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A part from the ethylene/vinyl acetate copolymers, a terpolymer of an acrylic acid/ethylene/vinyl acetate
can also be used. Thus, the third monomer of the terpolymer can be an acrylic acid such as acrylic acid or
methacrylic acid or copolymers thereof.
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55 The term "rubber™ used herein means a natural or synthetic elastomeric polymer. The rubbers useful in
the invention include natural latex (polyisoprene) and carboxylated styrene/butadiene polymers. Other
suitable rubbers include styrene copolymers such as styrene-isoprene-styrene block copolymer, poly-
butylene and polyisobutylene, synthetic polyisoprene, butyl rubber and silicone rubber.
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t he form i ndevatiybs, ppiatess opiakiscard antagaeistytherelay al one or the drug plus sol vent.
By varying Shitutdionsheosnts.sueh, ast‘ﬁé‘“'d%@dg@mde?'ﬁs«ery rate can be controlled as
Wi |1 be appdrAntnfiermelens agaets| susiias, piroxipasn, ingomeghqcin, pradnisplanas gadestaroids o
t acki fyi ng dgehiihigtamings n and, cglp-remedy; y eptitiase jsuchy @ shlorphegiragyine, maleatpye o pheryl-
anmount s®of ROPYRIEBIS; n the co 03|t|on |ncI udes the rubber used as a
tacki fyer. m xt ur verned in |arge
part by the _ i %Eou angérlf{ r&pﬁg-a@gws and bgg't%ﬁ as the
desired rat 1' f“h ar’ 3%%e skilled in the art can readily
50 det&r M ng A anEé% del ivery of dr ugs fromthe polynmers and sel ect
sui table co 'Aﬂ@hﬂa&ﬁ\és d poI ymer and drug for particular applications.
Various techyighesicsan be used to determne the rate of deli very of the
drug from g aRgs NaViRg the Shife srditBreRt phkitidglé lalttivitySasaitss Lided A6ve, ey b6 dsddwithin the
nMeasuri ng debisd of Bisanventioll’ Ug transferred from one chanmber to another through
cadaver gsSKi NTiR dinda! of tugitd BdOncofporatdt inthe edMpasisvn Garida dependifiyconCthal partitelar drey, YheOr
f1 ux rat e. debibed Thepapbétic rafiadt Whd @b timd Spah fewichitheTBevies peovidex therady. Bor moshiigs, ithe
el ast oner i pasgagé iy drugshtBrouighiilscskin wilbiad thé ratenintiting siep.\Vithnd, itheramiouns odiag aveltther rate
| at ex ( pol of irabense e mypicalyrselodtat soa Y Erovids delivpry sharidtanieesictiyarreroudey firey deperdeny for
suki/abl e raifyblenged iperiod i ime tThe evinimuso produphef rdsugsin dhie system is selected based on the rate at
styrene4 swiishethe deigynassee thseugl khecekinoin vt fime sprnyior whighythe slavigenig to provide therapy.
pol yi sobut Ganesnientlys {an emexnt ef dyig) ity F@Gﬁ‘%‘h@’" VBt 01 1p 5 b&ﬁ’ﬂ"’@ﬂ'q prafaebly fpp ey .
4 EP 0 'aweay dyggosas peymitted E\b‘B'él'“"%F' A i30%- art_ th ert i e ber

e i@rﬁaﬁ i %

to the cog@h(‘)g'i‘etﬁ”m ia thepolymer.m 'ﬁs?aB "E 'ﬁ

strains. iR Eﬁ'eéFq a‘?ﬁf?’fsﬁ‘ﬁi %I“?f’s p ?aﬁ e"v Nes ol s

havi ng e in hl nve n ar:%ﬁ (E%Inﬁ% rt | dr[)éép-b er
| at ex of at st2 a,ﬁ) 5 f &bcar-2
The ratio rl 8) ,Jaryfe héb gbrated0: 1
respectiv a(,d éf.efuqnt coﬁ’tﬁl neEobRI glabsQnd 8 eew.ﬁmt Yoldr: 2
to 15:1gt &up@”ﬂéﬂfyu ﬂ{ pbl& tolps |iftilds Qhﬁﬁi RSn,! KydRESHERH A6BinY ardCHbridtitesa

tack at 20Herbd s3éiD a8 rtl%nﬁlyd%ﬁﬁ ob GeieRy1ra NistoRSE tradkifykiddl agehts Swithoue fpoke Blops3Elude0
500 grans gjerssHei b $8Mdolcam Efetroléiml thddd A8ckffdrs istiucedNBS belymenikation ot fpetiolsum 3
pounds per crhdkiig féctidrid Oairly S5 1109 cRidking fBYons. 10 I n general, the conposition
shoul d have erogéliﬂsr@ dgbras 61 this entienngde thadelgreupé Kghvn imbasill foedoadirikhng carboxylic acid
d| f f er est i grbups alodinglg) roaldnting fonrtaktichyde fesibie?) wee formadidetutde resing 3) phanglic] resin: 1) ghwesilibe
a pressur e5)zanexide ape maghesien vxidesand 6) ammonium dichromate.
The optional inclusion of a crosslinking agent causes the formation of a three dimensional molecular
lattice network, which serves to increase the structural integrity without solubilizing or otherwise interfering
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roomtenperature. In practicing the invention, one may use any drug capabl e
of produci ng a pharnmacol ogi cal r epmoI®asd1t her | ocalized or systemc in
animal s and plants. The active drugs that can be adm nistered by the novel
15 transdermal drug delivery systemof this invention include, but are not
| imited wighthd adheSivedrapertiescal fngcompasitienat i ons, such as, . nitroglycerin,
i sosor bi de Bl adiustingttee type @ach pmeudt ofneAsIer Migusey rubper. drug; ckiying Agertendrgptienal
qui ni di nE’°%slﬂkF'ata€9“tsp\t G&&?W(R@ducela&ﬁﬁnﬂ‘?sﬁ'@" "‘ ?%?TBF‘U?'V “'&FRS‘ 853 jiapsdorm!
Hor nones 9@ dpliyery s‘%"t‘ efhgjinjeactiag, gffocts 9 agent and
progest aP‘?"S'??éFm ’Emaﬁh ?*ﬁ@lel p’%vﬂé'H’ i 8%\1’\’\5: f of dt""g
fent anyl ar ﬁgsnr? 9, EOMPYH) n is Eon-l r\g"éo mQ/osu jon
action oh'ebe ty

uc u

G Srcal b 7ol °§‘i¥s".4w Grech ﬁm koves
t Shv

opi at es, céﬂgél? t % e m'l I Eg%&% o dib metg) fhe p enﬂaér 3 8&%1 S FurhbiC B @s.
vitam EIS atl |th1He anmat ory agent S, SucC aS PIroxi cam

i ndomechac 'T‘ﬂe o&ﬁ& Eiéns QE@ o g%ht@ rkﬁ’dvﬂsto adcoloMy! the ket af 'iﬁésdr@d‘gnt& e Godye medy
entities g Bakd tidugh alskh. i@@ia&%?hdbﬁts Rl ifse RRHLINRRE MékiranieRs of action including -
propanol gigdd \hichShavéihe Ricdndf mBEMY tho schibMty A8 diffSsmillly bRw® drug Mathih Helpslymel ne:

9. Sedat iny@ie, ARG tHR¥PWREH fdprovs PerbutaBous Nebedion; idéxaingle, tyednasyhgate piranes corand
bar bi tisir aéupfs (skif). abfifyt fo-rothih @Rdisture Softeding ltheasikin, atirdving affei sikin'sasermanbility v actingAbss |

11. Der npérelratigh asistants ontiaB-follidle openersdr chingding-thasiate of thkr skipsncludiBg thérbbuindaty dlgert i Cs;
and 14. Bores efcthdse agentsSthiaer malte thgs ofsawachapistiné astiamendosan,dn Addifiom hhapdeythe efficacy cal
acti vi t y otatbe tifugsSomei sxauplesind these eingsehpphancasl araiglypdigisuch as diethylens @lycel rirepylene

i nvent i oglycaB8r polyethifibne gineoluwhich efhanhediot solubjiity. o ach a7 elivedfl, Bqpalercor daaalifosit i on
vak.i/eso dethern dighcps atyk eiker geg elowt atherrand] fatly) acid peters)aueh ag pyHish prapriatp yhicheanhasgqs gnd
the ti medweaiffugiblity. ymecendiues de\pives spohoRsi alantoin whieh afipct %Pb%gt kesgthy 43 retqi e
passage OPisturee peiaT, selvepts Yy BS FW@“’A’FT’W‘PWSP'P"'B% "f‘ﬂ%""?"‘é{{s@fq"i’ dﬂ’]‘eﬁ I ?H"d"Thus
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anount 01p OI I é: ag()){ OI 1 ﬁ s EQI ‘08r ca“@d tgé}tar@%ble to

| .
pr ef ersab'ayce dL 5 notn@ agp Qﬁ.?gsmaeéur& tihiRH 2R ndt beiily SOIBIS QR bélyrder,! &
30% The cgdy Hﬂﬁ fbrthd ffugPsH dy melic¥t B5 Qddeeid Coddfvenits) sde &&Néuithin,  r@iindF derl@pandi ng
on the fejchpnafal, a.Browna.b@ﬁc& SUA} propyiEné SR SRuratBBEnd GhSalurfiddi 1ty acids) wifineral &1
drugs carichRis butyl Béhzyl pihiaie, di 8@ ustiul ssbidentsti e sdidiinvdntionfdepeming orsthd Saubility of
est er s OnrheadriydhBsen CINBRAHREIVE [olydrfer/driy etripbsition<di il invedtion owy thamberecbined) witrethé v
acceptablemshisuing\agéritves .t hereof . Tacki fying agents for use in this invention
are those Krhewnompasitiorne thiis nvantian roayi hegcombihedawvithplatdaus thickendisofilians -andh other additives
exanpl e, kuavinyforssh witly iranaderma compogitiehs alVheu teicempasitioratondsete ialsothywhtescler examele  3)
ar omat i ¢ where legithin is ubadres a casoleants bydraphiliciles atsnespedialiysaiub Oas tyeme;hydspphilic filler
hy sogen ahich hessbesp smplgyedga leywerpted leminum sticate cipyy &rsyféanet oy tm?é'dm pdegnal
Tacki f4i fymylglient s can be cI assi f | ed | nto t hose cont ai ni n o s and

ou
t hose wit holfe 'Eﬂsa?'am's ' P %"’Wef"ﬁp (ﬁ(g:p "M% ude

nat ur al i r s
Grycert gyg R e, € kot Eﬁmw.@ afg% “gﬁ Al
i ncl Ude OWEVo t %m er atf rdpfer §|Umn9 }Jce
by pO'y iy é} : %pps &8 ehd), J| H(Q)Elxﬁ\plenﬁdl fathtel,TA& Ki NG
fractlo | pg,e,{ta!@,rtﬁson are those gr oups known in
the art fo P,gfg ngg il,,mg,daﬁ\[, mgﬁéayé.‘asaalbps 55 groups I ncl udi ng: 1) nel am ne

f or mal dehyde resin; urea fornaldehyde resin; 3) phenollc resin; 4)

gl yoxad,; 5) zinc oxi de and magnesi um oxi de and 6) amoni um di chromate. The
optional inclusion of a crosslinking agent causes the formation of a three
di mensi onal nol ecular lattice network, which serves to increase the
structural integrity without solubilizing or otherwise interfering 5
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EP. 0 3%Z9 045 B1 with the adhesive properties of the conposition. By -
adj usting the type and anount of PEp /326 o4 B§ Ur e, rubber, drug, tackifying
agent and optional crosslinking agents, it is possible to produce a
conposition that can be effectively utilized as a transdermal drug delivery
system The interacting effects of the W\BuUg, polynmer m xture, rubber,

tacki fying agent and 5 optional crosslinking agent make it possible to

i mprove the stability] capiaskon, weal and @mgmBﬂNqumg deI very per unit
area. The desirabl e cpnposition i s npA—t+++tat+rg—teo—t+he—sk+N. Further, the
conposi fion shoul d bel sufficiently afifenypAgguny PreferedRange adhere to the
skin, even when subj ecRasbet 0 adver se| condisti ons guchz@pohum dity,
perspiration, novenent Acrgitower s and/ pr badzhi ng, hut zE 780 aflhesive as to
cause irritation to thEthgéselvingrAcsiaiesf anti & di scqgnfosto20 t h¢ pati ent when
removed from the skin| Péiyiscbttgiene al | [LO ct@nponentls uSeddnust |be conpati bl e
with the drug. The co #hin i on can al so c@®t ain dgent®M®nown|to accel erate
the rel ease of the drjuBropylang Givael bodly surf8ace or [t hréteg® t he|skin. This

cl ass of agents incl udBdyleneddiysoli t h Hi ver $e mechani s®# 18f acti on i ncl udi ng
t hose whi ch have the [ Birepylens @reoli npf ovi nd t he sql ubPF°|19y angl diffusibility
of the grug within th EGWHH m xtufe, arfd thosq whZHO nprove
per cut aneous absor pti Vfo({; exanpl e] by @hangl Ng th%t°sscratuncor- 15
neum’'s (skin) ability E¥Li n noi sfure, 2ssoftenl E E)eskln i nproving the
skin's perneability, “Yng as penetlati 5 si stjant r haift-follicle
openers or changing t state-of thelskinrncluding the baoundlary | ayer.
Soup ofzot hese agents have nore than one nechani smof action and can, in
addi tion, enhance the efficacy of the drug. Sonme exanples of these rel ease
enhancer s B¥MPHE§ col s such as diethyl ene glycol, propylene glycol or

pol yet hyl ene g'wdcol whi ch enhance drug sol ubili t oils such as olive oil,
squal ene or. indiedplloping P’&‘!“P s, 2'6'”@’6"?‘[8?@ t%ﬁﬁ?ﬁe@éfkefe’f' rodupts @pd Gliqenicglp logy Alleptgws

