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COOLI NG TOPI CAL PATCH PREPARATI ON CROSS- REFERENCE TO
RELATED APPLI CATI ONS Pursuant to 35 U.S.C. 119 (e),

wWo bios/0a3gpt i cation clains priority to the fili npCTHES®0®045835

the United States Provisional Patent Application
Serial No. 60/641 ,482 filed January 4 , 2005, the

di scl osure of which is herein incorporated by

ref erence. g BRI on
Ti ssue |ananﬁgﬁﬁ%ﬁnégﬁ?ﬁgﬂgégﬁrpgk In erconnected
physi ol ogi cal events. Inflammation of the skin, which
is associated with tissue damage, can result from

s ?“O(]R@S%ORQ?ER%E TRS REQZ6ED ARFRICATIONS
seborrheic rmatitis, contact dermatitis, allergic

der nBursuant te 3. U SnEl @ﬁﬁﬁt(ebrthlssamullsailcasslatrnaipﬁarnw torthe filing

dgig ot IRRE SIS Erovislanaohint Afticdtsh SR Bdje41.482 fied
Jﬂhﬁﬁ? 4,310089 the 8is6loslifef bRAWHRHII® Refin #ROBSGratdd by réfeRshce.
the muscles, tendons, bursa, and joints, which is

associ at ed vvlth ti ssue damage, can result from

physi cal trauma, e.g. Spfi@t@@ !m‘@ms cont usi ons,
strenuous exercise, etc tion may resul t
Badkdousdtafshe Iigwshtioht | S, and nuscl e soreness.
I'nfTanmation 1's al so associated with ti ssue damage

r esullisshg inflammeasioads the refular defesconagetpdarh WPglcatevents
hgff bﬂgﬁ‘ Reki % ndwﬁﬁ,ﬁqg bSsodHEy i e{ﬁk&m}é{‘ﬁé@ggﬁg?a% result from

om changés assocl a
vaﬂomt;lanaiisdsrdbts suclﬁmtmmappsona‘sisalsa’abi‘rbelcme&matltls contact

d%aéét?t&”%mé%? RermAtiiss lonetammation i alspamsociod el Esue
ganﬁqgefr&f] @ﬁol@f oﬁﬂembnbﬁﬂhg ”éﬁéék ngﬁﬁélnmlc?&

arerm|ato l'anmmation, I.e., these materials
oegmksrnannhseoit lpites, fsyngs;@te\,leﬂammatlomofld@e\wler stroctuines, the muscles,

o neSEP Sm@l@bgc@ F\)ﬁﬁ]é}{%nrﬁgﬁ%ec%tggq gqxtg:ﬂgﬁS% fng%z]ggee Z&n result from

p‘ﬁyﬁbﬁlstrauma, e.g. sprains, strains, contusions, strenuous exercise, etc. Such

inflammation may result in bursitis, tendinitis, and muscle soreness. Inflammation is
also associated with tissue damage resulting from metabolic disorders, such as
gout, or from immunologic disorders, such as rheumatoid arthritis, or from changes
associated with aging, such as osteoarthritis.

Symptoms of inflammation are erythema (redness), edema (swelling), heat,
pain, and loss of function. The immediate consequence of tissue damage is the
release of certain chemical agents which are mediators of inflammation, i.e., these
materials evoke and intensify the events which result in the redness, swelling, pain
and heat. Examples of these chemical agents are histamine, seratonin and the
kinins.

Today, various topical patch formulations are employed to relieve pains such
a stiff shoulder, back pain, inflammation, and so on. General active ingredients of
these topical patch preparations are menthol, camphor and mint oil as a cooling
effect counterirritant. However, a problem with these cooling agents is their strong
odor, which can be found offensive.



10

15

20

25

30

Today, various topical patch fornul ations are enpl oyed
to relieve pains such a stiff shoul der, back pain,
WO pdobanmat i on, and so on. General active ingrePtEOSR0D045835
these topical patch preparations are nenthol, canphor
and mnt oil as a_cooling effect counterlrrltan
HoweAesordingly: iareds aicomtinHed dnteesst F"rﬁje%@ﬁﬂ the deyajepment of new

toﬁ%ﬁp%lﬂgoé oﬁrﬁ%ﬁ%c’%ﬂ{bﬁ‘?gpé@wger e Vt?eﬁccﬁguﬂb&gﬂ&ﬁenng from
thdavelverorditionk. new t opi cal cooling agent conposi tions
that could efficiently treat a subject suffering from
t he above conditions. Relevant Literature United
Ré&%@ 5@%@% No. 4, 296, 255; 4, 296, 093; 4, 230, 688;
193, 936 4,153, 679 4, 150, 052 4,070, 496,
4, O‘/L(IhltBtDStateﬁ)G’@teﬁﬁNo 44 2%255181 29(:‘; 083|, 4LQ90 688 4 226 988;

4103830345358, 9. 180,05 8/ 0AE 45GHE 1206095 4959118

4, 035 1@@84%%% o 3&@32@%1 G, @21041§§85 2560502 4 489 4§57§973 410;
455°080;" 6, 656, 456; 6,821 ,507;. 6,740, 3

6 36'697436592 834157958596 1185, ?8@ 98236359, ‘65871392%5 88 5 ,608,119;

o KBTS 455 RBb: SBaa a0 6 Rr SRR S BT N ASY 80

6, T@@ 408l arieps V"IQFU%FQIa@‘ah@@é Rdiant NOE04059a 7agd AvhiggisStates Patent
ysi ol 3?I cal coo agent, and nethods for using the
AB@IW@“@'B 20048887 97the subj ect topical patch
preparati ons are made up of an adhesive gel
conposition that is present on a support, where the
adhesi ve gel com@IMMARYQF TdHS INVIENGHON ess

h ol ogi cal I t | ubl )
Selys' S ipaeh peE s dars (Al PAGa B £U0 R BTKSo 1ogiEal cooling
%éh? &s'#or F&@hg;fthe %Fé Efb‘indéd“ qﬁe%gé&t tBgit&lpatch

epara |ons are a to a skin surface

prepbjations and nadetohad asthesive galtcomplositijopl thahisi presériron a
suffi I:%ent f. r an,effe

sqnp@rtaw%&a%ﬁheeege oSV 5l Bnbar TR P She e e ysBlogical
odY ﬁ%?gﬁggrfﬂ/ag& -ddiblE WaiyREr gdinatetlirRca walkendldPg agent. In
using the subject topical patch preparations, the topical patch preparations are
applied to a skin surface of a subject and maintained at the site of application for a
period of time sufficient for an effective amount of the an odorless physiological
cooling agent to be administered to the subject. The subject invention finds use in a

variety of applications.

BRIEF DESCRIPTION OF THE FIGURES

Fig. 1 provides a cross-sectional view of a topical patch preparation

according to an embodiment of the invention.
Figs. 2 and 3 provide schematic representations of the manufacturing

process for topical patch preparations according to an embodiment of the invention.

