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En relacion con Is soljoitud contenida an el expediente de Is referoncia y, an 

particular, pars car respuesta at ConceptO TØcnlco No. 1122, contenido an so 

Ultinio Oficlo proferido dentro del niismo, dentro del termino conferido, par 

rnedio del presente esc.ito me permito manifestarle: 

1. Mi ’presentada me he dodo precisas insirucciones de reenpiezar el 

capitulo do roivindicaciones originalmente presentado. 

En conseouencia, acon,pano al presente esorito las nuevas 

reivindicaciones 1 a 20. 

1.1 Coriforme car, Is sugerencla del senor Examinador, as ban suprimido 

las reivindicaciones relaffvas a on metodo de tratanijento. 

2. La presente invencion oath dirigida a proporciDnar on parche fransdØrmico 

de matrjz pars la adrninistraolon de Granisetron y so hula al GranisetrOn. 

La oombinacion de adhesivo qua tiene grupos funclonales hidroxilo no 

Æcidos y Granisotron as notortarnento eatable, y time unas propiedades de 

hiberacion del medicamento y fluja dermico sorprendentemente buenas, 

como quads demostrado an los Ejemplos. Las propiedades do influjo 

pernleaoion son tan buenas, qua no as necosailo incorporar 

intensiflcadDres de permeation. Esto results an extrerno inusitado an los 
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perches demiicos. y Is roducción, 0 incluso eliminacion, de los 

intensifioadores de penneaOon tambiØn sign fflca quo hay menoz 

probabilidad de initacion do Is p101. 

Intenso debate radea Is tactics do los parches para uso Itarisdermico. 

Son frecuenternente repedas y bastante largas las listas do los tipos do 

componontos quo so puSan user para proporcionar un adheso sensible 

a Ia pieslØn, y similermonlo largas son las lislas do posibles 

medicanientos do los qua as c,00 so pueden beneficiar do Is 

� adniinistracion Iransdormica. Muy pos publicacionos an realidad 

corisidoran con algUn grado do detallo at Granisotron y nadie an el estado 

do Is tecnica he identificado quo Is combinacion particular de Granisetron 

y un adhesivo quo here grupos funcionales hidroxilo no acidos alcance S 

etecto terapeutico deseado o quo sea capaz de mantener Is estabilidad 

durante periodos do hem", quo tengan ventajas tanto on el sentido 

comercial como an el rogulatorio. 

3. Con respecto a los documentos citados quo, considora el senor 

Examinador, afectan el ,equisito de nhel Sniivo de Is presente sojicitud, 

nos permitinios nianifostarlo: 

3.1 La presents invencion so splice de rnanera singular at GranlsetrOn. A 

este respecto, el docuniento mae cercano citado as, do becho, WO 

96/53815, qua proporciona ojernplos de Tropisotron, pam lamblen 

monciona ampliarnente at GranisefrOn a to large des descripcion. 

Sin embargo, Ia mae signlficativo do osts documento as el Ejemplo 7 

por cuanlo este as el unico Ejemplo qua emplea un adhesivo qua 

here un grupo nucleofilico y tambien es at Onico Ejemplo qua 

muesira quo 01 contenido do Tropisetron as reduce on un 10% an 

operas cuatro semanas do almacenamiento a temporatura amblente. 

Esta as  claramente, una paddle desashosa, ya quo cualquier 

praducto oomorcial dabs parder menos del 1% an un periodo de eels 

moses. 
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3.2 La importancia del grupo nucleofilico Os qua sale as el grupo quo Is 

presente solicitud especificamento ra&indica an Is reivindicaciOn 1 

Lo quo es particailarmente sorprondente as quo, lo quo no 1inciona 

para at Tropisefttn, æjnciona supremarnente blon para el 

Granlsefror). El documento citado WO 98/53815 he asumido quo el 

Tropisetron y el Cranisetron son ofedivamento igualos, pero los 

inventores do Is presente solicitud encontraron exactamento lo 

oontrario de manera quo, par ejemplo. an Is Table 5 del Ejemplo 2 do 

a presente solicitud as muostra qua el Granisetron pormaflece 

� salable on Ste Upo do adhesivo, incluso a temperaturas elevadas de 

40C par gels semanas, 

3.3 Confomie con In anterior, or seæor Examinador podra notar qua, do 

hocho, el documento WO 98153815 so apaita do las ensonanzss de 

user adhesivos qua conhenen grupos nuoleofilicos tanto para 

Tropisefron coma pars Granisetron. En efecto, el parrafo al final de Is 

pagina 3 del docurnento WO 98153815 dim: 

i)e pro ferencia, el monomero B estØ fibre do gwpos nucleofflicos, an 

pa#icuiar, aqvo/hs quo son capaces do reacciona, con kincionos 

ID 
est&icas an of copolimero. Aunque no as ía intenciOn quodar ligado a 

fin guns teoria, so cree quo 8508 grupos nucleofihicos pedrian 

,00ccionar con funciones ostt,icas an S copolImem, to aiai 

conhfevarla of ostablocimiento do en/aces cwzados do Is caps do 

adhesivo 3, con On Is reducoion do In estabilidad del almacenamiento 

dol dispositivo do adminisfrsciOn tmnsaem,ica. Es do suponer quo 

dicha reaccion set/a catalizada par /os medicarnontos quo son bases 

bastante k,e,los. Par efempic, at fropsOtrdn (ions on pK de cotta do 

95. Do proferoncia, S nonomero B esta despmvisto de Qrijpos 

nuchoofflicos soloccionados as some of gnipo compuesto por grupOs 
amino hithoxi-tiof primafios, grupos amino secundafios y grupos 

ªcidos 

3.4 La persona versada on Is materia, pa 10 tanto, no hone incentivo 

alguno Pam ompezar con at documonto WO 98/53845 coma base 

para enconfrar un adhesivo adecuado para el Granisetron POT 
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cuanto este documerito ensena especificamente an confra del usc de 

los grupos OH nueleofihicos. 

La Unite conclusion a Is qua puede Nagar Is persona versada an Is 

motors de una leclura aproplada del documento WO 98153815 as 

quo los acrilatos solo as pueden user pare of Granisefron Si Sloe no 

coriflenen grupos nucleoIiicos. 

El documenlo WO 98(53815 no quads ter usado an combinatiOn con 

� ningün otto documento pare impugner el Mvel Invenlivo de Is 

presente sohicitud porque el adhesivo mismo, quo as Una 

caracterislica esenojal do esta, on el documento WO 98153815 Be 

ensef%a expllcitamente an confra. 

3.5 El documento citado EP 1044884 Be refiore a Un parche reservorlo. 

La presents invencitn, par ci contrarlo, so rolaciona especificamente 

con parches de rnaUiz. Un parche reservorlo consists de Un material 

quo contiene 01 modicamento, & cual esta separado del adhesivo. En 

confraste, los patches de matriz no tiene Un reservorlo, 00110 tel, y el 

medicamento estØ presente an el adhetivo. 

Estos son dos lipos muy diferenles do parche transdOrn,ico, y los 

perches de reservorio han de evitarse an Is niedida de ho posible par 
cuanto son muy voluminosos, lo quo hate quo su uso sea muy 

molesto, y frecuentornente Be dospogari do Ia piel. 

Los parches do mafriz, par el contrarlo, no tienen ci volumen del 
reservorlo y son adhesivos an tada Is extension del parche. 

El documenlo EP 10446&4 Be retiere entoramonte a los perches do 

rosorvojio, paiticularmonto pare Is adminisfraciOn do Kotoprofeno 

Metoprolol. Aunque an el paragrafo [0024] as disouten una amplia 

game do medjeamontos altomativos, incluyendo los antiemeticos, no 
as hace mentiOn alguna del CranisotrOn, 
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Exists un gran nUmero do publicaciones quo cubren los parches de 

reselvorlo, Ia’ como at EP 1044684, pero los mismos soil 

esencialmente irrelevantes par cuanto el ingredients activo no esta 

cargado an at adhesivo, taly como St encuentra an los perches do to 

presents invención. 