and f at %y Pa‘t:PHaé’é‘EéPé v arbgxylpted vinyl agstaipiethvigna F\%ﬂ; - ARYERYE MY ‘8@ "Airflex

di f f usi bi 1417y 2 GFRAVEAIRYVIEY Bxtatper R RP%' "‘%’GB%““&%“ WY BPRPRR ch affect the
ability of keratin to retain S such as

di et hyl decyl phosphoxi de, et Hy$dids yl| sul t hyl | auryl am de,

dodecyl gyrrolidone, isosor bit dl Viscdsitydepsly | - ac bS50 | di net hyl sul f oxi de,
decyl ent hyl sul f oxi de and di net|hgH - f or mapi de wWAPP 4f f ect keratin _
permeability, salicylic acid ROBitYs of t enL&IbPH@GRlai n, ani no aci ds which
are 25 penetration assistants, benzyl nicotinate which is a hair follicle

opener, and iMeamé tyd® bigdlymar, "ABexH2b" ik tHeprpbrEess ur f act ant s such as | auryl
sul f at egssal ts whi ch change the surface state of the skin and drugs

adm ni stered, concontantl AL apgT IS IE0Qs absorption. O her
agents include linoleic an %%’8#’5# rp'g)c@%fg n; }gtﬁ'ﬁoo but yl at ed

hydr oxyt ol uene, propyl ole Al propyl or ido g;qpyl nyristates. Sone
drugs, such as the vasodil gk \t,, Flidehb jionlas a plasticizer
because4t hey are soluble t 1l .,@e,@ertal n 3egre95L535t hg pol ymer. For drug
nol ecul es whi ch are not reau.:y ou.uu.c -t pU|yHU|, a cosolvent for the
drug and pol r ca

derivative 'rf\{%"e é'F'm‘ “ﬁﬁg éﬁQF\ggﬂ p i emaﬁg {15 Pt ind Gt .
sat ur at ed ﬁ'ﬁ ﬁf /iyl ?“EY pﬁé';ng{Fs‘Eﬁpe 5 PRSI v benzy!
pt hal at &, rtf?f‘ 2 R PeR3MFent s in the said invention dependl ng on the
solubility of the drug chos g conpositions of
the invention may then be ¢ofidspsited ¥100-8800I¢es @20 ey GEY) i [nki ng agent. The
conposition of this inventilo® may [b® &onbi ned with varilous thickeners,
fillersgand other additiveg Bthown [fdPtopd with transderfral conpositions.
Where the conposition tends d@fbs't&bso?%'b\ﬂaf@f'. for exanplle where lecithinis
used as a co-solvent, hydrophilic fillers are especially useful. One type
of hydr ophaiffiéxC406 inkd the foNdwing lpropériesbeen enpl oyed is a hydrated al um num
silicate clay, a substance not typical for transdermal 40 formnulation. The
adhesives | ayer is backed by a material useful for preventing the escape of
active ingredients fromthe adhesive |ayer; however, the backing |ayer
shoul d not absorb the active ingredient. This backing |layer is desirably’
sel ectively perneable, for exanple to oxygen, with a suitabl e water-vapor
transm ssion rate so that the transdernmal drug delivery systemwl|
"breathe", allowing the skin to nmaintaim a nore natural state. 45 However
t he backing | ayer may be an occlusive material, such as, netal foil

(exanpl e: alum num, polyolefin (exanple: polyethylene or polypropyl ene),
pol yester (exanpl e: polyethylene terephthalate), and




pol yam:d (exanpl

e: nylon,

and optinmum conpositions are as fEpld svex0458BI 55 6

as described in U S. Patent 4, 291,015. Preferred

EP O 379 045 Bl TABLE

Conponent PERCENT BY WEI GHT 5
Opt i mum Anpunt Preferred Range Rubber : 5
2 to 20 Acrylate | Viscosity | 061 20 rpm (2 o 70 Ethyl ene/ Vi nyl
Acet at e 5 !ttyo Zﬁ%P%OIo;Fss%bu{%/nl‘ (e?].(?aéj {2 Y
3to 20 10 pH Leciltdd 6.0 4.5 1
to 10 Propyl ene G ycol density  |80.0 Ib per gal. 0 to [LO Butyl ene d ycol
?é\j 5A' 0 to 10 Di propytere G ycTot T 0 to 10
ei ¢ Aci( .7 - 2 to 10 15 d a
3 At 405 RFV s &e {Rligapdprongtps: 2 0to 4 D ué
2.5 0.5to 61 —EXAMRLES {—the—FoH owi ng exanpl es,
"Airflex" refers to a tragefirsesty 4f 800i1300rpe @A0EM £AGFICheni cal s I nc.,
Al | entown, 25 PA for a gr¢uig of dp®i®nally carboxyl atkd vinyl
acet at e/ et hyl ene pol yners |ifl aqugot3®dful sion. "Airflpx 415" is a
carboxyl ated vinyl acet at ¢/9808y| dn®O PPN virer and hab the fol | ow ng
properties: Solids 52% mn. 30
Vi scossty (ENAX 40~W &5 {Padiéatl opiblipont for an ethylene/vinyl acetafs. polytner Whidbehas the yollowing
8.8 | bs. pppértigal . The same type of polymer, "Airflex 426" has the
properties: 35 Viscosity (20 rpm (cps) 1,000-1,500 pH
4.5-5.0 Tg[err] \nnyleetate(VAc)COHéntF‘ngwbﬂﬁt” nsic Vidcgsity In T4l uene
0.3-0.4 .40 | 15 ot Viscos, @ 30° C (0.250/100 W thudnBdeX | 070 17.5-22.5
A.LE 12X 400", " ok s GRPainARETM Dirbdal Macid@p DEV" |agre tradenmrks of Air
Products and Cherrhgﬁ;@\ip‘wono"{gr'lggwwn, PA for a gramsutoB vinyl
acet at e/ et hyl ene| gagol yners supplied as aqueous emjlsigns. 45 |Airflex 400
has the fol | ow np AptosB@, pp@BHTVI scosity 1900-2800|gss @ 20 rp[err] Tg
[err] aﬁ‘l?H _ /| TohslieOStn§th*BPa (psi) 4.8-6.2 (15078010} | 8.9 Ib
per gaf. Airflex| 4dbgaiasat Bleek*f®%| | owi ng properties: | 1000-1300 )
Elastic (Tensile) Modulus®®, MPa (psi) ' 3.0 (450)
Density @ 23° C (73 °F), kg/m3 (ASTM D 1505) (G/cm®) | 965 (0.965)
Hardness, Shore A-2 Durometer, 10 sec {ASTM D 2240) | 40
% Softening Point, Ring and Ball, *C (ASTM E 28) (*F) 104 (220)
a ASTM D 1708; samples die cut from pressed films; gage dimensions 2.23 cm x
0.47 cm x 0.13 cm (0.876 in x 0.187 in x 0.050 in); crosshead speed 5.1 cm (2
in)/min.
b Modulus calculated as in ASTM D 638.
35
Hartex 103 is a trademark of Firestone Synthetic Rubber and Latex Company for low-ammonia natural
_ latex (rubber) containing 0.036% sodium dimethyldithiocarbamate and 0.036% zinc oxide as a preservative.
'\,,/ The properties of this latex are as follows:
40
Total Solids 62.1:0.3
. 61.5 min.
Dry Rubber Content, % 60.0 min.
TS minus DRC, % 1.75 max.
% Total Alkalinity, % NH on wet weight | .24 + .02
KOH Number 0.55 £ 0.05
Mechanical Stability, sec. 1400 = 300
Volatile Faity Acid, % 0.05 max.
pH 9.8 £ 0.20
50 Sludge Content, % on weight 0.03 max.

PSA 578A is the trademark of Dow Chemical, Midland, MI for carboxylated styrene/butadiene containing
a bactericide and a stabilizer. The formulation has a boiling point of 100°C, a vapor pressure of 17.5

55

form with a milky white liquid appearance and has a specific gravity of 0.980-1.040.
ADCOTE 72A103 is a trademark of Morton Thiokol, Chicago, lllincis for a styrene butadiene styrene
block copolymer rubber.

millimeters of mercury at 20° C, a Tg. at -44° C a vapor density of 0.624 at 80° F, is supplied in emulsion



55.7 . EP0379045B1 Vi scosity 300-1000 cps @20 rpm (25 C Tg [err]
pH 5.0 to 6.0 5 EP 0 379 045 B1 density 9.0 I b per
gal. Airflex 465 DEV has the follow ng properties: 10

Viscosity 800-1300 cps @20 rpm (77 F) 10

[err] pH Nitroglyterin tan Be Supmblievs s glyceryl@niatd [gvaiiehle inakn ethgnol solutEE\im Iopeyglj s
a trademarGenicaldpaies. f or an et hyl ene/vinyl acetate pol ymer which has the
fol | owi ng pr txent 10847 erghisign isAbe tigdamatkypicioe Ghasical Compapy.Batef fouge, LA for apg

| nher ent  \Alishetisspetrgloum [eein ftackifying agestaying)p g/ags trapsifion, sffpgratuig of ¢ *>pa pH of 7.0 and an

| ndexaveragerr rii ize of iqrons, an charge
NQ'}‘ nae 5?1 1%%?“ e:g“,fl] %bumﬁqgeégséenw%@ é%f\'%!nzmlcal c.g;\paﬁy,séa%lrﬁ-’loug AEA %9 a mnxed’ %

SI | ght Antqrmlgﬂlﬁ@atlc Vﬁ' m—rresm tackifying agent in an aqueous emulsion transition

St r engt h[ et?’P eratlfw, g at pH of 7.0, with an average pamﬁle §IZ% ofé) anrg'sw ﬁ%éﬁ%@ n?c particle

el ongat  orP b\ Br enier rl e 0081308 ErShtn o

(Tensi | 's ’ ° Ag,%‘ gg ’;‘:’%%ﬁ: (¥ S?;pemsfwo@r[.@a %hoo s o

18 [err] ( pany h R3S nonRIARIsBridltart ok ipRdHBE-€T
sec (A era e of 10 moles of & Qﬂ?d@ gla\ﬁ’ﬁy dWiscodny B02401tgs @odsl-c -

[err] (ASTilobkiigH, (me)pom @8- 86peiidG Mylaf 1085 26 eCldesdediig ocald It pem
pressed df i daiigh, gage di rrenS| ons 2.23 cmx 0.47 cmx 0.13 cm (0.876 in X
0.187 in x O “IQ&&\ 348) is aGla@sniaicat GodP Chehical Gontpany f8r d mMikéddromatityaliphztic pasloum resin

cal cul at edadkiying'agé® hiing £fBot 285C, HaH & 7.0 &h3avéragecpatticla dizerair (350Ticrbhisrage Broanionic
Synt heti ¢ gadialeenargend Lat ex Conpany for | ow ammonia natural |atex (rubber)
cont ai ni ng 0VBIANEEIHMSICAS taeibark di Exkindhamisel iBampeanaiiibuglory 386 fof apolvisebidrenss a
prieser vad i heging  RierypMataoalart Weight off37.000) minimameby AMScTegidethef 75005 a spcificgramity 914 s
62. 10. 3 61an8 arBrovkfiefdr ischReip RS @AM Emf 26.090 to 35,000 by ASH Text Mpthod 08836+ nys DRC: %
1.75 max. ToHetrol 2Pkiajaitradamprk ofdiatee Shemigat CopepnyhFords, New Jessey. for ad"@" °‘|‘lﬁ5r‘f’8@1’t
0.55 0. 05synbeliseriprrigsticiiephaving ¢ (nolecuiar weight of 545 ancha 'w'r % at t
Acid, % "Korthix dji-Njz |§T§§gadeﬁ1p[k of Kaopolite, Inc., Union, New Jersey Tor entomt% ag_e °[§’a'fg' X.