LS
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vari ety of applications. BRI EF DESCRI PTI ON OF THE
FIGURES Fig. 1 provides a cross-sectional view of a

WO obo2d76pat ch preparati on accordi ng to an enbPdi/D82005/045835
of the invention. Figs. 2 and 3 provide schematic

representations of the manufacturin rocess for

t opi cal patch prepawwggﬁﬂ an enbodi ment

of I [ ; : i

or oS AP HAER pREhTad dhs i coriET A R e FcRBAE cooling
agérftohhd enetpeds forasthgrticheataefane pusiided.t Tree sabjecttopical patch
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sutibrf v hS aghEilE delpRibBSiioKindifites BEPOdolcsabhysiological
coolmigeaigeatt) a laterpsulyinlerpalyiner gat, watemahchamter holdingi agent. In

US'BS gﬁ%ﬁaheeﬁivp?& Qa‘fcgé[grb Pt op rﬁa{gﬁﬁ.}aippmprgpgratmns are
apﬁ\%‘a ﬂ?‘aéjsklﬂ s%rf%é Iof %%Jb’j‘é& é?fd ﬁaﬁﬁ&hé@tat%ﬁ@sﬁ@bﬂémn&‘ﬁon fora

e site of application for a period of tine
pemd bf tiinergufficientfar an fefiective amavnhof tie am @daﬂesﬁdmyse@lgglcal

oo hEu 58 SR NSRS AT I voo

Vaﬁgtngbbﬁ@éﬂdhgs Before the present invention is
further described, it is to be understood that this

i nvention is not | | mted to particul ar enbodi nents

descri bed, as such may, of course, vary. It is also to

be understood that the term nol ogy used herein is for

t he Bptdrgake pedsete irnianbionds fatherdelsaribedtibidi todet tnderstpod that

ookt oo ot B9, B o,
co@r@@eogﬁddfls‘%l@? %‘%%rnﬁe?st 8995t %e ¥ éﬁrﬂﬁélopz lBétQ\gie?ﬁg'is for the

ers eac i ntervening va
putpeselofdesthibing partiaflat @mbodimeentt iomilyt, ama ieswt irflended to be

i, SHeer e shpbe B T presenhiueaer il BolaRofly HR%E

appended claims.

Where a range of values is provided, it is understood that each intervening
value, to the tenth of the unit of the lower limit unless the context clearly dictates
otherwise, between the upper and lower limit of that range and any other stated or
intervening value in that stated range, is encompassed within the invention. The
upper and lower limits of these smaller ranges may independently be included in the
smaller ranges and are also encompassed within the invention, subject to any
specifically excluded limit in the stated range. Where the stated range includes one
or both of the limits, ranges excluding either or both of those included limits are also

included in the invention.

Methods recited herein may be carried out in any order of the recited events

which is logically possible, as well as the recited order of events.
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intervening value in that stated range, is enconpassed
wWithin the invention. The upper and lower |imts of

wo b@so7¥eml | er ranges nay i ndependently be i ncPam®s2005045835
the smal |l er ranges and are al so enconpassed within the
i nvention, subject to anﬁ specifically excluded

( . limt
i n tWdess definpd alhgewisgna éeqméc%@ﬁ?e“&'@r&iﬁ'ﬁéeﬁ“?&Hﬁ‘la‘gberem have
| |~ i i ik
@3 reghRott Loy piveisBRLSy BiE OfSriiafy Pk g art o
whicly ¢hig iirventide bietorgy st etliticeghrememetieds ard owteriads sooilar or
eq:yn $ ﬁéfﬂ?&{e i c%rr@grl@eé:{lgfrfcg&qe%/lggt% H\/\%&: &t‘hg plrggﬁc%aclnrl tbésting of
thég)?égént it e%ﬁén%fe'ﬁ%%rﬁédqﬁ{em&% aid IndteRA8If@hof described.
scientific terns use erel n have the sanme neani ng as
comonl y understood by one of ordinary skill in the

et HERUBlcE s EiergPE T era A P (RIPR AE o BYglegence to
distgSse hRE deb&i thelmBtiddiCariFolusteridls i 8ofiedtibh amttPWhich the
testing of the present invention, the preferred

publicaitens aecitedt eri al s are now described. All
publ i cations nmentioned herein are incorporated herein
by reference to disclose and descri be the nethods

and/|pmudBbe hotddsthal ag azeadidrein aWd in theiappehtied claims, the singular
publications are cited. It nust be noted that as used

formas ea'n “athdane “thie inghyiia plirl detarants ylesstheRaniexticpany dictates

"at . "an” " v : £ | :
otuise s (e RS (1 Eh¢ BBl il pE B T ol Sy opional
elerabatl Abatch Haiscdtatommemtdy intendeditd serveasantboedertrbasis for use of
opti onal el enment. As §u(ﬁh, Jhis st tenﬂgt .i's_intended
suc exefupieate Aol ant SBaY SOl apdnefike it FornRaligs; With the
re&iBAtBG! Q9 él%n";érﬁé,eéryus"e oo tkgaRiNe” fifatibke 1N
connection wth the recitation of claimelenents, or
use of a "negative" limtation. The publications
di scyssed herein are proyided solely for their, . .
i ol saiealives dfstsRet Refo g™ ae e abpb thgis disclosure
pridR G ks iR datbiifthe présdriiappiicatioh. IRoHME héreaflisa® construed
adm ssion that the present invention is not entitled
astan admiskierethal e praseant investionjs 0ot eniitlesk toantedate such

pljbrlll\égf%ri\ 8{) '\/irtll:.llérct)ffb%'{dr iﬁ\;]e%tl%%t. %rﬁ'ferf)ﬂ"nkél &&gg io?BuI?lfc%\fiioﬂ%ﬂovided
may be different from the actual publication dates which may need to be

independently confirmed.
ToPICAL PATCH PREPARATIONS

As summarized above, the subject invention is directed to topical patch
preparations of an odorless physiological cooling agent. The topical patch
preparations of the subject invention are characterized by having an effective
amount of the odorless physiological cooling agent present in a gel adhesive base.
Figure 1 provides a representation of a topical patch preparation described
according to the subject invention. As can be seen in Figure 1, this representative
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may be different fromthe actual publication dates
whi ch may need to be independently confirmed. TOPI CAL
WE20GIRREPARATI ONS As summari zed above, the sub{BUS2005/045835
invention is directed to topical patch preparations of
an odorl ess physiol ogi cal cooling agent. The topi cal
topigakpatph epeparetiond Ogrontaias a.ag @dnesivedasest? aresent on a support
e 13 the
RS ColohBino Bl SLTbbbtf eBUtel, e
adheﬁ'ievﬁllﬁﬂ‘@sn,@ mﬂeewﬂuchrsenveksas the mlanasgﬂtayér cmrr[édaup of the
ical patch p repar ation described accordi to‘FﬁE he
Odélﬁ %@hwlﬁl%*ﬁql&ﬁo ing agant that isquRSeRt 'lfh%@r’élP gSO'Y gror
Y ch,p
YA ES LA 50 e by PLEDSRUN A B freartn
agelrreﬁmt mh@n nnenta&:te@ vmtbvskdeef:a sbbject, imgadaiecoaliagaidnsation or

or e i o ek anasons 5 o pab A f el ey
"o88ALdNGs AREIM: thatthe (0toP bEfHRYAg érﬁ is %ﬁ pun%'eﬁﬁﬂiéfﬂ‘ﬂ\e‘ &or of
or dispersed in, and adheS|ve gel base %

méptingsi ol ogi cal cool [ ng agent is rreant an agent that,
Whe SK+1 ’ I ||pa| tb A

cool|i ﬁgegéﬁ%ljﬁ?@ﬁ qQr effge(scpgfgrp]e subj ect, in a
maner —a us—t f Nt hol . By
"odorl ess n|(P'g&meant Wgﬁ@ﬁ@'p@ggra, %ﬁ% %gagggnt Is less
pungent thanNShg oddys arf almeoktivalorless

