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or coagulates upon contact with it. The present invention is directed to elimination of the undesirable outflow
of perspiration from the skin and the undesirable accumulation of that perspiration (aqueous layer formation)
65 between the skin and the drug delivery system.
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After making a thorough study of the transdermal delivery systems, the present inventor found that the
transdermal delivery of pharmaceutically active drugs through the skin could be hindered by the outflow of
porspiration from the skin and subsequent formation of an agueous layer over the skin. The present inventor

45 noted that fransdermal delivery systems were nommally worn for a long period of time, generally about
twenty-four hours (24). When delivery systems are worn for such extended periods of time, substantial
perspiration from the skin is very likely to builld up between the outer layer of the skin and the contact layer
of the transdermal delivery system. The aqueous layer of perspiration is thus formed between the delivery
system and the skin interrupts the desired interface between the skin and the delivery system having an

60 undesirable effect on the delivery of drugs from the system.

The present inventor noted that the above referred to problem could at times, be at least partially
remedied by including additional pharmaceutically acfive drug into the defivery system. Such a solution is,
of course, only possible where additional drug may be incorporated into the system without having
undesirable effects. Such effects may take place where thé pharmaceutically active drug acts as a solvent

56 with respect to the system causing dissolution of the system. Further, even in situations where additional
drug can be incorporated into the delivery system the problem is not completely solved in that individuals
vary with respect to the amount they perspire and even a given individual may generate greatly different
amounts of perspiration depending on the temperature, humidity and activity of the individual.
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Although any of the anticholinergic compounds can prevent secretion and thus aide in the transdermal
50 delivery of a drug from a transdermal delivery system, due to the undesirable ‘side effects of some of these
compounds, the present inventor determined that it would be most desirable to utilize quaternary ammo-
nium salts of known anticholinergic compounds, and has further determined that the topical application of
such compounds in small amounts would be most desirable in terms of obtaining the desired effects of the
present Invention and avoiding undesirable side effects.
556 The following are specific examples of quaternary ammonium salts of anticholinergic compounds
preferably used in connaction with the present invention.
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30 2. Antispasnodic effect (lowered tone and notility of the
gastrointestinal tract-and the: gem#lg I’IE &/B ract). 3. Antisecretory
effect (reduced salivation (antisia Hda §§ educed perspiration
(anhydrotic). and re- duced acid and gastric secretion. As indicated above
t he anticholinergic agents have a substantial nunber of different effects

on the 35 human body. AGeRinGkwAGkdmoelt s U i rabl g,.unl ess absol utely
necessary to prescribeasmwgh agents in an a guch t hat A%y have a
system c effect. Therefore, it would be undem—na—b’r-e-@ﬁc"pﬂ&s’@n be such
antichol gnergi c agents for oral usage sinpl prevent per&pirati on which
woul d then indirectly facilitate transderm livery of a drug froma
transdernmal delivery system The nmechani sm of action of such drugs is
obscure, but such drugs do affectm central hani sm However, in order to

affect a central rrecha‘m,,':ﬁ'ﬂ#m“ and” have a sy ?c effect (ke corrpounds
nmust paste the bl ood-brain barrier. Upon resed c-—bt—cw,\a-s-ﬁmd t hat
tertiary am nes of such anticholinergic conp ds cag-pass S s bl ood- brain
baefi er but that quaternary ammoni um conmpoungls/coul d not. Tertiary anines
of certain anticholinergic conmpounds have been shown to increase the brain

acetyl cho- line |levels ip,dats khvb@ast0% This\increase coincides roughly
with theonset of trenega simlar to those ot%setr’@i n par ki nsoni sm
The mechani sm of acetyl choline increase in rit-cs-owiceptain but it has
been shown not to be due to acetyl cholinesteg e i nhivNE®n or to
activation to acetylase. However, the treno re swdppédteffectively by

adm nistration of the tertiary amnetyp nticholinergic bysnot by the
quért/er nafy ammoni um conpaushesemdbhiaugh @ of the antiche#jnergic
conpounds can prevent @edsdirlon and thus de n__th tr+ r@,dé?"rral 50
delivery of a drug froma transder nal y°"°y e }Qb‘:the

undesi rabl e side effects of sone of thes npounds, the gresent | nventor
determ ngd that it would be nost desirabl¥e“to utili#®g quaterfary ammo- nium
salts of known anticholinergic conpounds, and has further determ ned that
the topical application of such conpounds in small anobunts woul d be nost
desirable in ternms of obtaining the desired effects of the present

i nvention and avoi di ng undesirable side effects. 55 The follow ng are
speci fi caoexanpl es of quatm#ABiyh EFVRREHPSAY S antichol i nergi ¢ conpounds
preferably used in connection with the pr esen@ventigp. 5 EP 0198 034
Bl [err] 55 EP O 198 034 Bl [err] . c N

