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WD 2004/ 037314 PCT/ US2003/ 030758 TOPI CAL PATCH
PREPARATI ON KI' T CONTAI NIl NG A DELAYED- TYPE

WOXRERSBNG! Tl VI TY | NDUCER CROSS- REFERENCE To REL/BS18D8/030758

APPLI CATIONS 5 Pursuant to 35 U S.C. 119 (e), this
application clains priority to the filing date of the
United States Provisional Patent Application Seri al

No. 60/420,225 filed October 21, 2002; the disclosure
of which is herein incorporated by reference. 10

| NTRODUCTION Field of the Invention The present
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been increasing rapidly in recent years, and is said
to be approxi mat elay 33(40) m | I | on (V\HO(UNAI DS); end
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to devel op a vaccine for H V. Hovvever because of the
mut ati on of the configuration of 20the Vi rus
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current Al DS drugs (protease inhibitors,

non- nucl eosi de reverse transcri ptase |nh|b|tors,
nucl eosi de reverse transcriptase inhibitors, etc.)

enpl oy conpl ex techni quggTRELOGTIGYM adm ni stration 25
of these agents causes patirents to suffer persistent

Bidigeafde bwentien such as aneni a, peri pheral neuritis,
panct tbfe‘séntl oiﬁgp{aﬁéﬁﬂs Bg@?@& y%lef‘s%'nsitlt}&iprqldcip%agents.

POSSi 1Ty of erm a | on resu
drug reS| stance cannot be rul ed out Yet anot her

JisaVantRae SlaGs &t treatment nodalities is cost,

tic nedications for HV are
ext r efne ryumlxepremfs-ﬂuman lmmmndeamgnuyngm el pﬁﬂé'r)tﬁ)%rldw:de has

O $Egﬁe§§%§;2§?ld§ é n )%r%é/ t%séés %epc'i gogié%nz?eﬁﬁ'ﬁéﬁg ely 33(40) million
(WﬁOQBNAtBS)agndfoff 6998(290’6)lhAga(ij|n|9ttthisebethdmpr therd isk rdsh to
t ment _no is the del ayed-type,. . .
AOBIE Harde fory 1Y Sy Syt B Bim UG tometinegpafiouration of
thebirlis (ofdining fifeofion 20 ekt (18 68 i, REBTAddLPA0 36630 Ads not yet been
found. In addition, although many therapeutic medications for HIV have been

developed, none completely cure HIV. Furthermore, current AIDS drugs (protease

inhibitors, non-nucieoside reverse transcriptase inhibitors, nucleoside reverse
transcriptase inhibitors, etc.) employ complex techniques. Long-term administration
of these agents causes patients to suffer persistent adverse events, such as anemia,
peripheral neuritis, pancreatitis, nausea, and headaches. Also, the possibility of
long-term administration resulting in drug resistance cannot be ruled out. Yet another
disadvantage of current treatment modalities is cost, in that current therapeutic
medications for HIV are extremely expensive, often ranging between $15,000 to
$20,000 per person per year, which necessarily limits patient access.

One type of agent that represents an effective alternative to current HIV
treatment modalities is the delayed-type hypersensitivity (DTH) inducing agent,

SUBSTITUTE SHEET (RULE 26)



10

15

20

25

30

whi ch type of agent has been researched as an
i mmunonodul ator that elicits inmmunol ogi cal response

WO pookfoy73pat i ents by i ncreasing the activity of P€T®ES2003/030758
i mmune systemcells in the body. Del ayed-type
hypersensitivity inducers are substances that induce
Type 4 hypersensitivity when they cone into contact
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or o- di ni trobenzene (DNCB). these, DNCB
systema—sns«mﬂnamw jDaJamﬂ-twpemwammtmtmm@#cqnﬁ are gubstances that

ncuoh B8 BT SuifiRiAds LB SRR SRR kne
they |hau&@ﬁ|mﬂbﬁé@keﬁe3é@ﬁanﬂtﬁaﬁﬂspanﬂ efioride(PONCB i s not

carci nogenic. Later lo in the 1970s, safety resear
Y O%qwese

2,4-dinirofluo eae(DNEB).iands!-chlosa-24-dinifrokenzensNBAIGR).
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and i YaRAin, eRONEDRL g T iRgoitAdrol & St fivsrSgy Rebearch
on DN’GB%He%@tyQR i S&fgﬁ*@s séééﬁ aWPFroPNGR mitidé ¥ pas 1880ss and

i on, was al so previ ousl mvesh@gat ed as
reseaacrpos@Mﬂ:B thel’@@wn’eﬂrﬂVfQﬁtle@ZﬁnWQB copdyeiedia the s dadaddhe

1990%{}[0&) &\ﬁﬂch%%%sa(gﬁlﬂ%cgto [fger e%&lvtue?fio ﬂ%ﬁﬁﬁ @Ilgel-lewg%r this

claimi el 8o toeed A the tatesr. hatbker! 00bethe déverrmpmgst dm@R
not been put to practical use. Fur%Bﬁb‘g) \ZECF
analygisdachiaegy hegan i RgNtih the efiragso MeHl VrpAfieRls. In
t .
additi aSbEleCen 2 4?&518&9{ &Qynﬂ/eg\ﬁeﬂ%s"%goé’%ﬂe%a“{n{é?ﬁ%r cancer:

n recent years een to
tests diess obwducttdae wDNﬁ&hl DNEB wastppkedivcabnto mddce @psiedayest ajlergic

h. t.h duct d
reactip PR eilEgds U g e g el BRe AT bn Hese
fmdm?@%vgrdo%@eeﬁ%"t@?ré’cﬁi@al &dd. Fupthehoee fONCEENSS Béen used in,

ours (typical least 8 hours). This |ong

amor@mihec’eitlmgm the ﬁ‘@ahﬁantsoft\naltts an HV pati ent woul d be

s B AN R ol 0 SRR o

yeard hé@ﬁééﬁn & digsalveans DNCBGH‘I s0rmcefdridisoigbnt :hmd; impteyodte a

provi des for application of 30 DNCB it i difficult to
gauzedie cisth wid t@@s@gé"'aﬁ Predigiiandsanpinthis t9rihesiin) Thigdopical

prep%r%@gé)ls%en% |feggé’8\)’er8@|g'hﬁcfé'@{b Mfm\}é‘?alq{ddré &5 eichff at least

Ur poses SCri
8 hours). This long application time means that an H|V patient would be restricted for

at least 8 hours, a fairly long time, which would prevent that person from leading the
same lifestyle as a healthy person. Although this method provides for application of
DNCB it is difficult to control the dosage and requires some time until the onset of
efficacy.

Although DNCB may be utilized for the purposes described above, many
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2 WD 2004/ 037314 PCT/ US2003/ 030758 tines the

environnent in which the topical patches may be stored
woreg4zmad t 0 degradati on of the effecti venessporf/usivg3/030758

DNCB. It has been discovered that DNCB itself is

unstable in a dissolved state, and even nore unstable

at high tenperatures. In rrany countries where DNCB

times R rorBa g RN P DR PR e iR tead to
degraggf%ﬁ Hh%aéfFé%tN)éhéssn@f ﬂh@rlgﬁCEbelt RhS pekh\discalieed that DNCB

egra atlon of DNCB because of |rrprot%ear st or age.
itself iShmstatils irca dfasdbaedkﬁtete iandeavest motehengtpblesat high ﬁ%perature&

{ |, DTH
i BRSPS T bR B2 HRIBYag R sorcs
facmtléQ R hbPARailabRes landi tR8refbry e picanpatchtwill enoclcngert besffective

Rel evant Literature References of interest I ncl ude
due tcsdegr@pjghorepf the. Dlﬁﬁdqqqa@e@épmgro&)ﬁa storage. Thereis conS|derabIe

Y] tr r

interef} HiorgRie, RGO EPrs Y PrsbiSE BT FRLERR et a5, fom
that is%tordgyjd Sthbft wtleref widepiariaty oF sonditiohs, dnclbdingesievtBHICB)

in 15 human i muno deficiency virus infection. |nmunol
temperaturecondiions36: 1-6; Stricker et al. Topi cal

di ni trochl orobenzene in HV di sease. J Am Acad

Der mat ol 1993; 28: 796-797; Stricker et al. dinical
Relevandth@naituTel ogi ¢ eval uation of HI V-infected patients

t d t t hi d
BeTRieORSs QUoiPrast iabioRg ST LRk PaRaTiesPURAN] 5
dmntrcﬁéf‘lér%béﬁze@ﬁjr@c‘l?, )k newmé@h‘r%htra%‘b%écﬂw of ARSS. Immunol Letters

ayed-type hypersensitivity skin testing in
1991 IBVL91H11 e6;ttickertst @htRylot stuslyed towieal dinigpehlorobenzene (DNCB) in

