Glenghadii® Bffés on the edema response.
tenperature, etc. but sone exBerl mental errors. and
The AFEVR PR goxga%m@sﬁad Ao cHariapdhe e Pupph Biopsy Waishhttdflose up to

32 mg}’ztoh‘iIr ?Mﬁfdld%%'i Ity 4R drd 1t4°é<v9(‘§€hcg>'§£s 6d‘R>'1c? g#ékf%{ AR a5

aveaermecuarvve ture 1s In

havin gjﬁﬂl‘:ﬁﬁvsag@ﬁ@t M@hﬂdﬂy—lﬁmﬂ:eﬂ le@&fialr This Sinaing(mg gesaran excellent safety
at nospheric. [00166] Dermal inflammtion results in
profilefgeEC. er yt hema and tenderness. Dermal inflammation

[001 7Jgas ¢ :lé@ﬂl YEOY 2Ee dﬁen&?ﬁ"e ngi)gmlph %n#&ﬁﬁ@uceﬁ%‘ehﬂé

bserv and raprdly neasur tion, there are
[001 7&] nuiierdeofo 4saess dhieseffentsad ftleelinventbleicoimposigjomn TPA-induced

cdema, B4 Teh 1R KOACEBS el RRR A (1SS P @ petr o7 both
ears oiséégﬁ b b Ghitt. tﬂ&ﬁﬁde%re A3Red [EhERELdsNH M%ﬁﬁﬁés later

medi at or s. ese nmediators can act directly (1) t
increagih§ c@deniritidn3 GFARY i 10g11lof ataoridecre ra;ip)lﬁdmhtblthnnnefdetahda outside

dermal venules or (2) to guide inflamuatory cells
surfaccwfdhgnghmrwdw@l 8 abpe. A0tid obpn |3W9Wﬁ&@ql%wa&ﬁmé1€d

i PRI BT 50, L BB 1 o HRE.REL e, o
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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indirectly on the vascul ar endothelium of the derms
to cause | eakage | eading to edema and/or the
wa@erdosazioon and adhesi on of circul ating i nfl anP@Et/U82005/020555

cells. Thus, there are nultiple Gorotein and ot her

pol yi soprenyl -protein nedi ated signaling responses
[00179Et WegRek RFEil RAEMLR ShisBichtd MiflaRERLR Mous&SROREHYIAFC reduces

cells, which may provide nultiple potential targets
acute vhmieall@zﬁ@dwdlimf\llaa@ma&i@ sigejfleantiyn lihg mentiv, compesition reduced the

t api gal I L ver out e ] a .
TP A28 HEioht Horéol 3 Sl M MR R AR " e Bvenive
compasitidradesEicd G a niavirRu@\80)4leedpdtionia edéma cilieE Py, ol tienByentive AFC

such as drug dilution, ngjor organ drug cat abol i sm
COMPRFHEPTHY FERPREPXIH S Ut at SPAgodwrefl edsaahabition.

lyi nyl - AR -YTR oY ' .

o018 ¥ SEERASIRY, ARl PRAtbtef RERRUD Binttrhfiof . mice
[0018Tur i e FTRA iaduts neandophil infiltidtivhi iammicedel [00168] In

order to assess the effects of the AFC inventiyve |
[00182], v fhGuts enmtach prifadi ich gs 8RN plsodnBicrdgaral dnfiltrationef

tropRilE SRR a3 28 haaebe RlacHGHIERY of td JARIHRI SHodehBShs!S

nmlm?sge Carb?gn, R°P., %t gj., Nﬁﬁulafion of noasé e?ar%lle
maxingaghe meuthophdyeipooseyig dnlaged @indive ithporggenbsdenaresininsgr2y some

irritan%g\?iél;ﬁlcri]lgc.re eﬁgl%é g%%gl:r}o&%:gﬁ?fa r%ggtgpshll @%ﬁ?&%pﬁ%ﬁd ﬁnssﬁmeé)%glfé known
anti-irflafih AStyHShtS r&NNLOBEE, Bt AR I Bilerl. NSEORAGTMEL oF al., Comparative
processés. Nature, 1977. 265(5590): p. 170-3; TranciKk

evaluq@pn of argchidevid asid (4h- apd teapdwﬂo ghfypbef @rietide (TPA)-induced
dermd R AT B HaBHERDFs, 120 MBS oL TR Ao Qb i

(o]

topically applICARC :olMd afféct Aedtrviphil ifiltra@eh inirdspoRseMiovaeulehslsit sl
.. of Inflammtion, ML. Mdrgan DW Editor. 1999,
irritatipp pradycedhy VBAL ag. p. 179-204.) [00169] The standard

gent Rt Ot Lo . : ho

[001 Sj‘éjst o ijaeuftx‘aPhl'l gp(ﬁl{rgﬁci/q !ﬂ?éagb glav'{ggg\g %l%{ﬂeg?ﬁ?ﬁ_%ﬁfe @n dé)b\glare treated

with 1arg2hpDefTRA acdebcfivad) aboTPh grdedidcssesawdethat @rmod M Andtdeced
ed neutrophil infiltration response, than_ AA

I

neutrog@i ér?fﬁget,lonr.@qtor@twaaﬂ used apppeteoli Ve 3papdminigeredps described

5 el Ty I . .
above.a '::[‘gxtg g{tlg@\?lﬁfé /K?‘?‘.h%é‘ Ltlé“g) ir d%gﬁsa {o??{l] ?%:tﬁ%gtg?(/ gfr%pf?&;}ﬁi infiltration, then
sacrifiterd byoaraicalohslod®©8. The €& wepe iniAddidtely)reiiBfed fod paach biopsy, and

inflammation is the preferred agent was used for
punchegve R rebryerof et ple g S e e
[00184) I'| tNAPO.AdsHP T asbuydiReBur @ TRRIGRIHANAE, FMPOF Avhich is packaged
_ conpound known to induce edemm, was determ ned. TPA
in the priv@ucgrenides ¢foatuessantoadesinclodag thawduiroply]. Thes the amount of

v FSRERE BRI o el ar R SRS,

[0018SIPP! IMBOWNEYiné B&ivaty®f 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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of a mcropipetter onto the right ear of each of the
five 6-8 week old, male Swi ss Webster mce used in
wo hios/1zmed ysis. Ten microliters were spread evetl/ySmnd/ao05ss
the inner and outer surfaces using the pipette tip.
The mce were then returned to their cages. The

interv&I0 bina Baé-Kifdtice ReadGEI! 3 X @o- ARk InsttubienR§ e Aefeity, WHEH was
5.5 hours, the mce were sacrificed and 6 nm punches

determpjapd by aIBéi*dfPEdo%W@aEfﬁh@mm%ﬂﬂlatﬁe(%}ﬁE@E Proirindispass Raokkad
Labor\éfg)fﬁpg e %—f’eﬁ%uqesa%Ae} ag re%ﬁl{&seg?lg g\glgszlrglﬁ%éer%o%{lgsgg ?gtandard
error.curve, as well as an ED50 val ue, was det erm ned u5| ng

the Lichtfield nethod (L| chtfield JT W,
(00186} 1) NeutroghikCouning,AssayF %ra%upﬁlges&agféreéﬂv é@% formalin in PBS at
ambw% RE{ PRI Sor a]lﬂﬂﬁﬂﬁln & 2431??%@9 94099 'l:‘iﬂ?&f WitR Mefatoxilin

peutics, 1948, 96: P. 99-113). 00173 As seen In

& Eodil GHI&E’f)hEhe nmnbas:é neutreydoils wéergiﬁeddngphmdmuhdoﬂ'@a!r mege, in 6

randopﬁyoriogslﬁg%{f ﬂ%@?]giaﬁﬁ{bé%@ aT(g)@o/t{l%? 41?60% the Car wers manually

count&P The RQulté ﬁ@teﬁgl%asred ad McSavRRE huABAL pe'r RN fof 2% Gpses
between 1.5 - 2.0 ng / 20 m™ as suitable to use in

[00188) i ciB.i Ag?CaaélmtSiTPAtjndlut@dtmt@pbil imfiltrationf | ammat ory

| [OOlS?EemInve 1Xﬁé71<48ncom ostt S%V%Per L?S%Xlalsertg ta%eslg ﬁeffﬁgellcbllrtl ﬂ'{e rg%uctlon of

nmpoun ace one carrier,

dermall héuttophil infilEQA0R] (SBe RABIE.SQkt A, QTanpamzﬂe@v&?taﬂ@l &Fdeackidonic
pol yi soprenyl -protein inhibitor conpound, was m xed

acid (444% lend setradesnay berhad aﬁ?fé@d@é’%wdw«f/&ﬂrwémﬂrzematwn
anfRATRAS
Infl AJR)% 1293%'%&653#: hg??&re}rﬁleg&{sgﬁsfts ﬂr??a?ﬂ??@iérl%o 1%&#%59.‘?’661‘1
edemasmd rmutreplablniﬁﬂtaettloil&ndtha)éffaeacfkrmfmtalme -iaflamentarppanson these
. .of the AFC inventive conpositions were applied to an
variable§der ear surface and 10 M was applied to an outer
r Shm G
[001 89]3@21;{:% ﬁgﬁg Wetrsg’?g{gr i 0 venlagé?&]et&lg‘& dpg}{gc[‘gﬁtg %othpears of each
mouscdadhdwwo meuntaddtilenfiltratan. Wdisr 15 Emmmds wmtyfngomlnyemxaebm AFC in

o e B o U S S e

sacrififed™M ﬂié%fﬁﬁeﬂé@érﬁo&e@ka%ﬁ the SMCESIT AR oA RGLWPhANE ttration was
Edena response was expressed as the percent increase

assesspdby he M@ assey andihistolagi¢ad analpsisr t he untreat ed
[Omgé]aceto veh cle only) ear. [00176] As shown in FIG
e al one had no effect on the edema