-
O o
25 : _ CH,SO7

HEXOCYCLIUM METHYLSULFATE (Tral)
/NS
HO=C—CHy—N ‘N\

40 CH,505

TrMEXINOL METHYLBROMIDE (Entoquel)
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7 EP 0 198 034 B1 [err] EP 0198 034 Bl [err] In order to describe
sone aspecys of how the present invention works, the nmechanismof a
speci fic compound will be discussed®A @ 19&0Bkral |y agreed that the
activity of .atropine-related anticholinergics is a conpetitive one with
acetyl choline. Accordi ngly,the cholinom neic agent(i.e.

acetyl chol i ne) possessses both affinity and intrdn§ c activity and can be

bound to the receptor site and elict the charac istic maptic
response. The anticholinergic agent,on the ot hersolr&rdu,cu3ds f he necessary
affinity to bind firmy to the 45 Wth the sent weixehtion, the
anticholingeric nol ecules have a primary point at tgechnment to cholinergic
sites through the so called cationic head, i.e., .t k,l‘e 1?10§1i tively charged
nitrogen present on the quaternary amoni um sal ts"p?"é e 4B’y used in

connection with the present invention. Accordingly, the quaternary amoni um
salts ofieanticholinergic agents of the present invention actually penetrate
the skin and attach thenmsel ves on receptor sites. This prevents other
agefit s whi ch cause i.pog%’i“p‘s B dENIi ty Pam sh Feacn By Tosthat site. Wen
topically applied to the skin the anti cho}\‘ﬁ%’r"bﬁé‘g%‘?ﬂ‘%‘hysli ol ogi cal l y
Interrupts the nornmal course of eventsPé&nd prgpyvetes—pefsprm4&ti on. Unli ke
antipergpirants which are sold cormmercially, the anticholinergic agents of
the present invention gwnobstciemae a phip§i cag b|$§'€+€i—ﬁgﬁ' » channel s from
whi ch perspiration freRENomris. edrprlinds okwteomHesgntn+ameriti on sinply
prevent secretion before it starts. In er t.o&d@t—e-r—m -fcui he
anticholinergic agents of the present \nv@gntPon had any negative effect on
55 he d®livery of pharnaceutically active drugs from a transdernal
delivery system the inventor tested the invention on hairless mce.

-Knowi ng that hairless mce do not perspire, an anticholinergic agent was
topically applied to an area of skin on hairless mce and a transdermal
delivery.systemwas then applied over the a to whichgthe anticholinergic
agent was applied. An identical transder'néf Eebi very aglfce was 9 EP O
198 034 Bl applied to a diffakite GRS R Lghoggfant HCh M ner gi ¢ agent
had been applied. The inventor found that h mc receﬁv%d t he sane
anount of pharnmaceutically active drug fr@ he tr_géd\e Il delivery
system af\ccordingly, it was deduced that t use of théHamthchol i nergic
agent had no effect on the transdernmal delivery or the drug in an in vivo
envi ronnment where no perspiration occurs. The present inventor then

86 .
. METHSCOPOLAMINE ~ HOH,C ﬁ CH, CH CH
i o
BROMIDE (Pamine, and NeH—C~0—0H HyC—N—CH, |>o
olbers)
SN : H, H CH
N\ B
40
TRIDIMEXETHYL CHI orive {Pathilon)
CaH,
4 uo—c-cu,w,--ﬁ:c,n,
CaH,

ci~
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S5 further deduced that the topical application of anticholinergic agents:
~to human skin (where perspiration CEI‘-E§1§§36§H§1 woul d facili tate the delivery
of drugs fromtransdermal delivery Systems i'n that such agent$s clearly do
effectively .prevent perspiration. As indicated above, any type of