RS SRR RS, (T B Ao A8

al. Tdﬁildﬁlwrﬁl‘ﬁé‘drﬂtﬁr@b@ﬁzmln deweasa%AMﬁ\caagzem&tm cker
roved results of delayed-ty
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t J

pase SR S EP A et aplaigDenger,

1994 3dc462466;i StrivkerdR B Galiibesg 8¢ MitselB vEps‘_.temdULc tmprove_d results of

delayeddyps Fpaaabainn Sra terting 1h ol U-intsit e Pk Eated Wif topical

dlnltré'@rqulo%%hQéhé’ﬂjN'C 9. " ARPABA @ DRPRBTR N 096 DY) 8-6N 1 HBMcker &

di sease: A ‘controlled trial fromBrazil|l. Dermato

Goldu=rg7 Safely sbtopbrs dirsirechiRenbeszene. Lanqﬂtagﬁ 3,4,6‘1112953 S%ncker et
o RSl e o SRR 3G b6 o ot pisqed
patieAR3redt8d hithtdpidal @hitedchilbrebentendNOEMtAcad Denmatd/
1996:35:491-493; Stricker et al. Decrease in viral load associated with topical
dinitrochlorobenzene therapy in HIV disease. Res Virol 1997;148:343-348; Traub et
al. Topical immune modulation with dinitrochlorobenzene (DNCB) in HIV disease: A
controlled trial from Brazil. Dermatology 1997;195:369-373; Stricker et al. Topical

immune modulation (TIM): A novel approach to the immunotherapy of systemic
disease. Immunol Letters 1997:59:145-150; Oracion et al. DNCB treatment of
HIV-infected patients leads to beneficial immunologic outcomes, reduced viral load,

and improved measures of quality-of-life. J Invest Dermatol 1998;110:476.
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H V-infected patients | eads to beneficial inmunol ogic

out cones, reduced viral load, and inproved neasures
w@boogsisi4 y- of -1ife. J Invest Dermatol 1998; 11BCHUS2008030758

WD 2004/ 037314 PCT/ US2003/ 030758 SUMVARY OF THE

I NVENTI ON El evated tenperature storage stable fluid

conpositions of a delayed-type hypersensitivity (DTH)

i nducer, e.g., and hods_for using the sane
are provided. Pm‘ﬁ@gnﬁ{“ ?JA%"E,ON he subj ect

t
housé‘%‘d tbg@% AUk Qtro‘?éé‘@%tdb'le AuRiemisbsiticry G Bérayéﬂﬂiype

er w th an unl oaded topi cal patch
hypermrmmm&t(D(Trlﬂ) imdugsr, €9.aDNGR, andrmethodsiougsing the,same are

o e B b AP Be de
contaiREFBAY %h@é‘d 't dihenwit® Bhaslibad P picl paldheprepaestivm, e. g ina

I nventi on S use in a variety of applications whe
kit formiaé ladising t«_hembnem cgmrwsﬂms@lmﬂwsi G@W@b‘ﬁﬁﬁﬂ"@ﬂﬂ? an

aonl G H5SEa AR U BB el ot e

preseﬁplﬂ%hll&ﬂﬁndsﬁuge in AvBfety cﬁadﬁcmﬁé’ﬂme@dlﬁiﬂﬁétratlon ofa
W NGS The invention will be nore, full der st

delay@;rtym byratsensiiyvityiadaesn iswesljed o@rémsr@%rﬂgw\'ﬁﬂx ﬁUE?g ?Cffd+se In
the tr%%th‘u\g\% O?H'I\Y?s%glé‘l‘éﬁetﬁ QR corldhti r‘lé?“ér and ' b
SROUT W O~ an exenpl ary ont a| ner
accordance with the present invention; and Fi gures 2a

and 2b provi dg 0Ss-sectio B de view of a
topi cal pat chmm%—aﬁﬂ%sem
| i4E M effion 28l PEASRUlIPUnGErstésd 5? Féfetd fecRRE! iWiRg

El evated tenperature storage stable fluid conpositions
drawings, aNhiehay@tbrtlﬂqsératlhgmeIfB@&Qa enlyi ty inducer, e.g.,

and t,hods for n In
b res 04 ARG o ] Bl 8 B o BLE e
accortiBinée &thltRE ﬁﬁﬁ#@mnemuoandn@oused together Wﬂth an
unl oaded toplcal patch preparation, }
f bigwaes 2amndr2hugronisle; %er%ﬁﬁb?%‘épn@bﬁﬂeélﬁw SF@ tOP'ﬁé patch in
lied to an unl oaded topica
a°°°r§éﬁ%%“ﬁrgﬁ§?r‘%§.egﬂ "H rﬁﬁB preparation is then topically
appl i ed. The present |nvent|on finds use in a variety

of applications where the adm nistration of a
deI ayed- typ@—ﬁgmgl—ﬁﬂﬁgﬁf—%@w Gl D sired, and

&d &ith rJgYuA'é@té g fé?éblésﬁiud BombB&hbh@@f ﬁﬁﬁlaﬁd-’type

associ a I seas€ conditions, e.g.,
hypersensmwty inducer, e.g., DNCB, and methods for using the same are provided.

In many embodiments, the subject compositions are present in a sealed container
and housed together with an unloaded topical patch preparation, e.g., in a kit format.
In using the subject compositions, the fluid composition is applied to an unioaded
topical patch preparation, which preparation is then topically applied. The present
invention finds use in a variety of applications where the administration of a
delayed-type hypersensitivity inducer is desired, and is particularly suited for use in

the treatment of HIV associated disease conditions, e.g., AIDS.

Before the subject invention is described further, it is to be understood that the

invention is not limited to the particular embodiments of the invention described
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Bef ore the subject invention is described further, it

is to be understood that the inventionis not limted
wao eootiod73parti cul ar enbodi nents of the inventi oPCT/US2003/030758

descri bed 4 WO 2004/ 037314 PCT/ US2003/ 030758 bel ow,

as variations of the particul ar enbodi nents nmay be

made and still fall within the scope of the appended

S NIRRT -
the scPP%n.td'tf e astmgﬁﬁat is?180 k& bBAUndeRitehd &shtitRe BErminology

ing. Tnstea e scope of the present invention
emplowietlis for the tpapossheftlestribing prytieplipe etdwdimantss and is Rkt

intend3g B Rdanting: Thstead; e siohsitife PRt ify2hlio] il fe k8fblished

bythe";fﬁkﬁé'ndéacéléiﬂ%.pl ural reference unless the context
clearly dictates otherw se. Unless defined otherw se

all technical and scientific terns to used herei n have

the sane anin ol 0 0 :

It AR IR IRE, 38 pRETTT I sBRRRERIFfind ebfpctied claim.
the sifguIaNEFMs\VWaeTanaan@nhe” iricludd plesalirefarence dridss ithe context

under stood that each intervening value, to the ten

clearly, dictates otherége. tdessodriingd aherwiss alidechmeal @it %i%ntt'f% terms
usc 0] by P ety EE Ao BRI & Sordry s

in theiant ©rwhigchrbisvMavergionrbdlblags.st at ed range, is enconpassed

within the invention. The wupper and lower limts of
these small er ranges may i ndependently be included in

U Afhers 'Eatléngé V(\{f?fﬁﬁ%%lﬁ ?Pé\/iéé’&,ht RRMErSRBHIh A €acH Heervening

enconpasse Int I nvent i on, subject to an

value stoethieftentil dftheunitiod &l Iawsrtlinib uni@sw@tmt@a@%a%wgtaées

the stated range 20 includes..o f
ot 5, BLBLES RS A S E RO T Bk b per ttes o
interveARgUARGE irl thak batéd earifes 9 EnRcdmpassedwithia thevevarition. The
Al'l "publications nentioned herein are incorporate _
uppem@%wajylm!@f@rtbmsm@lle& FROgES IRRY K Klependeaiiy *P%i'ﬁ?i“%ﬁfbm the
' i t r i l . .
smaf] SF6ES, A SOPRSPRR iy bRl e BRESRRSELAD VIR B pyenin.
subjept oyt $pedificaily ekeldded Vienitindhe stdied fangehdVhees the dtategl range

B T R I NG
limits%gé_a%%smyda%é_iﬁ'tHéanthicsﬁ.eatef detail, followed by a

review of various contalner and/or kit configurations
thereof, as 30 well as a review of nethods of using

t suhj ect co sitjpns.and repre tat |
aArlbFins ARG AT Bt ORI B TR typfersnce forthe
purpose of describing and disclosing components that are described in the

publications that might be used in connection with the presently described invention.

In further describing the subject invention, representative embodiments of the
elevated temperature storage stable compositions are described first in greater
detail, followed by a review of various container and/or kit configurations thereof, as
well as a review of methods of using the subject compositions and representative

applications in which the compositions find use.
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WD 2004/ 037314 PCT/ US2003/ 030758 ELEVEVATED

TEMPERATURE STORAGE STABLE DTH FLUI D COVPCSI TI ONS As
wawwmmsidred above, the subject invention proviPeEBUS2003/030758

el evated tenperature storage stable fluid

conpositions of a delayed type hypersenstivity inducer

agent 5 (DTH). By "del ayed-type hypersensitivity (DTH)