WS- 3: (I\‘!. Et hvl - - mepnt hane-3-carboxam rle)

Qllinm
LR A =4

M I llenni um W@ﬁ%al As an aimost odorless

WS- 237254 EL atyram deJ,

suppl ygée%c)?/)?%l}‘ﬂ enni Fa%ntgﬁjﬁﬂritgﬁf B%IZSCOI at

M.: (-)-Menthyl | actlate, supplyed by Haarmann & Rei ner
) | nvsernli-&thyl-prizathanedtaboxamilel; copplyed bai@iatniirs Caamical

?ﬁ)éﬁ}d% 23 sg&owefftnfnﬁmplﬁﬁtﬁghﬁi%} !Eﬁ;ﬂ% &) M%\IMH Themical

Frescolat ML (-)-Menthyl lactate, supplyed by Haarmann & Reimer)

In certain embodiments, the cooling agent is an acyclic amide, where

representative acyclic amids include compounds of the formula:

R1

Rz

where

R¢, Rz and R3 are each C; -Cs alkyl and together provide a total of at least 3,,
such as from about 3-10, including from about 5-10, carbon atoms; and R' is C1 -Cs
alkyl, C4 -Cg hydroxyalkyl or alkylcarboxyalkyl of up to 8 carbon atoms. In this group
R1 is in representative embodiments, methyl, ethyl or n-propyl and one or both of R
and Rs is branched in an alpha or beta position relative to the carbon atom marked

(*).In representative embodiments, the cooling agent is N,2,3-trimethyl-w-
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where Ri, R2 and R3 are each G -C5 al kyl and together

provide a total of at |least 3,, such as from about
w@2®06/07376t | udi ng from about 5-10, carbon at onsPCEHIO#2005/045835

Rlis G -C5 alkyl, G -Cs hydroxyal kyl or

al kyl carboxyal kyl of up to 8 carbon atons. In this

isqprepyibwamide i(alsp knonsicar VS8 Hrm@tbvlﬂﬁﬁ@@pyh’eumlmlde

ropyl and one or both of Rand R3 is
C‘ﬁé]‘ﬁ ﬁl§ds-?45)an al pha or beta position relative to the

car lrpe o cfﬁihb@%ds*éad be pegd eeNisitg any eohodhisahpsotocol,
t he cool i ng agent

where represe IM§|mw0§eh§r%sﬁQ§Gflaﬁ¢ dfe U R Baferh Blfn 4:496.255.

V\B_ .
L5 Elheh CHTEL MG BAEARN PO ol b s o et incuce
butare roiningited td: IlpatucxhggdéanmhmyelrmmnitmﬂahWSé(Millennium
rotoc 255
Chamenx as euaIGA Uaareer Rgener drareripau (it & Reimer),
Phﬁ?%ﬁaf%g?fsa%@ﬁ %ﬁ%cﬂ’ﬁféﬁé‘%ﬁgo?tﬂbg ﬁ:feo%hﬁg%dérﬁ‘m?ﬂaﬁé%ago) and the
lik\&- 3(M | | enni um Cheni cal ), Fl escol at MGA( Haar man &

VDO BE AR auRC e odtss sobielcdl R0IRE Rhert that isprseRt in the
ad?a@éﬁé BE8R i is aﬁ %n‘icﬂﬁht |s'u¥‘fﬁ:1en'f|16 afNiBter @b a0sljéétseh effective
ysi ol ogi cal cool i ng bemgent hat is present "B the

ph
ameling of the gaentuBen appled tmaskin surfacecafdhe subject, as described in

B A T

codbnglagéent phééehﬂm%é@idﬁésﬂetg%l |babé|ram;esl ﬂonwb'out 0.1t0 15.0 %
enbodi nents, the anount of odorless physi ol

(wbwoﬁqn@ewg@ﬁtfrqm abekt 0501100 o1 i)y BUCHERS g’g‘éagﬁHTglaQ t0 8.0 %
e e N NN

(w Wheaertthésmlé oeli ba;seftha’_mnahm:as the Ggent, Astdesctived)abovkeis made
RSV IR CHRIO 010 TTORRHAT RS G sUGRIpa7E. S0 6h PBCa Whter-retaining
=L 35BS RS Mot rayfyher e
coadiesi, esg.gah drgaricreagolvent. eachi ofthegiecamponents is now described
separately in greater detail.

Water-soluble high molecular weight substances of interest include water-
soluble polymers, where polymers of interest include, but are not limited to: gelatin,
starch, agar, mannan, alginic acid, polyacrylic acid, sodium polyacrylate, dextrin,
methylcellulose, sodium methylcellulose, hydroxypropylceliulose, sodium
carboxymethylcellulose, cellulose gum, carboxyvinyl polymer, polyvinyl alcohol,
polyvinylpyrrolidone, Arabia gum, acacia, tragacanth gum, karaya gum, and starch
acrylate copolymer or other starch sodium acrylate graft copolymers. Metallic salts
of these, as well as the products of cross-linking these by means of organic or
inorganic cross-linking agents, are also of interest. These water-soluble polymers
can be used to bring out the properties and characteristics of the other starting
materials used in the adhesive gel composition, and in practice can be used alone

or in combinations of 2 or more. The amount of water soluble high molecular weight
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cosolvent, e.g., an organic cosolvent. Each of these
conponents i s now described separately in greater
W(ale(toa,i017376‘X/\At er-sol ubl e hi gh nol ecul ar wei ght SPOFUSIV0®845835
i nterest include watersol uble polyners, where
oI ynmers of interest include, but are not limted t
sugsuaapefs) pseserdhin theyadhestue gghba%q @qam@r@ll)géar@ges from about 0.5to

OBl B It A2 B A PoLY) 2 o S

hydwnwaﬁwbﬁeémelhm@term bmenmmw“tﬂra/meéﬁ cdngsenent, of
cel l ul ose car box

intaress Ree dlﬁéﬁeglwai@n wp%g%ame W&t%qu’rat @d%%e a)ém ig preferred in
m%rg}g 936 RAIHeRLBr A5 J@Cgﬁ%nﬁ‘&g THeP4h uﬁP&Wthe‘? present in the gel

ymer or ot her “St'arch sodium acrylate
adhegmbyﬁeuﬁlc@vﬁtt@Mpmslm tlesioéd physieal patepemlels tadhe pel adhesive,

anflig g%'?ﬁs’\teo{f@%@e'fn ol tis Beyonias keiptisizach e of it 16 hereby
|m§ Sh &Fne%%lll gﬁﬁét)‘é‘ﬁdr?of:é’&lv@% )t\ﬁh@rre' A8 P8éunt of

pro erties aracteristics t eot er
wateranntthagge‘mbmpoaltlsnwteraily tangeadioss abouty@0 to 80%, such as from

d in practice can be used alone or in
ab%ﬂ%&?ﬁ%%ﬁ’f&‘”&‘fr} 2 or nore. The anbunt of water soluble
hi gh'H’éDJVSféﬂlréfalmﬁg %@bﬁﬂ@ﬁ%f@rﬂ{o‘}dmgra@%ﬁﬂbf tHe élﬁ‘tﬁect adheswe gel