antichol i-nergi c agent can be utili zedl,c,Q connection with the present

i nvention. However, the present inventorcibeliees that qugkgmary ammoni um
conmpounds as | ndi cat ed 10 above and tdqeée }h,s.él_Qs@,d d%.tﬁi@ U. K. Patent
2,010, 270 are preferably used in connect' th_the pr e‘sgpt i nvention. The
ant| cholg nergi c agents which are quat er arm?h um salts a% shown above
and disclosed in U K 2,010,270 are bel i¥e®ed to be nore useful in .
connection with the present invention in tkhapkdyMerie "soft™ in nature,
i..e., these agents exhibit substantial anticholinergic antisecretory
activity, while havi ng low toxicity 15 follow ng therapeutic application.
They do "ot pass the "brain barrier.” Qther anticholinergic agents exhibit
substantial anticholinergic antisecretory activity, but in addition these
compounds give rise to a AMERNigQhahgtXi C Si de ects such as dizzi ness,
blurred vision and dry nouth. In order to obt he effects of the

del i very system of the present invention snal @Dunt s of &he

anti cholf nergic agents are utilized. For exammoe-c—a:u;wﬁ-f-ﬁl-l—c,ﬁpnpom tion can
be prepared using anisotropine 20 nethyl brom ge{ (Val pi n)™ ag the

antichol i nergic agent (see Merck Index Tenth & i on®~Entry *Nurrber 693) .
This agent is very soluble in al cohols. Accordingly, 20 mlIligranms can be
di‘ssol vegl in 25 mlliliters of ethanol and 200 microliters of the solution
cambe applied to about five or six square centineters of skin surface.
This anount will prevent perspiration fromthat area for a period
sufficient for the purposes of the present invention, i.e. about
twenty-four (24) hours In order to make use of the pr esent
i nventi @n the antichgp; f\éﬁ",’&‘l"é“&"é’gﬁts can e\ di$sol ved i &y suitable

der mat ol ogi cal | y accep abI e sol vent and app¥ e byctafilsRéth neans to the
surface area of skin to which a transdertf delivery devi€his to be
applied. Altematively, the agents may be Inced in any transder nal

system The antichol i neiogtogs PEMtbid he | fvedti on are t hest'el ves capabl e
"of mgra&ing transdermally. Accordingly, they=¢an be peq"x | aced on the
skin, rubbed into the skin, sprayed on tHsN3%3-1¢-H50= 'E'(F"thSo cont act

wi th the skin as part of the transdernal delry syste kn brder to
obtain a cleansing effect which is an additNapAl berrefit When utilizing a
transder.nmal delivery device, the anticholinergic agent can fta pl aced onto
an appl i®ator such as a cotton svvab or cloth which has the agent thereon

di ssol ved in al Qe %p S eREEN kgl 53 Xh%ﬂi 't. 3B bs
I or: sc ont jnve orks, o S fi

3 pggh;fbgggoz%aﬁrfdé% M%gcugf waoil gﬁYa f%;a e%@tv h 5 i i
onhetitiv =] li Icholine) possesses

antT chol 4, ng&h Lifiniy Qm)ﬂh’i % Elfo%wi Qo B8 'réHBsk Br%ut& e°h tﬂe chbBtertstic mimetic

transder Malgsghabd, 1R Yntid ﬁ‘dﬂhe@@c §en¥ & Mhe? BiRer | A, Qé{sefhe tnBgbsSHE Fiinp 116 Binb FeEmIP &€ the

pre-treat egheoghét bROR hablidRVEing Qbddh B ErfeBtive kbsBorid6 18}, itaks ) iEIng actiikyS Thed Blocking

i ncl uded oagdnt)® sai@ibrit Geticatitratioh Rty domPeté<iofherebdpin bited GndBtevdiite acebiichslleb rom

W th an anbindilihérssal @isCprévgting nerld actiitypossi bl e to utilize the present

i nventi as by Withcthe pegsaiti ingntiohe tha ndntichbingericemgleanleachavel ai primaryt paint taf sattactimentet

del i very syslimngic Silees thrppie theabi caliedenti@ivcierd ips the @ositively chargdd nitragers presantrorg e

al so enhanaestqpeneemmerivon saiif preieratin tsed Holcprmestigh @it thearressnt. invBntiona geaardinolyf thehe

i nventi on auateriaey dnpreasiuposalis etianticholinergionagents »f &y Srasent invendiprn acieplly pengtrate the skin

reservoir @id fitagh fiampalvae outreceptp siteg Clhis\nsevgats) gthergagenia waisl cauge dningig aetyjty, &om

| ayer orso opiachitgio tst stis; Weernioieally aeliediiodhg skintemantieholingrpic,dopm physiclogisally deriupts
sone nannethed@mahepurse gkevagie Atd Rrevpnts eorsriEtiapclynike antipesaplents whicharg solcbeomprerday

ski n. the anticholinergic agents of the present invention do not cause a physical blocking of any channels from
which perspiration flows. The compounds of the present invention simply prevent secretion before it starts.