" is_mea m’run j]_.ato that elicits
ELEVEVATHN GV ERATUR S SFaRAeE ST A b US Equrosatans,

patients, by increasing the activity of the immne

systemcells in the body. Delayed-type

hpsusenaiized abgve rittesebechinyesiios paoddes elewatadignueerature

sorags Befe PR DS s b g S SR ohS P g agent
(DTH).IgY ‘ta%l’a;}éa- é/;o@ Hyzderr@émm 0gDITH)figdiiceraCisthehicdry |

chlori de di ni t7of | uor obenzene( DNFB), and
mmumoquuiaioathm @||lﬂl'ls inypunelegisal eER)se lim arfubject, such as HIV

patieffE. BT 10 Al S IR S e bt

Delayé@IDﬂgFéle@fbelrfsltm@nmdL&:e‘ré Hrelsulsstanoss thap induvet Type 4
tabl e at tenﬁeratures i n excess of at | east about

hypergensifipity- whep they came isteseoniaeiitts Bamangsidn tan @@yu@ag@e but

ore ngORifled i HroBERERT SuRflic BER, Plorh iy o) 2, ¢ °°°

2,4- d'miimﬂuot&@emtay&(ﬁbu‘:@) amrdﬂ -chioret 2, dedinitoberzste @RNGB). 1IN many
year or re, e.g., 2.5 year, years, et As the
embo@gﬁga’@,, fh%ﬁ%la#@gm%ﬁlfped%ﬁﬁﬁﬁww 'Hche'i ﬁ§N§%| cally
' 00
By o R B Yo e A eoR Il S aaR e e
complmsmlahltblat iBGtablerat éroperadures nalamslassmitlatdpast aboait 84 Bpetypically
ui d compositions include the DIH agent gres

at least Abat 387G enekation aideash aha 89°G gpr exgnddd pariods oftirte, e.g.,
at Iea@p ngut{@dé gé&? € ﬂsﬁél&vﬁ%%c}ta%'gﬂ? bt ?Ll‘éaéf Qe 8‘@); c?%sedays, and

ment s, ol vent
somemmesvail Iaasﬂ abolrtgayear o5 Bhorene. g :Rép;merﬁ gearseeko Asdhes

that are 1 abl e f & resent i.nvention
compoRtiopa e S CamPRERT dney binlsal e et searl Egng from
abouP‘P"t’cYSbéEli i@o@&ﬂé‘msﬁlaﬁ?ﬁéﬁﬂhﬁoﬁt@tﬁa éﬂf@)uﬁ%%ﬁ@ﬁﬁ@hﬁbre usually

hydr oxyl groups or l'ic ions. Exanples of
from abputss tmaboutvEO&spsr nonvol atil e sol vents incl ude,

e i il o Bl B R B RADTA Rl Puge Rl @RGable
solvehEihzg peciiaés % the @b@l/@lmérﬁtldﬁe@@evatea%mtautéﬂbr?b stable
not contain hydroxyl groups or netallic ions inclu

propasties.dnenany egwadimpaiedtheosolweriin @ Re-valafigeorganic solvent.
Repr%%éﬁtgf%ogglve dthB 5:%“ th%lb dé forsiaal \Mtlp{*:heu@r%r eﬂf |ﬁi9§ﬁnt§c%?ﬁfé1clude

Vé SO ven not be consi
esterlrronanbatll‘mnrgama Qolt/laals amh)oroltdlmne osgﬁmelsbls/enmthat do not
erenced above utilized to practic

contaryp Lg@lmxy QRpéllpﬁlqgﬁﬂePélllc lons. Examples of represen ?atlve ester
nonvolatile solvents include, but are not limited to: diisopropl adipate, isopropyl

myristate, and diethyl sebacate. Examples of representative nonvolatile organic
solvents that do not contain hydroxyl groups or metallic ions include, but are not
limited to: diethyltoluamide, crotamiton, and paraffin. It shall be understood that the
above solvents should not be considered limiting in any manner in that many other

solvents not referenced above may be utilized to practice the present invention,
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6 WO 2004/ 037314 PCT/ US2003/ 030758 i ncludi ng sol vents
yet to be discovered. The anobunt of DTH agent in the
wWGeaes1314 | ui d conmpositions may necessarily VBEEUS2003/030758
dependi ng on the nature of the particular solvent of a
gi ven conposition and/or the particular type of DTH
agent However, in many enbodi nents, the anount of 5
present in the solvent ranges fromabout 0.01 to

‘”C|Udéﬂﬂ)§@|v?t@t30% tubR)diseR@ERY-y  from about 0.1 to about
5 .
STRS “ﬁtﬁwﬁ%ﬁ@%ﬂ# RlER AN hpCbifold i Qicessarlly
vary cﬂpxemelmg am ﬂmyahmb@rﬂith&epareklculﬁar Shkyestjbf a@uverrwnpmjmn and/or
t he ab be | evat ed te ur.e s
the P& QUL BIBR PTS LR AR e Tend BBl Srabdifarie B8 Emouny of
DTH ?:‘é&bﬁt fcthe sidl\/éfeﬁlrsngé@ﬁom éb@twmﬁﬁabbmo @%owwwsuany
n a contai nnent element that prevents the flu

from aloyids1 to shott 3R% duvgandigoreuseitydireml atmwuor%tmébﬁut 3.0 %
Wiw 15 of the contai ner housing the conposition. The

(w )container may house or contain a single dosage or

mul tiple dosages of a fluid conposition, but

generally contains a single dosage in many

SEAU@hﬁ@U“NﬁER% Wiere the container is a single dosage

container, the volune of fluid in the container

typically ranges from about 0.2ml to about 5m,

UABahdilyatfeﬁcabcal@Qm mangrdmicrlimeats of&ﬂe&uﬁjﬁbtmmomethe above
[1y from about nt ai ne

s G 2 S SR s
a seeg%t @6J\t§in%r |ﬁ%ﬂ|€ﬂ@hé‘ﬁu1dt&b‘?n6@§|ﬁdd Rl preSehtild céMalnnfent

'0osi ti on housed therein under conditions in
elementitbat prehentsdhe fiuicbcomposition frigem cantgctingithestdemabenvironment

of th gqr{r_ger at ﬁr es. gaa descr%aed above) and under
RPN ASUBNSVARVERP IR di ty, e.g., from about 20%
t thé%%ialﬁéro/mav%sb%r?&nfdlﬁ&1s?;b@létdo% Yeled rﬁlﬁl‘@ffle dosages of a

~ (humdity). Exanples of suitable materials inc
fluid gampesiton,fuit generalyacqriainga singledasagerin anany @mgodlments

| ' : { [ ; t
Whe%&ﬁgppgﬁy&gg g %?ﬁ%lgidégg{;g ?:lgx uécrﬁtl"{%;v&hﬁ% (%f?lulld in the container
typicdIfErhges fropobigpuoP2hene ab&W) Iml, usndily frem alkmt 0. Brm;tmdalbout

3.5mEgLTAE SEUBRE HETL RO & A00UF AFbnded to be

TSRS ) PSSR 5 R LRORRIHRIOhAS, s kno o
the mdterial mmrlnterthe rﬁlumtc(mndamtlm housed therginagwier condidans tnwhich
the contalryee is {orggg eeS Ig:jgnaﬁf elevated temperatures (as described above) and
under conditions of varying humidity, e.g., from about 20% to about 95%, usually
from about 30% to 80% (humidity). Examples of suitable materials include, but are
not limited to: metallic materials, e.g., aluminum, and the like; polymeric or plastic
materials, e.g., polyesters (such as polyethylene (PET) and polypropylene (PP)),
and the like. It shall be understood the material examples above are to be
considered exemplary and are not intended to be limiting in any manner.

As described above, the container may be constructed to have any shape,

where the container in accordance with the present invention is typically designed to

provide a container that prevents contact of the contents of the container with outside
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provide a contai ner that prevents contact of the

contents of the container wwth outside 7 WO
wQeMNIB7814 PCT/ US2003/ 030758 air, and can nmeCTnuUsion3/es0758

sealed state for a long period of tine. Referring now

to Figures 1 a and 1 b (front and side views,

respectively), there is shown an exenplary enbodi nent

of a contajner in accor an e Wth the, present
air, anqqmmaaﬁaln@sgalsws%ﬁteﬁg g perod A i: ¢ he

gfe"f‘t‘lﬁ’iﬁo&vq 'F'?&ur‘é@eﬁa én@%?fréhﬂ é(ncﬁsklé%@é& r@@bébtﬂ}é 5there

nnva 'e”seal i ng device (such as a cap)

is shommmvebérepmlem‘@chm@ntef au;pb’aneftm@ncabtdﬁnnervwﬁ‘dthﬂ rorﬁsent
| ar. rtio

inveniigly A Shamdo BiburRcia A Bale eahtaten T e iies B sheral
tubulaﬁ id1915 Ahb& Erhbya ¥ sehiiy aema&& seal daw 2@evrm-,e

nmay a separate but engaged el enent, e.
removdhiead@!ngd@ngagwbet iptegral formedorith the hutpylﬁrenom%

e A 5 Pt LB S s g or

cuttlng 0 Nt@mtﬁb@d tHAmevalsie sealilsy dewea2ongay @Vse;@rateyom@ngaged
i xed attached to the container, wherein

elem@éc@@dathl;eaﬁlé\bly engagsd. & aireriemef terishules b@éyr‘f@r%%l%?@ fluid
t to rel ease the contents of the
tight %ng?rail neérﬁ %(le'rei n the secondary sealing device
Erroa(dldiﬁcm ﬁ) e i=nmplaiie séalingade\pcé 2ey iy iscontegiplateddhat a
et ween t contents and t he .
secongda'y et \é?@iﬁ%h%ﬁ%eél tt@ﬁ@?@ 2 the a%%e@e"tweerem the
secor{o%?%eéﬁﬂwé\)i@e OB diREd ﬁf‘Bé"?emavé;blngr%n%ﬁaﬁéﬂjto]@Iease the

epresent at’l ve, and not provi ded to in any
conteww/ofdhelqontamelg Whereméb@eecomctarytsﬁeh@@ deweice provides a

nventi on rOVId
supplpREHaof ity SrtianCoaR i PERS Bt Bhmeila frhouRipgy pnd the
sunoﬁh&h&eﬁ@ﬁ&ﬂ%bﬁton as descri bed above, where in many
enbodi nents the fluid conposition is present_in
s daltedicatestabaves thearepdeseitptieicaainer SF‘ﬁWé'dalﬁ‘Q‘éﬁ@StW and 1b

s el AR AR SEPSEAPBE NG it resectto

t's "af so™i ncl
the subjectdaeshtioppi cal patch preparation. The unl oaded
topi cal patch preparation nmay take a variety of
different configurations, but typically includes at
kits | east a fluid retaining |ayer for receiving the DTH
fluid conposition and an adhesive | ayer for
méilstt prionidegl areditsdhahat lrapidsciuderan elevated temperature sensitive

DTH fluid composition, as described above, where in many embodiments the fluid
composition is present in a sealed container, as described above. In addition to the
fluid composition, many representative embodiments of the subject kits also include
an unloaded topical patch preparation.