IS El documento cijado US 6,136,807 Se refiore especificaniento at 

Lo4isetr6n. Coma so menciono anteriormente, hay muy poca similftud 

entro los Isetrones’. Es par esla razon qua to rnayoria de los autores 

� no so reflejen simplemenle a los isetrones’ ye quo ellos tionon only 

pow on comUn aparte de set  antagonistas do 5HT3 

En We documento an particular, US 6,136,607. colunina 1, lIneas 

27-30, Se suiore quo to elecciOn del medicaniento riecesita Sor 

individualmente combinada con el adhosivo. Adicionalmente, We 

documento so limb ruuy ospeolficamente al Lorisetron, ya quo au 

estructura tiene pow 0 ninguna similitud con cualquier otro isefron’ 

Como claramente to recon000n los autores, por to quo no 5$ posible 

extender las ensenantas do este docomento al $ranisetrOn. 

Tambien as necosario toner on cLients qua data patente requioro to 

presencia de grandes cantidades do intensificador de to 

rnpegnaciOn (20-30%) con el fin de lograr Ia adrolnistracion 

Iranedermica. Esto so oncLientra an agudo contrasto con Pa presente 

invencion, Ia cual demuestra quo so nocesita P000 0 ningüfl 

intensificador do to impregnaclon. 

3.7 El docunento citado WO 08/37111 deschbe un adhesivo acrilico 

pare to administracion do estragenos y progeslerona. Los 

antiemØticos estàn incluidos an una lista de posibles altomativas an 

to pagina 15, pero no so nionclona at Granisetror,. 

Por to lanto, no so puedo encootrar an Ste nods qua ensef%e to 

combinacion do Qraniselron con un acrilato. Adicionalmonte, 

tarnpoco 56 puede encontrar nada quo ensene los acrilatos 
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especificos de la piesento jnvenci6n que necesarlamenle debon 

comprender Un grupo 01-I no acido. 

4. Con fundarnento en lo anteriorrnente expuesto, consideramos quo no 

existe razon para combinar ninguno do los documontos citados y, aÆn si la 

hubiera, no Se puede exlraer nada quo "eve a la presente invencion. 

Ninguno de los documentos del estado do la tecnica trata el problema do 

corno adrninistrar el Crania traves do un parche de matriz estable, 

� por to que as reivindi flea que so a anan cumplen con el requisito 

de Nivel Inventivo, 

Le solicito Se silvagregar este escrito y su anexo al exkediente y otorgar ol 

De 
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Un parche adhesivo apropiado pam Is administracion transdOrmjca de 

graniselron, an donde el adhesivo as Un adhesivo acrilico qua contiene 

moltculas no acidas de hidroxilo, con una cantidad JisiolOgicamente 

efectiva de graniseiron cargada an el adhesivo. 

2. Un parche conforme a Is reivindicaciOn 1, an donde las moleculas no 

acjdas de hidroxilo son proporcionadas par comonorneros apropiadamente 

seleocia n ados 

3. Un parche conforms a Is reivindicacion 2, an donde los comonomeros 

seleccionados Se seleccionan de entie acrilatos y metacrilatos sustjttijdos, 

4. Un parche conforme a Is reivindicaciOn 3, an donde el acrilato Se 

selecciona do entre acrilatos de hidroximetilo, hidroxielilo e hidroxipropilo. 

5. Un parche conforme a Is reivindicación 3,  an donde el metacrilato Be 

selecciona do entre loo metacrilatos de hidroximetilo e hidroxietilo. 

6. Un parche conforme a cuatquiera de las reiviridicaciones precedentes, quo 

as sensible ala presiOn. 

7. Un parche conforms a cualquiera de las reivindicaciones predentes, quo 

contiene una cantidad importante de Un monomero do acrilato primarlo. 

B. Un parche conforme a Is rejvjndjcacjon 7, an donde el monomero do 

acrilato primarlo as ya sea acrilato de 2-elilexilo, a ben acrilato de butila. 

9. Un parche conforms a cualquiera de las reivindicaciones precedentes, 

adaptado para proporcionar una cantidad farmacalogicamente efectiva de 

granisetron despues de cerca de 2 hares. 



tO, (in parche confonhie a cualqi4em do las reivindcacionos precedentes, qua 

comprende haste cerca de 10% an peso de granisetron. 

11 Un parche conformo a Is reivindicacion 10, quo liene menos de 8% PIP do 

9 ran iselron 

2. tin parche cordorme a cualquie,a do as reivindicacionos precedentes, gus 

liens un nivol do granisetron superior a 4% p/p. 

� 13. Un parche contorme a Is reivindicacion 10, quo tiene Un nivel de 

granisotron do enlre 6% y 7,7% p/p. 

14. Un parche confornie a cualquiera de las reivinthcaciones precodentes, an 

donde no so observa ninguna cristalizacion despues de Un mes do 

almacenamiento a temperalura y presion ambientales. 

15. Un parche conforme a cualquiera do las reivindicaciones precedontes, an 

donde at adhesivo osth cargado con entre 3 y 12% p/p de granisetron. 

16. Un parche conforrne a Is roivindicacion 15, an donde el adhesivo esth 

cargado cart entre 4 
y 

10% pIp de granisetron. 

17, in parche conforrne a Is roivindicacion 15, an donde el adhesivo eats 

cargado con snare 5 y 8% p/p de graniseirAn. 

16. Un parche conforms a cualquiera de las reMndicaciones precodentes, qua 

no incorpora plastificadores a intensificadores do Is impregnacion. 

19. Un parche conforme a cualquera de Las roivindicacionos precedentes, an 

donde, con una carga adhesive do 8% pIp do graniselron, el adhesivo 

tiene una superficie de enlre 1 0 y 100 cm2. 

20. Un parche confornie ala reivindicacion 19, an donde el adhesivo tiene una 

superficie do entre 15 y 50cm2. 
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fi A plaster consIsting of a film layer of van wherein the thickness ibeteel is 0.5 - 4,9 am, The strengths in 

to drethcns ajtersecsia substanliefy pe.paSculwly aye 8 -
 

Will respectIvely, the elongations in two 
direobons interseofing substanaiiy perpendIcularly are 30 . 10 ’4, respecliveiy, and, an elongation ratio clone 
directon to the other is 1.5 . 5.0 (pro ed that when the elongations 14 the two direclions are not equal, a 
smaller elongation Is used as a denominator) and an adhesive layer (a) termed clan adhesive agent tonlaining a 
percutaneous absoip6ve pharmaceutical, laminated on one of the surfaces of to all layer and having a 

thickness of 2 - 60 mini. The possibility of skin psIsoning it decreased and a pharmaceutical of a clinically 

effecth,e amount can be percutaneously absorbed hurther, it is preferable to provide a layer such as a planar 

soppori member. For example, a plaster consisting of the film layer (3) and me adhesive layer (4), wherein a 
planar support member (I) and a peelable hIm (s) we biter laminated through an adhesive layer (b) (2), is 
excellent to handle. 
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Field of the M; 

The present Invention relates to phasmaceotical plasters which can be used in keaunent for a variety of 
diseases. 