In order to determine if the anticholinergic agents of the present invention had any negative effect on

56 the delivery of pharmaceutically active drugs from a transdermal delivery system, the inventor tested the

invention on hairless mice. Knowing that hairless mice do not perspire, an anticholinergic agent was

topically applied to an area of skin on hairless mice and a transdermal delivery system was then applied

over the area to which the anticholinergic agent was applied. An identical transdermal delivery device was

g



As indicated above, a |arge nunber of dlfferent types of pharmaceutically-
active drugs are now bei ng 45 consi dered for use in transdermnal delivery
systems. Further, as indicated aboRP 0388 @3R! nunber of different types of
systens are- uti I | zed for delivering these drugs. Since the present

i nvention gapy VeﬁptnXusg% Wit nd Qwu%ngé i & gll;{ h\% bibnd lliedyﬁrg ve tor
L ansder ofoat ks Mo ] e M% !{ o et ed
enbodi ment aQbrais, it WHERdQY HAS t&é o B8 dnHoS FLn ddrmal
connect | Onde‘ﬁ%?ﬁorsﬂﬁtdﬁﬁﬁin%tn" Werﬁlh'e;?ﬁ{e Nile M sen | e ﬁua
speci fi Gal futher AdthubdaiRd Hﬂ%pﬁﬂapapﬁlﬂﬁt%%f QtEichB rglc’® E@?\?sttb Etgn&céﬂi oM
an appl i cascedr) welid radiftatd el dfRndr drb r&ﬂ trﬁnsﬁér aleeIi\@ Stomid i clearly
pliabl e medcdtedtvely pro@Eperdplration.n an al cohol type sol vent The so vent nmust

be der mat ol 0@ Malchtyd a6VERInA Y8 oR BklicRNRIgE aéﬁnvcalﬂaaéqtﬂ@zea 'trﬁé'dﬁhécﬁorpﬁlﬁ‘lptﬁénbﬂefeﬁt
The appl i ciatentionh However, tecpragshi aledtor BEeGEsCtha OfBtbrnary St ddRbsLAls bs |

i Ncor porat abdve amti chosle Elegiasbd withirDY.& KRlenD2, 0 1023E &rd Phoferdblyl WBEY i ToeEOR GittPHle basdnhe

t ransder neihvediiohi very system This packet or reservoir can be opened prior

t 0~t he 55 apjihd adicholinergis agehte whictnars dieateredry ahedniumesals asyshbwmaboldpard dipRsEdgU.KE he
appl i cat or2918,27kare beligvedirto be Imgrezuseful imEonpéction with thehpredenttilventioy §i thantteg ateC"sd in
appl i ed i shapresie.r thesecagomy exhibiitsulpaipntidh entichalicergi¢ antikecretony tdtivityhwhilahavingClaw doxicity

t hus cl &anfelomipg therapsutic mpriinatiom | Thewlonet pass ther “hraincharries!! Ottier| anticholipergit agdmts exhibit
ant i chol i n¥pgandal @plieheligfrglc Gntisegsgters ectivity, buttin edditior these compoundsipivaidsertelk ndreber vr y
device is T‘q'ee?ffe%s'{chés giziness; blred yision aad drpmbRtiver y of the phar maceuti- 10

ER 0 198 034™M d?fé? taip the- 9‘@°'ar°& ef%‘f?m Wétemrférﬂzed@r?ﬁ?aq inypatian, amel) ampuntseemthe
sh uI d taaa[e %‘1% 4l "g J,I'ﬁl?e c% m%gc Ps?ﬂ" EUI Ht'f'PP?t“"P 2 %%gﬁdr n;%{gp @wsq:r%ggﬁ