The unloaded topical patch preparation may take a variety of different
configurations, but typically includes at least a fluid retaining layer for receiving the
DTH fluid composition and an adhesive layer for maintaining the patch in position
once the patch is topically applied.

The fluid retaining layer may be made from any convenient material that is

capable of retaining and then slowly releasing the fluid DTH composition in an
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30 once the patch is topically applied. The fluid

retaining |layer may be made from any conveni ent
woreaoesmh4 t hat i s capabl e of retaining and t heeT/E52908/§30758

rel easing the fluid DTH conposition in an 8 WD

2004/ 037314 PCT/ US2003/ 030758 acceptabl e manner. The

fluid retaining layer is generally capable of holding

acce&ag&mgnﬂermtrheqlgggq H@l%ﬁ} gigtlts%%gtgr[h yf%a%‘fgn%ﬁ\osidmg a volume
of theSBfrPF ¢dfRSosiion At ls aPrRabt Bbdit-0.The, bbuaIN 4t9éastabrdit 1 mland

| ayer may be nade from any conveni ent material, where

somatle"mSe@tdaaﬁtahwt femb Mihe LG retainting ayer may belgrads fromrany

corvfbtim B e AT BRI SR b gr o

Ilmlteafté agzd bik® noAwol el ickah el ga lFalvkcatéd fronh PEIYPAyetjies),

atch preparation further includes an adhesive | ayer,
PP(P@H@I@WWMGHQQQ/@(@ .ayer serves to secure the topical

p%tsqndltcgﬁtd%ov Ome%|0%88&{d£?&| ﬁfatc"ﬁ Sﬁ%%ﬁéﬁO{l fOrt hﬁBludes an

atch "has beéen a I ed durl esive
adhesiag %yemwhbm thmnasnm‘ Iaqensmfwes t@tedmrfeftheetoplcal patch to the

erials ides for the hesi ve
topicAHERcRH ST RS eaIPEdd WEh: dhe RRtadashren anplid Juing Use. The
ad hegﬁé ?é&%’?lrﬁay g nHék&@ [lﬁ Yt al AithbEer ditféredt t8lials! 86 It as it
Meric esli ve conposition that are conmonly
prowdespfonthel adhesixé dumctionpdeszaibat ialoye, whgre representative materials

ot itStelh Bides SR S RER 1 BBy SBRHMTEL Bompetionghat are
comnﬁ?sﬁ@rernhmyéwm é)@eﬁ‘leﬁ! %"re%ar&ﬁoﬁ’é‘(é @b styrOfe-MbhrehE ety erIFSIS)

respectively) t I's shown an exenp Iar%/ enbodi nment
h

copolymeis, wwe@@d@dad@peﬁvrqmt(&Bﬁir@mwa@er@ne at may be

DR ol BRSS9 SRR o
showhrrm exisAplanpesibodindat ofam aslbaged topicyl atdipreparatiortthat may

npaosition retaining |layer 56, and a releas liner
be prea%trm kiis aoeprdig todpe @é%?ﬁrﬁﬂ'?‘(%‘“%p Fsahopy 'erFe igdresaRnd 2b,
4
the tddieqTeBtrER0 BRIARE PRaCRRg 2, SR SABENC Ty o 4G somposiion
retalrmag layeer o6, antha netgasedimatr dyerd8di nensi ons f or each

t t t th
& represaiative 186ioT RaltD deicled T8 Plithet 22'al 26 b &,
rectaﬁgﬁlai’l ot 8§G4re domfigurstidn. IMe @M@Hhoﬁs“d‘l“tlﬁé’véﬁ@k& Ia?@FQ may vary,
often from about 3cmto about 6¢cnt a wdth ran

ng
and repraacpiatiypslimensions dorgaalt layemnaregreowded belava h rgzpact to the

fuict {eFaB i pye 4R i T S PRMARTNE i HEs 2 Bl vAfHlh from
aboulVl & torsboRegem oftehérond hb@ut/@crhau @boﬁ%cmﬂ acgidtraramging from

enbodi nents this | ayer has a fg
about 1cm to about 7cm, ofteri from about 3cm 0 about 6cm; and a height ranging

from about 0.2mm to about 1.2mm, often from about 0.5mm to about 1mm. With
respect to the adhesive layer 54, in certain embodiments this layer has a length
ranging from about 3cm to about 9cm, often from about 5cm to about 8cm; a width
ranging from about 3cm to about 9cm, often from about 5cm to about 8cm; and a
height ranging from about 0.01mm to about 0.2mm, often from about 0.03mm to
about 0.1mm, and in many embodiments surrounds the periphery of the fluid

retaining layer, as depicted in Figures 2a and 2b.
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rangi ng from about 3cmto about 9cm often from about

5cmto about 8cm a width ranging fromabout 3cmto
wW@b@un3dBesm often from about 5cmto about 8cm PENUSHWOBEBO758

hei ght rangi ng from about 0.01 mmto about 0.2nmm

often fromabout 0.03mmto about 0.1 mm and in many

enbodi nents surrounds the periphery of the fluid

d 2 2b.. 9
(Ehe ek B aleT SacTPubE e St rEom ety f A& Ly Pes of
materig, \hﬁe&%&ﬂé&.ﬁg%dn{a&@mm%@rutmwd ok #bAdighe yet MbAshilk

material s selecting a material to be utilized as
should beagrkisideredy di hectqplaal pattcb in asoondanpe witbrivieduesent imyention is

intend e e R Ui eeb=EaTivtr s ek | an DE SRR SL RIS Hher

applicitiofiad & Qudjectid dich, qhe Aepiest pAth ﬂﬁaﬁb@anbje@ﬁid @ harsh
subj ect's skin, thet0|cal pat ch ‘ma esqllj"%lectedto

envirenmants s suehi a draterial thA§ lSs%ﬁbl&aumﬁr@MCalc Hfionsds also

dos s RSl HE P05 e3R8 9 g o

waterirabigtarttlortiWaérprsof, tidreby eaablingatuser toNbatargrneash while wearing
therebéenablin a user to bath or wash while wearin

the topiqal pafahcialaceatdancevitt B rresest veRtiahe e oseking layet 52 is
genen‘&W Zﬁ‘é({ié’ Bf %Taﬁb@%ﬁé}%l W&f] 155(:2ada°ble1 oﬁﬁ? ey nmgﬁ'\ent of

ex| bl'e nmate IS caa tting
humainhsodyoaredrimciudes, fdmﬂxampjed\xarwm ncm:Wodels fabfras, Bmaplfebncs

spandiph SABNe & 2qamiliitn af BIGE MAEESE AohehyERe
po|yeﬂ§hé/ ’féfésmﬁafa'té mm mWﬁylme&% filRd, %@WIBﬁéﬂArﬁll fabétate

vinyl" chloride fil hyl ene-vinyl” acetate
copolw]@m IfIWBpolwret'han@cﬂlmu aad rhlam bke.i With raspectio the backingtlayer 52,

o Bl ek RSB TRLY e AU e HBRE AT Ranfott oo

often 3 bBoabseth t@aBbut 8érhea vidthmanging frémnabout deauto Hssut Qcm,
a wdth ranging from about 3cmto about. 9cm often

often fiiasmakpytiecy é%abeuta%@m apg @ helglt ranginggrem ahoyt Hgo%mmntp
abouf‘%&ﬁbooq% %Zﬁ{gh Qimrh 188002k Befinfyr om about 0. 03mm

so shomn I'n ki gure 2b, also present
| flscesiease in Figere 2b, plsotpresemds relgase BBer @q)rbtm:ttlvadayer 58
r| or

that ek cpvan e g %@ﬁ{;@ggyggﬂr‘.é rnBdng ity et B {1
comdé%ﬁfo%c Wl’tﬁerés?é@tr toxRe pProteeale fiyer 8EDRLSTRIA Snibidiments this

l'ayer has a length ranging from about 3cmto about
layer bama lehgtnranging fiomab@d @denoto alpeuitOcst mften figmtabout Scm to

aboué@gﬂ' ng{po ?p&%@tﬁ rﬁ%:{ﬁogl? ﬁgﬁb al?octﬂ]gcﬁ‘yoﬂ%gfﬁ&ﬂ]a%%%%cm to
abouP8&h; BRY atheidittangingrramafidorio 0f10AIMAD aioat 0.5 Bfteh drom

about 0.2mm  This | ayer may be fabricated from any
about@92aimde@bout 0.2mm. This layér may be fabricated from any convenient
material, including the backing materials described above.