Background of the Art: 

As the administration routes of medicines, onthtents Or the like have men frequently used 55 a ki 
adn,inistrabor, in addition to conventional ones such as and, injection or rectal administrations. Further in 

to recent years, the technical development Ms made steady progress In tralisdermal application of system 
ically acting drugs and several kinds of drugs have cane to be clinically used in practice-

Since the transmittal administration of drugs enables Them to avoid the ad passeffect which they 
would suffer In liver, it they were orally given drug concentraGon in blood is far more Stable then in the 
case of owl or injection administration, and many advantages also can be obtained, for example, longer 

no effective fne,  easier removal of the drug by detaching the preparaticn in case of serious side-effects, and 
the like. 

� These merits have received strong attention and changes of conventional oral route preparations to 
ran sdermal ones have been investigated on a variety of drugs. 

As clinical application of the transdermai preparations has made advance, however, the difficulties and 
20 problems in the Vanedermal route have become clear. 

Several of thorn are as follows: 

One of the most serious problems of the transdermal preparations is outbreak of local irritation and 
25 skin rash or contact dermelios. According to a statislics, the incidence of rash is 20 to 50 % by 

transdermai preparations 018 typical occlusive type tape. 
In many cases, however, the patients must use such preparations for their merits, even when the 

apicaeon ol sach prapajatioss resuhs in rash development. 
FurTher, many ci the drugs used clinically today are generally recistant to tiansdermel absorption 

on anti even in the drugs which are transderrnaily absorbable, the absorption of the clinically effecbvu 
amount needs enlarged application areas and combination of additives such as an abserplion-pronioting 
agent. 

The enlarged application areas and the use of absorption-pronicng agent and the like frequently 

bring abeut increased areas and aggravation of skin rash. 
So Thus, a iransdermolly applicable preparation which enables me absorption of a clinically effective 

dose of the drug with skin rash eruption inhibited is desired. 
(2) In addthon while a kansdermol preparation is applied for a long time, the preparaon is stained or 
becomes peelabie with time, especially bathing accelerates the reriiovabiilty. 

It is troublesome, however. to apply a new ptaster, every arrre me old OdIS peels Oil. Macsoya’, the 

W dose conical becomes difficult, net mercury efficacy cannot be attained and problems remain in appt. 

ance and hygiene. 
Thus a tyansderrnai preparation which is resistant to staining and peeling are desired even after 

prolonged applicafcn. 
3j By the way. a trsnsd,ro,M preparation is of a siffitaned releese type and particularly effective hr 

45 chronic diseases or diseases requiring long-term treatment. And the patients with such diseases are 
eider people of high age in many cases. Generally, however, elder people are net good at handling 

which requires complicated operation. 
Thut, a kaosdermaj preparation is desired so be easy to handle for the patients, in addition to 

phdrmaceutic satislactions such as high absorption and the like. 
as Conventionally as a plaster aiming at ebsomiton of a clinically effective amount of a drug with skin rash 

inhibited, far example, the plasters according to the present Inventors are known, which bear, a knitted fabric 
of microporous hollow fibers as a constiment ç4O 87/00040. W097/04343 end W090O784). 

Such plasters have been satisfactory br skin rash reduction and absorption of a clinically effective 
amount of a drug, but other more excellent plasters which cause no skin rash and resist peeling, even when 

se applied for a more prcic%ed Am. thus revealing sufficient efficacy wIth no prowaitt at Jppeasnc., bae 

been still desired. 



il 

EP 0 484 543 Al 

In other words, an objt of the present invention is to provide a pharmaceutical plaster which can 
enable the absorption of e clinically erlecth,e amount of a drug causing extremely haduced skin rash and no 
breakage and no peeling from the skin because of Its sasraotory stretchability enough to Jolow skin 
contrbon and expansion. 

Mother object of the present invenlior, is to provIde a Pharmaceutical plaster which has excellent 
handleability in addibon to the good absorption of a clinically eflecbve amount or a drug, exkemely reduced 
skin rash, no breakage and no peeling because or good strotchatalty to follow skin contraction and 
expansion. 
Fudher another object of May present invention is to provide a pharmaceucal plaster which can expect to 

to develop sufficient clinical emoacy w’lti a reduced contenr of a drug, when art expensive b4k such as 
buprenorpiline or buprenorphine hydrochloride or a drug which is desired to reduce the remaining after 
appliceon according to the legLsiation on psychopharrnaceuticais handling is employed. 

Disclosure of the Invention: 
5 

The prs,eP  Wonderful hans p,aOe ir onsilied afadias m too naaswes for the piaslers which call Liblizo 
� the advantages of convenbonal tranedetrnai preparations with skin rash decreased, enable are absorption or 

a clinically effecave amount of drugs of as many kinds as possible even it they and resistant to tiaiizdermal 
absorgboo and have excellent handabihty, and attained lire present invention. 

M in other words, the present invention Is a plaster cornprlsinp 
a film layer which is composed 01 a slm havino a thickness of 0.5 tO 4.9 Lam, a sfrength of a to 85 

glrnm, elongations of 30 to ISO % in the two direobons interseoling substantially at right angle, 
respeoively, and the elongation rauo of 1.0 to 5.0 (wherein the smaller elongation is used as the 
denominator, when the ratios of the elongations in the two directions are different), and 

25 (2) an adhesje layer (a) which is laminated all over the above-stated film layer in 2 to 80 Jm thickness 
and contains ltansderrnsly absorbable drugs. 

reover, the present invention is a plaster comprising 
(I) a Sin, layer which is composed of a fLin, having a Ihickjess of as to 4.0 Ito,, a strength of B to 85 
gum and elongations of 10 to 150 % in the two dlrecfic4le intersecmig substantially at right ajigis, 

so respeoveiy. and the elongaon ratio of 1.0 to 5.0 (wherein the smaller eiongaoon is used as the 
denominator, when the ratios of the elongations in the two directions are different). 
(2) an adhesive layer (a) which is lanlinated on one surface or said film layer in 2 to 60 a thickness and 
contains tiansderrnally absowatle drUgs, and 
(3) a backing shoot which is laminated through an adhesive layer (b), with a higher adhealvo force than 

55 or mm. pa J111 Or wholly on the other-side srJ4we of Mid film layer whose One Side surlaoe has said 
adhesive layer (a) laminated. 

Moreover, the present invenoon is a plaster comprising 
(1) a fun, layer (a) which is composed of a film having a thickness of 0.5 to 4.0 am, a sbonglh of 8 to 85 
glmm and elongabons of 10 to 150 % in the two directions inlersecing substantially at right angle, 

40 respeouvely, and the elongabon ratio of 1.0 to 5.0 wherein the smaller elongation is used as the 
denominator, when to ratios of the eiongaoons in the two directions are different). 
(2) an adhesive isye (a) which is laminated on one surface of the above-stared film layer In 2 to 60 it 
thickness and contains transdetmaiiy absorbable drugs! 
(3) a backing sheet which is laminated through an adhesive layer (hi), with a higher adhesive force then 

15 3 4/12 mm (al). parlitily or wholly on the Whet Side surface of said film layer (a) whose one-aldo surface 
has said adhesive layer (a) laminated, and 
(4) a film layer (b) a Film having 0.50 4.0 am lbickness, So 85 p1mm skength, 30 to 150 % elongations 
in the two directions intersecling substanualiy at rip1tt angle and Is an 5.0 6IoitgaoO raw (wherein ffu 
smaller elongation is used as the denominator, when the ratios of the elongations in the two directions 

to are different), and is laminated through an adhesive layer fibi with an adhesive force higher than 3 gl12 
mm (bi), patilally or wholly on the other-side sudace Or Said backing sheet whose one-side surface is 
adhered to to adhesIve layer (hI). 
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Brief Description of Figures: 

Fig. I depicts the cross section of the plaster which has been prepared in Example I of the Present 
invenfiow. In the figure, I means the backing sheet (hollow fiber sample); 2, the adhesive layer (b): 3. the 
Jim layer ficerlyneffisylare terephthalete film); 4, me adhesive layer (a) (the progesterone-containIng layer); and 

a release trier (it car) be peeled oft, when the plaster is applied). 
Fig- 2 depicts the cross seclic4l of the plasler which has been prepared in Farnpie 4 of the present 

invention in the figure, I is the film layer (polyethylene terephthelate fill 2, the adhesive layer (a) 
(progesterIe-containing layer): and 3. a release liner. 