Sl udge €bntillsal €8y on wej ?L(Lt

Chem cal , %u(ge, oufsuana";or%i phat%vﬁé}gxé)afn% allglfay clarﬁ:?fa @f{ﬁ% E gn&?; hgm Eag flplhﬁ»glx{)) é:stdiow

tackifier.
Duro-Tak 36-6172 is a trademark of National Starch and Chemical Corporation, Bridgewater, New
s0 Jersey for a solution of a resin modified styrene butadiene block copolymer with terpene resins and rosin -
ester resins having softening points of 100°C.
"Duro-Tak 80-1194, 80-1196 and 80-1054" are trademarks of National Starch for polyacrylates in
organic solution.
"Duro-Tak 80-1194 and 80-1196" consist of methacrylic acid, 0-3%, butyl acrylate, 2 ethylhexyl
35 acrylate and other monomers, such as vinyl acetate.
"Flexbond 150" is a trademark of Air Products and Chemicals, Inc., Allentown, PA for a polyvinylacetate
polymer which is a pressure sensitive emulsion which can function as a tackifying agent.
. »Aerotex 3730" resin is a trademark of American Cyanamid, Wayne, NY for a melamine formaldehyde _
k,,_g crosslinking agent for various functional groups, including carboxyl groups having a density of 10.5 Ibs. per
40 gallon.
*Santicizer 160" is a trademark of Monsanto, St. Louis, MO for butyl benzyl phthalate.
All the polymeric ingredients used in the examples are supplied as aqueous emulsions or as solutions
wherein the percent solids are as follows:
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a bactericide and a stabilizer. The fornul ati on has a boiling point of
[err], a vapor pressure of 17.5 ¥pg3#dgasmters of nercury at 20 C, a Tg..
-44 C a vapor density of 0.624 at [err], is supplied in enulsion formW|th
a mlky white |iquid appearance and has a specific gravity of 0.980-1.040.
ADCOTE 72A103 is a trademari, red}ga{ton T1|,-_Qlfcg,l,t,s°|gg| cago, Illinois for a
styrene but adi ene styrene blleete CC“C y-He—HhBer— EP 0 379 045 Bl

Ni t rogl ycerin can be suppli ed‘\'@@‘ ycery tri ﬁ’f"’f’rate avai l abl e in an et hanol
solution from I nperial Chem 'l“°>‘l ustrips. ®Exxon |[L0O8A" enmulsion is the

adenfar k of Exxon Chem cal , Batpn Rgfige, UA for an aliphatic
petroleumresin tackifying g V|ng h gl 45s tragnsition tenperature of
[err] , a pHof 7.0 and an § rte e particl §ize of 0.33 microns, and an
anionic particle charge. "Ex i A emJI siQn i s tlhe trademark of Exxon
Chemi cal Conpany, Baton Rougeg,, M xegzaro i c/aliphatic petrol eum

resin ?acklfyl ng agent in an @gmﬁ erm siogyhaving a glass transition
tenperature (Tg) at [err], dtgRbi W tlgzan avlerage particle size of
0.5 microns and an anionic pangvb,p{dg,\char je. 36 "Noven 109A" is a
trademar k of Noven Phar naceltgig@bmis6 NC. ] M &g, Florida, for the

conbi ngtion of 140 parts of |t Reotéd8ryglr ous ressn Exxpn 109A, 70 parts
toluene and 7 parts Triton X-0Ww&TakBsistzan|X- 166 i s tradenark of Rohm and
Haas Conpany for the water <Hobursiraksoamdsy@ir oudd nonipni ¢ surfactant

octyl phenox- ypol yet hoxyet hgnidcotwi7eA10fin _gver #§e of 10 nol es of ethylene
oxi de, haV| ng a viscosity of 240 cps @J[err]| (Brookfield), a pour point of

[ekr] or [eptlonerdim df plel rﬂﬁﬁ}ﬁtﬁé’adﬂésuvl1 PthiiliGiidglstepid @ density of 8.9

| b. per 15, ]gf hto a a&gfﬁf BiRr, thckifyihng! aaaﬁ%s%u?wynm Nkt ChrRbiACAdnd GRGRGRY T OF
a m xed arg {oﬁJt RhRtdel petrol eumresin tackifying agent having a Tg of
25 C, a pHaOm ené’d%s %Wéiﬂ%eﬁ%ﬂsfeﬁb&to% voSseDlihefd. D drig 6: diutSand lResolrent aidit@Ni C
particle cbaédaed | STANEX LM M5-LC is trademark of Exxon Chemnical Conpany,
Houst dfi, Texme dfugris HerPatidyd B aleLHophbganeoud GrixtinearidragitationFis carjedviot wtitheamixtueiagtht  of
37, 000 m nury ey swbdth, harsdgeddobdroigturé;/- 005, a specific gravity of 0.91 and a
Br ookf i el d4Nihs basdgbneousGRISurGchraainig the drfig @@160)66113[603@5 angihesivg midressekt Met hod
03236. Hat 8.0The 2gQurp somairtingatheedug kanothen-pet @mbmwcfawoma Agent gngragy addijegs
Jersey, f opptanshingredients and thorughiedoiitied: sy nt het ic ester plastici zer havi ng a

mol ecul ar @cihg ladhegife ®nigining the grug jsthendiapsfeorgy "sppeme" CPS Kor hi x H NF

i s a tradefdhk agipsiveespwpsitioa containing th‘U’FFQ)ﬁ "°Né'!/\? °’t °

cel | oi dal &?aSioRteA ’2'Bas§|"1‘qrc‘¥'?°é ﬂ(‘*(ﬁda "° h h X éLee
2393" are Hnitis 38 pa ﬁb o for

he n e ?p ra
al i phael ¢ q%%mféf'p%% piss E'ﬁ%’ia%e ng;ﬁ t.oﬁgﬁ%tar e no

Chemi cal ?I'é r@P Qgﬁlf?&% ’in néOpH] Ghd X alfnafnt &hdSiRler bgBtioR for Aixin§S1 N
modi fi ed St YERES é’%a T ot Lo Db By
esher re ésltﬁ@f i o thMeQﬂngqm SthéPdbjacEdt rp]owdm@aI BrAcof korftigerbdimixtt@: Ilid 96
and 8001G3f o alduB& TR nfd HhodaintiGdiY charlgfy 6bnd &Xlineltidey SiGlops, Rbrfto danie@b@ani C
sol uti on. and (M dive LRYrabe TebdidZin Abdiiod Ao AaliAG varloGy \shises, thS dosgenmity prbducedarmayctom- 3%
but yl acriyhadoss sidesehhtidee ayda ir hea@higsl dt1etoaa00 sqiarecentima@siis contegpletad asd theny |
acet ate. prdsbitiylRomempldidd, prerréd sizeadensirik, 15 20\30, 4Praod] 6 seprara cehti@itersi Tl mesentnc. |,
Al | ent oWnpvehtidn biiws incirpdration oi\thecareatiobdrpgthatriesuffigiant dddeliver the peauited dose, Regredteri ve
enul si 8n tdnitihanwant thatinadd yield erdlesiralepipeftigi.ng agent. "Aerotex 3730" resin is
a trademark of Anmerican Cyanam d, Wayne, NY for a nelam ne fornal dehyde
crossl i nkPtPhERNt for various functional groups, including carboxyl groups

havi ng a densi t'y of 10.5 | bs. per .
In the following examples, percent refers to percent by weight (dry).

C%

Example 1

The mixture of 5 parts of a rubber (ADCOTE 72A103), 58.5 parts of a pressure sensitive acrylic solution
(DURO-TAK 80-1194), 5 parts of ethylene vinyl acetate (ELVAX 40W), 9 parts of polyisobutylene, 7.5 parts
of oleic acid, 5 parts of lecithin, 5 parts of propylene glycol and 3 parts of butylene glycol and 2 parts of
estradiol are mixed slowly with stirring. The resulting mixture is coated onto a release liner.

The resulting composition has the following ingredients in the indicated amount.
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40. gal Ion. "Santici zer, 160" is a trademark of Mnsanto, St. Louis, MO for
butyl benzyl phthalate. Al the poEpo®79045Bgr edi ents used in the exanples
are supplied as aqueous enul sions or as solutions wherein the percent
solids are as follows: 45 50 55 9 EP 0 379 045 Bl Ingredient

Percent Solids Al ¥ tomsofiEdr 55% AT TTTex JIOBERcENT By weiddr [N 1 flex 416
52 Airflex 426 o0—Ar+-ex—465 F—Har-tex—34+63

61.5 PSA 578A ; 2:;‘;? ADQQTE; {pA103 ﬁg-" Exxpn 108A

E? Exxon 109A > Eiy Bﬁ%m?w ow 57 Novef2309A 35
\exbond 150 T kf | o VISTAN MS-LC g\rot ex B730

83 Dur o- Tak 36- 6174 Teckiieg ﬁsr;;g{frawsaé ey $5 Adcot &.72A1 0} 45
20 The genera ?ﬁéﬁ 'c 'glgﬁr ation of the qdhesivegjps per {he

foll owi ng steps: 7 ﬁs gounts of rubbeq, tacki g)él ng ag¢nt and

pol yner m xture af oroughly m x¢d togethgr in alvessel; 2.
The hongeneous m Kbqu ansferred to a yessel wagre theldrug or
drug and cosol ven} are to be added 25 3. The drug |mhen ad<|ied to the
honbgeneous m xt ute—ard—agtrtatt+om s carred—out—umtTtte—TrxtTur e and drug

forma snooth, honbgeneous m xture; 4. The honbgeneous m xture containi ng
the drug ig tr\eg transferred to an adhesive m xing vessel; 5. The m xture

cont ai ni n rug can then be conbined with a crosslinking agent and any
addi t i onal r@%ﬁéw..rgn& s tﬁn Qor rnpragrhrsmsagr.rh%egppm@nat;f BER A
cont ai ni ng‘m;l Bél‘tﬂ)né Saving 88 tdub a coatlng operation

adhesi ve conposition containi n ug i's nowin a formto make up the

adhesi v | ayer to be eoated cr‘.to a ret-ease—+H —\hen—t-hre—adhesi ve
conposition has been [cEAMBBNEY 0 t he rel ease | FEBEENT BYWEIGHT |i < t hen passed
into an oven in order| §.EuilohsrdnyhdetdidELVARKUOW N S and/ ago wat er -fwhi ch nmay have
been included in the |re>)Rubiger paroaexhereaz2 and affter thi ssoperatifon is

conpl eted and the sol vercsiicDeo-Tak8oved, t he hesi vestbnpone | ayer will
be joi n&d to the backj mResmEswisal1tand the unif can be?@ound ijnto rolls for
storage. The order of| §iSejvent Ptohgera@iygolt of thle i ngred®nts, pH and the
anount and tine of aj&’ﬁaﬂasmeo@lelmd ng may bel i nport ¥R to avjoi di ng

cl unpi ng together of [ RdispersippfemtMlanigese factors calf be adjjusted by those
skilledg n the art, P4 Rlasficizeptiate! 308 ni nd t he| obj ect # provifding a snoot h,
honogeneous i xture. | - Qneg Estradiol _10

100.0
85 Example 3
x..< - COMPONENT PERCENT BY WEIGHT
' 40 1. Ethylene/Vinyl Acetate ELVAX 40W 10.0
2. Rubber Duro-Tak 36-6172 10.0
3. Acrylic Duro-Tak 80-1194 29.0
4. Resin Escorez 2101 5.0
5. Solvent Propylene Glycol 30.0
45 6. Plasticizer Olsic Acid 10.0
7. Digpersing Agent Allantoin 1.0
8. Plasticizer Hatcol 200 4.0
9. Drug Estradiol 1.0
100.0

50

55
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betieved that a nunber of other nethods, including changing sonme of the
order of steps, can be carried ouBP @8z 04581 gi ve desirable results. In
addition to having various shapes, the dosage units produced may cone in
various sizes. A surface area in the range of 1 to 200 square centineters
is conte and the presently contenplated, preferred sizes are: 5, 10,
15, 20, 30, 40 and 60 square centineters. The present 45 invention allows

i ncorporation of th
requi red dose, no g
pkoperti es.
by weight (dry). 50
72A103), 58.5 parts
80-1194), 5 parts o
pol yi spbutyl ene, 7.
propyl ene glycol an
are mxed slowy w
rel ease liner. The
t he i ndi cated anoun

EXAVPLE

e anmpunt of drug that is

sufficient to d

el i ver the

CODMPONERRN the_annunt t

SRERGENT &Y WERSHT

indesi r abl e

[

TR et

LALUre o
%TS oft'l §I¥MeeGl PS't'Ve
i 4?&@\6@%? ,ew,\w’?"%ac_et ate
b sDAHiE DL-TAL BlGeaCi d, S
l e3phigEdaaiqf butyl ene gl
h stirring. The resulti

S, PerTETt ref
5 par%% of ar
acrylig' olutio
(ELVAXIERW ., 9
parts ggglecith
ycol andyg parts

Ng m xXt{gge 1S CO

brs to percent
ilbber ( ADCOTE
n ( DURO TAK
part s of

n, 5 parts of
of estradiol
ht ed onto a

t. 10 EP 0 379 045 Bl

PERCEME BY %IsGHT 1. Rubber ADCOTE 72A1 03

5.0 2. A
3. Et hyl ene/ Vi nyl

DURO- TAX 80-1194
Acet at e ELVAX 40W

Ponisobutylene-VISﬁAHEX—ENFNB—EG——————————
7.5 6. Dispersing Ap&MPONENT hi n

Prisgyl?tne d ycol
Butyl ene d ycol
2.0 100.0 15 Exanp

gsuttT g conposTtTomrhas—tire—fottowng

COVPONENT

5.0

'PERCENT BY WEIGHT

ngredients in

58.5 5

4. Tackifier
er O eic Acid
5.0 7. Sol vent

1. Ethylene/Vinyl Acetate ELVAX 40W
2. Rubber Duro-Tak 36-6172
3. Shiveiit Prdp@lededdiycomi Ng ex

5.0 1950
3.0 945¢rug Es
Anpl es, sge neth

8. Sol vent
I r adi ol .
pd of Exanple 1

is used with the appropasticteeOlicatiii ng mater|al to yeel d conpositions having
t he f?glomjng i ngr efliseAtric DA THREHORCMENT 29,0 . PERCENT
BY WEI GHT 1. Ethyl epé/Mugbdtradiglet at e ELVAX 4PpW 10 5.0 P. Rubber
Dur o- Tak 36-6172 : 5.0 3. Aprylic 1DR®o-Tak B0O-1194

37.0 25 4. Resin Escorez 2101 9.0
5. Sol vent Propylene dycol 30.0 6. Plasticizer Oeic Acid

10.0 & Bi=mprlesi Ng Agent Al lantoin 1.0 8. Plasticizer Hatcol
300 2.0 30 9. Drug Estradio
1.0 100.0 35 Exanpl e 3 COVPONENT PERCENT BY

\{\g' gHT 40 COMPONENT 1+ LNy T enel VIl AERT Bl Reday I 40W
35 1. Ethylene/Vinyl Acetate ELVAX 40W 10.0
2. Rubber Duro-Tak 36-6172 10.0
3. Solvent Propylene Glycol 30.0
4. Plasticizer Oleic Acid 10.0
1\ 5. Acrylic Duro-Tak 80-1194 29.0
40 6. Resin Escorez 2101 100
7. Drug Estradiol 1.0
100.0
45

50

55
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2.+ Rubber
80-1194
5.0 5. Sol vent Propyl
6. Plasticizer Aeic
Al | ant oi n Example 7