Bt K iss S oo 955[ i g gpenat,

g_gh;gﬁ\g |Of % |t::roli S fE'he socg ﬁ% ) le% '-f% y

n_c P hﬁ% ﬂ
System _5,m i per § % f‘i Sa B bR s éega?f’a e P,
ﬁgﬁ éﬁw 5

I'n what ¢ s ® fichofiiafaR éaﬁ el_igélgﬁrgg i’h ny Sitible
readi ng tmeﬁn&ﬂr fcﬁﬂsééﬁé?ota% Q51 i%ﬁ W{%ﬂ;ﬁg 04 o which

to whi
nodi fi cat 't%ﬁe%ddéﬁ%rf/ aé\)'cgrissto I?rtﬁe éggnt@ i‘% u ﬂ if'h ,L
scope of tdyerr BrisCahticHolMéRIY addRts o e @hﬂasﬁ thémielvad1e uhd £ﬁéd§&4§|iyem
capabl e of Acpsragly] ited can @ﬁbr%ﬁlﬂa@ed dnQlé didh RIbBeAGR0 bl@tsm%ﬁrawa%n% Sk OF YlackY §f €M
and ski fo sishth@@@h G IERIN ia$ pargor theSransdernil EENAHTRIGRM] I SR 1 0BG ia\tRar nggﬁec@which
der mat ol 0gs emaddjormibnpiit avharpatiitigCH wabdelmahaeliody advice, tieddnticholinerfRRageNt t&Y belplkBed
drug; and auo @reppichiol suh ragiaccoBpesiab onNclath waibh higd! thes sijoht éréunt didseiveaay eicahol DeAl
ant i secr etapplicaterf Hagog the sganhdissalvexiitbarern isbenrgbbien snifhb iaea einkin towldehiibededics i 3d M C
ef fect. 2(eppliad. Thet aleoho)dws medloadsiigi antiseptics ¢ffstieon the amh andrite dntich@ingeérie) chmpoune: isei N
t he ant #6c rAjPYed do pRrpoair)tan skin. The, tranadermeal delivery devie s them applietl oved the Arci whinks bis biaenl
del i very s¥teaededn agpaiikneve t pnhacaiskin neneliien wight aish e includeden thewaplisatirs an
asor ption nift ‘1"F"33°"’pt93'i"’?‘?"@ﬂ@§j ap afep W skit with py @ntichaiienmicy agant df s fpessible to utilize the
pharmaceutRreegN iveaton; We'"ﬁﬂ'ﬂfqa igh ot gatichglineioie ragent jelp dhe trengdarpal delivery system. The

penetration enhancers present in such a system might also enhance penetration of the anticholinergic

40 agenmt. The agents of the invention can be incorporated into a matrix system, included into a reservoir with a

pharmaceutically active drug, dispersed in an adhesive layer or ointment or otherwise included in

connection with the system in some manner so that the agent may be delivered through the surface of the

skin.

As indicated above, a large number of different types of pharmaceutically active drugs are now being

46 considered for use in transdermal delivery systems. Further, as indicated above, a large number of different

types of systems. are utilized for delivering these drugs. Since the present invention can conceivably be

used in connection with all types of transdermal. delivery systems, the present inventor conceived of a

-preferred embodiment of his invention whereby the invention could be ut|||zed in connection such systems
without substantial modification

50 More specifically, anticholinergic agents of the invention could be absorbed on an applicator such as a

piece of cotton cloth or other suitable soft pliable material, preferably in an alcohol type solvent. The solvent

must be dermatolegically acceptable and preferably have antiseptic properties. The applicator having the

anticholinergic agent absorbed thereon is then incorporated into a separate packet or reservoir which is

connected to the transdermal delivery system. This packet or reservoir can bs opened prior to the

56 application of the transdermal delivery system. Upon opsning, the applicator Is removed and the area of

skin to which the system is to be applied is pre-treated by rubbing the area of skin with the applicator, thus

cleansing the skin and allowing for transdermal delivery .of the anticholinergic composition. After pre-

treatment, the transdermal delivery device is applied to the pre-treated area. Delivery of the pharmacsuti-