10 Fig. 3 depicts the cross s&bon of the plaster which has been produced in Example 22 of the invention. 
In the ligure, 1 means the film layer (h) polyethylene terephflialate mm); 2 the adhesive layer (b2): 3. the 
bacldng sheet hollow fiber sample); 4, the adhesive layer fif 5, the film layer (a); 6. the adhesive layer (a) 
goal -containirlg layer) and 7, the releaso liner. 

It nest Embodiment OF the Present Invention: 

ÔThe  plasters according to the present invention have a All layer each is composed of a film of 0.5 to 
4S Am thickness, S to 05 g/rnrrt svengths and 30 to 150 % elongabons in the two directions intersecting 
substantially at right angle, respeofively, and 1.0 to 5.0 elongation ratio (wherein smaller elongation is used 

20 as the denominator, when the elongation ratio Is different in the two directions) . In order 10 reduce SkIrt rash, 

it is important first of all, to reduce the physical slimulation caused by the plaster preparalioris. Thus. the 
hIm thickness is decreased to Are; than 49 A. preferably less than 4.0 ji, because skin slimulation is 
weakened, as the film becomes thin. Pamliculariy, less man 3$ am is prelesred, since this tendency 

becomes pronounced. In the meantime, plasters are used by applying them 10 human skins and required to 
M follow the expansion and contraction of the skins in body actions to some extent. The films may be often 

broken, when they are extremely thin, while to skin stimulation becomes severe, when they hardly follow 

the skin stretching. it was found that the physical stimulation scarcely changed, even when the thickness 
was reduced to less then 03 Am, in addition, the production of me pleater becamne ftoubLescne. 

The purposes of using the film layer as a substrate are to increase the seal tightoess at the plaster 
is application sites and promote the tronodermal abscrplioo, to cover the adhesion surface with the film and 

prevent the adhesive from seeking to clothes or other skin areas, and the like. As the Him becomes thin, the 
seal tightness lowers, less than 5 An reveals a tendency to decrease the tightness and lees than I Jim, 

particularly lee, than 0.5 ii becorrjes difficult to enure the satisfactory seal tightness as a plaster. 

As for the film st(ength, higher man 95 herforn, respectively, in the two directions inlerseohng subsian’ 
as tialiy at right angle cannot reduce the phycai shimulation sufficiently, however the film thickness is thin, 

while less than 8 gfmm is apt to cause breakage of the plasters on or during the application and they 
� cannot be used with high reliability. 

As For the film elongation, over 150%, respectively, in the two directions intersecting substantially at 
fight angle give the handleobillty damage, while less than 30% increases the physical stimulation and raises 

45 the frequency in film breakage on eppfcation. 
Further, according to the investigation results by the present inventors, a film having the elongason ratio 

of 1.0 to 5.0 in said two direcuons (wherein the smaller elongation is used as the denominator, when the 
elcx)gafio4is ore dliferent in the two directions), preferably of 1.0 to 3 0 is preferably used to improve the 
applicafion feeling. The all 01 over 5.0 ratio, namely of extremely low elongation in one direction. cannot 

45 follow the expansion and confratbon of the skin satislactority to cause several problems or troubles, for 
example, making the application feeling unpleasant because of skin stretched, making the film easier 

peelabie and dornaoeabie, thus beIng concluded to be unsuitable. 
Accordingly, the film of the invention has 0.5 to 4.0 Ism thickness, am ss g)mrn slrengths, respechveiy, 

in the two direchons intersecbng substantially at nght angle, 30 to 150 % elongations respectively, in the 
I two substantially rectangular directions. and 1.0 to 5.0 elongason ratio in said two hackers (wherein the 

smaller elongation Is used as the denominator, when the ratios of the elongations in the two direclions are 
different). Particularly, the film is preferred, which has less than 3.5 rim, more preferabLy 0.5 to 2.0 am 
thickness. 8 tosS gksm strength, date 150 % elongations and Into 3.0 eiongauon ratio. 

The strength in the present invention shows a value which is obtained by measuring the maximum load 

55 at break of a film according to the measurement of tensile strength of plasters in Japanese PhamsaooPoeia 
i’d Wramp the resLilt into the load per unit length r9lmm) and the elongation means the elongation at break 
(%). The two directions intersecting substantially at right angle means so-called lengthwise direction and 
widtliwise direction. 
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backing sheet has the role to improve the handleabilitj. When the plaster 01 the invenhor, comprises the 
film layer (a) and the film layer (b), the former film plays a role of backing the adhesive layer (a), as 
grevenhing the skin from erupting cash, while the biter improves the handleaSlity. 

The plaster accordir’g to the present inverihon has the adhesive layer (a) which Is composed of an 
adhesive containing transdermally absorbable drugs and is spread On one surface of tile above-stated mm 
layer In 2 0 N ism thickness. 

Generr me adhesive layer plays a role of retaining a needed amount of the principal ingredl 

namely transdermally absorbable drugs, and stabiling the applicahor, of me plaster to the skin, but 
various kinds of solvents remaining In the adhesive layer alter the layer formation become one of the mar 

so ceases of rash eruption. Accordingly, If the adhesive layer can play these roles safislactorily, of layer 

Iltickness is preferably as thin as possible because of on removal of the remaining solvents and economic 

reasons. 
In the present invenhion, because the above-stated specific films are used as the Mm layer. the 

Ihlcieless of the adhesive layer more than 2 LAm can extremely reduce the pel[ng Oh the plaster during tile 
is application, and less than 60 iLm, preferably less than 30 am, can reduce skin cash ceased by the 

remaining solvents because the remaining solvents themselves can be reduced to less than 100 Pçm, more 
preferably less than 50 mart as required, and stabilize the apDlicahon with a needed amount of the drug 

Sretained. 
As the adhesive inctijding the drugs used in the present Invenlion, a usual edhesiva is used and cart be 

20 selected from for example a rubber viscous composition such as silicone ri polyisoprene rubber. 

styrerte-butadiene copolymer rubber. acryl rubber or natural rubber: a vinyl viscous composihion such as a 

polyvinyl alcohol (PVA) or an elhylene-vinyl acefale copolynier; a viscous ccnlPOsitlOn mainly containIng, for 

example, a silicone adhesIve, a polyurethane elastomer, polyester elastomer or polybutadiene elastomer; 

acrylIc resin and the like. Particularly an acrylIc resin is preferably used and, from the view points of more 

as reduced skin initalion proper tackiness and adhesion high cohesion and high solvent resistance, an acrylIc 

resin which is prepared by copclynierizalic4l of (1) at least aD is 08 mole % of an alkyl (meth)acrylate in 

which the alkyl is of 4 or more carbon atoms and (2)2 to INS mole % of acryha and and/or methacrylic said  

The examples of elkyl (meth)acrylate whose alicyl group is 014 or more carbon atoms are bulyl (nietil)- - 

acrylate. amyl (n,eth)aorylafe, hexyl (metb)acrylale, heptyl (meth)acrylate, not (nieth)acrylate, nonyl 

o (meth)aylaIe, decyl (motfi)acrylata. 2’othylbexyl (nieth)acrylate and the lie. These adhesives may be 

used all or in 2 or more conibinabon. 
As stated above, the plaster comprising the film layer specified in the present invenhon and the 

adhesive layer 01 a specified thIckness containing lransdermally absorbable drugs is an extremely thin 

laminated product and desires careful handling in some cases so that mm damage, blocking bebeeen the 

as adhesive layers (a) and (a) or the like may not occur. 
In the plaster of the present invention, a bacldng sheet can be laminated via the adhesive layer (b) onto 

� said film layer by adherIng the sheet parllally or entIrely to the one face of the film layer opposile to the 

other surface on which the adhesIve layer (a) Is lan’llnated, with an adhesion force of higher than 3 9/12 mm. 