4.0 9. Drug Estradi ol

Dur o- Tak 36-6172,

10.0 3. Acrylic Duro-Tak

29.0 4. Reepo 379095 B1 2101
ene d ycol .30.0 45
Acid 10.0 7. Dispersing Agent
1.0 8. Plasticizer Hatcol 200

COVPONENT

1.0 100.0 50 55 EP O
PERCENT BY WEI GHT

379 045 Bl Exanple 4
1. E hyI ene/ Vi nyl Ace

t abmPoNEfEX 40W

TGEACENT BwBierT Qur o- Tak

3Gg-6172° \/ yiene g ycot
30.0 4. Plasticizer q ki Vﬁﬁ’;‘_’}:ﬁ%{‘;;ﬁf}"”&"v 10. 40
5. Acrylic Duro-Tak Propylepe Glycol 29.0 6.g4g ug Est|radi ol
1.0 100.0 15 Exanpl % \ RERCENT BY
VEI GHT 20 e |,cD e Eebyldane/ Vi nyl Acet ajry ELVAX [40W
15.0 2. Rubber Duro-Ta ent Allantoin . 15. 0. Sol ent Propyl ene
A ycol 7%905 | asticizer Ajeic Acidyg
10.0 25 5. Acryl i c Duro-Tgk 80- 13505 29.0
6. Drug Estradi ol 0160 0—30Exanpl e 6
COVPONERNT PERCENT BY WEI GHT 35
1. Ethyl englVi nxl Acet at e ELVAX 40W 10.0 2. Rubber Duro-Tak 36-6172
10.0 3. Sﬁve%?—Pr opyl ene d ycol 30.0 4. Plasticizer Aeic
Acid 10.0 5. Acrylic Duro-Tak 80-1194
29. 0 40 . —A+0+ 10.0
7.\Dr ug2Est r adi ol COMPONENT PERCENTIROWEIGHE |50 55 12
1. Plasticizer Oleic Acid 14.0
2. Solvent Propylene Glycol 14.0
3. Acrylic Duro-Tak 80-1194 20
25 4. Acrylic Duro-Tak 80-1054 38.0
5. Plasticizer Santicizer 160 30.0
6. Drug Estradiol _20
100.0
30
Example 9
a5 COMPONENT PERCENT BY WEIGHT
1. Plasticizer Oleic Acid 14.0
2. Solvent Propylene Glycol 14.0
3. Acrylic Duro-Tak 80-1194 32.0
et o 4. Acrylic Duro-Tak 80-1054 2.0
_ 20
5. Plasticizer Santicizer 160 30.0
6. Drug Estradiol 2.0
100.0
45

50

556
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EP.0 379 045 Bl Exanpl e 7 COVPONENT

VEEI GHT 1. Et hyl ene/ Vi nyl Acet at e gplo/499$ o48\B'1 15.0 2.
36-6172 16.0 3. Solvent Propylene dycol
30.0 4. Plasticizer Oeic Acid 10.0 10

5. Acryl Barbleri@- Tak 80- 1194
Al l antoin .7 7. Drug Estradiol

PERCENT BY
Rubber Dur o- Tak

27.3 6. Dispersing Agent

Sol vent

1.0 100.0 15 Exanple_8 20 _ COVPONENT
PERCEI\g BY VEI GHT 1 dﬂMP@'NEﬂ'i‘ zer O ei ¢ Aci d| pPERCENT BY WEIGHT2
PLopyl®ne d ycol O- Takr — 1197
AHI i ¢ Duro-Tak 80} 70 V'°“°"""V'Ti‘° 1'&2%‘ “ow ?gg

Pl asticizer Santi ci :%r Dum ak 0 b 6. Dryg Estr ol

2.0 100.0 30 Exarrplé4S° veol RCENT B
Plasticizer O eic ApigUppstici Aﬂ § 2. solyent Pr qey! ene
14.0 é Acrylic Durg % 335 32.0 4. Acrypic Dur
2.0 _40_ 7 Resm Escorez 2393 258 5. Pl
Santicizer 160 ofking RGsHY Allsfiomadi ol 20

50 55 13 EP 0 379 045 Bl Exanpl e 10 COVPONENT 100.0

2.0 4.
5.

VEI GHT 35 1.
ycol

D- Tak 80- 1054
st i ci zer

2.0 100.0 45

PERCENg BY WEI GHT 1. ECVAXZ0W

18.0 2.

Rubber Duro-Tak 36-6172 10.0 3. Acrylic Duro-Tak 80-1194
23.0 4. Sol v Propyl ene d ycol 30.0 10
5. Pla tn’si"a—z‘?gﬁo eic Acid 10.0 |
\_~/ 20
COMPONENT PERCENT BY WEIGHT
1. Ethylene/Vinyl Acetate ELVAX 40W 18.0
2. Rubber Duro-Tak 36-6172 100
25 3. Acrylic Duro-Tak 80-1194 23.0
4. Resin Escorez 2101 5.0
5. Resin Escorez 1310 LC 20
6. Dispersing Agent Lecithin 24.0
7. Solvent Medium Chain Triglyceride 16.0
8. Drug Estradiol 20
%0 100.0
Example 12
35
COMPONENT PERCENT BY WEIGHT
s 1. Ethylene/Vinyl Acetate ELVAX 40W 45
40 2. Carboxylated Vinyt Acetate/Ethylene Airflox 416 225
3. Rubber Duro-Tak 36-6172 5.0
4. Acrylic Duro-Tak 80-1194 19.0
5. Plasticizer Oleic Acid 10.0
6. Solvent Propylene Glycol 300
45 7. Dispersing Agent Allantoin 2.0
8. Drug Estradiol 10
9. Resin Escorez 1310 LC 6.0
100.0

50
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6.. Drug Estradi ol

5. 0 8. Dispersing Agent Al'l ant oi n EP 0 379 045 B1

COMPONENT
Acet at e ELVAX 40W
10.0 3.

Adxghple 1Dur o-

18.0 2. Rubber
Tak 80--1194

Dur

4. Resin Escorez 2101
2.0 6. Dispersing Agent Lecithin

th' gOTrsl gl yceride comMPONENTO 8. Drug Estr ddipBRCENT BY WEIGHT
fbﬁ 0 Exan-pl e 12 35 ( myl Acetate ELVAX 40W 75

BY WEI GHT 1. Et hyl ene/%f“H or - 2\/Ax 40W 25

2. Carboxyl ated Vinyl| AAEVIGRIE] Arfldx 416 %70 22.5
ggf 2&;2% 36-6172 5 Solvent Propylene Glyicg 05 5t 0 43006‘”03" i g
10.0 6. Solvent Pro % sy zer%J'CAc'd astl ol elg
7 O sbersi hg Agent p%J frﬁ’s M& ent Allantoin 1.0 )

. ! g s {ladiol 3.0 . 0
Est r adi ol 1. 900 Resin
LC 66166 0"50-55"1= BP0
Exanpl e 13 COVPONENT PERCENT BY VWEI

Et hyl ene/

Vin II Acet at e ELVAX 40W
2.5 3. Acré&é@&ro-Tak 80- 1194

7.0 10
6.\l astd ci zer
Al l antoi n

deic

+ 3.0 100.0 15

25

30

Example 15
85

50

§6

2.0 7.

Resin Escorez 2393

2.0 100.0 Exanple 11 20
PERCENT BY WEI GHT 1. Ethyl ene/ Vi nyl

o-Tak 36-6172
23..0 25

5.0 5. Resin Escorez 1310 LC
24.0 7. Solvent Medi um

7.5 2. Rubber

Dur o-

PERCENT
4.5 40
3. Rubber
Dur o- Tak
Acid
0.0 45
8. Drug
Escorez 1310
379 045 B1.
GHT 5 1.
Tak 36-6172

37.0 4. Resin Escorez 2101
5. Sol vent Propyl ene d ycol

30.0

g Agent

Acid r\: o r\ ar ol
COMRONENY. Drug Estr adi | PERCENT BY WEIGHT
1. Ethylene/Vinyl Acetate ELVAX 40W 75
2. Rubber Duro-Tak 36-6172 25
3. Acrylic Duro-Tak 80-1194 40.0
4. Resin Escorez 2101 7.0
5. Plasticizer Oleic Acid 10.0
6. Dispersing Agent Allantoin 1.0
7. Drug Estradiol 20
8. Solvent Dipropyiene Glycol 30.0

100.0

COMPONENT PERCENT BY WEIGHT
1. Ethylene/Vinyl Acetate ELVAX 40W 75
2. Rubber Duro-Tak 36-6172 25
3. Acrylic Duro-Tak 80-1194 40.0
4. Resin Escorez 2101 7.0
Plasticizer Oleic Acid 100
6. Dispersing Agent Allantoin 1.0
7. Drug Estradiol 20
8. Solvent Polyethylene Glycol 30.0
: 100.0

15



Exanpl e 14 20 COVPONENT

Et hyl ene/ Vi nyl

2.5 3. Acrylic Duro-Tak 80-1194

4. Resin Escorez

10. 0 6. BExespleri@i ng Agent Allantoin

2.0 30
100. 0 Exanple 15
1. Et hyl ene/ Vi nyl

Rybper® Dur o- Tak 36-
40.0 4. Resin Escor

Aci d
1.0 46
8. Sol.yent Polyethyl gl

045 BT Exampl e 16 Cl

2101

Acetat e ELVAX 40Wep 0379045 B17. 5 2. Rubber

PERCENT BY WEI GHT 1.

Dur o- Tak 36-6172

40.0 26
7.0 5. Plasticizer Aeic Acid
1.0 7. Drug Estradiol -
8. Sol vent Dipropyl ene d ycol 30.0
35 COVPONENT PERCENT BY WEI GHT
E@OMP@NEN‘VAX 40W PERCENT BY WEIGHT 2.
72 : r0- Tak 80-1194
% W';y.'r:cgtgte ELVAX 40W° 7, Plast|cizer Aeic
3 ryhc uro- per5| ng Agent 4801 antoip
4 r adi ol 8.0 2.0
|eneG,yco, 30.0 1@ge0 60 5p 15 EP 0 379

PERCENT BY WEI GHT 5

r Oleic ACId 10.0
1. Ethylene/Vinyl A¢ eytgigge Wioin 7.5 2. 1fubber Ppuro-Tak 36-6172
2.5 3. Acrylic Duroigasnu§e 39. 904. Resin Escorez 2101
8.0 10 9. Hydro'ibhu (SaaﬁdtﬁﬁﬁthyPcéumyéee e d ycoho 30.0
6. Plaggticizer Aei¢ Acid 10. 0 7a00Di spersing Agent
Al l antoin T0—8—Drug EStTadl ol
1.0 9. Hydrophil Carboxynethyl Cellul ose 1.0 15
100. 0 Ex 1]77 20 COVPONENT PERCENT . BY
VE| GHT 1: ADCOTE 72A103 5.0 2. Acrylic
Dukgp- Pak 80-1194 51.0
COMPONENT PERCENT BY WEIGHT
1. Rubber ADCOTE 72A103 5.0
2. Acrylic Duro-Tak 80-1194 510
% 3. Ethylene/Vinyl Acetate ELVAX 40W 5.0
4, Tackifier Polyisobutylene - Vistanex LM-MS-LC 12.0
5. Plasticizer Oleic Acid 70
6. Dispersing Agent Lecithin 7.5
20 7. Solvent Butylene Glycol 7.0
9. Clay Korthix H-NF 3.0
10. Drug Estradiol 25
100.0
365
' Example 18
st o COMPONENT PERCENT BY WEIGHT
1. Rubber ADCOTE 72A103 5.0
2. Acrylic Duro-Tak 80-1194 53.0
3. Ethylene/Vinyl Acetate ELVAX 40W 5.0
4, Tackifier Polyisobutylene-Vistanex LM-MS-LC 120
45 5. Plasticizer Oleic Acid 7.0
8. Dispersing Agent Lecithin 4.5
7. Solvent Propylene Glycol 3.0
8. Solvent Butylene Giycol 3.0
9. Solvent Dipropylene Glycol 2.0
50 10. Clay Korthix H-NF 3.0
11. Drug Estradiol _25
100.0

55
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25- -

4. Tackifier
Aeic Acid
7.5 7. Solvent Butylene G ycol
9. Clay Eampeid? H NF

3. Et hyl ene/ Vi nyl

Pol yi sobut yl ene - Vigr @8r304581V5-
7.0 6.