A protective layer (not shown) may be disposed over the release layer,
wherein the protective layer is removed prior to use of the topical patch 50 in
accordance with the methods of the present invention. As such, the topical patch
component of the kit may be present in an individual pouch or analogous container.

The topical patch may be constructed using any known methods of

construction. After fabrication the topical patch may be sealed within packaging.

10
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material, including the backing materials descri bed

above. A protective |layer (not shown) may be di sposed
wo@r@n/0813e4 r el ease | ayer, wherein the protectiREr/Us2003/030758

is renoved prior to use of the topical patch 50 in

accordance with the nethods of the present invention.

As such, the t opi cal patch 30 conponent of the kit may

di h )
ExamBls o SHRbIe RedBlbl togienisd: afe HagiBk aRuSR M udingan,g
alumiftin Ilé?é’r‘"@r amf beeptypl ofCrﬁafetrravmatmtl ﬁa‘ﬁté@tfthéd@plbahfoat@ﬁ from

the topical ‘patch may be seal ed within packagin

contaginatgoy/ Amgmmwrw&zgmgabmt‘zbss NEBYhe s@gledf\mtmn faungle

packdfiic b I PrasBhran P RB e anRbSlaliteh altnfidtiany

packayfedt ect the topical patch from contam nation. A |large

nunber of topical patches ma){(gbe sealed withjn .
simgreay epakedigents ofthesybiedt kifs ptherfbiid éam@ﬁﬁ@en?@mamer

clemd NSNS cR SoCHUMEENY % FpBrBRaREa h ki

contairongoisslément oaondlee aemglelwaﬂyhandludi urtiie winere tobeldt containment

e e S ol L Ao
., U he?é‘ﬁn%"s%r\;ehl‘ﬁe‘ﬁdmm&ﬁ B )})ﬁbﬁé@ﬁnd ﬂa.ogcomaaeqnsﬁ until

anal ogous structure, may or na be an airtight
use. container, 1o e.g., to further preserve the

CRR e L b B RTnbh PGl o Bl dr toad
the tobitEl pafdhieangith ®ie fRAIVDITH BoRIPSRIoAMol 086l andioe howpioce the

patches with the fluid DIH conposition for use and/or
patchesvipt delivesy oha dejayedityre irducirg pgentios hestdl maaY- t ype
embo:dﬂggﬁfs gﬂeai%ﬂ{.lct o‘ﬁsqysgﬁ I¥] rfcrhdd@ %t%ﬂ%ﬂ%ﬁﬁm}pl{%ﬁare a

ructions typlca P Or et On About

: topicdl(pawreﬁﬂmeawhé@iocaﬂplpm@ bafaby; dosieg sshedeles@tapploertain

t he patch, d03| ulLes etc. In cer

emboglipeRion it SUbeHKs JgIaas SRCPRE R Kabseq s-Ratghed to
treat %%‘Hrﬁ&lé&sﬁséééé %&ﬁdrﬁﬁﬁﬁ 4BTH @ea_&.ng dg@m i cul ar

isease condition wth a DTH I nducin The
i Mberinsiruciions are ggeeallalrwondedmrda@udabla reoondmg medium or

di [ 20 {rat
subsi{i6 FLERBRE et BRIy P LBOCr A SUPYGHR Sdoh as
papelpélpﬁlbsﬁé At 3”3 5Gch, ehé inghuchiBRs mé)hBe bRsdant 4 tHeGtsa a
be present in the kits as a. package insert, in the

packaggh@isergincthetakelingrafihe @pnt:ﬁm%@f the kit copmsnests thereof (i.e.,
assod i i fophealirBrY % B ARL B8 BB Bments, e
instructions are present as an electronic storage data file present on a suitable
computer readable storage medium, e.g. CD-ROM, diskette, etc. In yet other
embodiments, the actual instructions are not present in the kit, but means for
obtaining the instructions from a remote source, e.g. via the internet, are provided.
An example of this embodiment is a kit that includes a web address where the
instructions can be viewed and/or from which the instructions can be downloaded. As
with the instructions, this means for obtaining the instructions is recorded on a

suitable substrate.
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instructions are present as an electronic storage data

file present on a suitable 25 conputer readable
wGetoragsisedi um e.g. CD-ROM diskette, etc. |PCHES2003/030758

ot her enbodi nents, the actual instructions are not

present in the kit, but means for obtaining the

instructions froma rermte source, e.g. via the

internet, are provi exanBI e of this enbodi nent

METHQRS gF kISING R SUBEGT: ésL”%C\%Oé&i [dP¥Ss where the

i nstructions can be viewed and/or fromwhich the
instructions can be downl oaded. As 30 with the )
|Alsbrplovldedsaretrmetbodsaﬁssihgrthe Isubject stprage stable DTH fluid

o s e e A A s
comp%@#@tfé— ééem%iﬂd NS thers opiESN [ﬁﬁﬁylﬁg @ stEfidientsor

sing the subject storage stable
effectwerqmeumh afrtbe fluid gzmle@atlon ne sshigater pﬁﬁ@ﬁdﬁ@&@ddh@@@f

F@éh?%ls of .. 88}/? | di ngWﬁS titegﬂ%élq%ﬁfﬂ)o%moﬁw |ggnr8wdé@?n a kit

formaB 4 ldestabéd abo®s ftRe subRcamuthdd®indu thewtebs of prepanng a
ient in need there

|t|ontoasubject or pat
topical ﬁgfmweéﬁfﬁim”@ﬂ tgen @pﬁlymg\ﬁﬂeﬂ toriga patch Rie%ﬁ%@@ |t‘t) Acibject
or patiea‘g%%é I?%r’egg e}ln Elj(ﬁseé E’E@ ?@ssﬁ%%grbﬁﬂ é‘ﬂ%ﬂ\@gﬁl&ﬂly

ude of
prepa?@cpbymkstpﬂieﬁngm@bataiﬁerdha’ahdldshhe flamolD'y"Hrtg)nnprBltlon and then

deposigior 8 &uriarRtaGIumS f 08 Ho B iradton i He Bt affining
domaRPbCiadich bY Bk ﬁ Ldﬁ\‘jgd% BQ}[;?&‘{ E%r%én%ttloﬁpem ng a

cont ai-ner t conposi ti on and
t Wéith resppotiot thegearesaﬁtatlvemﬂnflgurajm Sffowrhlé fiigures) 18,8 and

{ { {
2a.b, 5 PEgpaPORREd! ban ™ i G BPBBSATOR! MyRess PSS spe firs
step i& ‘Pyﬂlé%ﬂlyr tBRERRIBLIAS 'td’pﬁcél?ﬁﬁcttﬂﬂbﬁt arwﬂpéchEghg thaFirglyrmspresent,
a,b and 15 2a,b, to prepare a topical f)atch fromthe

and tm’fmm@\se mmmteqilveﬁ@e@ 54 @gm@eﬂﬁ@wﬁ pateh, theeghby @xposing

o EIRBRNY i Sl e AR Y ping
prote®tivel lager fremn mE%TdHé&vferlaymt HEhe eealmg devite le.gt lcapeisythen
remoyad BpToe RapRb CoRRBRE] Opgg Las EHaientRor BB OB /ere then be
depoél?ébeént%rtﬂ@rlte{b‘?n ﬂg :@%gtg) ¥of lﬂ)é%fdhe-ghfé Iégég' 56 Gf ﬂ’%\‘tbﬁ%al patch 50.

renmoved fromt seal ed
As mdlcatmi atmvela sufficlenthwlgoetafribe flotd corapestiomisnappligde where in

many.cifBe et el reg oLt e R tpa AgBE o A8l 8.3 to
aboui e, GRSy ABRY Bbo@ i te hBoGt V.8hiaRdThofdesUdllyifbm about
onposition i s applied, where in many enmbodi ments

0. 6mk/t@| ahesit gmlf | iacsesppd isedling geviseliy dispnged abpehihgrnaning of the
conta?nemlhe Qser can utilize a suitable object to puncture or remove the second

sealing device, wherein the fluid contents of the container may be deposited onto the
retaining layer of the topical patch 50. Once the fluid composition has been
deposited onto the retaining layer, the resultant prepared or loaded topical patch may
then be administered to the subject in need thereof, e.g., by affixing the topical patch
to the desired location of the subject or patient’s body. The topical patch may be

applied in an inconspicuous area, such as an arm or a leg.
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about 2ml, wusually from about 0.5m to about 1.5m and
nmore usually fromabout 25 0.6nmL to about 1 m. If a

W@ emaens3seal i ng device is di sposed about the openUszy0s630758
the container, the user can utilize a suitable object
to puncture or renove the second sealing device,
wherein the fluid contents of the container nay be

deposi.ted onto t retaini ayer_ of the _topical, . .
oABaRtEgecThave, fie pibiell BelssAPanSinedsREsealy delivering