Such backIng sheet may be left on the plaster as It Is, but can be also used for leaving the film layer 

40 and the adhesIve layer (a) on human skin by applyIng the plaster, then removing the sheet therefrom. 
The lminaboa of such a bacng sheet decreases the curling oh the plaster and the damages and 

facilitates the application by palients themselves. 
The backing sheet which carl be used in the present invenlion is films nonwoven fabrica proper like

substance and/or coal such as woven or knItted fabrIcs or their conibination. In the case where the backing 

45 sheet of the pressnt invention Is removed after application of the plaster, there is no specific llmltabcfl to 

these Materials, but in the case where tie material remains laminated are appilcation the shoot is 

preferably flexible and suitably stretchable withcol disturbance of moisture permeaon of the mm layer so 

that the plaster can prevent skin rash and follow the expansion and contrachior, Of the skin. 
When the backing sheet of the present invention is film the base material br such film are for 

so example, polyolelins such as polyethylene or polypropylene; polyesters such as polyethylene terephthalate 
or pclyelbylene naphthalate; polyarplides such as nylon B or nylon 66; ethylene-vinyl acetate copclymer, 

polyvInyl alcohol and the be, Assing the backing sheet materIals made of these films. nIicroporous films 

are p,eiaimd b.tW mvtstuta wnsatahy of Me farm lyem 01 the mventi0ti is SO’ dSb)rted. 
Parhil the films having the thickness strength and elongaon which are sperftled In the present 

any Invention are preferred, further the polyester films containing the above.detlnsd amount of solid fine 

part of the ebove-dened partIcle sizes are me particularly prefepted. 
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The lraa]sdsrnael paich is fence by aa euLer cowri.ig. a 
aaatuite col taia]ng ftorn 1% 10 5% (w/w) I 7.esLrst3ioi, And 

pretecLi’ ii.ler which is smoved bcrors tise. It, matLix 
I formed or ptssure.aceaiIive adhosi,c acrylic coFs,Iymem. 
Il Welch Inc 0(1w legvdicat disadiavers&. Tho 
acrylic cpeIytaaem sre obtincd by radical copolymlrization 
If 2.thylhnxyl scrylate, IueLhyI acrylate, acrylic aci, vtnyl 
acetalo, Laydrottyethyl ecrylate or a mixtaite thereof. Optico- - 
ally gal tutities of less :hac 0.5% wA.I) of other sohisatces 
,w W added. 
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PREPARATION wtrH M ACRYLIC-BASED, The iraoadermal systems based on diffiasion-rate limit 
ADHESIVE COPOLYMERIC IIATRIX FOR OF membranes itavolve various prthlenie. For insasnot any 

THE TRANSOERMAL DELIVERY OF small hole in the nienahraaio causes inevitably 1120 breakdown 
ESTRADIOL of the whole argasdetma2 ssrem. 

�rheao systems often require the usc if abaorpiion 
This application is a 371 oF PCr/EP9V03704 filed No entaancets, which ultimately act by diatiapling the inte1e1-

24, 1112, baler conneeta’2ns of the superacial layers of In skin. This 
cifece increasc the pertaicabitity of’ he All to the active 

BACKGROUND OF ThE INVENI1ON ingredient For often causes skin irritalion or eenaithation. 

1. FilId of the rnveutrue at The absou)2tion enh nrtrs may 51,52 he aheodnad through tl,e 

The invenlion "I’m, to pharmacenticel deveq systems stUn causing unwanted systemic side effects -

and more particularly 10 preparalions for ,fatsdennsl atitnin- 1, genera I the s)cstonas With dimasion-rale lion ittng Gain 

strslion or eetsadiol. branes do oat allow to achieve constant release rates of the 

2. Brief DeectipLir or Relatedart active fairwhich is disadvantageous since ann sl]y the 
15 therapeutic lIeslxttenls require that ’he active ingretiiettt is 

Inireduction relcased aver a prolonged period of time. 
Ovarian secretion of fl-estrediol is acIdng in pottmeao- ,other possible stt,acture of Itasodemis I system, I hill 

Oliver, women. In ’say women this physiologreal Lbernmer If the so’alled ’mnnolidtiC systems. In these systems the 
III ,IIIprogressive h3yotrophy of the urogenital sys- active ingxdient is dissolved or dispersed in a matrix’, 
(am as Wvll as characteristic vesomotor Symptesnas. All 20 which becomeas am  dng rtsetvoir end contains also tho 
folb’vcd by osteoporosis accting pattictilarly the vetiebrsl pressuare aensilive adhesives which aasnle the adhesion of 
It , the tranndertnal sflnena to ’he Slein. 1° these systems the 

These c2meclatie sanploaes can be prevented by at, ,etense of the active ingredic nt from the metric takes place 
exogenous estrogen-based Laornoonc replacement MI by diffusion, which is driven by the chemical pnlcntia I of the 
H,onfor, the oral ad nil nistra ion or 17 ca ara diet ac, lye iogredient resenting from the concenttstion gradient 
(ha reinaher referred to as sstradtot?’) has problems. since and the thermodynamic prcperties of the compooenls or he 
My hormone asrend i6ed if  the intestine and in the liver and matrix, 
produces high blrs2d levels of its metsholites, such as Many patents have recently been published coOT? based 
cslrsdle,I sn!fatc, esart,ne and estrone etalfatc which may on maids systems. 
accumulate in he oasoaisn, (ho adminisestion 

’Labor 

.. esample, El’ pateni U 370 045 etesorabet an 01? 
longed. One of the undesired ethcts of the oral adnainisira- dis in which the System conlainS 2% estratltol perscd an a 
tioti or cetradiol is the increased snalthesis by Lan liver of 

matrix eonalatuien by an acrylic p)lynler, a,ethylene/vinyl 
Priority, including the substrate of reni a. with a possible 

acetate copolymot gums and adhesives. Leerathin, butylene 
coeecquent increasc in arterial pressure. diglycol fly propylene diglyeol are seed as ahsorplon 

The oral route can be bypaased by the trantdermal admia- en han eels. 
tstrehon or estraal ci, which delivers ’he active ingredient 

E2 parent 031 4P oesedhes in (alP in which eatnadiol ireotly into ’he systemic clectalelion. However, the ffusion 
is ispotsal an a matrix constituted by acrylic polymers. 

If eatretliol lhrotagh the skin is difficult. To improve 
vrnyl ecetete gums and s’thcone. con’s ining also various special irannderoaial sysictias meet be developed ’hat can � 
enhanceis such en oleic acid, ethanol end glycols. anal ’he ebeorption of estradiol, such as an

 ran 
edelly 

designed, estrsdäal containing, pressure Sc ad lye adhesive 3? patent 03 196 714 deectihed the use of a mcmix 
p51db, i.e an stradiol Trecasdermal Patch (taercinsbar consiitiated by a tnpolymer based on 2-ethylhexyl ecrylatc 
refcpiad to as "O7Pe an Mill pyrtolidotan, and 1"1 11 enh sees ta coasisaing 

The OT eprnacnls I Go AN’  therapeutic progress, of lactic eaters loused by C,-Cbr alcli. 