Acet at e ELVAX 40W

5.0

LC . 12.0 5. Plasticizet

Di spersing Agent Lecithin
7.0 30

3.0 10. Drug

Est r adi ol 2.5 100.0 35 Exanple 18
COVPONENT PERCENT. BY WEI GHT 40 1. Rubber
ADCOTE 72A1 03 COMPONENT 5. 0| 2ERBeNY BY wEIBHTO} Tak 80- 1194
3_,0 3 Et hyl ene T Copihy A X 40N 50 570¢%. Tackifier
Pol yi sobut yl ene- % . akﬁ%—_% 12.0 4b 5. :
Pl asticizer d ei ( one/Vinyl Acetate E m‘m l: Di sp3r5| ng Agent
Leci thin acklfuer isob tylene- LM-§%I LY:e it Pr Op)‘ Sne ‘Ol
3.0 8.,,50l vent Bty pana e om 7o 3.0 8| Sol vent
Di pr opyl ene dyc |6 Dlspersmg Agent Lecnthm b0 10. G ay
2.5 100.0 55 I% SolvehiButtbae Biycdrxanpl e 22 CO\/PO\IENT 30
PERCENT BY VI gl Clayddiiar H-MFDCOTE 72A1 03 3.0 5.0
2. Acriylic Duro- Tak. shivert Miéral Oil 49. 003. Et hyl ene/ Vi nyl
Acet at e ELVAX 40YV11. Drug Estradiol 5.0 4. Tack{fier _25
Pol yi sobut yl ene- Vi stanex LM M5-LC 12.0 10 100.0 5.]Plasticizer
Aeic Acid ' 7.0 6. D spersing Agent Lecithin
4.5 7. Solvent Propylene dycol 8.0 8. Sol vent
But.y éhe eampis 3.0 9. Cay Korthix H NF
3.0 15 10. Solvent Mneral Ol
1.0 11. Drug Estradi ol 2.5 100.0 Exanple
23 COMPONENT P 1. Rubber
ADCOTE_72A103 COMPONENT 5 0 ﬂiﬁw _rak 80-1194
51.0 3° Et hyl ene/ Vi RytberXDSOAE Z2AT03/AX 40W 50 5.0 f. Tackifier
Pol yi sobut yl ene- Vi aaylie Pulofliab/ED-1184 12.0 51.0
3. Ethylene/Vinyl Acetate ELVAX 40W 5.0
4. Tackifier Polyisobutylene-Vistanex LM-MS-LC 12.0
30 5. Dispersing Agent Lecithin 45
6. Solvent Propylene Glycol 6.0
7. Solvent Butylene Glycol 30
8. Plasticizer Olsic Acid 6.0
9. Clay Korthix H-NF 3.0
35 10. Solvent Mineral Qil 2.0
11. Drug Estradiol 2.5
100.0
St
40 Example 24
COMPONENT PERCENT BY WEIGHT
45 1. Rubber ADCOTE 72A103 5.0
2. Acrylic Duro-Tak 80-1194 51.0
3. Ethylene/Vinyl Acetate ELVAX 40W 5.0
4. Tackifier Polyisobutylene-Vistanex LM-MS-LC 120
5. Dispersing Agent Lecithin 45
50 6. Solvent Propylene Glycol 7.0
7. Solvent Butylene Glycol 3.0
8. Plasticizer Oleic Acid 6.0
9. Clay Korthix H-NF 3.0
10. Solvent Mineral Oil 1.0
85 11. Drug Estradiol 2.5
100.0
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5. 'Di.spersing Agent Lecithin 4.5 30 6.
Sol vent Propyl ene d ycol EP 0 379 045 B1 6.0 7. Sol vent Butylene
d ycol 3.0 8. Plasticizer Aeic Acid

6.0 9. Clay Korthix H NF 3.0 10. Sol vent

M ner al O:%/‘ﬂM 2.0 35 1 1. Drug
Est r adi ol 2.5 100.0 40 Exanple 24
COVPONENT PERCENT BY WE| GHT 45

1. Rubbgr ADCOTE 7266MBONENT PERCENT(BYAVEIGRT Y| i C

DyLo- Tak 80-1194 517073 cetate
ELVAX 40W ; R"b?;'éﬁg:(fggf\:giacki fier Polyi sobut yézlgne- Vi stlanex

LM M5-LC 12.0 53:%:,593% w\xgﬁi thin 5.0 4.5
50 §: 4. 3246 Bolylshtieh& Vistatdx L Mhs-Le 12, o0
7. Sol vgnt But yl erles. Ql¥feRbr Olsic Acid 3. 07§. Pl ast|i ci zer
Oeic Acid 6. Dispersing Agent Lecithin  6- 0 9. Cl ay Kor t hi % sH NF

3.0 10. Sol vent Mngisaiventbropylene Glycol 3b. 0 55

11. Dr ug Estradi ol]| 8. Solvent Dipropylene Glycol 2. 50100 0 18 EP O
379 045 Bl Exanpl 4.2 = 3.0 PERCENT
BY VEEI GdT 1. Rubbdgr 10AD@ESradidtAl 03 25 5.0 2.
Acrylic Duro-Tak §0-1194 52. 0 MOOEt hyl ene/ Vi nyl
Acet at e ELVAX 40W 5.0 4. Tackitrer

Pol yi sobut yl ene- Vi st anex LM M5-LC 12.0 10 5

Pl asticiz
Leksit hi

Earhple2d

Aci d 7.0 6. D spe.rsi ng Agent

4.5 7. Solvent Propylene dycol

3.0 8. Solvent Dipropylene dycol 6.0 9. Cay
Kort hi x H NF 3415 10. Drug
Estradi ol COMPONENT 2 4 RERCENTEYWHEHT 20 20
COMPONENT 1. Rubber ADCOTE 72A103 PERCENT BY Wl GHT 1. Rubber
ADCOTE 92A103 2. Acrylic Duro-Tak 80-1194 5.0 35 52.0 2. Acrylic
Dur o- Tak 80- 1194 | 3. Ethylene/Vinyl Acetate ELVAX40W 52 .0 3. Et hyl &08e/ Vi nyl| Acetate
ELVAX 40W 4. Tackifier Polylgot@itylone-Yigtenex LMeMS-¥b||yi sobuttl0ene- Vi gt anex
LM MB-LC 12. q % PlaplicizenQlei¢ Xt O eic Acid 7.0 7.
6. Di spgrsing Ager]t 8- Dispereipg Agent Lecithin 445 :
7. Solvent Propylene Glycol 3.0
8. Solvent Butylene Glycol 5.0
9. Solvent Dipropylene Glycol 1.0
10. Clay Korthix H-NF 3.0
35 11. Drug Estradiol _ 25
100.0
\_/ Example 21
40
COMPONENT PERCENT BY WEIGHT
1. Rubber ADCOTE 72A103 5.0
45 2. Acrylic Duro-Tak 80-1194 47.0
3. Ethylene/Vinyl Acetate ELVAX 40W 5.0
4. Tackifier Polyisobutylene-Vistanex LM-MS-LC 12.0
5. Plasticizer Oleic Acid 7.0
6. Dispersing Agent Lecithin 4.5
60 7. Solvent Propylene Glycol 100
8. Solvent Butylene Glycol 3.0
9. Clay Korthix H-NF 3.0
10. Solvent Mineral Oil 1.0
11. Drug Estradiol 2.5
55 ' 100.0

17
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30-

Di propyl ene d ycol

3.0 11. Drug Estradi ol

21 40 COVFERMENE 25

: 7. Sol vent Propyl ene d ycol
8. Sol vent Butyl ene dycol

3.0
5.0 9. Sol vent
0 10. day Korthix H NF
2.5 100. 0 Exanpl e
PERCENT BY WEI GHT 1.

EP 0 379 045 ?1

Rubber ADCOTE 72A1 03 5.0 45 2:
Acrylic Duro-Tak 80-1194 47.0 3. Et hyl ene/ Vi nyl
Acet at e ELVAX 40W COMPONENT 5.0 4. Tackif]i | PERCENT BY WEIGHT
Pql_yi soBut yl ene- Vi [stare EX |_|vr Mot 12 6—5—1PtasttT A Sefic Acid
7.0 6. Dispersing 1P ? 72K103 504 5 50
7. Sol vent Propyl gng :n;li'\‘ceta:;ﬁvmww 10%% 8. Sollvent
gul(’.)yllgne SGI ycol M a(I:klfl Polyisobutylene-Vistanex LM?TJIQL(.-9 | G ay chgrt hbx 1';_" NEr
50! vent nerp?ast.c?éeJo.e.cAc.d 7sh ug
Estradi ol Dls i Lecithin 2.5|55 45
100.0 1 7 EP 0 ﬁgﬁ o abhe 25 COVPONENT 70
PERCENT BY WEI GHT Qﬁtyl () 72A103 30 5.0 2.
Acrylic Duro-Tak 809 Jd@%nh,xHNF 50.5 3. st hyl eng/ Vi nyl
Acet at e;sELVAX 40W| 10. Drug Estradiol 5.0 4. Tackifiler Pol yiggobut yl gne- Vi st anex
LM M5-LC 12.0 |10 5. Plasticizgqr O ei toofci d
7.5 6. Dispersing Agent Lecrtim -5 7. oS0l vent
Propyl ene d ycol 7.0 8. Solvent Butylene dycol
3.0 9. d I X H NF 3.0 15
108./Dr ugy %ﬁﬁﬁd‘%};l 2.5 100.0 20 Exanpl e
26 COMPONENT PERCENT BY WEI GHT 1. Rubber
ADCOTE 72A1 03 5625 . Acrylic
Dur o- Tak 80- 1194 | COMPONENT 53.0 3.| PFRCANTRYWEIRYT |Acet ate
ELVAX 40W 1. Rubber ADEOTE 72A10Backi fi er Pol y|i sobut ylsane- Vi stjanex
LM Nvs- LE 12. 0 [52. AdlyisDireTakeso-1@4ei ¢ Aci d 53.0 5.0
6. Dispersing Agenf 3.|EthylehdiVinyl Acetate ELVAX 40W 4.5 530 7.
Sol vent Propyl ene |Ghyladdfier Polyisobutylene-Vistanex LM-MS-LC 7.0 812050l vent| Butyl ene
d ycoI 5. Plasticizer Oleic Aci. O 50
6. Dispersing Agent Lecithin 45
0 7. Solvent Propylene Glycol 7.0
8. Solvent Butylene Glycol 3.0
9. Clay Korthix H-NF 3.0
10. Drug Estradiol _ 25
100.0
36
o Example 27
W/
40
COMPONENT PERCENT BY WEIGHT
1. Rubber ADCOTE 72A103 5.0
2. Acrylic Duro-Tak 80-1196 47.0
45 3. Ethylene/Vinyl Acetate ELVAX 40W 5.0
4, Tackifier Polyisobutylene-Vistanex LM-MS-LC 12.0
5. Plasticizer Oleic Acid 7.0
6. Dispersing Agent Lecithin 4.5
7. Solvent Propylene Glycol 4.0
50 8. Solvent Dipropylene Glycol 5.0
9. Solvent Butylene Glycol 3.0
10. Clay Korthix H-NF 3.0
11. Solvent Mineral Oil 2.0
12. Drug Estradiol _25
65 100.0

19



9. :d ay Korthix H NF
2.5 100.0 35 Exanpl e 27 40 COVPOME\Y 379 045 B1

3.0 10. Drug Estradi ol

30

PERCENT BY VEI GHT 1. Rubber ADCOTE 72A103 5.0 2.
Acrylic Duro-Tak 80-1196 47.0 45 3.
Et hyl eneExample 8cet at e ELVAX 40W 5.0 4. Tackifier
Pol yi sobut yl ene- Vi stanex LM M5-LC 12.0 5. Plasticizer Qeic Acid
7.0 6. Dispersing Agent lLecithin 4.5 7. Sol vent
Propyl ene G ycol | COMPONENT 4. OASg PERCENT BY WEIGHT $. Sol vent
?[,)l\(p)‘F 28% ?Jn:yGKg(r:;@- Puber\gDCOTE 72A103 ¢ 50379 11 ngolgvg(r:]?l
" h . . Acrylic Duro-Tak 80-1196 20 121 Dru Igé‘gradl ol
g" geggl al 3. EthyleneN'nyI Acstate ELVAX 40W 9
100.0 4o EP 0 B ,%’,(5 Silkgl:atee v N= Uy 1210
PERCE BY VEI GHT 61D|s f_ 72A103 45 5.0
2. Acrylic Duro-Tak |ene Glycol 51. §o3. Ethyl ene/ Vi nyl
Pol yi sobut yl ene- /@t;saylgdnhb(mms LC 12 0 10 30 5.]Plasticizer
Aeicw#cid 10. Solvent Mineral Oil 7.0 6. Di $persingidgent Lecithin
4.5 7. Sol vent P1opybragEstréadiglic Ol _255.0 8.[Sol vent
Di propyl ene d ycgl 6.0 9] Cay %00t hi x Hf NF
3.0 15 10. Solvent Mneral Ql
1.0 11. Drug Estradi ol : 2.5 100.0 20
Ex&a’plze ONENT PERCENT BY WEI GHT 25
1. Rubbe 72A103 5.0 2. Acrylic
Dur o- Tak 80-1196 48.0 3 hyI ene/\/ nyI Acet at e
ELVAX 40W A —FacktfTer—FPo ottt %I eVt anex
LM Ms- LC 12. %OMHQW| cizer Qeic Acid ERCENT BY WEIGHT 7.0
61. RIBbBADCOTEg2/408Nt Lecithin 5.0 4.5
7. Sol vent Propyl|ehécrgic\DumtTak 80-1196 5.4808. Sol yent
Di propyl ene Q@ ycql3. Ethylene/Vinyl Acstate ELVAX40W 6. O 5.0
4. Tackifier Polyisobutylene-Vistanex LM-MS-LC 12.0
5. Plasticizer Oleic Acid 7.0
%0 6. Dispersing Agent Lecithin 4.5
7. Solvent Propylene Glycol 5.0
8. Solvent Dipropylene Glycol 6.0
9. Clay Korthix H-NF 3.0
2 10. Solvent Mineral Oil 2.0
11. Drug Estradiol 2.5
100.0
\ﬁg{i
40 Example 30
COMPONENT PERCENT BY WEIGHT
45 1. Ethylene/Vinyl Acetate ELVAX 40W 18.0
2. Rubber Duro-Tak 36-6172 10.0
3. Acrylic Duro-Tak 80-1194 230
4. Resin Escorez 2101 5.0
6. Solvent Propylene Glycol 32.0
50 7. Plasticizer Oleic Acid 10.0
8. Drug Estradiol _20
100.0

55
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9. -d ay Korthix H NF 3.0 10. Sol veht M ner al

Qal 2. BP9B79 045 B1 11. Drug Estradi ol

2.5 100.0 40 Exanpl e 30 COVMPONENT PERCENT BY -
VIEI GHT 45 1. Ethyl eneNi nyl Acetate ELVAX 40W 18.0
2. Rubber B@Pdedhk 36-6172 10.0 3. Acrylic Duro-Tak 80-1194
23.0 4. Resin Escorez 2101 5.0 6. Sol vent Propyl ene

d ycol 32.0 50 7. Plasticizer Aeic Acid
10.0 8. .Drug Estradi ol COMPONENT PERCENT ENORERHTY 20  EP O
3%Q+ 045"B1 Exanpl e 31 PONENT PERQENT BY WEI GHT
1. Ethyl ene/ Vi nyl Acet}%"[‘, e o 4W g 0 2. Bfbber Dro-Tak 36-6172
10.0 3. Acrylic Duro- g&mé * Dutorfak 80-1194 24. 0, Resirn Escorez 2101
5.0 10 4. Resin E&bRSbigsi Zzer Oeid Acid g4 10.0 6.
Drug Estg adi ol 5. Plasticizer Oleic Acid 1.0|7. D spgyesi ng Adent Allantoin
2.0 9. Solvent Butyl gng agyegadiol 30.0 1QP.0 15 |Exanple 32 The
car boxyl ated vi nyl adet.alispersihdAgertKharfisiPOl ynmer| (Airfl exg 416) i|s adjusted to
a pH of 5.0 w th agquegoasoréht BayeiR@nyol This mifxture igpeadded g§lowy and with
stirring to the rubbgr. Then, slowy add the |tackifyeoy agent| and stir.