adhesi ve gel. base generally ranges from about O.
copposdintis Iaanfyragﬁnat s capat@legz]’) a%e@m q{@mmwhlmg;tr@q\‘platlllzatlon of

agg%%rﬂéfﬂnetd W%E? ﬁfiﬁ?%lg? egg‘f gggﬁg §§ ?%ﬁQEIW?tg?ng]tent in the adhesive

gel Bas& X haintaingdtfllesyt o figbdtakially\wonstantsif poeterstant, level during
many enbodi nents of the subject invention, The anount

steyRgReanek ugs @fsfélﬁtprenarta’élengQneaarﬁegrev\@ateg-rstmme@Qﬁntst may be
erﬁa@ﬁgéé irf {F\% Qgﬁ%étecg ove&ﬁh (ﬁe&%ﬁé éﬁl%ub?oﬁ%}]or n;t/alrcx)lpg agent

pré&saretin Ithé adhéaye lgebtbasdﬂmagMangecﬁromn abeb’y1 tod 08, esucheas from

bi |
aboib T8 40 69¢% by Steibiar Exhmaies gbruBBlayadtetr Bl holding
SRR By SRty B2 ohels b ch ek 3pbfpyarc o
suggenor alcohbls, sudlh as glyaehossembitgk prqmﬂmg gtwcohgiletbylang glycol,

1 @&u&l@ﬁ? ghﬁog@(@)ﬁﬁylgngfglféollgna ﬁweqlke nishing the

In addition, the subject gel base compositions may also include a cosolvent,
where the cosolvent is generally an organic cosolvent. Examples of cosolvents of
interest include, but are not limited to: n-methyl-2-pyrrolidone, deet, ethyl alcohol,
methyl alcohol, polyethylene glycol (e.g., low molecular weight polyethylene glycol,
such as PEG 600 or lower, e.g., 500, 400, 300, 200, 100 etc and blends) thereof,
and isopropyl myristate, etc.The cosolvent may be made up of a simple component
or be incombination of two or more components.

Furthermore, in addition to the aforementioned ingredients, various additives
that are used in ordinary topical water-soluble patch preparations may also be
suitably compounded as needed, including inorganic substances such as kaolin,
bentonite, and titanium dioxide; preservatives such as paraben; anionic, cationic,

and nonionic surfactants; metallic aluminum crosslinking agents such as aluminum
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wat er contained in the adhesive gel base so that the

wat er content in the adhesive gel base is maintained
W@Roob®2¥67 a substantially constant, if not conBCEHOBE2005/045835

| evel during storage and use of the preparation. One

or nore water-retaini naﬁagents may be enployed in the

chletite edriect aluprigumi ygoxi «eb anddiByenexyakyminim amlnoacetate oils

sudEAE LB L8R ROERSMS okl e B 98| g
sudhPadBralieyacieitghric Em!mahe?dn@épmpahakdnanwaaleoholetsach|asgethanol;
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| d
oSG eRR NG A0ATT B4 BTN G AC 2l 6 Ry geh PRI SrSa, and other
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gl yThé pHaofithetdel bese og:hymﬂltlonatyplcahye id oRe thdtdies in a
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to 20 908@55%0%’%96&{@4‘@ tofx@npl es of cosol vents of

I'nterest include, but are not limted to:
n- nAshyéHmarmﬁrabﬂwedMadheﬁve get ¢gmpasition sontairing fine one or

bR o L5 i bRl AP T suppor s
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so8iss TRRRRL RER Tl TR yaldP B i Ry B o

polyeftiyléne giydbitarepHtiemateafiinyaiobivirsd chidrielepfimg bthylene-vmyl acetate
pr epar ati ons al s be suitably conpounded as
COP\@'EG@M‘WﬂMMWQﬁ@H%@'FQ&ﬁH% thg ik8t ances such as kaol i n,

be”hgaaaﬁon 38 the é&l"gt—g% \Véngg\ %ﬂ&smd?ﬁ %ﬁ@rtﬁétsh}ﬂﬁértﬁr&fé? % subject

ani oni noni oni ¢ suffactants;
topiﬁlqidtd:hesainamaﬂﬂmmcmissa mikasagﬂlag d¢6tan thecdurtace of the gel layer

opapHIRIMSGARII (ahkPHy T L o @cion b5 Ui ot Talé) tordihe
enﬁ?&nrﬁ@ﬂt ef‘?‘r%ﬁ%fea%?'g‘rlmﬁf\ﬁ&t%e‘ GffRhferit ¥hdteial, E}H—éﬂa pH

regul ators such I'C ac , tartaric acid, and
reptesentatiop selebserfiines irmludshpolyesiatsh such asrﬁﬁ?&or Ribiandthe like.

ot A B G S BB BB B Bl Ppage. Ceneraty
the?8841k8 ;package is fabricated from a packaging material that includes a layer
made out of a material capable of preventing passage of moisture, oxygen and
other agents, i.e., the package includes in a moisture/oxygen barrier material. Any
suitable barrier material may be employed, where barrier materials of interest
include metallic layers, e.g., aluminum, where in many embodiments, the barrier
layer is an aluminum layer. This barrier layer has a thickness sufficient to provide for
the barrier function, where the thickness typically ranges from about 5 to 15, usually
from about 6 to 10 pm. In many embodiments, the package is a laminate of the
barrier layer in combination with one or more additional layers, e.g., polymeric
layers, paper layers, etc. A representative aluminum containing package that may
be used with the subject patch preparations is sold by Dainippon Printing Co., Ltd.
(Kyoto, Japan).
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The pH of the gel base conposition typically is one
that lies in a physiologically acceptable range, where

wo b@op76ypi cal |y may range from about 4.0 to FCOUSEO&MSE3S
as fromabout 4.0 to 6.0. As nentioned above, the
adhesi ve gel conposition containing the one or nore

act iThe tppigakprishtrseparations sy be faleicated gsing anymasvenient

i ng. i Al ) .
o el Gy BT OB BRI o s s
prépaHHEd hebidhugienpasidythnghi thelunifesm rhixingeafathiplaforementioned
ot R e i AL o RREIS cutng o v
BTPRAGIR Sy A Boeuplnestsler o
preparatignEThd idsuitanblopiva phteheprephrationri théreheaksealed, typically
SCERTENT RGN T R
lay? ChYHEs GibeR {d biaiHane oy fopidapatcd. Edea Bfire detailed
l'a t%ﬂ’?ﬁ for

yer opposi e backing that provides
depcriptért oftthe dabridatiogeprotanpt sekrldi®. tRatentNDr 282€ 529, theedisclosure

rel fil b i ent terial, wh
of WRIFTLE s VEOParsd PYTETGIE Sl ude pol yesters, such
as H’IEE, r@bre%@nté}%,fbbﬁcétidﬁeprgtdbd[&hé ERQcERttRe préwent

patch is present in a seale . Generally, the

in\@ﬁmiloeds plmd;@gd bylsusiagrai roxeetp Eﬁ%ﬁim@@e@mwmw
. that '
B8 st Ao TR Bl B, R o sproso

byafieahs of & spreadeh @npaakagRingrsr supgori material. As indicated above, the
noi st ur e/ oxygen barrier material. Any suitable barrier

SURRPEMaETAEY2l e RN PERPIEPRISY, BRAMER RN Erpgloth made

' ' kel r il LY ;
o FEAPHEPF I o Sy ool Y8 Sffic v
then voverethvittya reledbe Silmaf aipalydsigesudiass EEThorcRRe$kese steps are