[00191]eS POTheQesulth €hdWéd thAVARC iavte t6 BIROShduitdPRil hﬁﬂtrﬁt@orﬁﬁa&fase
on the ear punch biopsy weight at a dose up to

depenggnt pemnper whgnaeyirgphibinfiltsipads gasedhy MP&mlaéxswd o¥hen AFC
was te@‘%g rlrr? C%l\?{}lﬁl%h%:ij %@%%&PRE%?WaF g‘l r%% ﬁgﬁeérbozlgph&%atlon activity
of its @xt.eTheddta fali@te/thptr AFCIpeoduoed éweC.an 80% inhibition of TPA-induced
increases in MPO activity and had an EDsy 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. 5, 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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[00177] C. Result of AFC inventive conposition on
TPA-i nduced edema. [00178] In order to assess the
weetooge1zonf the inventive conposition on TPA- iRTUCE005/020555
edema, 2 ng of TPA in 20 ml acetone was applied with
the aid of a mcropipetter onto both ears of each of 6
neutrophilseverd hemparakleletveeen echicleadus BP A tiesated caang, cars freageshwith TPA

e L L T e
[00194:}) ;J rf 8568 cOintinB&hd AGiopRaY, YFAS. 61E1SC fighRO IAITOVE prfduédd a

an acetone vehicle was applied simlarly to the
statistitafytsigmficant 8e%ahduntion én dermahnéuitophiisiprodeepdtin yesponse to acute

cont r.ol ter  freatment,. the nice re retu Q . _
contac{ FRin iy A2y ol SE B e LI DR pyjra
test), cervical dislocation. The ears were imediately

renoved at their base and a 6 nm di aneter punch bi opsy

[00195kas CakElre dffestrf AECcumpetrepthilsdg imeglepengiitear punch
S ' imd3 TPA
oo, LB, 200 i hRE TR e
applicatidni veasaisesedaningNPOns aaheabli€ df meutndyibili it filffafion.d die éxample,
edema was assessed by determ ning the djfferenc

both eage P%ﬁt{ nHee V@T?ﬁrftaﬁé‘ wﬂgﬁ { Mg el deserof i tnfcelopet Sherght car
was Y O B AR Ut U REAFAREAG e g ot

TPA apMlidalibs, vl semlddea I tre &ithgthe Seht@iddterabead wvithAlclone.
reduces acute chemcally induced inflammtion

(0019 gniThe eeshlis showrthe effirpeh ol HMECERHEBYI PIGRIOs BmmigaequRavith, or
- i il i . . .

ser HERHTIERLO B UL IR st ey i

time atewhiak ARCwBOpplied ufiéd TR appledton thd$terokDidXx aofethtabene showed a

s R R o TRt

2o eMiSishdinBhtshatdtbcbiygad neutrophil infiltration in
reducnﬁ%%e. 00181] A TPA | nduces neut rophil infiltration

[00198]n i Bese fB0IiBRppdtt atvade vmgaof possibia epsmstie ardplkasmagetical

lean ?I sp.induce dermal infiltration of neutrophils.
apphicafipng ‘?fd@F T may not be independent of the reduction of

[0019%de”@)xaﬁﬁﬂe 1) Thba Pt vl iV Oeothpsaifiol d6&SRRSRibitSystemic
el ayed rel ative the maxi nal edena response; 2) sone

effects.rritants will induce edema i ndependent of neutrophil
nfildrakiqn; f ivi
. T d
o020 B R ATl R g vas compar

with tv06 biler adebeaefi@sentifig Sifferait chisses ofoomaroaty wed entdlinfdnroatories
arachidonic acid (AA)- _and fetr c oyélilg)cqlcl)({el%ol

. of  a :
that inibiraflampaoy LY machastmst Henent kemdhitat 1 B .
dexamgﬁlfaécﬁmgt'eﬁ)nd, ahd Rtomefane, B nod 281 ahti VN 29HSMAty &g, which

etermne 1f topically applied AFC woul d affect

targetsryaltoxggriaists. i Tifei dctiomof ARCiim thiggiodelsweas; thesforrcecanopriredio that of
dexamletrhralsgnaetaln nd¥nte ua(:sgr(;e. bﬁ’acil;%%'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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[00183] Neutrophil-infiltration Assay : Sw ss Wbster
male mce (n = 6) were treated with 1 ng/20 m of TPA
woasostesosi bed above in order to assess whet herCarusaais/ 020555
TPA induced neutrophil infiltration. Acetone was used

~as a control. TPA was adm nistered as described above.
vehiclgtreatail ear (kG éAr)effgpmléb' anplneﬁe‘iﬁc cHgreat ifsdrigleat ¢ffastive local doses
1s not %Ib?r\l}?%tgle %t (r:u Flh n}{elrt f% asl‘ﬂSO htrgrgll(ivs Clag I t?lg k{x}ée model.

[00202]€ rm\lmhﬁplé 4p mm-,bt &f HPAFC aamadawmr&&npmmnfommcﬁmonic acid-
subsequent hi stol ogi cal anal ysis and_ MPO enzymati c

inducegsedama and1 avachmbenipacidoinduqyd neuteaphil inBlEation;
el «
00204y R BB A Rt it PR EAOR ool bep g
contach@ritanophtht mohlelsar mdte] onassat thefeffmﬁ’@enesstolﬁ botﬂaa;teromlal and
orti.opal to the nunb r of trat

nonstefpig R AB RN e BT aemcvﬁ%% £ opbeRaf
lipoxy$@Ris@aRRYRb HGEREe gﬂfﬁutzt@ C h@ 'rr%ﬁ‘arﬂﬁﬁ 3F h&@dnhk¥d th§ fthd 1gnaling

and coworkers (1988). To conduct the assay, each ear
pathwapsgt Mrva@e,rdlﬁfedfrq)m tllose aqtllva@erd hyettoyicaldy antlied TRArpAATeduces a
br.onm.de buf f or 5 Lissue .
more igf QRaiRa i i I pRy 01 MRS iR e pbead® i g
hlstolo'_glcaTg @5 SeréaIPhasrophil eﬁlﬁlh@tﬁbmﬁriwpoﬁsegtam CHut an Eﬂdﬂéﬂs@ﬁl MPO
at 15,000 rpmin a 5415 Eppendorf m crocentrifuge.
can beietqgterlc @tX@GWCPnhé? dlomingthatgffegtivangssorgaingpeichaxyamaggagivated
1nﬂamﬁ’%ﬂ§1q tlﬁagléslzxglgmd ﬁ%%g%%&glcﬁveoﬁf?%ﬁ%ﬁ%n%gk %&sygﬁn&}mﬁgmmatory

dlseascdsl thmdéﬁﬁ&dmlvemdsdegaim WArrzicmﬁted%ﬂmnﬁmmdxe in a final
Absor bance .at 450 nm was t

100204fp,,5 e i qfé%wgwércamb%&s rAREE acid(AA) induced
inflam$REOR V28L& dsitSthE arkl Brofb A dsCibolRE BULH itk SbRbwing

(Bio-Tek Instruments). Activity, which was determ ned
mOdlﬁleCﬂlSBlAa”df’VaS dpEsd dy both ehisaat Homgid@ phicetdnBi dRadalRvadre harvested

Rad Laboratories, Inc. Heycul es,
at 1 hrdg meégg%ag i EXiFE F5aponsg e Stbat 1 dpebrdamgaiory

neutro 1[ Hﬁltrz[t%%%ea&l%‘é%?ﬁm\h@%ys% ing Assay : Ear punches
fered in 10%formalin in PBS at ambi ent tenperature

[00205] or FhaiAfiGmmvestveZonipositiongrepasetasi denercbedrabiowd, ad leseffective in

recucif ep e AT rylon P hayA S TRAY B RS B0 e eqtvity of TPA

and a 107fofd Kighelamb y, (2103, magni fied fiel ds distributed al ong
the length of the ear were manually counted. The )

[00206]es uExampleS.c AfiCeinyentivescampositiasr vigiolnadyees HBA-influced
efng each ear. [00187] B. AFC inhibits TPA-induced
neutrophil infiltration. [00188] Inventive AFC

[0020ONP B} ﬂix@é)@rrgm Bothses ¢fl sSfolise vaes aeate@vith@acNg/R0 il B6se of
. reduction of dermal neutrophil infiltration. (See Rao