Next the drug is added STOWY and Wt strrring. And frnatty, any
crosslinking agent is added and the mi xture stirred. The resulting m xture
i s coated ggmii@ss el ease liner as set forth in step 7 above. The resulting
conpositiom nas the followng ingredients in the indicated anounts. 25

COVPO\ENT The carboxylated vinyl acetate eth Ieﬁ%ﬁ@*& %ﬁle%ﬁh @iﬂadﬁ@tﬁ@%dl—la& gﬂ w\fﬁ kous
Acs¥at ef°Et dmonaeTrieamiling !@dfddédaékfvj)y A wittl Gikrin hérubibde 8én, ngvﬁf\atﬁl?tﬁbat)ackifyif?ﬁagent
8.8 30 and stir. N@ €161 dhigi i @dded @idwly (aMP Wi stitriA§ Bind finally, any crosslinking agent is added and
12. 6 Drug theunbduGliyetieTHeTgsulting mixture is coated on to release liner as set forth in step 7 above.42. 2

Wat er The resulting composition has the following ingredients in the indicated amounts. 5.0 100.0 35
In the follow ng exanples the method of Exanple 32 is used with the

appropriate ampunts of starti E&sglg@&r:%' als 10 yreld SCBHABEN.} b?%lé?-ﬁ' ng t he
fol |l owi ng i ngr ¢eh-eprts—Exarple—=3
Carboxylated vinyl Acstate/Ethylene Copolymer (Airflox 416) 314
Rubber (PSA 578A) 8.8
%0 Tackifying Agent (Noven 100A) . 126
Drug (nitroglycerin) 422
Water 5.0
100.0
85 In the following examples the method of Example 32 is used with the appropriate amounts of starting

materials to yield compositions having the following ingredients.

, Example 33
s
40
COMPONENT PERCENT BY WEIGHT
Carboxylated Vinyl Acetate/Ethylene Copolymer (Airflex 416) 283
Rubber (Hartex 103) ' 10.0
45 Tackifying Agent (Exxon 346) 185
Drug (nitroglycerin) . 38.0
Crosslinking Agent (Aerotex 3730) 0.2
Water 5.0
100.0

50
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40 COVPONENT
Acet at e/ Et hy
10.0 45

PERCENT BY VEI GHT Car boxyl ated Vi nyl

| ene Copol yner
Tacki fyi ng Agent (Exxon 346)

(A rfEP0 379085 B128. 3 Rubber

(Hartex 103)

18.5 Drug (nitroglycerin) 38.0
Crossl i rg.@_'lﬂg}iﬁgent ( Aer ot ex 3730) 0.2 Water:
5.0 100.0 50 55 21 EP 0 379 045 Bl Exanpl e 34 COVPONENT
PERCENT BY WELGHI Carboxylated Vinyl Acetate/Ethylene Copolynmer (Airflex
416) 28.8 Rubber (PSA 57B86MPONENT PERCENT BY WEIGHT
%r\%gT(gﬁlk't ‘; g'g rb xy ed%xf(ﬁ%etate/‘éﬂuhene Copolymer (Airflex 416) 2:.: 28 91? bo
Cr ossl i nki ng 0) 19'0 0]1 Water
5.0 100.0 15 oPERCENF BY
VEI GHJ, 20 - Crossllnkl xgrg\g,pgsaﬁ nyl Acetat e/ Et hyl ene Cogq)l ymer {Airflex
416) 29. 6 A 578A) 5.0 :
8.3 Tacki fyi hg Agent (FI exbond 150) 3000 18.7
Drug (I’litI‘Og yTeTr T 36.0
Crossl i nki ng Agent (Aerotex 3730) 0.4 25
WAt er 15 5.0 100.0
30 ExanpPem8e3BovPoNENT PERCENT BY W\EI GHT 35
Car boxyl at ed Vi nyl Acet at e/ Et hyl ene Copol yner (Airflex 416) 28. 9 Rubber
(Hartex 103) +0—=2—Faedq fyi ng -
Agent (Fl exbpnd 150) COMPONENT PERGENT P BYM(FGHT
(it r 8yl ycer § arboxylatad Viny! Acetate/Ethylene Copolymer (Airfiex 416) 2087. 1 Crpsslinking
Agent ( Aer ot €>RuBro?(BSA 578A) 0.5 4083 Wat er
5.0 100. 0 45| ErseuinahgAgant (KsGHANBDYT 18.7 PERCENIT BY
VIEEI GHT Car box\orayf (sitlogificeriny Acet at e/ Et hyl ene Copol yjrer (A B8bex 426 28. 3
50 Rudbdselinkiad-8gehigAerdt@3)730) 04
10. 0 Facki f yi mptehgent (Exxon 109A) 50 18.6
Drug (Nitroglycerin) 100.0 38| 0
.80 Example 36
COMPONENT PERCENT BY WEIGHT
35 Carboxylated Vinyl Acetate/Ethylene Copolymer (Airflox 416) 28.9
Rubber {Hartex 103) 10.2
Tackifying Agent (Flexbond 150) 183
, Drug (nitroglycerin) 3741
(Y Crosslinking Agent (Aerotex 3730) 0.5
40 Water _50
100.0
p Example 37
COMPONENT PERCENT BY WEIGHT
50 Carboxylated Vinyl Acetate/Ethylene Copolymer (Airflex 428) - 283
Rubber (Hartex 103) 10.0
Tackifying Agent (Exxon 109A) 18.6
Drug (Nitroglycerin) 38.0
Crosslinking Agent (Aerotex 3730) 0.1
Water 5.0
55 100.0




Croossl irnki ng Agent (Aerotex 3%30) °

5.0 22 EP 0 379 045 Bl Exanpl e EFGo SR\GASNEINT
PERCENT BY WEI GHT Car boxyl ated Vi nyl
416) 28. 6 Rubber (Hartex 103)

0.1 Water

Acet at e/ Et hyl ene Copol yner (Airflex

5.1 RubbeExmMplief8573A) 4.0
Tacki fying Agent (Exxon 109A) 18.8 10
Drug (Nitroglycerin) 38,

Crossli nk| ng Agent (Aerotex R:Zﬂ.{r)oNENT PERCENT BY WEIGAT1] \\at er
5\() 100° 0 16 BX - ' NENT

PERCENT BY VAEI b“ ot 5’v eip/Rivienp Copolymst GrMEX AR dne copotS frer (Ailrflex
416) 28.8 Bbr 8A) 40

8.2 Tackifyin ﬁ@ &Q(O;l,qgﬁ) 18.8 19.0 25
Drug (Nptrogl Cﬁlrug |troglycer|n) 38.4 38.19
Crossl i nki ng Agem s..A g o2 )20 01 0.1 vater
5.0 100.0 30 waiae s5ERCENT [BY
VEElI GHT 35 Car Qoxyl at ed \/ nyl Acet at e/ Et hyl ene Copollyner (#g0d | ex 4]“6)

29. 0 Rubber (Hartex 103 10.3
Tacki f ysng Agent (Fl exbond 150) 18.4 Drug
(Nitrogly 37.3 40

Vit ¢ 0" ¥ B0 5.0 100.0

Exanpl e 41 45 COVPONENT

PERCENT BY VEI GHT Vi nyl

Acet at e/ Et hyl eﬁe—e&pebml—éﬂ—%%———egﬁ—aﬁbeWS)
1M-8 T&eKi fyirla_Agent (Exxon SPMPONFENT PERCENY BY WEIGHT
(Ni troglyceri n) carboxylated Vinyl Acetate/Ethylene Copolymer (Airfle416) [Vater 288
5.0 100. 0 55 Z43Rubber (PSA 578A) 8.2
Tackifying Agent (Exxon 108A) 19.0
25 Drug (Nitroglycerin) 38.9
Crosslinking Agent (Aerotex 3730) 0.1
Water 5.0
100.0
30
Example 40
35 COMPONENT PERCENT BY WEIGHT.
] Carboxylated Vinyl Acetate/Ethylene Copolymer (Airflex 416) 29.0
Rubber (Hartex 103) 103
, Tackifying Agent (Flexbond 150) 18.4
L/ Drug (Nitroglycerin) 37.3
40 Water 5.0
100.0
Example 41
COMPONENT PERCENT BY WEIGHT
50 Vinyl Acetate/Ethylene Copolymer (Airflox 465) 39.5
Rubber (Hartex 103) 11.0
Tackifying Agent (Exocon 109A) 205
Drug (Nitroglycerin) 240
Water 5.0
100.0
65
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EP 0 379 045 Bl Exanpl e 42 COVPONENT PERCENT BY WEI GHT

Vi nyl Acet at e/ Et hyl ene Copol yner EPAi 37081048 B400) 53.5 Rubber (PSA 578A)
14.3 Drug (Nitroglycerin) 27.2 Water

5.0 10

100. 0 ExEx#prlia4a3 COVPONENT PERCENT BY VEI GHT Vi nyl

Acet at e/ Et hyl ene Copol yner (Airfl ex 405) 35.0 Rubber (Hartex 103)

11.7 20 Tackifying Agent (Exxon 109A)

21. 8 grug (Ni trogLycerl n)  COMPONENT PERCENT BY WHIGIST Y\t er

5.0 100.0 25 Exa COVPONENT

PERCENT BY WEI B%E%V'eae ?ﬁpﬁ';"/"“"AA'Eaﬂ?" %00)' [kt hyl enemgopol ymer (Airflex
416) 34.0 Rub er;m 279

12. 1 Tacki fying on 109A) 5.0 22.4 35
Drug ¢Nitroglyce |n 100.0 26.5 Water
5.0 100. 0 Exanpl NF : PEREENT BY WEI GHT
45 Car boxyl at ed Vinyl Acetate/Ethylene terpolymer (Airflex 416)
28. 2 Rubper rtex 103) 10.0
Tacki fyiEﬂ@'—"—&'éZ&t (Exxon 1C0A) 18. 6

Pl ast rci zer (Santicizer 160) 36.1 drug
(estradiol) 1 crosslinking
agent (Aer otex 3 ?30) COMPONENT PERCE@T@Y\M|@MT

5.0 100.0 55 24 | yvikPaddtad/Ethyldfercdidymsdiecacsp |A TOr Myggtion 1 denti cal to
that of Exanple 4RuserfiztBefogd except that the anmountyygf plasficizer is

reduc@ to 30. 4% araekifphP YRS oiasRP! 1S addegl as soloygnt for|the estradiol
in the anount of |5y gdodiFoerir) The dosage ¢nit of Jgge present invention
can be produced ijrwaernunber of ways. It is pafticularky imporfant to form
t he adhesive layg¢r in a series of steps, wth|propericégitatiof and pH

adj us nt when nNecessary, SO 0 a i ng together
of any of the conponents. After the adhesive
Example 44
50 COMPONENT PERCENT BY WEIGHT
Carboxylated Vinyl Acetate/Ethylene Copolymer (Airflex 416) 34.0 '
Rubber (Hartox 103) 121
Tackifying Agent (Exxon 109A} 22.4
35 Drug (Nitroglycerin) 265
Water 5.0
100.0
0 Example 45
COMPONENT PERCENT BY WEIGHT
® Carboxylated Vinyl Acetate/Ethylens terpolymer {Airflox 416) . 282
Rubber (Hartex 103) 10.0
Tackifying agent (Exxon 109A) 18.6
Plasticizer (Santicizer 160) 36.1
50 drug (estradiol) 1.9
crosslinking agent (Aerotex 3730) 0.2
water 5.0
100.0

&6
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| ayer ts fornmed, the conposition nmaking up this layer can be placed in
contact with the backing | ayer inEPy3reoasB1 known to those skilled in the
art in order to produce the transdernal dosage system The 10 transder mal
dosage system can be produced as follows: Generally speaking, known nethods
of producExaprefBesi ve tapes can be used for the composition of this