. sufficient to_provide for the barrier function, where
illusffatehinclkig¥es2¢ ypi cal |y ranges from about 5 to 15,

{8 458830t okl kT FesB Eimonts e
hydooge! patéhocorapositions ate selbadhesivetiienimherenilyraghesivg, and thus
mgf l)g W)e(éclj ha position over the skin wound, i.e., removably bonded to and/or
about a given skin wound, without the use of additional adhesives or other means to
hold the patch in place over the formulation. For example, the hydrogel composition
matrix may itself be adhesive. ‘

In representative embodiments, the hydrogel compositions are adhesive, as
determined using the Japanese Industrial Standards (JIS) Z-0237 adhesive strength
measurement protocol (see e.g., U.S. Application Serial No. 60/615,320 titled "
METHODS AND COMPOSITIONS FOR TREATING SKIN WOUNDS and filed on
December 1, 2004; the disclosure of which is herein incorporated by reference). A
given hydrogel composition is considered to be adhesive if it stops at least a No. 3
size ball, such as at least about a No. 4 size ball, including at least a bout a No. 5
size ball, in this protocol. In certain embodiments, the composition is sufficiently

adhesive to stop a No. 6 ball or greater, e.g., No. 7 ball or greater, e.g., No. 8 ball or
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| ayers, paper |layers, etc. A representative alum num

cont ai ni ng package that may be used with the subject
w@aioel7ysepar ati ons i s sold by Daini ppon Pri nt P@UEm®0;/045835

Ltd. (Kyoto, Japan).The topical patch prepar ati ons may

be fabricated using any conveni ent protocol

greaian énd-eNo. Prastlloygreatsy. |ﬂmﬂ%?ﬁ&9dﬂﬂeﬂﬁet%w%ﬂ composmons
org BSTARSHER S [ BL Y G hPMPEREITRS o non-iving. 2
oppﬁslédftb Iﬁn}@ln'lemtérghgn coating tlfﬁe paste onto the

ort t h

P hesi thPEamBeN TS BRUeP GG At toBPaSfion may be
hefbal'i'n@flﬁ{oeggé%h %E ufl ﬁ%klﬁ%&‘uﬁ@gglnpoé)éé rafl—f‘é@l‘ﬂesnv? such as an

prepara eat-seal e ypl ca severa
adhbsieé batking qrah&dige or asiongpinatione bﬁglhegemtsacﬂnesaAeness and an

conta | um num | d bed t
adg BeRA AR G o FIoEaR 1A bR erRSPYEnor o dot i | ed
des@ér&,\bﬁ{?%r%gei P&tchatem h;ﬁ%lﬁdﬂé rﬁé?tbécé’daptéﬁf%nlé’ e$nployed for use

Pat en 27,529; di scl osure of
withetheisubject mvwrnaneaep;eseetaéwertwrogei mtcﬂep@t@@@amaﬂs \Jleat may be

adpRtRt 07 S Vet P iRiset i SntPRndlade At 4r8 HghifiERto those
de8b@sel rnhﬂcwflﬁfe?ﬁ@mriawwﬁnmﬁ:rrﬁﬂbgnwomzmm ahd W@ 02/078756
conveni ent protocol into a Paste which is then s

anpyU S RaterdNes. s@ﬂé’@o@r"r 5ites, 328 RV AP5Si S2opbit 476, 9143
T

6,348i212f6,555,085; PR disclesumesaifivetich @ry dsten ifddoporatét by
rotection, the surface thereof is then covered with a
reieegrse filmof a pol yester such as PET or PP. These

ste Fﬁ‘le%gu hlhb lb?%& ﬁétqg theh &L 'the %Pectﬁ%d 's?zedl%sc?dtéf?letﬁe' ddsired

greater deta In representative embodi nents
topibal gutch pgedarptidre compopitiont Tbeshape of ¢he paithesay gary, where

reRisSENIAGHS SVaPoE HSTis ROV (EERNGS, oVanB e §iEp ShRaIAe of the
peldh i ARy Blrg b sdis W R EPTS MR ot 1 10
2o|0ncrp% amd mmany embedImemtatfl‘Qm abput 18faAgPem uéually from about

, 'T8.9314b' . The weight of the base in the final topical patch may
be from about 300 to about 1500 g/m?, such as from about 600 to about 1200 g/m?.
This water-soluble topical patch preparation is then packaged by means of a heat
seal in a packaging material that includes a layer of aluminum to obtain the final
product, as shown in Figure 3.

It should be noted that the above manufacturing protocols are merely

representative. Any convenient protocol that is capable of producing the subject

topical patch preparations, as described above, may be employed.
METHODS OF USING PATCH PREPARATIONS

The subject patch preparations find use in applications of topically delivering

a cooling agent to a subject, particularly the skin of a subject. In practicing the
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matrix may itself be adhesive. In representative

enbodi nents, the hydrogel conpositions are adhesive,
w@g00detEsm ned usi ng the Japanese | ndustrial SpPeruszds045835

(J1s) z- 0237 adhesive strengt h measur enment protocol

lication Serial No. 60/615, 320
gy 1% ety AR i loradyragaverisat tniealgite. Topical

al’é@cﬂ\‘@ﬁe?é& Ilﬁﬂh@éj Blﬂa%‘h%’f’ﬁﬁﬁtea by r éflég?ecoFgcf%Ie%ﬁuét% The

eréein |ncorporate ence
sungao;ecajea tbaﬁp@svenedrby thectopidall pateth grepbeatdhfelowiagidpplication

oL e ol v s ot
embodiifeR fangéd fiofh BbeaLT &5 9bo CW Sﬁﬂtlﬁ"h{hng embodlments

odi nent s, the conp03|t|on i's sufficrentl g
frqra abogh 18 teid 80enialsually fowsakoyt 190do, 190bem?, dgl, I140rcm

g[ eglb zéP e%e%ﬁ,yv %?(ﬁal | (r}ﬁ{;z)%% gd of ﬁg%stﬁﬂug@p%o delllver the

destrapeshd st ayeat Bi ddrsramy hat dxceadiRpabsut 48hbiat uéﬁbﬂ%/ not
show greater adhesi veness to non-1iving, as op Eose

eXP?@ii'ﬁ'g ghaute4 hquss.ddewaver, then @en@drbbulmeedurmmw ighjtlee preparation

o R BERESON LD TRy bty 4 ot

mlsutdrs asually atzlleasuamalhaICMmg or the like or a
I’I‘gl nat i on of i nherent adhesi veness and an additi onal
sep

h practicine hiectibieelaethegsha teniprldiaten nast bapnplied a single
tindly QF 290 aﬁ%‘ ! Sngégv"\}?\?ﬁ‘ 3 H%ﬁ tgﬁée( g?ﬁeﬁ,\‘?égﬁ%ﬁg% ?:%ﬂrse of the disease

enpl oye e subj
corditicedming treatedh wiheog ¢he dasioly schepolel whema glbaditynsfipaiches are

R e AL e P I e d o WK pbpweekiy, monthly, te.