10



26 IS present in the reservoir with the pharnmaceutically active drug..
4. A transdermal delivery- system a ' Lh Caiml , wherein the
carrier neans |s a pressure- sensi ﬁééq%ﬁgﬁ#ge havi ng the pharmaceutically
active drug. di spersed therein, the adhesive also having the anticholinergic
agent di spe#pactivb Bk Fbm the3finsdert ddiAns SletoMBsholitPbe H&itatedSDyShPFbddft ifvoRtioR Rthdt N
Caiml , phssieion fomMand prblrbddd d5esSkih vilPoethtbrubted Ahs PRvrtig the bty btfiRter from
phar maceut eedréa/of 3Rk batEprélontitly the LR 8! aky&{uBduS 123braBked e siirfaBe of the skin and the
anti chol i nea@bemadevbry sister® transdermal delivery systemas clained in daim
1, furtfier cgpkdsérit Myentiod has beedt dBEIPSRH Bhe dbsalidd Rteln i GVhkEls Neged tdEbe its more
~anti chol i nelefpired agbdtiments. Héwdvera Dpdhclotidig thisl distRisyre Hwsé akilledSin Cthaliaitadll rasodnizal M
6 , wher ei motifitiche idaddtibisaifegdot witighed inioSdef teelssewtihin e scbp@ of thp preadntinvedB@L VOi I
in aliquid solution, the separate reservoir being easily openable for
renoval of the liquid solution therefrom 40 8. A transdermal delivery
systemasg clained in CCaim6 , wherein the separate reservoir contains an
appl i cat or Ckéw$ ng absor bed thereon the anticholinergic agent, the

applicator being easily renovable fromthe reservoir to allow for

appl i cati oft of trenseermplidelivaty| sypiem ghrablegd providing tandesisgblerflow duterfasey bpfpenathe delivery .
Syst eme de | | BEPBAMLHINSHIAG BRMANPIRAIe capabl e de founir une interface de flux
souhai t dbl e ehppEacuticalicadiypdrgs | peration et | a surface de |a peau

t: SOPaTRledisply Are pamaacpipgic ?R&‘?P@\ET" hior the dwo;
vehi cul eur s it R Rt g Lol foutgy e
der nmat ol ogl que1 9 EYeen ’t°°%*§°ﬁﬁ"s§5‘°n Ehti-chol i ner gi que dans une quantit6
e . p : I : .
ot A P o B P B o e
Bl cally active drug r.romthe transdermal delivery system should be

facilitated bygdnBfnid BaIGEH sysPUER claibdiMChiRef, whidis b taHidr Hdards @8 doBéption matrix
pre-treated FoGondd bsib Qraéﬁﬁyggayhmg 6 [pHEnSSbui B SaciVe &R dnt 8 dnlidhoglc! 2gunt Of
wat er frem t habrestheia tridfrosSidinwithin dhathédulicatgadiedriyli | d up of any aqueous
| ayer between the surface of the skin and the transdermal delivery system
5 The 4pr & saistiermélVddiNshyO sy stamSasoéisined ins Chias €J whadin AR edirtidy atoahe fsea ipressure-
what is bel i eseaslivé adhesivel Hagingrihe ehaanarbetically cheivaridng i dispersest. theriimuthecadhesivp elso having
readi ng t hi s the atitholinergie apbrd diepesded terth. i N the art will recogni ze
nodi fi caions and variations thereof which are intended to be within the
scope of tBe Atransdermal deliyerwsystam as claimed in Claim 1, wherein the carrier means is a diffusion matrix
having the pharmaceutically active drug dispersed therein along with the anticholinergic agent.

6. A transdermal delivery system as claimed in Claim 1, further comprising:
35 a soparate reservoir containing the anticholinergic agent.

7. A transdermal delivery system as claimed in Claim 6 , wherein the anticholinergic agent is present in
.~ the separate reservoir in a liquid solution, the separate reservoir being easily openable for removal of
o the liquid solution therefrom.
40
8. A transdermal delivery system as claimed in Claim 6 , wherein the separate reservoir contains an
applicator having absorbed thereon the anticholinergic agent, the applicator being easily removable
from the reservolir to allow for applicafion of the anticholinergic agent to the skin.

45
Revendications

1. Systdme de libération transdermique capable de fournir une interface de flux souhaitable entre le
systdme de libération et la surface de |a peau comprenant :
50
un médicament actif pharmaceutiquement;

des moyens véhiculeurs pour le médicament, acceptables pharmaceutiquement et dermatologique-
ment; et

55
un agent anti-cholinergique dans une quantité suffisante pour avoir un effet anti-secrétoire local, une
tolle quantité étant.insuffisante pour entrather un effet systémique.