TPA imagtoneeAfiat | ho@othsaieht Farevas\esatedtwitnl ore/24r wlaHfiiniesntive AFC

compo?ffiig%‘)agml}ggggla\tg%éa%dﬁ ﬁlgﬁsf;g?qega?&e. i1 E)F:ilottg 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).

eryth

[00208] Example 6. AFC inventive compositions 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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I nflanmation, 1993. 17(6): p. 723-4 for a discussion
regardi ng the rel ationship between edenma and

wmessnzpts | infiltration and the effect of knor€mw/US2005/020555
anti-inflammatory agents on these variables.) [001 89]
Two mcrograns of TPA in 20 m of acetone was applied

conceRPAtRHNUIIA0 @INVISn Qquedas forfUFRN! Wad ﬁ}@l@shé@t@tﬂawuréas laand 1b
infiltration. After 15 mi nutes, varyi ng concentrations

(FIG b). Reichesl andt2erweropsreovedpifieed howsy \Mlellfr pajehes dhrang b were

remov%ﬁéﬁgn? g&\%& rafgg 58 ¥nn¥1ﬁg§' &ﬁ l?]\;eps f;ﬂrgtgtééﬁ@vg?rei%@glbflﬁ gtgh sites 2a

and 2tneSite Depdhiolwetl mbithalrskin whileBssipsed ageild kgpaise MPR:@gsallts show
and hi stol ogi cal anal ysis. [0019 MPO anal ysi s

that ﬂ{eo@vmlye FRBPYSHIQN a8 re B PEep st 1&%@1@&1@1 vhen b%meléskm is

BdGRhL,: infiltration in a dose dependent manner
ex””ﬁfen neutrophll infiltration is neasured by an MPO

[00216al )lﬁa‘mpl\i\ﬂe T hafeffeobef AE€toncchironichieritation in mice.
it..was fou

oozt [ Hrecigiveaes /s R p iR CopasiPReeeAaeher el guotie
1rr1tatfbh§'§as@fggdﬁfsfhglécrﬁgdlﬁvﬁfonaﬁtl@té@ﬁrﬁc‘ﬂl%ﬂﬂté’rﬂ d@f’L ctal, Mouse skin

A-1 N ced increases in MPO activit had an
inflametation GeBicad bp Bukiplg @P@ahyppl{ca@qrgﬁ‘]’ @tetmémmamholrbol-l 3 acetate.

Skin I{ﬁﬁnngetrl@ 99 ddg 67]26-527?? 2'1%1‘3 g%k%%rl %fn e%{ﬁ%;ﬁ}oé‘é% are treatefi wi h TPA

in acefo@U] dsQPbVd, in mfs¢rietsroeﬁsiapplutaltloﬁ@@pﬂﬁ&ﬁorhmgaaﬂa@sm Df ACH, and 9.
irritation. As seen in FIG_5, the presence of
The tregted pagseqeies the inNentivescmpesitons atabng AFE aussacetoagyrin geries of

three ;%i’x%ﬁr g@%aﬁén;] Wha( it R'a éfl Eﬁ%}t art 31:13& t7I @5!1&’ 9 n?grtlches of the

neut r S Wwere o serv ears at wer e
ears aeexplaiabe hfberidth ofi the tmtkeduy&nﬁir[méﬁaeﬁ; edatwivenfof B etletha assay and

en treate icle or AEC the nunb rs
the infiaion Pfce;%ﬁtrpgfvlﬁﬁe oot Grosdesnf g{%@ |1F FaRfeEINY Tppagring MPO
act1v1t§ﬂ9fa€fo§ﬁé§éqnﬁﬁfatlaﬂ% cfé@érﬁllﬁerdqmgl S g anﬁ%%&l €he PGIOMA-

Substantial reduction of neutrop h served
antibody. Hiydroapitisond athech ie&knowh @mm@uqce ipflemnetaryederga gragulation
. eutrqphil s El 1.0 nmg/ 20 m. of AF oduc
il g cioPosdp e ol ey P TaG RIS vl show
that AR€UH bEdbd diie dhGAt ddemasR aBeophdl gitefit@ieact
irritation by TPA. (Statistical significance was

[00212a c Hxpmple 8siThg effeck efdbp L jnyentive carapesjtior] ou delByed:type

ct of AFC on neutrophils is time dependent
hypu%%%fgéﬁﬁThe ef fecti veness of AFC treatnent at various

[00213] mesTHeah@rse eandoddl { descrited abpyd, icabdified v@sssap theesect of anti-
inflaniRg T SR oo WEPW e BAGTRac o odgLise 1 aRasan v o Sk
R e RO ot S e T e
Birkhausenerlagup. 1719%@karteCimpmaantRafZt Ruben, and G.M. Butchko, Histology of
and quantitative assays for oxazolone-induced allergic contact dermatitis in mice. AmJ
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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TPA application, while sinultaneously treating the
contral ateral ear wwth acetone. [00197] The results
wehodi1thes ef fi cacy of AFC treatnent prior to, PCT/US2005/020555

simul taneous with, or after exposure of skin to TPA
(Fig. 7). There was a gradual decrease in MPO activity

Res, 1995 4 $upp1 Q.tp.\éﬁ'@f?’t) £-{he\WBsvca RIS af Afidedb elififan immune response.
application, the steroid dexanet hasone showed a

Mice gtierchhlianged oe date p entheticd. of DHi1$% DNFBdo elh eant Theé ARCadventive

t hat. AFC wi | ] steroids_in.re in
compS LB ARRIIFE o1 AHRERBFS O Bt i HBUEngRfo e and the
vehicle§Saplied SHMR After BaM TR a8 afhy A0S bInt GARIBLHIG] Aftration 5
pharmaceuti cal applications for” AFC. [00199] Exanple

hr lateg. Denam@thGonaiscused wea posiposeaniioh Hivedaysdatenxh¢ gars are challenged

onied )€ ER0 URR PR Bl S g

infiltrétivd stidiey ara gfitidted.r BRHABCHetGe dioré RERMRPhIS BSH @faciphages. By
commonly used antiinflammtories that inhibit )
48-72ihgs, masraphpeas bsgome teanedamgingt pppylatien. f Ne ilgnenatyryageponse is
il - 0j : j S ,
St ol Dt R R S 3 B L
neutropliil infigeti@ases. The action of AFC in this nodel was,
therefore, conpared to that of dexanethasone and
i ndonmet hasone. Each of these agents were tested using
the sane protocols used to test AFC. [00201] As shown
in FIGS. 8B and 8C, when the concentration of
dexamet hasone and i ndonet hasone is increased, the
contral ateral vehicle-treated ear shows increasing
i nhibition of MPO activity, reflective of inhibition
of neutrophil infiltration. This is evidence that
topically applied dexamet hasone and i ndonmet hasone are
entering the circulation and exerting a systemc
effect wwth increasing effective | ocal doses. Wth
AFC, no effect was seen on thevehicle-treated ear (FIG
8A). Topically applied AFC, even at its highest
effective local doses is not entering the circulation
and, therefore, has no systemc effect in the nouse
nodel . [00202] Exanple 4. Effect of an AFC and acetone
conposi tion on arachadoni ¢ aci di nduced edenma and
arachadoni ¢ aci d-i nduced neutrophil infiltration
[ 00203] Aracadonic acid ("AA"), another standard agent
that is routinely used as a contact irritant in the
nmouse ear nodel to assay the effectiveness of both
steroi dal and nonsteroidal anti-inflammtory agents,
is the netabolic precursor for a nunber of
| i poxygenase and cycl ooxgenase products. Its nmechani sm
of action and, thus, the signaling
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pat hways it activates, differ fromthose activated by
topically applied TPA. AA produces a nore rapid edem
wo bas/175243 t hat peaks at 1 hr after applicati onpCiiiig1085/020555
is mniml histol ogically observabl e neutrophil
infiltration in response to AA, but an increase in MPO
WE (QaMe detected. Experience has shown that
ef fectiveness agai nst cycl ooxygenase acti vated o
i hf | amAetppigal domponition derdedating or prsgerpingdingpitheliadfondition in a
._effectliveness again unan i.nfl ammat ory di seases t han
subjecyipGint T EERn A RT b R PR | o
[ 80284 bnd palyRbpresyl-@btetrhi@hibité£edrhyindoaf0si tions on
arachji doni ¢ aci d(AA) -i nduced inflammati on was assayed
udrHgct-he sane protocols as above, but with the
follow ng nodifications. AA was applied to both ears
at 4 ng/40 m acetone. The ears were harvested at 1 hr
t . nea¥he eomplesitign dcherdimextd rilaimrleshoninght atrteast anclpayisbprenyl-