7 oot s med GRS st ol

whighpthe, adminisiratipy, af3vphysiaipgjcad 8polfhigiagerian;a sythedt is Gedired.
oo B o By iy SR B ARG et soring ot
subjeict meaih 6d4 88 AescridEtPh@RimiLaffdntive ﬁéﬁr@ﬁﬁgﬁ mﬁBﬁgl?aztlgn aches,
etcggégiqtqlln{]g%@%g%% rsevtlehvsgd ?nutthet lgtrgdgct?on section of this appllcatlon
Generally such subjects are "mammals" or "mammalian," where these terms are
used broadly to describe organisms which are within the class mammalia, including
the orders carnivore (e.g., dogs and cats), rodentia (e.g., mice, guinea pigs, and
rats), and primates (e.g., humans, chimpanzees, and monkeys). In many
embodiments, the hosts will be humans.

In representative embodiments, the subject methods find use in the treatment
of a disease condition. By treatment is meant at least an amelioration of the
symptoms associated with the pathological condition afflicting the host, where
amelioration is used in a broad sense to refer to at least a reduction in the
magnitude of a parameter, e.g. symptom, associated with the pathological condition
being treated, side effects associated therewith. As such, treatment also includes
situations where the pathological condition, or at least symptoms associated

therewith, are completely inhibited, e.g. prevented from happening, or stopped, e.g.
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topi cal patch preparation conposition. The shape of
the patch may vary, where representative shapes
w0 p@badEesquar e, rectangle, oval, circle, etc.PdESE0Z@I5835
of the patch may al so vary, where in many enbodi mants
the size ranges fromabout 1 to 200 cn®2, and in

terminaied neuahsthat the hesiuo IPOQ%SLIFERFS & the gathoyvgwai ephdition, or at

t
c=8L8 st 0rh® 3B Fm i ebh AErplom ARl o foament
includlealsaih cLBRY apdmBanaginl aadiséasetamdition.600 t o about
1200 g/ n2. This water-sol uble topical patch

preparation is then packaged by means of a heat seal
Ks" @ packaging material that includes a |ayer of

alumnumto obtain the final product, as shown in

Fi gure 3. It shoul d be noted that the above

Con I ACRH ATB . WRAES e TIRUSHS 5 oF SRS SoRET more

a
top?clbél?lpgféh n%l%BEPa‘—ﬁon%[ %52! Eﬁwﬂéé}d %ﬂé@dﬁr hﬁg§u Séﬁb fe@fpatch

prelBlaEﬂmﬂh(ﬂNSkTﬂn maww @a:esepmra:a packpae aas dascrfqeddsume The

Ilcatlon of topi.cally de yerl a, coo
topigal PRSP AE Reg ore B ot Rrafey o il Gl r anatogous
corftdMe?s to Presdtva@thé ebhtbdshRINERE pafchdshéntRabeTH&¥ubRct kits
adm nistered to any conveni ent topical site. Topical

alsgigenerally inpludedrstrigtionsder hewto ase the patgheas: wherethe instructions

i R 6 T B R G Bipduis .

ThéRitiustibhe Aréyshelely setdidedesn a soitasle rederdiry mteldwm For
desi red anmbunt of agent adm nistration, and in ma

exapBlsd the Mg uetionremayrkarpERigdioma subsitaiee fich as @3R! or plastic,

TR EELR AR 9 shint s RSB g pasddoimer n e

labetipg e$ e edritameembthﬁ kie ot sompbaelpterthedaotﬁf(i ¢.iassociated with the
re vuired to deliver th unt, o

d
& SUNACKERIN St gn A6t SHBORBIATLS. e lorTetieds are present
as gﬁ@@&h\?ﬁc Qﬁ)‘i’é‘%eaﬂlti‘ﬁl‘ér&eséﬁ’t"@y§ suithbrR, RPhp@Er Rafadfdb'l@storage

uring preparation is malntained at the
medph| egt ChhROMediskettéretoany enbodi nents, at | east
about 30 m nutes, usually at |east about 1 hour.

The following practical and comparative examples are offered by way of

illustration and not by way of limitation.

EXAMPLES
Practical and comparative examples are given below, but the manufacturing

method is not limited thereby.

l. Preparation of Topical Patches
A water-soluble polymer topical patch preparation in which WS-23 has been
compounded in an amount of 5% and 7%. WS-23 is blended with the ingredients

listed in Table 1 into uniformity and adjusted into a paste, which is then spread onto

12



In practicing the subject nethods, a topical patch may
be applied a single tine or a plurality of tines over
wW@2@6Me3T61i me period, e.g., the course of the PCHESO5/045835
condition bei ng treated, where the dosing schedule
en a plurality of patches are adm ni stered over a

a EE/TeHO'iW%efb@Pﬂbt? Aueight A J000 g/meethe resulting pguct is then
e s and net hods
iR P RS ARG PR Mot aRieHE
adm ni stration of a physiol ogical cooling agent to a
subject is desired. Anong other applications, the
topimleéppl ication the cooli ng agent accor di ng to the

subj ect nethods as descrip | gtive fo
treating inflanmati on, achesaé‘ﬁéa E"(éﬁ'gﬁ bfng f*h%t'cal Example 02

el adi eg, i Qued 1 n the fntre OPEhIAB 5CL L 91 O ofbration (4
_application Generally suc | S a

h_su
" mamTaIDilsade’n Rdetee t hese terms areoased broadl y to 0.07
describe organi sTs- Wi chrjare wtthnm the ctags
manmal i a, 8Puding the orders carRivore (e.lg., dogs 7

and cats)g cfpegntia (e.g.| mce, gy nea pigs, and 15
i ' nd

rmnkeilsMethylparaaesry enbodi ﬁrénts, thé.1bosts wi |l be 0.15

omans. re_ resentative enbodiments, the Jubject
met hods fifRPMise in the treatment 6f a di sedse

condi ti ory. Sg%,tglr eatment ijs neant afy | east an 20
amelioration of the synptions assoclated with the

pat hol o@wlmryhcamjl tion affflicting4tthe host, (where 6.0

arrenorat ﬂ Sed T a broad Sense to reffer to at 5

| east &°P¥Q c”ﬂ‘i°8 in the |magni t udd-%f a pardneter, 0
e.g. symphfans a@gsoci ated with the gat hol ogi gal 0.5
r\nnrh fl oh hnl nm tr-eat nrl cl rIn nffnr\f S nccnr\l at nd

t Ribyarevyalhminm aulohacettateat ment al s6.0b ncI udes |si t uati ong6
where 1 ne ol ogi cal conadi tiom,; 'eagt Sympt omns
associ>3t'ey [’Y@?ré are_conpl etéﬁ{/ i nhi bi tled, e.qg. °°

pr event gg”uigsguhappenl ng or stoppef, e.g.tgrm natedyg

cnr\ ohnger CII‘F‘FQI'C ‘Frnmflr'o
\l |U|| T

pat hd)ib'digxyam:)ybwﬁulme on or at |ea®$t3 the synptons thatd.5

character bf he pathot ogi cal_condjTTon. As [such, =

t r eat nent “YA¥1"udes bot h cluri ng and'°managi ng |a di seas€

condi ti on.ywiled S 35.33 26.22
Total 100.0 % (wiw) 100.0 %(wiw)
PH 4.8 4.5

*: All values are expressed in terms of % (w/w).

Il Stability Data

Stability data on the WS-23 content and patch adhesive strength in the
practical example 01. The experiment was conducted in an environment of 40°C |
and 75% humidity. The results are shown in a comparison with the initial value,

which was taken to be 100% and are provided in Table 2.