11



10 Cains 1. A transdernal delivery system capabl e of providing a desirable
flow interface between'the deli veré)/P Qy188 834 Bhd skin surface conprising: 15
a pharmaceutically active drug; a dermatol ogically and pharnacol ogi cal |y
accept abl g, carrl Lo BE: r,],‘stjord thF gru gy nd, a nii.cho tiJn rgic agent in_an
amun: s S S e ?;f‘%%ve?;n‘ggéﬁjggzﬁgg@m:s:
del i very @gm,g@?vgfgﬁsﬁa 7 neay'alﬁ f nf}:@rel rllaygr_he&t ant |h8ﬁ8%°?18rg?% "a%‘gr‘l'fe_ IS
a_quat g Nar YhégEesh HHRMGH has boen AistibRl 418 TdaRYbddSleferrinYwray Rl iRH3EP m%@hé*ﬁ-r% | n
Caiml, Mxeré BmbdafmeRB! HoviterTGaASrehding 2 ASMstb | thdde "HRidd th BOShl Wit N&dg EI ow

a I eSer VOombdife@ivhs\ardl vaghtibrd theRBPRHIGHCRS nteRdddl i beithin\ife <bpédor HaGrdsBiR invention.
anticholinergic agent 25 is present .in the reservoir with the

pharmaceutically active drug. 4. A transdernmal delivery system as cl ai ned
~in Cakwn 1l , wherein the carrier neans is a pressure- sensitive adhesive
- havi ng t h@alpdsar naceutically active drug dispersed therein, the adhesive
al so having the anticholinergic agent dispersed therein. 30 5. A

t ransder ntal Adtsdnisdeema) delivery strsters cepakilenad dravidingl aadesiable, flowhiatexsca bistwesrc the rdeivery
means i s a @ySiemdelinserfaee somprisitaag t he pharmaceutically active drug :
di sper &ed t Bohemacesficalypeliterdigi he anti chol i nergic agent. 6. A transder mal
del i very sy$&tdemalplogicellyiandenaimaceivgially acceptabierqarrier mesosior ihe idrig: and 5 a
separate r e?@%f‘?"“‘i’@ﬁ?@ﬁ“ﬁ "G ameuntsyficieni e haveragpea! anyessretoryy effast, suhrancrsIoyel]

del i very sySPBRinHEiclently fRuee 3 YSEMGSHPY- | wherein the anticholinergic agent

i € prese i.nthe s rate reseryoir..in a liquid.soluytion, K the separate
- ouBr B 1% o e R Bl el i ol B iR ot ooy
t herefrom %ﬁ‘n‘g ri‘\gff_ansder mal delivery systemas clainmned in Claim® ,

wherein t eA%Rﬁ{b@f_‘ifdeﬁiwgy\étgﬁmras Caed il Saif, @9&%;& Eﬁ%bé?{ier %xasngfna&%s”t%ﬁ atrix

t hereon the padtiohd lo\wrkell’e%n%ir%gﬁéming B o Rloliteily Yt ecl'n.@’anﬁ%fa! nﬁchroﬁrv%%\i(: ot

~fromthe reagidamtlin heredbrdWith te pREHMbtduiidalnPiuf arfgh€ anti chol i nergrcagent to
t he skin. 45 Revendications 1. sthne de liberation transderm que capabl e

de fourniq wWn@anbdetidl fdemryCstbi s SRH&RInt BlBE1 € WnbBinl the SdAdranBansl & & iphRSAd-I ON

et | a surfasensitied ddaesve RbvirgQRPpHRMMRELtICIN) abkive ARG IdRpdIRAtheddin, ite adhesive also having

phar maceut i gsanihdlinergic agertdispesey bl eurs pour | e nmedi canent, acceptables

phar megeut i quenent et dermatol ogi que- nent; et 55 un agent

ant i - chol8 nértgnsfeenatidafivery systequesrdaindst is Cldm 3 a wheeip thercaaleomeans is edifiusion matrix

ant i - secr dt baving thembarimacayticallyt astivegirep dispeiseGthelbiamtong withUifief anichotirergizoagentent r aener

un effet systdm que.
6.~ A transdermal delivery system as claimed in Claim 1 , further comprising:

35 a separate reservoir containing the anticholinergic agent.