DTH %%B@ﬁl'gt?érﬁé‘té’gt TeNCB! & §ihddt blaé’l%jecltlhﬁ‘\ereﬁsthbﬁﬁt By “topical
prepare ded topical patch rmay 30 then

dehveayfmt is eantdelivery via ghdsjrpiion thiougk the Bldnedn usmggthe hb@ded

oo B LBl A 8 i o
patchli§ ap@ﬁ@di 't&thé é‘klﬁ@ifﬂeﬁ Ao Bt 1©picab Palthdh agboalice with
or a |eqg. WO 2004 7314 PCT/ US2003/ 030758 As

the prasentmweatlgrmoak‘edew@eglﬁﬂoy@t met hods are net hods of

+ SR TRl i Ao BB A S ISt she, TPPICH sites of
interedelncierey but biré Aotiraitéd telarvel legy itersapsier Phesurfabe augh that is

the skin. In using theloadeﬂm’tomﬁ atch to .
coverﬁemyctaﬂt9p@ahpa’sc§t@¢p%ramqu>l BY ApP @%tﬁ%n %'S¥ 'H%SHE@tent to
prowcﬁ@?or%ﬂ@'d%@heéﬁ?ﬁt%&ﬂ dfﬁp édrﬁﬁ‘u tPatH?\eaﬁEI' ‘fémbﬁdlments

aration o patch 1n accor anc
range:sl*feorpraémrhﬂ torﬁm}ld:marandala rdamcerrthmdhrabntse‘rormwopaﬂarho 100

o, AL A1 020y  SANET N O SR S St metnocs

a topi'c!af‘bét%ﬁ rh&y bérdﬁ)lleb %\gemélﬁrtﬁ’ﬁ’e o?bcplur-élﬂfil SfUirhes Bvér £8iven time
i's covered by the topical patch preparation

penodm govthe @oarqﬁ picthei diseasgsaongéfionpeing iteasted, ovhereghe doging

schedqilf ik, iira S Bptte e PRSP RS b g gt may

be daiilp, waawyenmbmyemﬁcsntmyom@bout 10 to 100 cn2, usually
from about 20 to 50 cn® In practicing

t ABedapicabpatebtin sraintaingd 'a;ﬁoeaactwtfbwerﬁsm aawlqdeaf time
sufficRift & geﬁJéF‘aanoé tlgé%?%éré%?@ti%ér‘ngﬁﬁt SM§THRo gllé/ ﬁé‘tlédthn many
period, e.g.,

e cour se I sease con
embdaimegtst ltiwpedod ofitme rehaired $ dgliviss the dedineé@ amioamt af agent is

shortpgeetaly hofiexiaPding andiis Aoliserid s Nl mata g dhatEr bours.
mclucﬁﬁﬁ noTHﬁ)rEQﬁéﬁ aboled ﬁBur‘ SUCRIRt RItHRSre tﬂaﬁ%ﬁo@ﬂio%lhhtes not

he skin for a period of tinme sufficient to deliver
moreathalefabeut 80 enioutasrandibadme eathndiments motigxceeding about 15

rrb
minul§ T8 erbd e apiR SNt RSB s faflaided & ws
applicdtint site0@assrld on iy nﬁ&ﬁ@@ﬂﬂh@g:o&hﬁ}%gltlcﬁw BAdtite s@bchn e g their
not nore than about hours, including not nore th

sensiipibto therriiive ageart, lag imyeenersily a least ab@uﬂ 6UNieR aﬂé§ften at
least WBbut 5 minutes.

uTiLITY
The above-described fluid compositions, patches prepared therefrom and

methods for using the same, find use in any application in which the topical

administration of an DTH inducing agent to a host is desired. Generally such hosts
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nore than about 30 m nutes and in sonme enbodi nents not

exceedi ng about 15 mnutes. The period of tinme during
wokiogl3Bine preparation is maintained at the  PCT/US2003/030758

application site depends on the nature of the

conposition and the subject, e.g., their 25

sensitivity to the active agent, but is generally at

o b Ay B 03 R o s

orgamiomeashith ans withii teesasy waAMalid, hetedingthadedersRbRfdse (e.g.,
for using the same, find use in any application in

dogs\aidctats hEog@mia (a.9., Hine.ranempPidsnadd raws) g piratasns-g.,

R b i R e T

humdrmsmeal i an, " where these terns are used broadly to

descri be rgani sns._ which are within the class
rﬁrﬂ%ﬁnya?mgﬁgm%mfﬁgtwbm énatheds finddise ipdheg treatrpgpfsof a

diseaf?sgt%g)?@tﬁn. B %‘t%ﬁeés’htgs:.n%gpt HLI%%% gh’ 'a@ﬁe?]ir?ﬂgét% ofthd symptoms

and pri anzees, a
associatadewith the pathenigyieatmmiditiont afflictihg tiho host, whdre aenedioration is
ject nmeth find

PN MR S TR
e.g. s*ysyhﬂﬁ?m? RissbéiafBRPRith e bSMSIogichI BRH ilti%h?}iéir?gﬁ‘tr@fat(ﬁd? 8uch as viral

ynptons associated wth the pathological™ con I on
load af sifle effestp asapdiated thevrwith. Assuchrtseatorent alsalisekides sguations

wherR i Baiilodes Codriliftn, o8 pfleast &ipplrl HESha Sl Beteifiy are
complétely inhibiteal Bgj. Ofievahtedicsh thapheRRig) @r Eidppiead _e.g,&ﬁ rhiAated,
viral load or side effects associated therewith. As

suchdhatiihe oshprdergen sferntoidée rathelagicghsondifien.coraideast the
oA SO BELER A0 104 Do) oMl KU AP yrpgment rluces
both puréngaanddnémagmgapcﬂieé\asmcomﬁtim.opped, e.g. term nated,

R AT N —
subjelchHethbds ACSRS R id BenRHib alseaks abnfitid bide@les A inddtek

_ treatment includes both curing and nmanaging a di sease
includeyditiare mot limitednig: ehmboidifatgus syndrond, systemic dumdist i on

' ding to th bj et hods i
erytniiiton, 4gBLY IRRBRMIME dideast asintleth wiB e Bigdchos of
intradefiukir @sithoderit Hgentsiiely. avirisee! bhtttihE Guch asCyidmegalovirus,

fatigue syndrone, system c |upus 20 erythematosus,
Candl%r‘%wt,oqogpghrﬁem%p@ystlaicgaag,e@wchmldieat ed with the

R Bl R R RS IBRETAR b men, o..
management, of immunocompromising disease conditions, and particularly HIV
associated disease conditions, e.g., AIDS. Treatment in the context of HIV
associated diseases means improvement of quality of life, e.g., via reduction in one
or more symptoms, the occurrence of opportunistic infections, etc. In terms of
quantifiable parameters associated with HIV disease conditions, the subject
invention finds use in reducing viral load(Surrogate maker) and/or increasing the
population of natural Killer cells, while varying the population of at least one of
CD4(Surrogate maker) cells and CD8 cells. Such changes in quantifiable parameters

are achievable with application times that do not exceed 15 minutes in length.
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Candi da, Cryptococcus, Penunocystis carinii, and the
like. OF particular interest is the use of the subject
woreiohoss14 n the treatnment, e.g., nmanagenent, BPET/US2003/030758
i mmunoconpr om si ng di sease conditions, and
particularly HV 25 associ ated di sease condi ti ons,
e.g., AIDS. Treatnent in the context of HV
associ at ed di seases neans i nprovenent of quality of
life, e.g., via reduction in one or nore synptomns,
the occurrence of opportunistic infections, etc. In
ternms of quantifiable paraneters associ at ed wth HV
dTheaieupvaog giractined androemnpasptivg examplastareroffarad oy veay of

vi ral Surrogat e maker) and/ or
lllustrgﬂc&q a4gn S H@%@f 'HB@%?%. on of natural killer cells,
whil e varying the popul ation of at |east one of
CD4(Surrogate neker) cells and CD8 cells. Such changes
in quantifiable paramEDXBERIMENTFAAChi evabl e with
application tines that do not exceed 15 mnutes in
| ength. 14 WD 2004/ 037314 PCT/ US2003/ 030758 The

f E{ée(?}g‘gpgn@ Gﬁ{daﬁ'ﬁhv\é{a? kart ?I@@aa’réb' Sél@W’ |b%§tr%’ I%fanufacturlng

ation~and not
methbd 8 m@ttllmxted t'h&éﬂE’ERl MENTAL Practi cal and conpar ative

'F el ow, but the manufacturing
_m,ﬁﬁ»ﬂﬁll&&- i thereby. 10 |. PRACTI CAL
E?SANPLE%éhcaPE&aMp}éH ﬁ&%@N@é/rsob@%@N%sltét@pédhm}dn

myristate sol ution O0g was uniformy dissolved in
i NGB R2Pg wes ustfamlym}@h(aﬂ/ injisorrpgl mytilats 186@ (w/w), after

whlclbﬁﬁurﬁle%hﬁﬁg %EBQ L@é%g&%@?%béé’%]%%@?eqoim— '15 allihintitubes

(capé@ﬁW@Qfﬂldﬁeﬂ leyvee, poT;ﬁdfﬁid@hmd’éE el&a‘-kehﬁﬁhleterslselﬁddﬁnéﬁ).lapﬂn) in
guantities of 2g each; the tubes were then

quanﬁwfe%gﬁc@etaeéube%w(@r%ihﬂne@mnaleésly sraledpangstered in a
f
refREE 080 CEFREGCR e At iy S
B. mPractical Exalmple 2on Omml[gxsla(oggswmspwnmyostfa’ttqsdlumml ved
ri

- G Bl it T aRpRes hofeCriov) alirlstitefUeibd )
after Whiﬂﬁ ﬂﬁé%saﬁngm@dﬂiﬁ@%mg Ysitidl wad paEkeRIETPL-419 aluminum

pol yam de-i m Takeuchi Press Industries Japan) in

tubesq(mpacrty &g; inerdayerc holyamide- ub@@ wekeuehidtress sustrias/Japan)

in auffieScy ZEPad b ere AN TRIYbIETy SoReR nd bt in o

thermostatic chamber at 40 degrees Celsius and at a humidity of 75%.