IVwabIcM,mmIIaIOrI EP pateoL 0 341 202 tlsadiihct the lass of methyl pyenoli-- 
5ratst pass c ftcL’ and delivers esiradiol dfrecuy into the done anti eucalyplol as enhance,. 
systemic circulation io quaoiies  comparable to three which A last example is EP-ASS 394 3, which describes a 
are physiotragically produced by ’he ovaries. trsnsde rmsl patch containing as en hancets pulabbIbIly 80. 

A widely used CfF? is represenled by a teservoir in which 50polyogyethylene ethers and aliphatic elcohois Wi lb high 
estrsd lot is dissolved in ethanol gelatiniend wir for molecular wclgtat. 
example, hydto sypropyl cellulose. The reaer,oir Is we  The use or nohanccts R, aotprovr the absotpLia2n or all. 
lamed by s naembranc, 

through 

which catradittl diffuses ta, bill through the skin is cLear from ’ho quoted patent liter.-- 
the skin. In IM, eystem the membrane becomes the torn. 
dinsioo-rste limiting component 0m the 0 D as it is ’he 55 to order to avoid the drawbacks connected with the 
cast of an Ofl already on the merket. enhancers (skin irritation, systemic An effects) he absoep-- 

Shuiens gelctnca hove berets spplicd fair in roisneetion slth alec of the active ingredient can he improved by iscreasing 
CSTPs providcd with diffnsion.rete limiting membranes and its thenna,dyi,anaie actitity in the mcmix. for exampLe by 
he use of solvents ascii as ethanol, alone or in mist race, for increasing bet roucetairation. This. however. often It 10 
dissolving or dispersing csirediol in the dtug reservoir, end so superior aaraled matrices thee to the limited solubility or the 
in improving Is abeorp,ioo through the skip. Thus, for active ingredients in order to sishilise the supetselaaration, 
example, GB pstcnl 2155 355 deaeribes the flee of a corn- additives must he included in the matrix (cr1 for example, 
b’rnstion of propylcnc glycot and glycerol in variable alone DE-C-3 933 AT. Nevertheless the syalems remain 
U.S. Fat. No. 4161 described the use of polyethylene - mendable coanthlione sand the ,acoipo,ated active ingredi-
glyetsi monolsurate as agent for improving the skin 

- so area may ctyataliise during time, decreentog theis heroic-- 
penetration of estrstliol çenhanccr’), and In patent 0 147 dynamic actitity, which is the driving rorce for diffusaon 
146 describes ’he nsa or methanol t15 the same psrpos,. ihrougl, the Shin lbe physical stability of these eysten,s is 
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the re(ore not predielabk. The cryatallisailon 
or the active ingredient is diacolved or dperscd in a slailabi 

ingradienis may also change the adhesive properties of the scnaitive ,Jl,eaivtl cops,ly naeæc ojairis, anti sh 
lrsisdornnl patch, jcopardit ing the atIhesino or the ,(bell ing]y avoids the ,acd of sehetanes to m prove 
the skin and the reiab]e drug absorption. Lion of the dog through the skin (enhanci 

its Ia airix of "monolittaie  Iratadotmal palches (soot 5 supersaturated solutions of the active ingaleft 
theta fore comply wiih several prerequisites. In fact ths venting problems olokin compatibility sad Of eta 
active iogeediruL must he provided by a notable thermody- wLaolt aystem. 
nam ic potenhiel end mOodmis,, it and he stable in all  A specific embootmeni cozemas I Ira tide rttas 
Since the matrix cunlains alas, the ptassure nensitive atThr - patd) which is characlerlM,d us thin the coaapo 

5IV5 which and, the petch to the kin, it ultrA have good 10 stlheaive copolymers arc obtained by radical po1: 
- tack" properties. or 2.cthylhexyl aerylale. methyl acaylate, aclic 

Nevertheless 
i he patch most lIe easily romovable [tool the anetate, hy&osyetnyf actylate or 111m; therm 

met quantities of bay thao 0.5% (ae/w) ot other skin arter ace, and during this procedure the matrio moat 
the adhesive copolvmers. 

,min aLlached to the outer coveting and no to the skbi. 
becat_se the 15 Aepecifie emf20duaent of the invention coats 

adhesives must cot creep. a, this case 
wouW stick to the container. 

& already pointed out, 
 

dermal metiteated pleb in which the adhesave 

I he my toy should not contain ah&ltg(ion enhancers. in order If the ’a", yo obtained by radical polmerieet 40patct. 

to prevent skis irritation or aen theation. In addition, or the ban ix) shod 50% to 70% thre rerably 5 
anti espceiolly 61% ho d4%) Zrethylheteyl scr 

esbdottsly, all the conipoalents of the mattis must he well 
20 10% 1040% refetably 24% lu 2% and capes,1 tolerstsd by if, akin. Pafter abided and prolonged 

15%) methyl serylate. aboui 2% o 5% rereulht 
applications or the patchss. 

and especially 4% to 3%) sctylic acid, about 

SUMMARY OF ThE INVENnON @etrablv 2% 1 7% and eapecially 4% 

S 

25 especially about 1%) nydroxye toy’ acrylate. 
,Smat I quantities or lens than 0.5% of ci her substances 

may also be used to iaaprove the adhesive propertiee and the 
alrengtLi of the mairite. 

According to to invention no croaa-linker is used in the 
20 adhesive copolymer. such sa tilaniitm anetylacatonate. sa 

I tuggeiitdby the prior art, in order to avoid creeptagorthe 
adhesives onlo the removable prQtectivn liner said thsrsrore 
sticking or the patch to its container. no plem of 
ctepæ,g is asrptisk,g)y svojdcd lea he savem)on by tasing 

35 the described olpol)mers obtained by radical polymerapn-
file. 

The OTP according to the invention is characterized by a 
contet, L cr1 70_estradtul from 1% to 5%, to rerabl, 2.0% to 
2.3%, (v.0,) of the small of the adhesive cslpolymers. 

11 A specific embodiment of the iovetatioc concetas a, trana-- 
darmnl patch which cotaChile abut L 4 of 17-eatradto1 for 
18 roZo coi or patch area. 

A specific etnhedin,snt of the iovsotion of Cho lrsesdsrmal 
pstcl, comprises 11 outer covering of an tabLe protactivs 

4$ m,tefisla which forms the etetertsl backlog foil orthe patch 

BRIEF DESCEIPIION OF flEE DRAWING polyester polijrethane,polyethylenc odjor polpinyl chin-

’liar aceon,tsenytng drawing is a graph showing a corn- Ode tnal1y, Ch, tranadermat patch aceoFinlg to the invrn-

pariscn of the averazes or serum estrsdiol levels in 20 50 lien comprises a reniovahle proleetave liner, preferably 

plan enopausal women during ’ha epplieatiot, for % hours constiiuted by a Ibil of pager or polyeskr which is prererabty 

If an on of the invention (Detnaeotcil) or a reference an  siliccoe.coa kti on one or both sides nod that is easily 
removed 51 in, time of usc witLaut impairing the usnader. 

DETAILED DEscRtnloN OF THE inst patch. 
PREFERRED EMBODIMENTS OF THE 55 According to Ch. additional emhcsiinaent or the invention. 