7. A transdermal delivery system as claimed in Claim 6 , wherein the anticholinergic agent is present in
. the separate reservoir in a liquid solution, the separate reservoir being easily openable for removal of
o the liquid solution therefrom.
40 :
8. A transdermal delivery system as claimed in Claim 8 , wherein the separate reservoir contains an
applicator having absorbed thereon the anticholinergic agent, the applicator being easily removable
from the reservoir to allow for application of the anticholinergic agent fo the skin. :

Revendications

1. Systéme de libération transdermique capable de fournir une interface de flux souhaifablé entre le
systdme de libération et la surface de la peau comprenant :
50 '
un médicament actif pharmaceutiquement;

des moyens véhiculeurs pour le médicament, acceptables pharmaceutiquement et dermatologique-
ment; et

55
un agent anti-cholinergique dans une quantité suffisante pour avoir un effet anti-secrétoire local, une
telle quantité étant insuffisante pour entrainer un effet systémique.

-
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Medi kament und sin anticholinergisches Mttel in einer Menge, die zur

Ausl bung el nes | okal en anti sekretorlschen Effekts ausreicht, wobei esne
derarti ge [Masgrdche cht ausreicht, um oi nen system schen Effekt zu
verursachen. 2. Transdermal es Abgabe- System nach Anspruch 1, worln das
ant i chol | nds glranstiemblbs AbdabéSystam adae rzaa Eeisludt) einer getInsotér Blriﬁﬁdngs-eﬁhzﬂaé’ne_zwl-
Transdor mal esschéng ddse -ABgabeSystera aind Ales plautOherfiithe\bbiitigidats uhfas@ad ol fHaflazatiaes
Absor pt i ons- MNktivep Melikamentdi e unt er hal b ei nes das phammazeuti sch aktive
Medi kanmefit  entimdarmepleniseh var phamalelogisch annehmbage GridevéMittel &it dasMedikahaesit und

ant i chol i ner gtit#Rehofiperaisshes; Mittel inraingt Menge clircdur PusBbungrpinesdelien riliseleatainthbrs Effekts
akt | ven Medi k&ysreicht, wobsi eine derartige Menge nicht ausreicht, um einen systemischen Effekt zu verursachen.

N 2. Transdermales Abgabe-System nach Anspruch 1, worin das anticholinergische Mittel ein quatsrires
40 Ammonium-Salz ist.

3. Transdermales Abgabe-System nach Anspruch 1, worin das Tréiger-Mittel eine Absorptions-Matrix ist,
die unterhalb eines das pharmazeutisch aktive Medikament enthaltenden Vorratsbehsiters angeordnet

ist, und das anticholinergische Mittel in dem Vorratsbehiiter mit demn pharmazeutisch aktiven Medika-
45 ment anwesend ist.

4. Trensdermales Abgabe-System nach Anspruch 1, worin das Tréger-Mittel ein druckempfindliches
Haftmittel ist, das das pharmazeutisch aktive Medikament darin dispsrglert aufweist, wobel das
Hafimittel auch das anticholinergische Mittel darin dispergiert aufweist.

50 :

§. Transdermales Abgabe-System nach Anspruch 1, worin das Tréger-Mittel eine Diffusions-Matrix ist, die
das pharmazeutisch aktive Medikament zusammen mit dem anticholinergischen Mitiel darin dispergiert
aufwelst. '

§5 .6. Transdermales Abgabe-System nach Anspruch 1, weiterhin umfassend
einen getrennten Vorratsbehélter, der das anticholinergische Mittel enthiit.

7. Transdermales Abgabe-System nach Anspruch 6, worin das anticholinergische Mittel in einem getrenn-

12
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45 ment anwesend ist. 4. Transdernmal es Abgabe- System nach Anspruch 13
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Haftnittel auch das anticholinergische Mttel darin disperglért"aufwist.
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densel ben | eicht zu offnen ist. 8 Transdernal es Abgabe- Systern nach
AnSpruch 6, worin der getrennte Vorratsbehlfter einen Applikator 5

enthalt, der das anticholinergische M.ttel darauf absorbiert enth~lt, wobel
der Applikator sich leicht von dem Vorrat sbehaiter abnehnen | alt, um das
Auftrage'ﬁ des anticholinergischen Mttels auf die Haut zu ernbglichen. 10
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