C. Practical Example 3--10% DNCB/crotamiton solution
DNCB 20g was uniformly dissolved in crotamiton 180g (w/w), after which the
resulting DNCB fluid composition was packed in TPL-419 aluminum tubes (capacity:

-29; inner layer: polyamide-imide, Takeuchi Press Industries Japan) in quantities of

2g each; the tubes were then completely sealed, and stored in a thermostatic
chamber at 40 degrees Celsius and at a humidity of 75%.
D. Practical Example 4--0.02% DNCB/crotamiton

DNCB 0.04g was uniformly dissolved in crotamiton 199.96g (w/w), after which
the resulting DNCB fluid composition was packed in TPL-419 aluminum tubes

(capacity: 2g; inner layer: polyamide-imide, Takeuchi Press Industries Japan) in

15



C. Practical Exanple 3--10% DNCB/ crotamton sol ution
DNCB 20g was uniformy dissolved in crotamton 180g

w@ wowp373ad t er which the 25 resulting DNCB fl updI/US2003/030758
conposition was packed in TPL-419 al um num tubes
(capacity: 2g; inner layer: polyam de-imde; Takeuchi
Press Industries Japan) in quantities of 2g each; the

T R S R Y

thermlaDnggéi/@idhvén%eﬂa'i%o d%@%%ﬁ@bn@é@%tﬂn@ﬁy%f@%%

crotamton 30 49 was uni forny di ssol ved
. i BTABHIAN PATAI99. 96g (W w), after which the

stail 4 R OB A TR o RS ied R it
practiB8l a@imsle: IMHedexpertiants h\ireré’g)%‘iﬁ)nh@@% tahi @SvikbAB®ht of 40
15 WO 2004/ 037314 PCT/ US2003/ 030758 quantities of 2g .
degressdGelsiur@ndufbe®% henidity hdhedesiscars shawaps @ perggntage relative
St o [0 ernostati c chanber at 40 degrees
to theZhtaf Pl if TepREi oot dity of 75% 11. STABILITY DATA
TableSt.abi lity data experinments were perfor_rred wth a

10

15

sanple size of three for each 5 practical exanple.

The expet Basaline wafter der { Oitaed | Afteh SenyiAfighdent] Alter o | After 6
degrees Celsius a % hwm, G d ¥ re ar

shown as|a perce 1F@Qngﬁrel Mqr@beg P"&Wﬁ% imlﬁtgf va %néchs Months
Prdaiche| 100%abl €99.8%Basebordss Af 11 60.0RA\ 995% Afl90%B | 98.7%
After 4 After 5 After 6 |Month Mont hs Mynt hs Mont hs
VEXemPlebnt hs  Practical | 100% 99. 8% 99. 2% 100. 02%

D9. 5% 99/ 0% 98. 7% Exanple 1 Practical {100% 10Q. 01%

DE. 7% 99] 4% 99. 8% 99. 0% 99. 0% Exanple 2 Practilcal

| Poas6tizal D400% 6% 100.001384 98(V.90 1909817 % IBIBH ExH9N% | 99.0%
3_ Practical 100% 99. 5% 99. 2% 99. 7% 99. 8% 99. 0%|99. 5%
Example

2

Practical | 100% 99.9% 99.6% | 100.03% | 100.01% | 98.7% | 99.2%
Example

3

Practical | 100% 99.5% 99.2% |99.7% 99.8% 99.0% | 99.5%
Example

4

Il DISCUSSION

Based on Table 1, supra, it is demonstrated that it is possible to ensure
adequate stability of a fluid composition including DNCB at 40 degrees Celsius in
each practical example. Table 1 also demonstrates that good stability is obtained at
both a concentration of 10% and at a concentration of 0.02%, so the stability is not
dependent on the DNCB concentration. Thus, this makes it possible that DNCB
patch preparations according to the present invention could be used in tropical

regions and countries, such as Africa. Furthermore, applying a topical patch
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Exanple 4 10 I11. DI SCUSSI ON Based on Table 1, supra,

it is denonstrated that it is possible to ensure
w@o®gusmses stability of a fluid conposition i ncP@MUSIY03/030758

DNCB at 40 degrees Celsius in each practical exanple.

Table 1 al so denonstrates that good stability is

obtai ned at 15 both a concentration of 10% and at a

prepalin - AIRER WEh BRERSSSTL e tion 4na PrestS sfLfon ket period
of tlm'etalIB(%/%‘?‘&I@SE’[Ot Mire%ltﬁé‘ﬁ@clﬁ’éﬁg@m%é’tyé é‘ﬂﬁ@rﬁﬂh@ﬁt ffho is

he present | nvention could be used i n tropical
therefoeg iablestodead e«xacﬂﬂy thessame dlfesayde Asra baaltl‘ﬁuperhs@nrrdﬁ @ddition,

t tch 004/ 037314
concqbfaiasodto s ViPefhadfio ittt alec avite presive.
Re:se@l‘di“ﬂ?éﬁ;t bédlY 86d Riled ‘Porasd?ﬁé tifel info #16 Adverse BNBAts GFINCE, and

time allows AIDS to be treated without a change in
therelhavesrloy beenfanytieppds tedate efinases of fifeetrepatening lagverse events,

| ead exactl.y, t a lj.f
such e Spr ey’ RRERr-fre TN E AR Soll e i RTA of the
presdrit @ivenaoh ||§oﬁlgdalpbﬁéd Wieei SwabB Boleaengiitds pbbsiblebat a cost of
Resear ch has been conducted for some tinme into the

approxmatele SR AP Pesarp@BPeryRAr MAkiNG thekatghof H&%Hf%ﬁw

|nvenrt|8H (P%s eip%n@ﬁ/teetggb é’ﬁ@‘?'ﬁ% I\g nhéréé&t%rgg%\%glr)ﬂg aﬂe‘fﬁ%\@@g

possimﬁterumt wbdi@/dlomngajoupatasl*asa\iveli he present invention
is only applied once a week, so treatnent is possible
at a cost of approximtely $600. 00 per person per

yﬁqg evitiRitt A8 fHe A rerlits BRd W&‘E@an‘ hat theeslidj&& invention

| ess ‘expensive than other H'V therapeutic nedications
providesifarsknurgbet of adswitages indhasieliveryi of [ENdndiing agents. The
untries

. L. | d h
subieeE80r4ec S G sormmpr forth TF Rt bR s, Pl ogg provide an
efficidfitarddsfedtios waytoHevide topapDT RS paratidh® fdelsy &f ¥ widle
DTH i nduci ng agents. The 15 subject storage stable

variety ofidiffererperyirarsnantsnd hrisubjecharenanaliQnferaphesaeyy mlow cost way
of tregg@g hgq%y%fﬂiﬁégé 86r‘?dlt|?rg§r‘1qnﬁﬂalﬂgt/ilb§ Wsddh @fﬁé’gbﬁﬁ‘éc’t |nv?nt|on

prepar a w de vari
repredehfsed sighifieant comtribation tdthe atbj ect pr epar at i ons
represent a | ow cost way of treating many di sease
condi tions, including AIDS. As such, the subject

' WI%UHII@Qtéoﬁsi?ﬁ@E‘éﬁrﬁs RitS4 $nid & lflé‘ém)tnrélj@ﬁérem ﬂh@orporated
Ications and patents cited in this
by reﬁsprencé as iftaash indiyichal publicatioorgrpradeniavere 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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by reference as if each individual publication or
patent were specifically and individually indicated

wa o00B@373ncor porated by reference. The citati onP@f/US2¥93/030758
publication is for its disclosure prior to the filing
date and shoul d not be construed as an 25 adm ssi on
that the present invention is not entitled to antedate

h i ion by virtue of prior invention.
Vﬁeiﬁéa%ﬁé&%—ﬁiéfor egoi ng i nvention has been described in
some detail by way of illustration and exanple for
pur poses of clarity of understanding, it is readily
1.  apypeelevated wTrperathrasetomag@ smhfeaﬁlyldmrmposltlort oka detayed type
the teac s of th| i nvent.ion that certain

hypetseaiind inhlieahaoen. B SRmhaY fah BERESRer oro wit hout

d%am déléﬁbd %@ Ha}g%rwgwutyqrmdu n®fprebentiBRenAgsdolatile
clai ms. /037314 'PCT] US2003/ 030758 = VAT 1S

orgargg aplvent thgt is Bubstantiedy m@tﬂtqwﬁ)del@mﬁ &ypa byrgeersitifyenducer
i d conposition of a ed type hypersensitivit
agen} atlelfe RS Sbglk bl ATLEY o VP e sers iy Y

del ayed type hypersensitivity inducer agent present in
a non-vol atile ?mganlc solvent that is substantially

2. i dbestermgeastabladluid samppsitionasspsting te Claimy 1, waeredr said
delay%?ig‘tgfyg %&P gﬁlgf&g [n%ﬁ{cgp gggnﬁgolubhfbgo %mlﬁﬁseﬁ%er eﬁﬁ\lCB).

on &dccording to
said 1o delayed type hypersen5|t|V|ty i nducer agent is

1-Chl oro-2,4 Dinjtrobenzene The sto e
3. stlds toraggi sieklsivia ppm@sﬁ@@mpféns to Blajmd W @\wgw &id
solveijE‘HGes 761 c\’c’?rﬂémi@f%ﬁo?)ﬂlﬂrgﬁ a| n hydr oxyl groups 15 4.

e storage st conposi ti on accordi ng to
Claim1l, wherein said solvent does not contain

II|C|ons storage stabhle,f i.d o 0si.ti o
%%Pw%%awil%JEOWéF@ PERIYNY é%hﬁém ' %rr‘?'” sad
solve‘?ﬂ?HSés napc&tafﬁhﬁeﬁdlﬁﬁm stable fluid conposition
according to Gaim1l, wherein said solvent is chosen

from di i sopr opyl adl pate, isopropyl nyristate,

o ¥brebegent g St bRA ARy G ERARTH Bheretifeic

solve@@isoardesl@rt o CQaim1l, wherein said conposition is
present in a sealed cont ai ner.