hr, for inflammtory .neutrophil ipfiltration as
proteiy iy Bitar CHRPARG (PEPHES o POBRbENFOHTBIAEC | nvent i ve
conmposition, prepared as described above, is |ess
effective in reducing granulocyte infiltration induced
by AA t haR’Fa—CH—HIE—R% of the activity of TPA and
a 10 fold higher ED3JO (FIG 9). [00206] Exanple 5. AFC
i nventive conpositi aHMAGRDIy reduces TPA-induced
erythema. [00207] For this exanple, both ears of a
. | dose of TPA in
or its %Hé&ejr?i gcﬁ\gagﬁp{%?%%%ﬁgrﬁ,su{l ﬁggtsggﬁ%g%f;r was treated with
whereih ng/ 20 ml of inventive AFC conposition and the |eft
. aﬁar :tlﬁls gre ted with acetone alone. The photo was
R is aligyl of 1 33 3 531708 2foser using a Ni kon D70 digital camera.
24 \ ed in _e! t_ ot henARE Loy&ns,i X
Ris A(:Agrgp%’\s/‘?ltl?gﬁ@g% TF(’%?i ngjcggd er y{’hema (FI (%VQO%Z.OYF%%)E%%]
R’ is astrarghlt er Brangifed chamealityil 06 1@ trifosirboroatems eda seaight or branched
. infl L on. i n,_humans when pre-applied. [00209] An
Cham?IFF‘?ﬁg?ﬁbWa% 3%?)‘??%3@’0 the middl e of the upper back
R* is Afalla/1 BOMea 25 b6 htoltsi Ng a 0.2 nml 20% SDS sol uti on and
a Hll-Top Chanber patch with Webril pad. AFC, at
aconcentration of 140 mMin aqueous formulation, was
pre-applied to patch areas | a and Ib (FIG 11).
Pat chegh¢ campasifiopacomdmgrtenbued, wherin R' tsouethyl. whi | e
patches Ib and 2b were renoved after 2 hours and 30
m nutes. H gh levels of irritation were visible in
patch sites 2a and 2b. Site | a showed nornmal skin
Whi | e The sdiapsttion adtdrding@s pRG e, whbeieR? RTOHOH. show
that the inventive conposition can reduce or prevent
i nfl ammati on when human skin is

5. The composition according to claim 2, wherein R? is farnesyl.

6. The composition according to claim 2, wherein R' is methyl, R? is COOH, and

R? is farnesyl.

7. The composition according to claim 2, wherein R' is methyl, X is -OCH3, and

R’ is farnesyl.
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exposed to an irritant. [00210] Example 7. The effect
of AFC on chronic irritation in mce. [00211] The
weetdseisiaxeness of the inventive conpositions agal/us05/020555
established chronic irritation is assayed using a
nmodi fication of the technique of Stanley PL et al.,
Muse ski eomgééi@aﬂmbﬁmg RAUGRAD, WherBih RP B EODPPifthe
application 12- O tetradeconoyphorbol -1 3-acetate. Skin |
pharmbeuticalty hecep@ble salis arp s@lgselerted frong die)groguednsisting obdn alkali
each use are treated with TPA | cet :
metal SE dngBhAR G B BGEHTL alehiobion it BREL AR A ARG um ol
0, 2, 4, 7, and 9. The treated ear receives the
i nventive conpositions containing AFC and acetone, in
series_of three paired. applications, .such that it is
28l | odNeRTPRHT A5G @ claimgl, aiigted ok iseonspolfprenyl-
teifi AhRibALE &g&% tBmpAbdserdoapduld of Femignt h day and
pro elpreplared? S agove,p %or th gde?m assay and the
infiltration of neutrophiys: olptal granulocyte
infiltration is assayed by neasuring MPO activity.
or its pldmapdudigally adcepthslatsalomnndesees thewof)ed
I munocyt ol Qgi cal |y usi ng the MOVA-2 anti

dy.
wherefyy ¥ \§@dRies BEOUPWRIBEIRNY I8ETRAYLFOTR; arsaaﬂ%tes? AT éstheionP pra
b t'ﬁfi‘%{?& g{;q&& i i gfiil tration and m crophage
> Sll nt | trr t onr,gxllg?ﬁgse& as a positive control. The
results will show that AFC in.acetone reduces chronic
edema and neutrophil nunber inGiceN[00212] Exanple

8. The effect of the-AFC inventlive nposi tion on
del ayed-t ype hyperse §|”t’|”\$?t_y._‘f%2_1 ] "The nouse ear
nmodel , described akpve, s nodified to assay the
effect of anti inflpmmatpry agepts in an inmmune based
i nfl ammati on nodel—§See—Je-apposde—K M, Skin
I nflammation, in In Vivo Mdel sgof I nfl anmation, ML.
Morgan DW Editor. Y1999, Birkhadser Verlag. p. 179-20
and Chapman, J.R, Z. Ruben, and G M Butchko,
Hi stol ogy of and quantitatiyé& assays for
oxazol one-induced al | gygjsc epnt@ct dermatitis in mce,
Am J Der mat opat hol, 1986. 8 )'fiﬂp. 130-8). In this
nodel , a sensitizing dose ofl,di'Biji-trofl uorobenzene
("DNFB") 1-3%in acetone is applied topically
wheredcgor,d| B, 50086 amdICf | cal.iave 1 o 6 thdonet hod by Back et
al. (See Back, O and T. Egelrud, Topi cal
gl ucocorticoi ds and suppression of contact
sensitivity. A nouse bioassay of anti inflamatory
efifect $he BsmgodREs R dingli8&Pimlilwh&rin tRe at138kt 8Re &VYisoprenyl-
Bailey, S.C., et al., Amnovel contact hypersensitivity
proteinpdhibitbeompovind spaerisasg doomeundpebioroura 3 cost er oi ds.
I nfl ammRes, 1995. 44 Suppl 2 : p. S162-3) to the
shaved bellies of mce toWl-Zit an i mmune response.
M ce are challenged on day 5 with 40 nl of 0.5-1% DNFB

or its pltar@acdutieslly acthsatfiE Calisundresievsethereof,

wherein W is a farnesyl group, a geranylgeranyl group, a substituted farnesyl group or a

substituted geranylgeranyl group; and Y is:
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conmpound is applied either 0.5 hr before or 15 mn

after the challenge to one ear and the vehicle is
woappd/izethdt o t he other ear. The ears are assaye®dTius2005/020555

edema or neutrophil infiltration 5 hr |ater.

Dexanet hasone is used as a positive control. Five days

| ater, the ears are challenged fppicajly wth a dose

of DNFB insufficient to produce |contdct irritation.

Si mul t aneous! y;—8el, HOnf.i+Seat.ireR—stulies are

initiated. Initially, there are nore neutrophils than

macr ophages. By 48- hr macr oghages becone the
predom nant popul at_il_rL__ i Nflafgratory response is
seen. The inventive AFC conpositjon is, therefore,
effective in reduci bot h edenagand neut r ophi

infiltration. WE CLAIM 1. A topical conposition for
treating or preventing an epithelial condition in a
subj ect, including a human, in need of treatnent

t hereof. conprising:. at l.east one p i.soprenyl-protfein.

P bF T SotBiasBiandie Bim 12 S0 e BFleke: 3B pE Bisaindl-Bietein
inhibit3E EQNhUN i§ Sl6dt@ fdrh tt_m%bﬁg) Bortsiin@lof Kefies BB teine, N-acetyl-S-

poly[sosgenylproteln i nhi bi tor conpound conpri ses a

geranyd@yseaien & -afehitor-famasyley sens( AEC QiR miogredtors NopcefylsS-trans,

ceuti.cal ‘ S I,
vans QLIS RSN SRR Bl NPT SR
mercaptCEManashigsitic Acid, $-FamédithioadticAcidNB-farnes Hidiereaptoblidsiyid acid, S-
or .hal ogen; R3 is a straight or branched chain alkyl
farnesythiqtyagele. 5 farngsylhiogalisiic and § ThS »iSyfmesyithipatesinigacid, 2-

. : ¢ . .
chloroc Pl playiRtenglic A4 Sty AAT R E TR B0 E'TS, 5
chlorotRT; Madhiord;F il S faimes Rimethyltheodajicylicdacidr el contpostidnis drereof.

according to claim2, wherein R2 is COOH 5. The
conposition according to claim2, wherein R3 is
farnesyl. 6. The conposition according to claim 2,

wrer ei Thd¥onhosii®hhitéordiRg tb Slafd@PHvhaefh ths al lBadtans 9§R%1|soprenyl-

7. The conposition according to claim2, wherein IS
protetrygitibitor crmpgundysHN-geetyngtfarnesyl-cysteine.

13.  The composition according to claim 1, wherein the at least one polyisoprenyl-
protein inhibitor compound is at least one of N-acetyl-S-farnesyl-cysteine and N-acetyl-S-

geranyl-geranylcysteine.

14,  The composition according to claim 1, wherein the topical composition is a

pharmaceutical composition.

15. The composition according to claim 1, wherein the topical composition is a

cosmetic composition.