13
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Al so provided are kits, where the subject kits at

| east include one or nore topical patch preparations,
w@sg00d®srT bed above. The subject topical patchPCT/US2005/045835

preparations in the kits may be present in a package,

as described supra. The topical patches of the kits

arkabl§gi cal Iy present in |nd|V|duaI _pouches or

anal ogous cont ainers,tp I rve iyyery
t he pat ches unt "thh TP1 §E’Bj ect %n‘t‘r%) >%ngdegr§ra ??onths

I nOhgdesi nstrucgtions o[ how to use the pat ches, where
the instructiongotppd cal hg1.n%cl ude9v.9%or mat 9@8%about 100.2%
mhe@ena;@tsqtmw t he patcw, dosi ng <>chedul es|etc. The

in et ohS—at geneta e S T
r ez%(;ﬂaﬁ% ¥e nedi umoglﬁi?e'l (%T%lsg Yt he‘I{IIOﬁSS{cerel ot Ng.ﬁs‘gte%y %%4 Steel
Pri &khtRn a subsit Qage, | balb@.0gs papal (2dg) p| bdt@dg) et mll (2.0g)

As| such, the instructiohs nmay be present in.t kits
2| a package i 88PEC i nl TR abel 1| A ¢ hoshliRak | Bytopped

of *Adhesivd dtreagth manme’rmmt sethhé:rJepdneée Ingustrins Stoodad=d S)M-0287
t he packagi ng or subpackaging) etc. In other
enbodi ments, the instructions are present as an
|||el eqstdtlomyg\sgépr age data file present on a suitable
nput er readabl e storage nediu

di s;met\é/s §3 sopvRAteh PraaaTgon B hesACil SXdmRlP & wes applied
to %ﬂ \Eﬁuﬁl{eg ﬁowﬁsrs%&mgﬁ% fgghb IHHF‘%@R 8%% z?'ﬂﬁi’sélé’ﬁ‘at e pain

Pact I Gl conparativ
ar@@ﬁpél&anaelesmdvme((ﬂ@)/\to |hueStig"aientarelﬂ’icm:1yur| ng met hod
is not limted thereby. |. Preparati gn of Topi cC .
bat JPeNE aa fepicatraioh rasaralion of Bicianl Syarane U1 was applied to
t 2lfsurfeen conpounded in an
thgﬁggﬁ%a %r@%%fgn %@%Ee%ogg i's tl;I ended with the
i ngrTdnei ;mmsie\Velsmed to apflidation andn3® mimites pest application was
%%HL}J(S@E?{ [ nto ste, which is then spread ontoa PET
M Cla wei ght of 1000 g/n2; the resulting

pro%re‘sﬁlté B?é‘shé\ﬁh'b@kﬁﬁ‘lrv\’frébleas PP filmand then cut
into 10cm cl4cm Table 1.

Table 3.
Initial Disorder Pre Post
Patient 1 JS Stiff shoulder 07 05
Patient 2 MY Back pain 06 04
Patient 3 TA Muscle fatigue pain 07 02
Patient 4 SS CTS 08 06

*Pain Level:
10: Disabling, Must take care of pain.
08: Severe, Can't concentrate and can’t do all but simple things.
06: Moderate, But able to continue some physical activity.
04: Tolerate, Can be ignored somewhat.
02: Mild, Aware of undercurrent of mild pain.
00:Pain Free

14
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* : Al values are expressed in terns of % (wWw. II.
Stability Data Stability data on the W5-23 content and
w@aiosl7Hehesi ve strength in the practical exanptEBUS2005/045835
The experinment was conducted in an environnment of 4CQ0C

and 75% hum dity. The results are shown in a
conparison with the initial value, which was taken to
be 100% and are provided in Table 2. Table 2 . Initial

1 nmonth 2 nonths 4 nonths 6 nonths W5-23 101. 0% 101. 1%
99. 9% 99. 9% 100. 2% Concentrati on Adhesive No. 4 Steel

k’\)gi It '%S ':QV@@”I’[\IO Q?T] t%t@zak@jl)’gbr@gp% ggé @b[\sl)%uggﬁqtnetgét %tﬁr seuggéca invention
prévigd% n %BB 888 E&%Bn%@ﬂ?ﬁﬂ’ﬂ%ﬁ QG&@aI patch

sive ren rerrent met Japane
compdsiioni Whlcﬂ mrdpmsimﬁn] bEersZbéradits over cmcemt\;topycalﬁbamwations,

ALl R PLSRELAL S b B8 GRhcar

coﬁﬁ-l,gbﬁgngégqg sfti ff shoul der, back pain, nuscle fatigue
aln and carpal tunnel syndrome(CTS) to i nvestigate

its efficacy. The W5-23 topical patch preparation of
practical exanple 0 1 was applied to the affected area
of 4 volunteers for 12 hours The pain level prior to

apphll%ﬂll@ﬁtl&i@aﬁd}pﬁléh% eed Atthisha difi@itiopnarédserein incorporated
measured for each subject. The results are shown bel ow

by irefeTamteag if epghliedigidual publicatienar patent were specifically and
individually indicated to be incorporated by reference. The citation of any
publication is for its disclosure prior to the filing date and should not be construed as
an admission that the present invention is not entitled to antedate such publication

by virtue of prior invention.

Although the foregoing invention has been described in some detail by way of
illustration and example for purposes of clarity of understanding, it is readily
apparent to those of ordinary skill in the art in light of the teachings of this invention
that certain changes and modifications may be made thereto without departing from

the spirit or scope of the appended claims.
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10: Disabling, Miust take care of pain. 08: Severe,

Can't concentrate and can't do all but sinple things.
w@20oeNmafeT at e, But able to continue sone physiPEl/US2005/045835

activity. 04: Tolerate, Can be ignored sonewhat. 02:

M1d, Aware of undercurrent of mld pain. 00: Pain

Freelt is evident fromthe above results and

' i .the subject invention provides an
VVQ il §§LRmAéBqé'oling sensation counterirritant
topi cal patch conposition, which conposition offers
benefits over current topical fornulations, including

1.1 ack tepicghBatchprepa@iion R IM}%ct i nvent i on

pupF SEriegiv@ & PhIdEA hiping difudrss ity Bidlogidhcooiing
agent andrei n i ncorporated by reference as if each

i ndi vi dual, publication or patent were specifically and

i ndA3URRM y i ndicated to be incorporated by

reference. The citation of any publication is for its

di scl osure prior to the filing date and shoul d not be

2. conJheutepicakpaich adeparsition acbanding to Blaigehiwheresnsaidpdorless
is pot entitled to .antedate such publication by virtue
Ph%?wgﬁ'f@j Cpﬂﬁ/@w?g%ﬁ. IS AN FYGIHANVEE £ or egoi ng i nventi on

has been described in sone detail by way of
illustration and exanpl e for purposes of clarity of )
3. unddhettapigahpatchprepanatianacgorsing e iaiino2 i Wheyeirpsaid acyclic

anfi & kel sty PRIPARUE 2i 1 "changes and modi Ti cat fons.

may be nade thereto wi thout departing fromthe spirit
or scope of the appended cl Qi ms. WHAT | S CLAIMED | S: 1.
A topical patch preparati oniil:on'prl sing: an adhesive
gel conposition conprising an odorl ess physi ol ogi cal

cooling agent; and a smapmql'.—“CONHR'
R3

wherein:
R', Ry, Rz and Rj are each C4 -Cs alky!.