6. The storage stable fluid composition according to Claim 1, wherein said
solvent is chosen from: diisopropyl adipate, isopropyl myristate, diethyl sebacate,

diethyltoulamide, crotamiton, and paraffin.

7. The storage stable fluid composition according to Claim 1, wherein said

composition is present in a sealed container.

8. The storage stable fluid composition according to Claim 7, wherein said fluid

composition is stable at temperatures above about 40°C for at least about 100 days.

9. The storage stable fluid composition according to Claim 8, wherein said fluid

composition is stable at temperatures above about 40 °C for at least about 1 year.
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8. The storage stable fluid conposition according to
Claim?7, wherein said fluid conposition is stable at

wWo eopesBtur es above about 40C for at | east aboR€T/LSI03/030758
days. 30 9. The storage stable fluid conposition
according to Claim8, wherein said fluid conposition
is stable at tenperatures above about 40 C for at
| east about 1 year. 18 WD 2004/ 037314
PCT/ US2003/ 030758 10. A seal ed contai ner that

10. CRUZIPcAltaf %?Yf?é&%@ni&ﬁﬁ@%h%lé{lﬁeéﬁ&hﬁgﬁatﬁ@é%bﬁadé stafle fluid

conposition o el ayed type hypersenhsitivity inducer
compasgjtioh opaeetmyeditypahyoersensitivity mducerggent psesardin amoatvolatile

orart VS35 Bhbbeh PSR SRRk Bty ncucer
agem?ggqgé%gi@;nm-ﬂlpe A%\?@]&e égout'ﬂ@)eo@eal ed contai ner according

erein said container is a single
dosage container. |0 12. The seal ed contai ner

accor di to,.Claim1l0 r I d contai.
1. cBfipereled coainai acsonindts laith 8 e el S99 Shetaingrgs a single
dosag@tshthlngrd conposition. 13. The seal ed contai ner

according to Claim 12, wherein said substantially

inert material is a metallic material. 15 14. The

| ed t di
2. TheaAlid AR AECTHER GRuior, Wnbfoimefl Ehlltra
compill§es Ehﬁa@ﬁél Bat ROSURItARTalgIeet & BaidtfluidcCcampodlion.
wherein said container is 20 generally tubular in

shape and i ncl udes a renovabl e sealing portion. 16. A

13. yp r calt égﬁ%} It |{1§r 588&3{8%&%6%{191@ %g?%(lnasa‘ij(?gaﬂﬁgnﬁéﬂ%nert

agen t co
matefial)is armeiaﬁrcahatérfamrper ature storage stable fI ui d
conposition of said del ayed type 25 hypersensitivity
i nducer agent present in a non-volatile organic

14. S ‘?Héeégaléoh@c;ntéfﬁer SHESMY {cPE]ami 122 WherSinsiid sdBs@naslly inert

type. hypersensitivity rnducer agént at tenperatures
materndidy @ Edypueridmaderiaind (b) an unl oaded topi cal patch

preparation having a fluid conposition retaining

region. 30 17. The kit according to Caim 16, wherein

15. SThd ddatidcsinapes bbeSingGtdPCRHBNO, whelein said container is

generally tubular in shape and includes a removable sealing portion.

16. A kit for making a topical preparation of a delayed type hypersensitivity
inducer agent, said kit comprising:
(@) an elevated temperature storage stable fluid composition of said delayed type
hypersensitivity inducer agent present in a non-volatile organic solvent that is
substantially inert to said delayed type hypersensitivity inducer agent at
temperatures above about 40 °C; and

(b)  an unloaded topical patch preparation having a fluid composition

retaining region.

17.  The kit according to Claim 16, wherein said fluid composition is present in a

sealed container.
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seal ed container. 19 WO 2004/ 037314 PCT/ US2003/ 030758
18. The kit according to Caim 16, wherein said seal ed
weontasmesr is a single dosage container. 5 19pCTOs20k3/030758
according to Caim 16, wherein said del ayed-type
hypersensitivity inducer is 1-Chloro-2,4
Di ni trobenzene (DNCB). 20. The kit according to Claim
16, wherein said topical patch preparation includes:
(a) a backing; io (b) an adhesive layer; and (c) said
18. fﬁ'Hé‘?(JCéHEBFEﬁh 'té’@lefniu %,\?\%ﬁ@refr?@éie_ aﬁe})‘ chﬁSm%Hsasmgle
according to alm 16, ereln sai It furt
dosagencontdaseri nstructi ons, or neans for obtaini ng t he
same, recorded onto a substrate, wherein said
instructions 15 are for preparing a topical patch

19. P*rﬁead‘taédc%mlﬁg G e 1% vﬂ%r&n‘ ééiudjéré(}m@owel e?ébrﬁsﬂi\ﬁiy

d retainihg region of said unloaded topical patch.

inducepis momwem@mlgpgpazem@(am@pa cal patch for use,
said method conprising: (a) providing an el evated
tenperature storage stable fluid conposition of 20

20. SThé kitelcRpRfing ¥PCIal NS, adRseihiseid topidalipaeh pregatation includes:
present in a non-volatile organic solvent that is

(@) sabackingally inert to said del ayed type

t nducer agent at tenperatures above
(b) éﬁe"{&%gﬁ)é Ibgér ¥?g) applying said fluid conmposition

(c) os&id fluidl lcoimpositionastdining regioai ni ng region of an
unl oaded topical patch preparation to prepare said
topi cal patch for use. 25 23. The nmet hod according to

21. Ok L go\éﬁ]@%ﬁ? g C??ﬁ\'fb Ry t?&}tﬁ&)l 98@§ir%$ﬁ10t10ns or

provi cont'al ner o Sal mposi ti on
meanarfdr optaining thmsaimeoracairted ontd sutﬁh’reat&ewhecela@amf iistrgctions

to Clai.m?22, . d d f . Tpri
are 1o QuERAHD EA0RICREBIERaR AL Py sRPUNG SR AT ok BRsERn to
said fﬁu@"ré’tfaﬁﬁlﬁg Y&yi6® bf sdifQinlozded {Dpfcdphtpd according to
aim 23, wherein said container and sai d unl oaded 20

V\D 2004/ 037314 PCT/ US2003/ 030758 topical patch are
2. DS RMed it Aabhing b ARE R R i ey EA RS
(a) providing an elevated temperature storage stable fluid composition of
said delayed type hypersensitivity inducer agent present in a non-volatile organic
solvent that is substantially inert to said delayed type hypersensitivity inducer agent
at temperatures above about 40 °C; and
(b)  applying said fluid composition onto a fluid composition retaining region

of an unloaded topical patch preparation to prepare said topical patch for use.

23. The method according to Claim 22, wherein said providing step (a) comprises

providing a sealed container of said fluid composition and opening said container.

24.  The method according to Claim 22, wherein said method further comprises

removing said unloaded topical patch preparation from a protective container.

25.  The method according to Claim 23, wherein said container and said unloaded
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hypersensitivity inducer agent to a subject, said
nmet hod conprising: 5 (a) preparing a topical patch
wae@ansiisng to the nethod of G aim22; and (b)PCT/US2003/030758
topically applying said prepared topical patch to said
subject. 27. A nethod of making the kit according to
G aim 16, said method conprising: (a) producing an
topicleI S¥@heaqeb§g§ﬁflﬂt teco?ﬁé?ﬁlﬂgﬁt &émBhe fluid conposition
sai aye type hypersensitivity inducer
agent present in a non-volatile organic solvent that
ksAmﬁB@Bf é%fn}étérmgrat toFf&aSﬁr‘e?a%%ﬁ%’P g deMPEd type
ypersensitivit eratures above
hyperbemmtl\A@ nmuo(eb?g@“ém psgbjeat, aanﬁm@be@aompmlag

5 n:S eBQréﬁncf ﬂ:a?ﬁ’é‘tt:ﬁ' ggﬁrdfng t8 Eﬁé‘jfﬁ%ﬁo@ of %ﬁé‘ ; and

nposi tion;
( ch)pI atopmgll;sapmym@adudqbrenanemapmal aamhm]saldlsob,l@et;l
topical patch preparation into a kit contai nnent
el ement to produce said kit. 21

27. A method of making the kit according to Claim 16, said method comprising:
(a)  producing an elevated temperature storage stable fluid composition of
10  said delayed type hypersensitivity inducer agent present in a non-volatile organic
solvent that is substantially inert to said delayed type hypersensitivity inducer agent
at temperatures above about 40 °C;
(b)  sealing said produced fluid composition into a container to produce a
sealed container containing said fluid composition; and
15 (c) placing said sealed container and an unloaded topical patch
preparation into a kit containment element to produce said kit.
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