16.  The composition according to claim 1, wherein the carrier is at least one agent
selected from the group consisting of a moisturizing agent, a pH adjusting agent, a deodorant

agent, a fragrance, a hair-conditioning agent, a chelating agent, a preservative, an emulsifier,
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R3 is farnesyl.8. The conposition according to claim
2, wherein R2 is COOH and the pharnaceutically
waemeprad e salts are salts selected fromthe BTDUS2005/020555

consisting of an alkali metal salt, an alkaline earth
metal salt, an ammonium salt and a substituted

a thicleR @'sHIﬁbﬁﬁhﬂg agdnt, APBnAAMBA Shkdnest, &¢ GRT- SRt tlcatdrdhtBnd a
1, wherein the at |east one polyi soprenyl protein

surfacfanhi bi t or conpound conpri ses a conpound of Fornula 2
WY-QZ or its pharnmaceutically acceptable salts and
esters thereof wherein Wis a farnesyl group a

g‘féﬁgg{rﬁ?g(?xg étg eﬁfi;p it gjtﬁg: :ﬁlétrlgf\y %refﬁ‘f ”e%%leﬂ % an'Srallarrier
selecte(ﬁfrom%e %r%ﬁp cm%rstm@ of aTﬁoutﬂ_\ﬂash S}rh& Gdd onr-ﬁl Jprwer ein

5, or 6 and are
car bons 10. The conpositi on accor d| ng to cI al m 1

th" rei hd 8 hgmﬁ,psmo%?ctcor%r}r% tB%Ila)ﬁlnSlqpcv%QPé Iptﬁlg ?e*.l%amef hasga pH from

i bi Tor "Cco
about‘ﬁ\:‘ta(alZomB.s'.t S pharmaceut i caI I y accept abI e saI ts and
esters thereof, wherein Wis a farnesyl group, a
geranylgeranyl group, a substituted farnesyl group or

§ ubs ghé H&rﬁgosgt%ﬂ&l)ﬁ%{gﬁ)é 2@ 1R hehd o a'i c%il}!mh?ﬂrer

he conposition o
compm\d@e raelemst he agdnt kdesttd Gom tho gyoup @pnasting of ;arfhtoerma—prowdmg

Compwﬂsg é‘%’?ﬁrﬁ%‘ﬁlgg gogll'%fn %rchicgmeglcaég{l gg H{é)rls?@lzte? &nd an an eglulmfer
N-acetyl - Sger anyl cystei ne, N-acetyl-S-farnesyl cysteine

(" AFC’ %_ also referred to as N-acetyl -S-trans,
t 2@ns- hq: g@*gpq)s,rtLorbgpgprém&to claim 1, wherein the carrier is a

eran eranyl cystei ne ("AGC'),
pharmécefg ?ﬁl s (ice‘% Blﬁ@%%% toet hanesul foni ¢ aci d,
S-farnesyl thi oacetic acid, S—far nesyl mer capt osucci ni c

acid, Sfarnesylthiotri azole, Sfar nesyl thiosalicylic
adld (° hﬂrsvrrlposelqnaqcra'e@w&tﬁ@bsrr}@@r Yhereticthg pharmacetically

accept%i?ﬂfe%ﬁ&eg s{@&eﬂl ek Cot{é%ﬁﬂ%m c acid,

ar nes Inic acid("FTN'), 5-fluoro-FTS, 5-

22.  The composition according to claim 21, wherein the delayed release carrier is
a carrier selected from the group consisting of a liposome, a microsponge, a microsphere and

a microcapsule.

23.  The composition according to claim 1, wherein the carrier is a cosmetically

acceptable carrier.

24.  The composition according to claim 1, further comprising an active ingredient.

25. The composition according to claim 24 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
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chl oro- FTS, 4-chl oro-FTS,

S-farnesyl -nethylthiosalicylic acid and conbi nati ons
wot2oes/20f03 12. The conposition according to cl &0mus2005/020555

wherein the at |east one polyisoprenylprotein

I nhi bi tor conmpound is N-acetyl-S-farnesyl-cysteine.

agent £8 anqyiletic 3P st ﬁﬁewﬂ%éﬁfé}?ﬁ%ﬂgﬂﬁ@w&gﬁphﬁ 110n Pidplantihe
B ORPARB BRI AEbFR BB Al GAERURR s,

anti-hibtagtied ydenSgotamynh,-a Ipemnany Ian ylﬁmdmik&uffh«gentﬁreann wrinkle agent, an
. ,gonposition accordjn 0 claim1l1, wherein the topical

anti-skig, %aghyt 386Rb §°15r°BW§rg“&§f8e%?1F%‘é§anc‘lﬁﬁ%§|°f“ﬂ%‘ﬁ agqnt dngadivpo-

. §|on according to claim1, wherein the topica
pigme 9%%03|t|on is a cosnetic conposition. 16. The

conposition according to claiml1, wherein the carrier

is at | east one agent selected fromthe group

si stdn nDISt in n a

g(g nt | ﬂle %Jé%%ogr 1o tacgoré nlg%o Cgi]ll’rg %g,r\‘g%ergmthe plddtCC%VE 1sga protective
agent ib@édedciﬂb}d ithd @oup GordGEiRE of an @chﬁh&ht RAeagditht ardll a dessicant.

preservative, an enulsifier,a thi ckener, a

sol ubi li zing agent, a peénetration enhancer, an

anti-irritant, a colorant and a surfactant. 17. The

CONMPOSThE AR UeBtaf 16 LRI A5, WRRALIR itf1EntG8E FitRacient.

is an oral carrier select rom’the group consisting

of a mout hwash, a rinse, and an oral spray. 18. The

conposi tion according to claim17, wherein the ora

i e has a Hfro t5t about 6..5...19. The .

%{I‘posf‘t Sbodsbyperorhe E" erat hﬁ‘%‘*m‘ﬂﬁ‘éer%%‘??‘e{‘%’ COB{{ pnis
selecteddrh e groiip besistiappr WeiaRlea UV @hsto-4e:, Ageikin ad 8ct ed

fromthe group consi sting of a fluorine-providing
1nﬂam§@mmlgg Hugn.sweet eni ng agent, a coloring agent, a

noi sturi zer, and an emrul sifer. 20. The conposition

according to claim1, wherein the carrier is a

p utica accen Ie car,

P eT i sl E RS T Flafif 28 o horsi it inMifumatory condition is
selectddTedmBeetbing addsikstiag ee@érahaties, Gond, ifsllichlfisd psatiaf@etulitis barbae,

rel ease carrier. 22. The conposition according to

chilblainsaritigrig, rms%.eﬁzem?epwa@;e@cmaéaé@t@awu@lcal intgrventions,
croderﬁﬁ{l{lé gﬂter%ﬁhtﬁfctaeg\véét%@lgeg& n?ﬂ)?do%ﬁnﬁfvgg ' ??ghéula Gnnulare

a m crosponge, crosphere”
centnfngmnpbmhstwlyadroﬁﬁ aﬁl’ imeecm bmnoml aniral b@txe;:mtmgng fir@atindéction, a
wherein the carrier.is a cgﬁnetlcal
yeast infection, a parasite, a viral infection, a vasodilation, a frauma, 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.

30. The composition according to claim 1, wherein the composition is in the form

of an emulsion.

31.  The composition according to claim 1, wherein the composition is in the form

of a gel suspension.
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acceptable carrier. 24. The conposition according to
claim1, further conprising an active ingredient. 25.
wdbmsammosi ti on according to clai m24 wher ei nP¢©S2005/020555
active ingredient is at |east one ingredient selected
fromthe group consisting of a protective agent, an
epp! | i BRd cordpbsttinldcBéteitg, to @Mairh M1 ivhafRin thd gkBduspélsivhii€ in a form
agent, a sun screening agent, a sun tanning agent, an
selectqsinﬁrmn itlet groum gsisting of amEIMeRa2 l04gB Pasken 2 RAVAYH, p el and a
agent, an antiprotozoal agent, an anti-acneagent, an
anesthetic agent, a steroidal anti-inflammtory agent,
a non-steroidal anti inflamatory agent, an
antipruritic agent, an anti-oxidant agent, a
chenot AasmpdWonposiflen for pRomatiid health$ biARTME satgjedi] incRding a
vitam n, a hornone, an anti -dandruff agent, an anti -
hmanFPWRP@n&gent an anti-skin atrophy agent, a

R S

amcaﬁdnng to claim25, wherein the protective is a
protective agent selected fromthe group consisting of
an adsorbent, a denulcent and a dessicant. 27. The
COLPOSThHY %?n}%éﬁ%ddc@&dﬁ% t& 'cPaﬁrH]332)aleré’iﬂ &St Medshéhe polyisoprenyl-
irritant 1s a rubefacient. . A conposition accordyl

proteint gnlub#émompownécanpritehe cempomﬂ ofdformohdi tion is
selected fromthe group consisting of winkles, W
phot o-agi ng, dry skin and an inflammatory condition.
29. The cpfpgsighon @gcq*ding to claim28, wherein the
i nfl ammat ory condltion is selected fromthe group

créam

consi sting of dermatj acne, folliculitis,
pseudofol liculitis barbae chiIbIains mliaria,
rosacea cze sori asi s, bacter] i nfections,

or its @GF‘@?CGH lcq?magp ¢ $Als and F%Eirélﬂi’l“é?(?fjt i s enteropat hi ca,

whereimeet ' s di sease, anyl oi dosis, hives, erythenma annul are
centrlfugun] bachet syndrone, an i nsect bite, an
lilsdkm I tB cerbomawmisng, a fungal infection, a yeast

is v§9 iR R D, Groc At miiRe KB eopReloger:

> is a@%ﬂalg@ﬂ@r BHa8@RE RhaiA RIAHYLIGR I dbdrLAshs 8Pa stPaipiiB#Beanched
per-reactivit condition, a cancer, a burn, a wound,

chain diwépfl@lt%ﬁ%\@hr ftc”!tQmS,uppur ativa, and cellulitus. 30.
dlng to claim1, wherein the

R* waggnagng?%%gﬁﬁﬁ?ﬁ&ﬁﬁ% formof an emul sion. 31. The
conposition according to claiml1, wherein the
conposition is in the formof a gel suspension.32. The
CYSTPOSThd MRRRRhGCOSEdING 16 LRIMBE, whdiehahdat 168t 66
suspension is in a formselected fromthe group

polyiseprarylawoteip hititer spmpenis comprises ¢ eempaundoftermela 2
powder, a gel and a

W-Y-Q-Z

or its pharmaceutically acceptable salts and esters thereof,
wherein W is a farnesyl group, a geranylgeranyl group, a substituted farnesyl group or a

substituted geranylgeranyl group; Y is:
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cream 33. A topical conposition for pronoting healthy
skin in a subject, including a human, conprising: at

wo easti2zzing pol yi soprenyl -protein inhibitor conpoDwd?2005/020555
and a carrier. 34. The conposition according to claim
33 wherein the at | east one polyisoprenylprotein
i nhi bitor conpound conprises a conpound of Fornula 1
R3-S-CH2-CH R 2 NH-CORL or its gharnmateutically
acceptable salts and esters theﬂbof ]Mherein RLis

al kyl of 1 to 3 Ear bol —a — R2STs =O0X, wherein X is
-OH, -OCH 3 -NH 2, - -N(R4) 2 or halogen; R3 is a
strai ght or branche chal aIkyI of 10 to 25 carbon

atons or a stralght o aln al kenyl of 10 to

25 carbon atons; R4 s an aIRyI pf 1 to 25 carbon
atons. 35. The COHDA&IIIOH accordlng to cl ai m 33,
wherein the at | east one polyi soprenyl -protein

i nhi bitor conpound conprisesla cﬁﬂpound of Formula 2
WY-QZ or its pharnaceytlcakly Icceptable salts and
esters thereof, wherei *Wis é farnesyl group, a

ger anyl geranyl group, a subs ed farnesyl group or
a substituted ger anyl ger anyl group, Yisi:ON-S-, -0,
wherei n n=| 3, 4, 5 or 6 and O

Whereln n—leﬁ 33r4e5,1°rt6)a%‘1 Gar-b&nare B, 6 HRONSoNpOsi ti on

according to claim33 wherein the at |east one
pol yi soprenyl protei n inhibitor conpound conprises a
c¥rpouTite efmpesitionl saacdding Ye Zlaom 3B twehepdin threeat éeabt @eel fojyisoprenyl-

acceg@able saI s and esters the%%p gﬂ;reln Wis a
proteiry AphiRidgy, COEH’GH% comprees Ay PYRPU At ERrOUR 3 a substitut ed
farnesyl group or a
W-Y-Z
or its pharmaceutically acceptable salts and esters thereof,

wherein W is a farnesyl group, a geranylgeranyl group, a substituted farnesyl group or a

substituted geranylgeranyl group; and Y is:

O
|§_ —|£e— or -—Se—

§ §

37. A topical composition comprising a botanical extract, wherein the botanical

extract comprises a polyisoprenyl-protein inhibitor compound.

38.  The topical composition of claim 37, wherein the composition further

comprises a carrier.
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substituted geranyl geranyl group; and Yis: ON, U

e, , , 37. Atopical conposition conprising a
whnmbsmee extract, wherein the botanical extrRECUS2005/020555

conprises a polyisoprenyl-protein inhibitor conmpound.

38. The topical conposition of claim37, wherein the

SONposA tapical fempdsitionclonpronzsimgdicalshyt ska 1nGDsubect.aptleding a
conposi.tion for pronoting healthy skin in a subject,

human; ¢OMRRRTEY 2 human, conprising: at | east one

Fh@iéé!stscﬁﬁrp%gMio:FPér@‘l-gfdﬂeih MiHibidrebmpotmiund; and a

carrier. 40. The topical conposition of claim 39,
veheareérn t he conposition further conprises a carrier. 4
1. A topical pharmaceutical conposition for treating
or preventing an epithelial condition in a subject,
iqoc] uditRgopichiloriposition beeldind B9 twisatineind cdnygos@ih further
conprising: at |east one polyisoprenyl-protein

comprisefg ¢A'X®+ conpound; and a carrier. 42. The topica
conposition according to claim4l, wherein the at
| east one polyisoprenyl-protein inhibitor conpound is
atlnew A xapiqil pharmadautical compriosdiondosteating ot prayerting asrepithelial

for treating or. preventing an itheljal condition. in
conditignan,ppulaet, MAHG AP oh irssd of Regrsat Bprepf robrisiil
t 40 8280 neGIMRSdptér i pratbin i SABikorQRMpBEhinapr enyl - prot ei n
i nhibitor conpound; and a carrier. 44. The topica
cospoeri tion according to claim43, where the at | east
one pol yi soprenyl-protein inhibitor conpound is a new
excipient. 45. A nethod of treating or preventing an
e, t hetlieabpicel @hedsitiondiddrding teelaiin At witaleiadhwpatilsishgne
_topically applying onto,a surface .of a mammal
polyisopienyramofgind e COmnoURd &f Re PRI phar naceut i cal |y
ef fective anobunt of a conposition conprising at |east
one pol yi soprenyl protein inhibitor conmpound and a
CAB. I | eA topical cosmetic composition for treating or preventing an epithelial

condition in a subject, including a human, in need of treatment thereof comprising:
at least one polyisoprenyl-protein inhibitor compound; and

a carrier.

44, The topical composition according to claim 43, where the at least one

polyisoprenyl-protein inhibitor compound is a new excipient.

45. A method of treating or preventing an epithelial-related condition, said method
comprising

topically applying onto a surface of a mammal, including a human, in need thereof a
pharmaceutically effective amount of a composition comprising at least one polyisoprenyl-

protein inhibitor compound and a carrier.

46. The method according to claim 45, wherein the carrier is at least one agent

selected from the group consisting essentially of a moisturizing agent, a pH adjusting agent, a
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46. The nethod according to claim45, wherein the
carrier is at |east one agent selected fromthe group
wemsisiong essentially of a noisturizing agemGT/as2b$/020555
adj usting agent, adeodorant agent, a thickener, a
sol ubi lizing agent, a penetration enhancer, an o
deodoramtagents a ttickener, a solubdizang aganid a aenatratin ealrncerd an anthgritant, a
nmet hod gccording to claim45, wherein the carrier of
colorantgad 8 SPHALMMY on i s an oral carrier selected fromthe
group consi sting of a nouthwash, a rinse, and an ora
spray. 48. The nethod according to claim47, wherein
the oral carrier has a pH fromabout 5 to ahqut 6.5. . .
49, THeherraethediacsordnglioaitth MR the GRFE & ?}“et‘iﬁ’é‘ll’&ﬁ‘élrm 18
carki ' I : i '
an oralg il 1o SGTREL S oo BASLUBT  AOKERATD S rHE oM oral spray.
conmpound, a sweetening agent, a coloring agent, a
noi sturi zer nd ap enulsifer. 50. The t hod
#eor dihegnetho P%OHEPI%EO gt &1 VN E:‘r?rc’rr%‘tcﬁn?% hgs a pH from
tically acceptable carrier. 51. The nethod
Mmutﬁ%%%@gfﬁg'to cl ai m 50, wherein the pharmaceutically
acceptable carrier is a delayed rel ease carrier. 52.

The hod accor di 0 ¢l aj wherein. tk
r‘&' eas ecrﬁ?tﬁf’(gflcciogfﬂgg £°acfl?1 ws?‘gl Eeé%(\,ghtf ?%lfllocr%h? %ec 954#’ gﬁ%dat least
one ing&eMiehtSeiddtbdFford tHel ROFOETsisEngbLd AsGiRgaoviding hgbphére
and a m crocapsule. 53. The nethod according to claim
sweetenBig aghels @ CRLoting 2gWMyRoBPIsiusEeT: and HEPMBISHY: i ses an
additional active ingredient. 54. The nethod accordi ng
to claimb53, wherein the active ingredient of the
C30TPOSTHe Methbd acdordieg &t clained s, vgreedin €t casidres & phlarfiagentically
the group consisting of a protective agent, an
acceptghlpP4Tight . an astringent, an irritant, a keratolytic
agent, a sun screening agent, a sun tanning agent, an
anti biotic agent, an antifungal agent, an antiviral
atlent , Termethbd peavirding & claigre ffd, wheneia the praonaceatjeaity, acggptable
. anesthetjc.agent, a steroidal anti-inflanmtory agent,
carriergs ﬁaﬁlaﬁdeﬁﬂlﬁagea‘far%ﬁt i -inflammatory agent, an
antipruritic agent, an anti-oxidant agent,
achenntherigeutic agent, an _anti-histam ne agent, a

V32 ani Fhe methed peneedingip elaim 5 bavherein theadedayed relgase carrieris a
. anti - W nt . .an ' ' t .
cric SRS B BB B PR i chopper an
microcapshi@ hypo- pi gnenting agent. 55. The net hod according
to any one of clains 45, 46, 51, 52 and 53, wherein
t he pol yi soprenyl-protein inhibitor conmpound is
N- acetyl f arnesyl - cyst ei ne. ) . i
53. he method according to claim 45, wherein the composition further comprises

an additional active ingredient.