I nvention. These known nethods including cal ender coating nmethod, hot nelt

coating net iﬁ)f?’"‘%?'htdf"ﬁ'ﬁa'd%é'laf HgE’ﬁ’E‘Pﬁo‘ﬁ is DFARPTSY GfFeeto'Q?tltPﬂg a’ﬁ%‘{"hﬂfdp'%ﬁtlﬁiz"' is

di at i on"edgedip 30 Wﬂ% ed s "?‘i'f%\ﬂ‘ ?P"é‘!! ZPaSch
e ggwger?ﬁ; | fef?gt%fmsg'regw % ; i ng?vf {3 e
?E?L(szeth ??ssgilo astoggjibl:%? § @cl;‘rr}n gj%- oﬂ(gnen %’E egl\?rg ng
kneaded h%"?@'a ﬁﬁm in saﬁedom d aﬂ rc'a e %ﬁﬁié ot ek gsteﬁf Ghe The
Mt er i g} S yHsadhhe Aoshhs SMinlcin BANEILE at elevate tures,

usual I'y 90 teynérsily' speakihg dabwn ¥néthods Iaearadlkﬁg edréé.v&mdjee chd bd @se@ f&ff theEdombasitioh Bf T he
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except t hineadddehompgenenuely jusing ppep abliss kneadersaintemal mikaxs etan Thenmatenialssaf high vistrsity
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to 250 m SnBtﬂ”o”‘? p%{:e? an %‘r’a'l ne

than 14 mMBehEs K@d m&m\ ids!3Hd Bé?'p% Bthl%ckn {i'i§ nﬂn-h al%% re

sen5| Ui Ve rRidrd oh 18 bﬁ.‘ﬁfnﬂﬁlemﬁé?rﬁ%?éb?y' rEHYeSAIFPT3 18 25Emicrémeters. Co gsite ﬁro tckChayi ) a

pol yMersp Ma Xdhdi nftkfedNosdl thinNg nilcronheird mACIRLARF Rty Bidferfea ol yrer contai ning 0
to 5% acrylic acid and an acrylic polymer containing at |east 50% by wei ght

of an acryglawhe or al kyl -acrylate nononer, (c) a natural or synthetic
rubber, and (d) a tackifying agent 40 in which the ratio by weight of

t he pol ynar Apradsire@erisitivd dubesive kirenal dospdsitiddedmridty 1 and the ratio by wei ght
of theswinyl #&etdaie/ ethyl ene copolyner to the acrylic polynmer is 20:1 to
1:20. 2. The d@rmalymeomigosicontainingod vieyl agetatedothylene eapplerherichrdaining @ to Sta/aonwlic edid  of
the pol ymer miand &y asryliopalymer éxptaining gt Igast500oby gpight of 46 adylate prealkyleacryigle monomer,
conposi ti on of)@natural of systhetic rubber.@pd ch t he pol ynmer mixture is an acrylic
p(&l-yrrer and a(‘i')lar\gf"fyﬁ'ééﬂ%@! el et hyI ene co ol yrrer and the rubber i s

pol yi sdbut y| i@ Which e rafig by weightgf th ﬁ 30:4 pod ‘H%'a?P yoweight j
whi ch the ac‘?fﬂe"lf'y'r?&?tmf‘y"?"g C%ﬂ‘?yg'&tﬁltrﬁta&ry"cﬁ'y@e” ﬁ%‘ 'ﬂérzural conposi tion of

any of th ai which the dru u

t enper at u?eqhedg%' %°m°83 é’gt?sf'a'm&bgor%ﬁﬁrfe riio b bﬁ(dv e'%gtstglths?spoﬁmgﬂn&mg gpuéog’%r % in
the co 03|t|on 6. The dermal comm5|t|on of any of the clains 1 to 5, in
whi ch t brrrfaf Ssitfdh Ugcld|n§1gré it MhichOR8 BBYymaP mixture i¥VEr SHRlic PR e s Sif}E
wei ght of th&e Je) neq,gmy brd@R rubber i$ BAlyishBtJBde, CONPOSi tion of any of the
claims 1 to 6, in which't druglsastermd 25 EP 0 379 045 B1

4. The dermal composmon of any of the claims 1 to 3, in which the acrylic polymer is an acrylate.
50
5. The dermal composition of any of the claims 1 to 4, in which the drug is a solid or liquid at room
temperature, is percutaneously absorbable, and is dissolved or dispersed in the composition.

6. The dermal commosition of any of the claims 1 fo 5, in which the weight of the drug is 0.1 to 50% by .
85 weight based on the weight of the dermal composition.

7. The dermal composition of any of the claims 1 to 6, in which the drug is a steroid.
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. 8. < The dermal conposition“according to claim7, in whic l
- polyner is selected from poly- negagrybssBaci d and pol ygumm "ﬂ mmmlulll
+ The dermal conposition according to claim7, in which the sstérotd ¢
17-Beta-Estradiol. 10. The dermal conposition according to claim?7, |n
whi ch t h& vIheydermal compasitien aRepreing: 1o il % it whichs the acerfiqopdiyyesis esfected from poly-

et hyl ene/ vi TigHacylicid aod gelyacivficacide g 11 The dermal conposition according
to cl ai m 10 rcent b ht of ethylene and vinyl 10

acet at g '}“arqum\gﬂ?wc’ﬁ'tﬁ" P%B’d't"ﬂ"p‘iﬁ' ﬁ’é? W ?'Hhe ﬂ@@ﬂ@c’ﬁ%@“ﬂd% to 90 and 4

&_30. wh h
;m)unt slo ’j;i@y gr%?e j%nEM flc gog%iegg d aBr lcf' dne, Y,"i'yéi a&ﬁ‘%‘*’?"&éﬂﬁ%l’fgwt&eﬁ Ise® o

40% and 0% llc03|t|on of any of the clains 1 to 12

whi ch cowfhs%rmaaéorﬁb%gm%coba{ o't5 iR 10, %‘V%éﬂ 3&%
copol yiFer , Y GoRbHér UAHs i 1 teRblyMuibre F‘Jsbéétnfe ) ) "%W%”an R
pol ymer 5% to 30% of a tackifying agent , an 19 oto 00 drug. 14. The

der mal ca2pn®idsinin carmetich dgordiy B @dif171 % wiidh e bfbunishs eﬁMdﬂa iyl acetate and
ni trogl yceréctylioscidss fosbctvbly 680, 40%. andl0%. der mal conposi tion of any of the
claims 1 to 14 which has a defined geonetric shape. 16. The der nal

conmpogh t 13 riThefdemral carfposifin of i ofehelcidiras 140 Vehwiidh dompiidas| a8 pevBerit BY Weilit) 29 tf OF

st orage. 25!0%]hyldrekinylcacetatb comiypesi2td 2094 nawryl odfsyiitiietic @lbbér/120%. td 6094 4f Whi ch
is the dosegtylicpaiymer 598 to Ifeofddachifyingegempesd 1% trs0efof ary. of the clains 1 to 17
whi ch contains up to 6 %clay. 19. The dermal conposition of any of the

cl ai ms 1 1-oThegemal cormpesisian aqoprdingtooziai 3, in viiph 3 druplieniichelynerih ocestradindi t i on of

any—of®the clains 1 to 19 which contains in percent by wei ght Rubber
2 to 20 é% The dermal composition of any of the claims 1 to 14 ﬂelplwagtaélefmed geometric shape.25 t o 70

Et hyl ene tate 20 Po ene 3 to 20 Lecithin
1 to 10 Eﬁl oﬂhé |"% Enpesiipn St ahy Yo e °'a1 grwh is guoynd yp into rolls foy sforage.

([))i F [)gQK/I ﬁfe]rerg?dé{rﬁ.ﬁﬂ compt%mt)r?of]agy 8 tf(i:'\e 409 4 t(cj) 14 which is the doszage umtl0 d ay Dr ug

0.5to 6 J A JB.1 to 20 which
cont ai ns " o R ARG ARG 4R € ‘W’EE!P%"%@S“%{?? BY*Rubber
5 Acryl atg The dermal compositiff offahy of i tRfn¥d 16118 %ﬁl@ﬁ &hnfains 3 % IA:‘yOI yi sobutyl ene

12 Le@bt hin 4.5 Propyl ene dycol 8 Butyl ene dycol
3 Di pr opge. eme désngiicdinpositiodof any of the claims 1 to 19 which contains in percent by weight

Rubber 2t020
35 Acrylate 251070
Ethylene/Vinyl Acetate | 3to 20
Polyisobutylene 3to 20
_ Lecithin 1{010
\/ Propylene Glycol 0t0 10
: © Butylene Glycol 0to 10
Dipropylene Glycol 0to 10
Oleic Acid 21010
Clay Oto6
Mineral oil Oto 4
pu Drug 05t086.

21. The dermal composition of any of the claims 1 to 20 which contains in percent by weight

50
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deic Acid 7 10°
3 Mneral oil 2 Drug EP 0 379 045 B1 2.5 15 22, !I or the

preparation of a pressure sensitive adhesive dernmal conposift Hi{HIC HH m"l
€ -t fodl |13

toclains 1 to 21 by mxing the drug, the polynmer m xture, t

tacki fying agent in an organic[ifagsd casting[the ki xture and renoving the
liquid to forma film20 23. Thg mal conpqsdzti pn of any of - the clains 1
to 21, in which the drug is est ragi'tg/viaﬂg{oéma(hsco tains in percent by

wei ght Rubber 2 | tFalybbuBlfene 12

Acry! at @ 25 to 70|Hetiinene- Vi nyl |Act fte 3 to 20

Pol yi sobut yl ene 3 to 20 | erroptylenenGlycol 8 0 to 24 Allantoin

0 to 2 Propyl ene dycol 0 | tButy®Re GYcol 3

But yl ene d ycol 0 to 10 lagwmh%ﬁm y¢ol1 0 to 10 Adeic Acid

0 to 14,C ay leic &idM neral @i 17 0 to 4 Drug

Zusammenset zung, unfassend (a) | &fifpralali kanent , ei n Pol yner geni sch,
enthattend ein Vinylacetat/Eth bis 5% Acryl saure
enthalt, und ein Acryl polynmer, des wenigstens 50 Gew. -% ei nes Acryl at- oder
Al kyl aceyl at nononers 45 enthalt, (c) einen natUlichen oder

synt het i s@ReProdéasifosibérplepsation of a(pigsswee sepsitividladlipsiveydeasrodt eompositidne accdiding to claims 1
Gewi cht sver htal21 rhiysmideg thPakugnthe gelwnerohixture thel eubbétzand dackifying BgehO inlangor@fic liquid -
bet ragt und esstingthevnigtére sndreinevingriediauie o ferimafilmcet at VEt hyl en- Copol yners zu
dem Acryl polynmer 20:1 bis 1:20 betragt. 50 2. Dernmal e Zusammenset zung
gewi/l 3 2n2pr (herermal Gampesitio ok angofiihe Kleigns drie &1 inwhich dkesdryads gstiadielend Whiehscontaips

ei nem Kaut scRBRCBY WRight 50: 1. hetrgt. 3 Dermal e Zusammenset zung genaB
Anspruch 1 oder 2, wobei es sich bei dem Pol rgem sch urn ein 65

Acryl pol ynmer und ei n Vinyl ace{ @ubtiek hyl en- Copdlateoe (Ynd bei dem Kautschuk
um Pol yLsobutyI en handelt. 27| Acrylaldé 0 379 043 d8lo 70 EERERER
1111117°111111 H | 11111 1] | 1 E@ylend-Vinyl RbetateS | *314.20 D¢r rmal e Zusanmenset zung
gemaB el nem der AnsprUche 1 bj $oBisobntylone es giTh2Beil dem Acryl pol yner um
ein Acrylat handelt. 5. Dermm éemsam"rensetzuibtogémlB ei nern der AnsprCche
1 bis 4, wobei das Medi kament | B¥gntoin 0to

0.5 to 6 PatentansprlUche 40 1| ®®uckenpfi ndlijci$e Idhasi ve dermal e

30 Propylene Glycol 01032
Butylene Glycol Oto10
Dipropylene Glycol Oto 10
Oleic Acid Oto 14
Clay Oto6

- Mineral Qil Oto 4
Drug 05106

. Patentanspriiche

1. Druckempfindliche adh#isive dermale Zusammensetzung, umfassend
{a) ein Medikament,
(b) ein Polymergemisch, enthaltend ein Vinylacetat/Ethylen-Copolymer, das 0 bis 5% Acrylsdure -
enthélt, und ein Acrylpolymer, das wenigstens 50 Gew.-% seines Acrylat- oder Alkylacrylatmonomers
45 enthilt, :
(c) einen natlirlichen oder synthetischen Kautschuk sowie
(d) einen Klebrigmacher,
wobei das Gewichtsverhiilinis des Polymergemischs zu dem Kautschuk 1:10 bis 30:1 betrédgt und das
Gewichtsverhéltnis des Vinylacetat/Ethylen-Copolymers zu dem Acrylpolymer 20:1 bis 1:20 betrégt.
50
2. Dermale Zusammensetzung gem#B Anspruch 1, wobei das Gewichtsverhélinis des Polymergemischs
zu einem Kautschuk 1:5 bis 20:1 betréigt.