4. The topical patch preparation according to Claim 3, wherein said acyclic

amide is N,2,3-Trimethyl-2-Isopropylbutanamide.

5. The topical patch preparation according to Claim 4, wherein said N,2,3-
Trimethyl-2-Isopropylbutanamide is present in said adhesive gel composition in an

amount ranging from about 0.1 to 15.0 % (w/w).

6. The topical patch preparation of Claim 1, wherein said adhesive gel
composition comprises:
a water-soluble polymer gel;

water; and
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2 . The topical patch preparation according to Caim
1, wherein said odorless physiological cooling agent
WO g00a0786Yycl ic am de. 3 . The topical patch prPEHERUS10090M5835
according to Claim2 , wherein said acyclic amde is
describc?d by the fornula: RL R2 C- CONHR 1 wherein:
R, &ia ?&r‘%ﬂ'&'%a%ﬁrg'ueach G -C5 alky!. 4. The
topi cal patch preparation according to Caim 3,
wherein said acyclic am de is

7N, 2, Bhaiepiealatch prepgsatinsy aerardingniodelains 6, whereip siaidwater is
pRASAEINAFRRIoH P A RO ol disae Wil o o oo |

sai d adhesive gel conposition in an anmount ranging
fromabout, 0.1 to 15.0 % (wWww) .. 6 . The topical, patc¢h .
8pr ephhaterisaldrate preparatiqhaceirdingioLIaHn ds r@l@|sa'5 adhesive

ORI S TR o b o

pat ch preparation according to Caim®6, wherein said
wat er i s, {ese t in ag?armunt. rangi ng fromabout 10 to

s
980 %O‘(tQP | pg(c FHEPRIGHPI &PMPASEYY: pr epar ati on accordi ng
Lo Q)i M dn REREct BbMpBAIBAHAIeh pFOMPRRIG frof syt 4.0 to

ap ngi ng from about A topical patch

pr epaiCaandoompnipingsi ng: (a) an adhesive gel

gggpgg In.:)Ir {)Igl ﬂSW,:S(‘,%ﬁirﬁ&hryﬁ‘f-%é‘&o{a&l%maan%%‘.&e‘%n %ntaomgugt ranging

N, 2, oty aeiti i te216oRr@pw);but anani de in an amount

ranging (i) a water-soluble polymer gel;
(iii)  water in an amount ranging from about 10 to 80 % (w/w); and
(iv)  awater retaining agent; and

(b) asupport.
10.  The topical patch preparation according to Claim 9, wherein said N,2,3-
Trimethyl-2-1sopropylbutanamide is present in an amount ranging from about 0.5 to

10.0 % (wiw).

11.  The topical patch preparation according to Claim 9, wherein said water is
present in an amount ranging from about 20 to 70% (w/w).

12.  The topical patch preparation according to Claim 11, wherein said water is

present in an amount ranging from about 30 to 60 % (w/w).

13.  The topical patch preparation according to Claim 9, wherein said pH ranges
from about 4.0 to 6.0.

14.  Atopical patch preparation comprising:
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fromabout 0.1 to 15.0 % (wWw); (ii) a water-soluble
polynmer gel; (iii) water in an anmount ranging from

w@b@an7ire7to 80 % (W w); and (iv) a water retaPei/n§005/045835

sa

pe
fo

16.

co

17.

sa

18.

agent; and (b) a support. 10. The topical patch
preparation according to daim9, wherein said N, 2
Tri @t hyan@d@wecqgvpampmgmnd@aww aPEL Eanging, frgm 350Ut 4.0 1o

armg(r:bt ﬁ@gghﬁg r{gom about 0.5 to 10.0 % (ww). 11. The

t opl paration according to Claim?9,

wherein gpid ‘hﬁZGFTﬁrﬂemyeﬂaabpndpymmtmmdb inamgamgunt ranging
fromabout 20 _to 70% (W w) . 12. The topical patch
preBQFTh@bQ}H Qaéé@ﬂ@toné’ W aim1l, wherein said water

IS prese in gj-0m about 30 to 60 %
(Ww. 1 F Thgqp%tapgglpblé eq;ar ation according to

d ai m 9, (iigher watersalam anouahmlrfg fromedimautt 30, 10 6 %6(WIw);

14. A topical patch preparation conprising:(a) an
adhesi ve ﬁ)el @dﬁﬂ@&fﬁ?‘wgﬁg?'ﬁtg a pH ranging from

abo L@ G0 and conprising: (i)
3} Tr| ne - 2- Isopropyl but anam de i n an anount

ranglng fromabout 0.5to 10.0 % (ww; (ii) a

r ang\r H'Hfﬁ?f %%E{Siln%an%%@g%p{&fﬁog“?ﬁl\;)ooﬁlq%%[g%wfo a subject,

fd%étH@idf@)rﬁﬁﬁeﬂh (b) a support. 15. A nethod of
deli vering an ogorless physi ol ogi cal cooling agent to

a s(mj ecappbfmgiaﬁ@nlﬁaicpaddmpremara@on caypEpGyi ng a
topi cal ?)ﬂ ch N SRS R‘/te' &q c%%%élt%m&)mpnsmg said odorless
physiological cooling agent; and
(b)  asupport;
to a skin surface of said subject; and
(b)  maintaining said topical patch preparation on said skin surface for a
riod of time sufficient for said odorless physiological cooling agent to be delivered

said subject.

The method according to Claim 15, wherein said odorless physiological

oling agent is an acyclic amide.

The method according to Claim 16, wherein said acyclic amide is present in

id adhesive gel composition in an amount ranging from about 0.1 to 15.0 % (w/w).

A kit comprising:
(@)  a topical patch preparation comprising:
0] an adhesive gel composition comprising an effective amount of
a physiological cooling agent; and
(ii) a support; and

(b)  instructions for using said preparation.
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(i) an adhesive gel conposition conprising said

odor | ess physi ol ogi cal cooling agent; and (b) a
w@a@porize7t o a skin surface of said subject; apdr/B3005/045835

mai nt ai ni ng said topical patch preparation on said

skin surface for a 8er|od of time sufficient for said

19dor The kit pageidnein elimcBomhejeingaid kiteopwrigesia/pluelity of said
j j 6. The nethod according to Claim 15,
to&ﬁgﬁ@?&hiﬁ?égﬁ%@p ess physiol ogi cal cooling agent is
an acyclic amde. 17. The nethod according to Claim
wherei n sajd ac&fllc am de s presen

{

Z%dhelé,h%lt gerorciig i HaimN' Y, wf@ﬁelamtplwaw |°2§°9'P%'rﬁat°h
pr%gglﬁtlogs]ar%%rééeﬁ w("s(e?é?@te coftaiferki t conprising: (a) a
toplc preparation conprising: (i) an adhesive

gel conposition conprising an effective anount of a
hysj ol pgi cal coo .agent ;. and (i.i)
?-f oy T K aeborsis to LB, WineT et e Bt Bobtaingts Sre sealed
dﬂegccordlng to Caim18, wherein said kit conprises
a plurality of said topical patch preparations. 20.
The kit according to Claim19, wherein said plurality
of topical patch preparations are present in separate
containers. 2 1. The kit according to C aim 20,
wherein said separate containers are seal ed pouches.
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