54.  The method according to claim 53, wherein the active ingredient of the
composition 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 agent, an antipruritic agent, an anti-oxidant agent, a
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56. The nethod according to any of clainms 45, 46, 51,
52 and 53, wherein the polyisoprenyl-protein inhibitor
wemoposmes i s at | east one of N-acetyl farnesyl -RYIBUL0082020555

and acetyl - geranyl -geranyl cystei ne. 57. The net hod

according to claimb54, wherein the protective agent is
chemothetapetiticiagenty an thig-heptonine agers, asvitangnof hamoadsaw antipdanden ff

denul cent . and a dessi canf‘r. 58. T{1e niet hod accor di Q%értlo it
agent, g gRtvrinkle aghut an ANY-FEN ATPRRYAEENS, & SHICIOHIEAgEN o A FlcayliE agent,
a caus hhat zpﬁypto[;ﬁ?x‘nbﬂﬁlgoaf elf. eventing an

e

epithelial-related condition, said nethod conprising
topically applying onto a surface of a subject,

including a human, in need thereof a cosnetically

e§5f. eCt VG, ARBY R op(fin %oc el Eﬁﬂng@m@, 51 n% Al §3?@ﬁérein the
oné po ylsoprenﬁﬁ-pr el n 1 nhibitor Cdonpound and a
polyisdiréyil-@roteiGnhibiter cortpoadd adsacetyfgnesylcysieine59, wherein
the surface is a chronic wound. 6 1. The nethod of
claim59, wherein the at | east one
pol yi soprenyl -protein inhibitor conpound is sel ected
f9eom g GEASPaCRRRAS td 8 dTclaBink 35 NS 8| CI54RI 93¢ wherein the
N-acetyl - Sger anyl cysiei né, N-acetyl-S-farnesyl cysteine
polyisqprasEpyoteialislbiterf eommpeund is aideart enseafN-acstylfagnesyl-Cysteine and
¢ 1transjt-_farn S L-.L-cystei ne,
acely-gFTaeY %ﬁr@@-cﬁé “H5y1 ger anyl cyst ei ne ("AGEC'),
S-farnesyl -2- nercapt oet hanesul foni ¢ aci d,
S-farnesyl thioacetic acid, S-farnesyl mercaptosuccinic
acid, Sfarnesylthiogtriazole, S-farnesylthiosalic

ath-d (Themethod agqopding i 4lpiR 4 ohersin theqprpigetive agenty ils 'sSlected

Fom R e A ep IS ettr o s, 5.

chl oro- FTS, 4-chl oro-FTS,
S-famesyl -nethyl thiosalicylic acid and conbi nati ons

L oh SO LSS B R gl

conpound is N-acetyl-S-farnesyl cysteine. 63. The

nmet hod according to claimb59, wherein the at |east one

pW. yi shprasind ofitepatingof priey$siting an epiipdiaheelated genditheps said method
comprane of N-acetyl-S-farnesyl cysteine and

PIRY §cety| - Sger anyl - geranyl cysteine. 64. The net hod

aopiehllty Aeplying ohwi dvubfce ufesubjatt tifdudiag ahamahsinofeed thereof a

conposjition at |east one agent seLect?d froq%éhe roqp .
cosmetigailyj edteriiye FRount RHp SPORPOSOMHCAURRIRINE & I¢7sf Onf RSYIFpRyeny-protein

inhibitBP&porad 369453}, agent, a thickener, a solubilizing
agent, a penetration enhancer, an antiirritant, a

colorant and a surfactant. 65. The nethod according to
Céoe.“ m "the’ m\é\ﬁlg(ri gc':crc])r ilgge to Gaint § §, wof]:eréirl? e surRee {staI Sorti€ wound.

61. The method of claim 59, wherein the at least one polyisoprenyl-protein
inhibitor compound is selected from the group consisting of S-farnesylcysteine, N-acetyl-S-
geranylcysteine, N-acetyl-S-farnesylcysteine (“AFC”), also referred to as N-acetyl-S-trans,
trans-faresyl-L-cysteine, N-acetyl-S-geranylgeranylcysteine (“AGGC”), S-farnesyl-2-
mercaptoethanesulfonic acid, S-faresylthioacetic acid, S-farnesylmercaptosuccinic acid, S-

farnesylthiotriazole, S-farnesylthiosalicylic acid (“FTS”), S-famesylthiosuccinic acid, 2-
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an oral carrier selected fromthe group consisting of

a nout hwash, a rinse, and an oral spray. 66. The
woredosaeBiaxcordi ng to cl ai m 65, wherein the orabCTasI00£020555

has a pH from about 5 to about 6.5. 67. The nethod

according to claim65, wherein the oral carrier

chloroCf PRhds§BeniRSbehe&E hcid n@-fzirﬁ&’yﬁﬂh@rﬂ&otﬁﬁé SGACHTN D BLARS0-FTS, 5-
group consi sting of fluorfine-providing conpound a

chloroshiEs; tdechilorg- Fé@eﬁtfarrwswldh@thyhlgowlemc acad pwsl eanabinatéans thgrept.
an emul sifer. 68. The nmethod according to clai m59,
wherein the carrier is a pharnmaceutically acceptable

C6d." i €The B8thod RecorEhP Bsiciame 89 dVigeih gheatabdst ik ﬁ»dl@i@dslﬁbmyl-
the conposition further conprises an addition active

protein pgititer epmpqund iy Neacebtl fofmesrlsyd¢ing t o cl ai m 69,
wherein the additional active ingredient of the
conposition is at |east one ingredient sel ected from

(08, B BRSO B s B AR LA o Mg pens

proteiFfiiitor domPBurRiGE a€lRhdl @naIENtacet@l-SLtHrrIeélymyslt@ne’igﬁthacaﬂl S-
anti biotic agent, an antifungal agent, an antiviral

geranyhweranylcasieiagt | pr ot ozoal agent, an anti-acne agent, an

anesthetic agent, a steroidal anti-inflamuatory agent,

a non steroidal anti-inflammtory agent, an

antipruritic agent, an anti-oxidant agent, a

cée not Tiler mpthod iaccandieptq clam éﬁ,tvivhdnd:iattm:smmrag efithe camposition at

vi tam n rmope, an anti ruf.f _agent, an ..
teast ol BERS 1P REBIRAE Lrolf Affistregit ¢ oir iy aeflya bl adiusting
agent, %Qie@dl&ﬁﬁt%eﬁgﬁ MickeReS h @31061112¢h ﬁ‘tt a p@ne@ﬁb@ﬁ eRhaR8&N hn anti-

a hypo- pi gnenting agent . he net hod accordlng

Hnmnt@cokmmﬁﬁn@aswﬁéﬁenn t he protectlve agent is sel ected

fromthe group consisting of an adsorbent, a denul cent

and a dessi cant. 72. The met hod accordi ng to claim

7 re|n the ir rubef aci ent..

& noa bt mofarsnk BLHa sSelieh U Glbgratine Somposition i
an oral Qe REted FOMBR dréup @RGistiRes LPMmouthdiash, BN, dand an oral spray.

conprising topically applying onto a surface of

subj ect, including a human, in need thereof, a

phar u gQ%p . a

Cgérrp F?gl?eng %,(co%lflg %n <Lél\c/1§r(1) ﬁ Vi s erelg thei orgpg%quecij ﬁas %%H from
about 5 Bhatuut 6/5. conpound, and a carrler 74 The met hod

according to claim 73, wherein the surface is.an open

wound. 75. The nethod according to claim 73 wherein

LEF SURhAREmba a@tﬂ)r&iﬂ}; rt@@l'af.n?kis\b'ﬂefréﬁ?he oral carrier comprises at least

one ingredient selected from the group consisting of a fluorine-providing compound, a

sweetening agent, a coloring agent, a moisturizer, and an emulsifer.

68.  The method according to claim 59, wherein the carrier is a pharmaceutically

acceptable carrier.