IN?tm0n a prreaas is denerihed for the protltactice of a Its saderttt 

Aecordiog 10 the 1111 thy. the above men tinned reatti res patch for I he cziended release of t 7 -estradiol to the all, 
which is characterized in that pressure-seeeitive adhesive 

.1. provided by a lzatnekrmsl patch fur the extended copolymepta containing I 7-eatrediol as active ingredient ere 
releene If I 7paatradiol onto the akin clothing or. 

fi Oman own a ramovsble protective liner and then covered 
a) an 001cr euveti ttg (backiog into; by another tiner which becontet he outer covatin9. 
by prasmreseneitive adhesive copolymers constitutnlg Alterothively the preasareoctasilive sdhesive copolymers 

the matris in which the active ingredient is di*olveal or containing I Th-eearadiol are spruad on s water-impermcablr 
dispersed (Utug reservoir); foil which becomes the outer covi and ara than covered 

c) a protective liner id,icb is removed at the time of use; 5$ by the protected liner 
The iaavenloan has acrihea a new transelermal palch for the Si ill alternatively the pmesure.acteaitive adhesive copesty-- 

extended release of orago to the akin, in which the active mets containing 17’seIradiol are spread on 11 ] ntermsd isle 
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flae recalls clearly show that forms] ations No. 1104 and imperuioab]e taistetia], silocted [(0.2 the group Of polyester. 
partiosterly No. 1 exhibi L the propertiac required fbI the poly2rcthatte, polyethylene emilor pelyl’inyl vhlt1tide may. 
niatrix of a "motrnlitEIic  iranadorto a] patch. Coovetacl y cOalh, 
other fornatilaliow tahich ate here listed as Conipstative 6. A process for the produclion ore tnnsdttmal mcdicawl 
Examples Iio, had di advatlacs, for instance discoLoso. S patch obbbbarg In buI I, choractodzed itt that ptetVre-- 

ration &nirularioeo tab 6 0 lO) ooscoepfabIc skirt once- a,,rrsicäe edbesive7 rcnolymrn cooteio,a 17astr,djo1 as 
p11th ilily (fornaislation No. 5 or trnacceptablc tech plolpor- acti.,e iotgrellie Dl arc spread OULO a teotanvable protective 

tics (thimojlttinne No. 0, 7, 9 end II). liner and lb.. covered by an oIler covoting. 

lABLE 3 

Pas.ae, or aesoxeB it tOo .s’ylkcop3tyseti .S act, .as.aoeoa 
4,O5,I rm,tiena. P,ois. of - mat tatoh III 

?mIlm cae,eUnoEmlyal 

3 4 5 I 2 3 4 5 6 1 
S2

 
tc,asljsaNn. J 2 3 1 5 6 7 $ 9 IV It 

&!t.le.ot, 

1-EISA 62_6 41.5 41.4 57.6 619 61.2 93.] 11 50.1 56.6 64.2 
61A 29.4 33.0 II .9 101 tkO 214 IS 14.5 13.1 14.0 165 
VA 5.6 to 7.8 8.9 1I 3.1 9.5 14.0 5.1 5.1 14.0 

4.4 5.1 3.6 3.3 0.0 4.3 33 17 4.0 3.0 is 
WA 0.0 5.0 0.1 0.1 0.2 0.3 7.1 CI CO 0.0 131 
lEA 0.0 0.0 to ta 5.0 to lit is 1.0 0.0 15 

TA. eo 0.0 t.t 4.0 0.0 0.4 0.3 0.3 0.4 2_4 r.t 
lIJO 130 035 t a I I 0.0 0J1 0.0 1.0 4.0 7.5 Cl 

EeOo1 III, 0 3 0 0 0 0 0 0 ci 0 0 
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Whet is c]aime4 it: l.A prOcess for’ he production of a traotdcrnicL medicated 
1. A trenadermat medkatcd patch for the extended rolcose paIct according to claim 6.. which compriaca 

Of II -tttradioI to lila shin. cl>osislIng of prcsso re-,eitive 
I adhesive copolymers in an adhesive copolymars in wLajeh the active ingrcdieiat is dia 

nIvod or dtsneracd. stVpporltd by a wa,cr4mpeomtshlc fd I organic olvent Co romt an adhesive mixture; 

and covered y a proleclivo linor 1ioh temovod at the dissolving - 17.caIradinl, in the adhesive mixture by 
time of isa. wherein the prtssurc.semitive adhtsive copoly-- 

31r2g at a concentration from 1% It 5% by ’veight of 
mets ate obtained by radical copoolymarizatioo of 

the dry weight of 11h, prassu,e-etnsitivo adhesive 
50 

spreading ho eolul ion no a renlovah In prol000ivc liner. 
5 VS 45 eahl 0 1-063betyl ecsyks 

33 ecighI eotkyt .otylers . A treatdetital medicated patch ocCeding to claim i. 
3 lolnesighI oh ,eylie .obj wherein the preiViare-sa ositive adhesive cop,Iymcos are 
310 7 ooslght oh isyI 505504 905 11 obtained by radical copol>iaerization of (1/1 11 the mairiot) 

0.7 Os 1.5 .*ni fat 4teowthyt ecl76b,. 

3. A lta.mdtrmal medicated patch eccordiog 15$ claIm 
charactedacd by tIbUtert of 17 .cstrsdinl ftom 1% to 5% 
by wtighl of the adhesive copolymats. 93 

3. A Iranadarmal medicated paish according to claim 1, *0 to *6% 2.tsbylhroyl .o,aO.te 

charactari cod by enotent of shoot 4 cog 17 .cstradiot per 13 2e% ton.thoI a6tidr 

iSIs, yo m- of patch area. 
1 a cid 4 to 5*4 &000J5 

4lt2 ,iayleraoeosatd 
4. A trsosdcrm t] menieatad patch according In claim I �ISV 0% a3d,meIsyl eStftaV.. 

choracteriteji in that ’ho patch comprises a removable ptci’ 
leclive litter constituted by a sheet of 

A tranalettot] patch according toci, ch1111terizo.1 
by an outtr covcting emsatitoted by foil of a water. a a * 
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Patenle de InvenciOn Patenle de Modeto de Utilidad El 
Via Nacional El 
Via PCT (fase nacional) FX7 Cap.I Li Cap. II 

No. Sot. Internacional PCT/GB2004/000403 
Fecha de PresentaciOn Intornacionaj 5-02-2004 

Coma resultado del examen de fondo, realizado con fundamento an eI articulo 45 de 
Is Decision 486 de Is Comision de Is Comunidad Andina, as Is comunica: 

1. Documentos estudiados: 
S 

11. Descripcion: (Folios: 4 a 35) coma as radico inicialmente. 

1.2. Reivindicaciones: I a 29 (Folios: 36 a 3) como Se radico 
inicialmente. Maditicadas 1 a 20 (Folios: 
113 y 1141 

1.3. Prioridad: 05/0212003, GB 03026622.. 

2. Anhlisis de la Prioridad: 

La prioridad do Is presents solicitud corresponde at objeto reivindicado. 

3. Objeto de Ia nvencdn: 

La presents solicitud as titula: Granisetron transderrnico. 

El objeto do Is presente solicilud as rafters  a parches transdØrrnicos comprendiendo 
gcanisetrOn, a usos de los mismos y a metodos para su preparacion. 
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saC 
SegUn Is doscripciOn, as nauseas y vonitos son frecuentemente los sintomas mM 
debilitantes y desalontadores de las medicaciones administradas a pacientes con 
cancer. Los efectos secondaries do vomito no sonsolo desagradables debido a Is 
condicion, per Se, puoden conducir a seria deshidratacion y sun mole nutricion. 

La quirnioterapia citotoxica as piensa qua libera serotonina de ciertas celulas del 
intestine delgado. La serotonina liborada puede estimular los nervios aforentes 
vagaies a haves do Jos receptores 51-IT3, estimulando as[ of reflejo do vomito. Do 
acuordo con to anterior, as asune quo Joe modicamentos antagonislicos del receptor 
51-IT3, tales come ondansetrOn, granisetron y tropisetron, ejercen sus efectos at 
bloquear serotonina, tanto perftericamente, an terminates rierviOsas vagales coma 
centralmeneto, an Is zone de accionamiento del quinorreceptor. 