3. Dermale Zusammensetzung gem#B Anspruch 1 oder 2, wobei es sich bei dem Polymergemisch um ein

85 Acrylpolymer und ein Vinylacetat/Ethylen-Copolymer und bei dem Kautschuk um Polyiscbutylen
handelt.
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5: *Raur nt enper at ur ei n’ Feststoff oder eine Fl Ussi

resorbi erbar ist und in der Zusaerws790asBing gel 6st: Blmlmull “I"mﬂmw rd.
6. Dermal e Zusammenset zung genmaB el nem der Anspr~che 1*bis 5

Gewi cht des Medika- nents 0,1 bis 50 Gew. -% betragt, bezo en auf das

Gowi cht Ho PORAeAIEIMPERH RIS pinem dor Argpriche D@F@aw@em&?ﬁgﬂrﬁ’é@ﬁﬁh’g‘y@@mB
ei nem der ARG ASHRhaNdBlt s 6 wobel das Medi kament ein Steroid ist. a

Dermal e Zu etzun erraB ru 7 vvobel S Acra/l po rrer aus

PoI yrret hﬁcg%% ung gel %g }%F%é ';a’f%'? Rl e
henselRHe" g’gﬁg Salkg iy e s e e

17 , 8- bstrzisltzd1 reiep "1'61 Der mal e Zusammnsetzung gemaB Anspruch 7,

wobei a'naﬁfé PBRY ch6PRL ¥ wibsl da¥ Wbwicht des Medi

Et hyl e”' %qtb%%%;w/o bﬁ{gﬁbéz%&en ﬁ% B Zhddmirerddlbhgd € MR

Ansprl,g:h 1 wobe| ie tsprozente von Et yl en- un

Vi nyl acey, a%mm&%m&& GerhdB SHRM dof ARDIHIERERT bid B, YAbSi AP Nﬂéﬂéﬁmeﬂt M §tg|%Q

betragen. 2p 12. Dernal e Zusanmenset zung ger nmaB Anspruch 7, wobei

Mengen von Ethylen, Vinylacetat und Acryl saure 60% 40% bzw 0% bet r agen.
13 Der meg.e DéaRiZueararndngdtiugg genaBmbbrachive Wolbe das Actypbildadraaud Phlyreetiberylssliruridn
Gewl chd spr (Ppigétiydstiurd Yudgbeshl Wird. 10% Et hyl enN nyl acet at - Copol yner, 2% bi s
20% nat Url i chen oder synthetischen Kautschuk, 20% bis 60% ei nes

Acr y| pol $mblesmalesZyspnmergeizung igemis Khspluch gnmbleeeSSSIetnuel Hot bteyoig Oorh E-Mesiradiol
Medi kament dangek-af | t. 14. Dermal e Zusarrrrensetzung gernma Anspruch 13, wobei
es sich bei dern_Medi kanent um Nt ro%gycerl n 35 odor 15stradi ol

havdePt . 10 Dompler Zusaramonselzing, gorads Weheidas; VinyiacelptEthypnserpelymerein Tepay-14,
di e eine dmm“eeﬁﬂyﬁ’“’éf@ﬂ?@faw‘%%md%stalt hat. 40 16. Dernale

Zusarmen emaB ei nern d bis 14, die zur erung zu
Rol | TppeUng prlc ?%gﬁﬁ‘g o o va Fletrofhe

Aﬁs p(ran ﬁe 1 *"‘%ﬁ"%f"'“&%? zﬁ%‘l 3F?°'¥W? tbF ls}f%'s"g%%%q nhei t haﬁdel t.

45 18. ep[;gg@ b
Zu 6% Tcl?ﬁ{ qim& IGZEE%E&E EJEJ( E%é an#gln};g{&z)%ﬁ%e 'ggﬁ@hgﬁel |r§{gtr?ln§gﬁa7mi\ns'§rul:?\e

1 bis 18, dié on ent 20. Dermal e Zusammenset zung genr B ei nern
der AnSp{3)Haknale ﬂsﬁa&weﬂhs gsrﬁémﬂﬁd@aﬁ;paﬂﬁg $ bk Q2] die WIS OemEE R bis

ent hi bd :  530% &EthylenVinfacetat-Copolyer, 2% tisd2tios Adidtichen oder synthet%cl’%h KadtEbhd 2% Bis
25 bis 70 [gbdaydimes Mchlpbintés, % bid 3096Seind® KisBligmadikuadlingl ©4 bis 50%3eiddls MediRarfonts

Lecithin  umfast. 1 bis 10 Propyl engl ycol 0 bis 10 Butyl engl ycol
0 bis 10 D propyl engl ycol 0 bis 10
14. Dermale Zusammensetzung gem#B Anspruch 13, wobei es sich bei dem Medikament um Nitroglycerin
35 oder Ostradiol handelt.

15. Dermale Zusammensetzung gemis einem der Anspriiche 1 bis 14, die eine definierte geometrische
Gostalt hat.

40 16. Dermale Zusammensetzung gem#B einem der Ansprliche 1 bis 14, die zur Lagerung zu Rollen
aufgewickelt wird.

17. Dermale Zusammensetzung gem&B einem der Ansprliche 1 bis 14, bei der es sich um die Darrei-
chungseinheit handelt.

18. Dermale Zusammensetzung gem#B einem der Ansprliche 1 bis 17, die bis zu 6% Ton enthiit.
19. Dermale Zusammensetzung gem#iB einem der Ansprliche 1 bis 18, die 3% Ton enthilt.

50 20. Dermale Zusammensetzung gem@B einem der Ansprliche 1 bis 18, die folgende Bestandtalle in
Gewichtsprozent enthilt:

55
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" O dinsaure 2 bis 10 10° Ton 0 bis 6 M neralol

0 bis 4 Medi kanent 0,5 bi sER.0 379 028 B1Der mal e Zus mﬂt M\HB!“B
ei nem der AnsprUche 1 bis 20, die fol gende Bestandteile t s t
ent hal t: Kaut schuk 5 20 _

Acryl at 47 Et hyl enfliaukaaet at Dpissy Y| sobutyl en 12
Lecithin 4,5 25 Acrylat 25 bis 70 Propyl engl ycol
8 Butyl engl ycol 3 Di prop)etengiipiadetat | 3 dis #4d €] nsaur e 7 Ton
3 30 5 *’ PolyisobutylenM Ngr@pi©o 2 Medi kanent
2\5/ 22. Verfahren zur Her st el |f uegthisi ner dr Jckgeqof i hdl i chen adhasi ven

der mal en Zusanmenset zung genaB| 3Bopylenglybols pr yothbid1doi p 21 durch M schen des

Medi kanents, des Pol yner geni sch$Butybagyadaut s¢Huisiound des Kl ebri gmachers in
ei ner organi schen Fl Gssi gkeit, | Qirsahylenglssl Ggrkixtls und Entfernen der
Fl assigkei t unter Bildung ei ne$ A8insiwre 23, [PAbimlte Pusanmenset zung germaB

ei nem der AnsprUche 1 bis 21, B8l es sich|dEis@en Medi kament 40 um
1stradi ol handelt, die folgend Mineedldl n gt ej | ¢ Qs ©ew§ cht sprozent enthal t:
Kaut schuk 2 bis 20 Acpyfegkament 0588.pf s 70 45
Et hyl en/ Vi nyl acetat 3 bis 20 Pol yi sobutyl en 3 bis 20 Lecithin
0O bis 24 Allantoin 0 bis 2 Propyl engl ycol 0 bis 32 50
But yl engl yddoPermale Zusgnrhingetafg Qemi pinbre gt Wosphiche 1(Midh2G did) foidefdenBatindsile in
0 bis 14 TonGewichisprozententhdl: 0 bis 6 M neral ol 0 bis 4 Medi kanent
0,5 bis 6. 55 29 EP O 379 045 El11111111 1111 1fl 1111 Revendi catl ons
1.; Conposition derm que adhesive ggeshRl € 2 |p By ¢ssion conprenant (a) un
ne\d-i/can?ﬂnt, 5 (b) un nbl anggyisle pol ymel eg ¢ont enant un copol ynbre
acetate de vinyle-ethyl bne, qui [cEeniérylabotd 5 :
Polyisobutylen 12
Lecithin 45
2 Propylenglycol 8
Butylenglycol 3
Dipropylenglycol 1
Oleinsdure 7
1 Ton 3
30 Mineral&l 2
Medikament 2,5.

22. Verfahren zur Herstellung einer druckempfindlichen adhisiven dermalen Zusammensetzung gemis
36 Anspruch 1 bis 21 durch Mischen des Medikaments, des Polymergemischs, des Kautschuks und des
Klebrigmachers in einer organischen FlUssigkeit, GieBen des Gemischs und Entfernen der Flussigkeit

unter Bildung eines Films.

L 23. Dermale Zusammensetzung gem&B einem der Anspriiche 1 bis 21, wobei es sich bei dem Medikament

40 um Ostradiol handelt, die folgende- Bestandteile in Gewichtsprozent enthilit:
Kautschuk 2 bis 20
Acrylat 25 bis 70

& Ethylen/Vinylacetat | 3 bis 20
Polyisobutylen 3 bis 20
Lecithin 0 bis 24
Allantoin 0 bis 2
Propylenglycol 0 bis 32

50 Butylenglycol 0 bis 10
Dipropylenglycol 0 bis 10
Oleinsédure 0 bis 14
Ton 0 bis 6
Mineral6l Obis4

55 Medikament 0,5 bis 6.
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5 9% d' aci de acrylique,» et un pol ynmbre acrylique, qui

en poids d' un nononbre acryl ate &p S04 d' al kyl e; -
naturel ou synth6tique et (d) un agent de collage, 10 omum;wjﬁ (ﬂ,ﬂ
ce quo |e rapport en poids du nelange de polynbres au ca

conpri s Benepdications 10 et 30 alet Ie rapport en poids du copol ynbre acet at e

de V|nyle 6thy|bne au nbre acrylique est conpris entre 20 & 1 et 1 a
20. 2. %‘{’?ﬁ'tﬁ?\dﬂ@i“m @*“’géP'EI'?"’Iéda P'@?F@HGP'E%{?’laB‘n 1, car act 6ri see en ce
2&%?!2&’?? % i a%gb Fjﬁﬁ éa"ﬁﬁ"%ﬁ‘n‘%&%o?t
revendi catio "%T{;' ga‘@ aéadf’f e acrc‘f?ﬂ”%lc LPPERE N el"ep°|'93lda‘f?ge de
pol ynbres est, ﬁe&t un copol ynbre acetate de

vi nyl e- et hyI mqjéc&o,a cao tc ouc est du polyisobutyl ene. 20 4.

Corposj ti oreaﬂasdzwawoesdab ApoH BF pSU GRS ad Sy RY 88 Edofi@iidu® Bst cdmgis antre
caract ~ri s+e3ap #2309 ot ® f&o\‘tr@f |§'0|cf§CJLly Sopblyiere Bbetdid) a6 Ginyib-BhfieneOau polymare
Conposi ti omcgm{ugbgu&nﬁgemb 3Uuing 1@wel conque des revendi cations 1 &4,
caracteri sée en ce quo | n6di canment est solide ou liquide &
t enper at ar a;omptsitamaemiqeskeloabsméwba\um D atrastérisés @edeQué BITEPotbn Riids dlinSmAgeS OUu
di sperse dalepolymsrearasitdhb@ibst ddmpisostipe s & i5ieb20 er m que sol on | ' une
quel conque des revendications 1 & 5, caracterisde en ce quo io poids du
nbdi camedt Gompositionsieimique reelor 1@ revengiicati®d o%b ewn I miveidicttios @, saractdriséepen de queld a
conposi t i ormékpge de paikmeres peteun PRlyme mprylisive plom adealymsrprsétgie|de vinyle-gthyéng et lwsonque
des revendilegropteneyc gst gy pplvisobytdRneeri see en co quo | e nedi canent est un
st'ero®le. 3S & Corrp05|t|on derm que solon la revendicatiaon 7,

car act dr fs Omeppitiop. derppiaup se @"%ﬁ‘{eﬁeﬁ devendications A 3 °aba$?é'f'ﬁée jon £@joR o
pol ynet hacrpg'?'ly‘i“ ﬁé"’!\' ug eshup I yacryl i que 9 Corrp05| ti on der m que sol on
| a reveng (‘t% Car acter 90 B é)
oest g b1 e il dé?mﬁs Wik LT By o £ ok
caract~r|s S@EFE Vi ny ee ne est un
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11. Composition dermique selon la revendication 10, caractérisée en ce que le pourcentage en poids des
45 unités-monoméres d'éthyléne et d'acétate de vinyle dans le terpolymére sont respectivement 15 2 90
ot 4 2 80.

12. Composition dermique selon la revendication 7, caractérisée en ce que les quantités d'éthyléne,
d'acétate de vinyle et d'acide acrylique sont respectivement de 60%, 40% et 0%.
50
. 18. Composition dermique selon I'une quelconque des revendications 1 & 12, comprenant en pourcent en
poids 2% & 10% de copolymére éthyléne-acétate de vinyle, 2% & 20% de caoutchouc naturel ou
synthétique, 20% & 60% d'un polymére acrylique, 5% 2 30% d'un agent de collage et 1% & 50% d'un
médicament.
56
14. Composition dermique selon la revendication 13, caractérisée en ce que le médicament est de la
nitroglycérine ou de I'oestradiol.
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21. Composition dermique selon I'une quelconque des revendications 1 & 20, qui contient, en pourcents en

poids:

3 Caouichouc 5

Acrylate 47

Ethyléne-acétate de vinyle 5

; Polyisobutyléne 12
A Lécithine 45
%0 Propyléne glycol 8
Butyléne glycol 3

Dipropyl&ne glycol 1

Acide oléique 7

Argile 3

* Huile minérale 2
Médicament 25.

s0 22. Procédé pour la préparation d'une composition dermique adhésive sensible & la pression selon I'une
queiconque des revendications 1 & 21 par mélange du médicament, du mélange de polyméres, du
caoutchouc et de I'agent de collage dans un liquide organique, coulage du mélange et enlévement du
liquide en formant un film. .

ss 23. Composition dermique selon I'une quelconque des revendications 1 & 21, caractérisée en ce que le.
médicament est de I'oestradiol et contenant, en pourcents en poids:
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Acryl at e w25 &-70 Ethyl bne-acdtate de vinyle 3 & 2
Pol yi sobut yl ane 3 a 20 Iepw 3791038 B1 Hiﬂ“ﬁ“ H/l u ;“.;he
0 a 2 Propyl ne glycol 0 A 32 Butyl ne glycol RHIREL s Sl .

Di propyl bne gl ycol 0 a 10 10 Aci de
ol di que 0 & 14 A ghduehouc 2320 P6 Huile mn-~rale
0 & 4 Mbdi canment Acrlete5 a 6. 15 25235780 35 40 45 50 55 32
Ethyléne-acétate de vinyle | 3420
5 . Polyisobutyléne 3420
o Lécithine 0224
Allantothe 0a2
Propyléne glycol 0232
Butyléne glycol 0210
0 Dipropyléne glycol 0a10
Acide oléique 0a14
Argile 046
Huile minérale 0a4
Médicament 0526.
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