69.  The method according to claim 59, wherein the composition further comprises

an additional active ingredient.
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76. The nethod according to claim73 wherein the
surface is a nmucosal nenbrane.77. A nethod of
w@emsntilng heal thy skin in a subject, includi NECEUS2005/020555
human, in need thereof, said nmethod conprising
topically applying onto a surface of a subject,
| 7. UdTRYmRtHBH MBébrdiRg @@@1@% 69 akheteiglthesddiyhaP BRKR NG Edient of
a conposition conpriSing: ] east one
the compbsitigmisra tﬂpstwongrcdnentrﬂqlebtedcﬁonm tim@mdconanﬁnaof a protective
thod C
agent, i ghiofeps, &8 s R ITER el EREG T Gechl 3T EdrerlpBEFnt 2 sun

tannin@ @E&Ht A htibivtielagemy AV antiMera@hgent, @ aditivirAG@entSaBantiprotozoal
nmucosal menbrane. 80. A nethod of pronoting health

agent, 9 japtijapneuagenh e encsthatiglagent nystarokahantiin{lammeaionyrgealp non-
) [
steroi G bt T G A b S BB Rl o
chemotloeneatit agamt,canmntll-lﬁstmglneaigelhteasttammea hormone, an anti-dandruff
pol yi.sopr enyl - prot ei.n_j nhi bj tor co und and .
agent, 33 Al afrinkde 3£oph an ARHAGH AHOBBY G & BIoET a0 Affepeing agen,
8o hAPE By 8 tal surface 82. The met hod
. Causallcc%r di ng t}(’)ﬁ c %ﬁ% 80é sﬁner ein the surface is a
mucosal menbrane. 83. The nethod according to claim
80, wherein the surface is selected fromthe group
coONsi st n f 42 bandage an
?fh i‘%(-% 191531&) gccordlngg? glgmg Zl “é}ée%%gigﬁ ]ST% ecH?‘%%&nt %Aéelgpied
from tB®Bidp SoMdsting 16 ¥h agsoalbedt epddmuldedit pad a/des@naﬁnyl protein
i nhi bitor conpound and a carrier.85. The nethod
according to claim84, wherein the at | east one
pol yi soprenyl protein inhibitor conpound conprises a
coyrpoutl QEtnGae rclE%'ré’in% t(R%an%l G2 ovkkteR e NehtddPRla beefat:&nt
pharmaceutical 'y accept abl € salts and esters thereof
wherein R1 is aIkyI of 1 to 3 carbon atons;

73. A method of promoting healthy skin in a subject, including a human in need |

thereof, said method comprising

topically applying onto a surface of a subject, including a human, in need thereof, a
pharmaceutically effective amount of a composition comprising:

at least one polyisoprenyl-protein inhibitor compound; and

a carrier.

74. The method according to claim 73, wherein the surface is an open wound.

75. . The method according to claim 73 wherein the surface is an epithelial surface.

76. The method according to claim 73 wherein the surface is a mucosal
membrane.
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R2 is -COX; wherein Xis -OH -0OCH3,- NH2, -NHR
4,-N(R4)2 or halogen; R3 is a straight or branched
webaisn2abkyl of 10 to 25 carbon atonms or a strpCDUB2005/020555
branched chain al kenyl of 10 to 25 carbon atonms; R4 is
an alkyl of 1 to 25 carbon atons. 86. The net hod
agcor dA Rgethdd & bbby heMhay 8kin ih B8uiibct! BRI ¥human, in need
ol yi soprenyl protein 1nhibitor conpound conprises a
thereogéwﬁ@amﬁoctﬁormrw a2 WY-QZ or its pharmaceutically
a?orp?cpatllg't‘)ilpglﬁ %pon%o leﬂ‘fag%; éélrﬂs Q&r ﬁl%fudmg.beﬁtﬁﬁﬁb\évco m%m&lly
effecufzamﬂeﬁrytlofgrc@mposinoxac@ﬂhsgmg ut ed ger anyl geranyl group;
Y is: c CTT wherein n=l, 2, 3, 4,
st lgpst @W@prenyl protein iphiBiter qogRgURdyAEns. 87. The
'?fi?ﬂgr according to claim84 wherein the at | east one
po ylsoprenylproteln i nhi bi tor conpound conprlses a
I
accep?ﬂgq eetélg (2%5 1 V¥lgg‘r§7 hvsél#e%%i ‘Pﬁ‘ejé%ﬁ%&e ?nhéilal surface.
farnesyl group, a geranyl geranyl group, a substituted
farnesyl group or a substituted geranyl geranyl group;
ON-S,-0 -%e-,:-S-,-S-, 88. nmet hod
Bor higmehod peording to Gl BT erin St g 1 ucosal
membf&REoni ¢ wound. The nethod of claim1, wherein the at
| east one pol yi soprenyl -protein inhibitor conpound is
sel ected fromthe group consisting of
S-farnesyl cystei ne, N-acetyl -S-geranyl cysteine,
NeC et YA methddofipeembiinshailthe sKih Al &50hject] moludafger humthrt i@ need
acetyl -S-trans, trans-farnesyl-Lcysteine,
thereoﬁsﬁéﬁﬁho%mﬁﬁﬂ geranyl cyst ei ne (" AGGC'),
StJ a'ﬂ? %)ltygl ¢ JTRS & SREReLhangeHl19REE % fhount of a composition
rnesy hi'oacetic acid, S-farnesyl mercaptosuccinic
comprmngd Sfarnesyl thiotri azol e, S-farnesylthiosalicylic

a "FTS, ccinic.aci,d, 2-
oot Loty AR ERIND b Shirua S
Zaéaaﬁa{esyl -thionicotinic acid("FTN'), 5-fluoro-FTS, 5-

81.  The method according to claim 80, wherein the surface is an epithelial surface.

82.  The method according to claim 80, wherein the surface is a mucosal
membrane.

83. The method according to claim 80, wherein the surface is selected from the

group consisting of a bandage and a transdermal patch.

84. A method of preparing a topical composition, the method comprising

admixing at least one polyisoprenyl-protein inhibitor compound and a carrier.
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chl oro- FTS, 4-chl oro-FTS,
S-farnesyl -nethylthiosalicylic acid and conbi nati ons
wo besaedio3 89. The net hod according to cl ai m 84pCWMuS2085/020555
the at | east one pol yi soprenyl protein inhibitor
conpound is N-acetyl-S-farnesyl-cysteine. 90. The

@3, hodTRCGeMhEN A8cok@ng kP 1BinB 84, WHREiR K 4tNést one polyisoprenyl-
pol yi soprenyl -protein inhibitor conmpound is at |east

proteiroimbibator perapesng| cogpigesreeypopad of Fernayla 1
N- acetyl - S- ger anyl ger anyl cyst ei ne.

RS- CH, CH—R?
|

NH-COR'
or its pharmaceutically acceptable salts and esters thereof
wherein |
R' is alkyl of 1 to 3 carbon atoms;
R?is —COX; wherein X is —OH, —OCH;3;, —NH,, —NHR*, —N(R*), or halogen;
R? is a straight or branched chain alkyl of 10 to 25 carbon atoms or a straight or branched
chain alkenyl of 10 to 25 carbon atoms;

R*is an alkyl of 1 to 25 carbon atoms.

86.  The method according to claim 84, wherein the at least one polyisoprenyl-
protein inhibitor compound comprises a compound of Formula 2
W-Y-Q-Z
or its pharmaceutically acceptable salts and esters thereof,
wherein W is a farmesyl group, a geranylgeranyl group, a substituted farnesyl group or a

substituted geranylgeranyl group; Y is:

@) @) 0]
—lé—, —lge—, or —”Se—;

§

Q is E]...én

whereinn=1,2,3,4,5,or6and C, ... C, are 1 to 6 carbons.

Page 54 of 56



WO 2005/123103 PCT/US2005/020555

87. The method according to claim 84 wherein the at least one polyisoprenyl-

protein inhibitor compound comprises a compound of Formula 3
W-Y-Z
or its pharmaceutically acceptable salts and esters thereof,

wherein W is a farnesyl group, a geranylgeranyl group, a substituted farmesyl group or a

substituted geranylgeranyl group; and Y is:

[N
—S—, —0—, —Se—, —8—, —8—,
l | O
ﬁ— —ge— or —§e~
88.  The method according to claim 84, wherein the surface is a chronic wound.

The method of claim 1, wherein the at least one polyisoprenyl-protein inhibitor compound is
selected from the group consisting of S-farnesylcysteine, N-acetyl-S-geranylcysteine, N-
acetyl-S-farnesylcysteine (“AFC”), also referred to as N-acetyl-S-trans, trans-farnesyl-L-
cysteine, N-acetyl-S-geranylgeranylcysteine (“AGGC”), S-farnesyl-2-
mercaptoethanesulfonic acid, S-farnesylthioacetic acid, S-fammesylmercaptosuccinic acid, S-
farnesylthiotriazole, S-farnesylthiosalicylic acid (“FTS”), S-famesylthiosuccinic acid, 2-
chloro-5-farnesylaminobenzoic acid, 2-farnesyl-thionicotinic acid(“FTN”), 5-fluoro-FTS, 5- .

chloro-FTS, 4-chloro-FTS, S-farnesyl-methylthiosalicylic acid and combinations thereof.

89.  The method according to claim 84, wherein the at least one polyisoprenyl-

protein inhibitor compound is N-acetyl-S-farnesyl-cysteine.

90.  The method according to claim 84, wherein the polyisoprenyl-protein inhibitor
compound is at least one of N-acetyl-S-faresylcysteine and N-acetyl-S-geranyl-

geranylcysteine.
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