Los antiemeticos antagonisticos del receptor 5HT3 as administran actualrrsnte de 
manera intravenosa, oral a rectal. La administraciOn Jittravenesa puedo reaiizarse 
solamente bajo supervision mØdica y cause incomodidad del paciente signhticativa, 
tat corno rojez y quemadura an of silio de inyoccian. Los problemas so agravan an 
medicS pediâtrica, perteneciontes at  desagrado de los ninos per las aujas 

. siempre existen preocupaciones con rospecto a las tesiones per adhesion de Is 
aguja. 

En of r4apltulo reivindicatorio as roc(ama to siguiente 

Reivindicaciones I a 20 (folios: 113 y 114): Un parche adhesive apropiado pare Is 
adminlstracon an dondeel adhesivo as on adhesivo acæiico qua convene mojØculas 
no Æcidas de hidroxilo, con one cantidad flsiologlcamente efectiva do granisetron 
cargada an el adhesivo. 

El problems ptanteado on esta solicitud as Is necesidad del sistema de suministro de 
modicamonto no oral capaz de mantener los niveles de plasma constantes de 
agentes antienieticos durante periodos exiendidos do tiempo. 

La solucion propuosta per Is presents solicitud consists an on parche adhesive 
aprophado pare administracion transdermica de granisetrOn. 

� El objeto do Is solicitud definido anteriormento as clasifico an Is IPC A61 K 9/07, 
31/439. 

4. Analisls de la(s) Oposlción(es): (aiticulo 43 U 486) 

No as presentaron oposiciones at oblate roivindicado. 

5. Detsrminacion del Estado do Is TAcnica: 

La feeha quo as he tona en cuenta papa detemkiar eJ Estado de Is Tocnica as  

Fecha do presontacion de Is solicitud prioritaria 5-02-2003. 

Teniendo an cuenta Is fecha indicada, so buscaron docLimontos del estado do Is 
tØcnica relacionados, con fecha do publicaclon anterior a esta. 

Ge encontrO como anterioridades que pueden afectarla patentabidad delob)atode 
to presents solicitud: 



recha decumento P4° Oo TituIo PLjblicsción 

Dl WO 98/53815 Transdermal drug delivery device for the 3 de diciembro 
delivery of tropisetron or granisetron do 1998 

Trarsdernial pressure sersithe adhesive 27 do agosto do 
D2 WO 98(37111 drug delivery system and pressure sensitive 

1996 adhesive used therein 
13 its mayo de 

D3 EP 0464543 Plaster 
1992 

__ Preparation with an acrylic-based, adhesive 5 de diciembro 
04 US 6156335 copolymeric matrix forthe transdermal 

de 2000 delivery ofestradiol 

S. AnhlIsis de patentabilidad (articulo 14 0486) 

61. Nivel inventWo (erticulolS 0488) 

La presents Solicitud do Patento reiviridica to iguiente: Un parche adhesivo 
apropiado pera Is adniinistracian en donde of adhesivo as un adhesivo acrilico que 
contiene molecular; noacidas do hidroxilo, con una confided fiiologicamento efeotiva 
do granisetron cargada an et adhesivo. 

La anterioridad WO 98/53815 (folios: 84 a 88) menciona one forma de liberacion 
tranedermica de tropisetrOn 0 granisetron, qua comprende una capa adhesive 
compuesta par copolimeros do uno a mØs monomerosA y uno o mae monomeros B, 
entre loss coolest estØn of acrilato de 2-hidroxiotilo (HEA) y mono acrilatos do 
poli(alquilenoxido)-alquil-eter. En oste documento as observe Is preparacion del 
parche adhesivo cuyo principio adivo as el tropisetrOn. 

El documento WO 98/37111 (folios: 89 a 93) monciona formas transdermicas pore 
liberation do farmacos coma por ejemplo antiemØticos; of sistema de liberacion 
transdermico comprende at menos on monomoro A que consists the un ester do 
acido acrilico 0 metacrllico, on monômero B y Una unidad polinerica C. 

� 
La antoriordad El’ 0484543 (folios: 115 a 119) menciona una preparaciOn 
transdØrmica pare adn-iinistrar fÆrmacos y quo tiene un adhesivo acrilico comb por 
ojemplo of metacrilato de 2-hoxilo, yotros acrilatos relacionados. Este documento es 
del ano 1992 y ya mostraba las ventajas do las formas transdermicas pare 
administracion as fÆrmacos. 

El documento US 6156335 (folios: 120 a 123) as relaciona Can un parche 
transdØrmico para adninistracion de 17-estradiol. Este parche es de matriz y tieno 
adhesivo aerilico conformado par Is copolimerizacion de acrifato the 2-otilhexilo, 
acrilato de metilo, acido acrilico, acetato de vinito y acritato the hidroxietilo. En este 
documento tambiØn as explican las desventajas do emplear intonsificadores do 
absorcion (irritation en Is pie], efoctos colateralos, etc.). 

Estos documentos revelen Is existencia y amplio uso de formes transdermicas tipo 
parches transdØrmicos que omptean coma adhesivo un polimoro derlvado de âcido 
acririco comb par c/ample metacrilatas y acrilatos de hidroxipmpilo, hidroxieto a 
hidroximetilo, para Is liberacion de antiemeticos tipo granisetrOn 0 fØrmacos que 
tambiØn son antagonistas de 5HT3 como of tropisetron. Tamblen as  evidencia of uso 
de parches transdØrniicos de mnatriz. TambiØn solos documentos sugieren que los 
parches transdermicos son de fiberackm sostenida pam fÆrmacos qua requieran qua 



as liboren durante periodos largos 0 tratamiento a largo plaza. 

El problems tecnico planteado an esta solicitud: Is necesidad del sistema do 
suministro de meclicamento no oral capaz de mantener los niveles de plasma 
constantos do agontos antiomØticos durante periodos oxtondidos de tiempo, as 
habla resuolto previamento medianto parches 0 preparaciones transdermicas ya 
conocidos(as). Par esta razon as considers qua Los componentos do los parches 
transdermicos reivindicados an Is presents solicitud San evidentes pare una persona 
medianamente versada an Is materia. 

Las reivindicacianes I a 20 de esta solicitud no mencionan una caracteristica qua 
concede un efecto inesperado o especial a los parches transdermicos, qua pueda 
considerarse cono un sports a Is tecnica, asi quo son obvios para una persona 
versada an Is materia. 

Ademas, puesto qua Dl, D2, D3, D4 divulgaban proviamente parches transdormicos 
(folios: 84 a 93, 115 a 123), una persona conocedora de Is materia motivada portal 
sugerencia lograrla el objeto do esta solicitud parches transdermicos de granisetrón; 

� de manora quo pars una persona medianamente versada an la materia seria obvio 
emplear estos docunentos. Par lo cual puede no father Nivel Inventivo. 

7. Conclusion: 

Los requisitos de patentabilidad do la presente solicitud so encuentran afectados a&: 

NO Documonto N 
Roivindicaciones 

afectadas 
Requisito qua afocta 

 
Dl EP 1044684 1 a 20 Nivel Inventivo 
D2 US 6136807 1 a 20 Nivel Inventivo 
D3 I WO 98/536151 a 20 Nivel lnventivo 
D4 WO 96/37111 1 a 20 Nivel Inventivo 

En cumpliniento del articulo 45 de Is Decision 486 de a ComisiOn de Is Comunidad 
� Andina, as Is  indica qua dabs dar respuesta dentro del termino de sesenta dias 

contados a partir de is fecha de Is notificacion de Is presents comunicaciOn. En caso 
de no dar respuesta at presents roquorimiento 0 51 a posar de Is respuesta 
subsistieran los impedimentos care Is concesiOn, as denegara la patento. 

Notiflquose el presenteflciotiiie a lo dispuesto an el numeral 5.2, literal e), del 

ca

 

P’

quinto del tit/ojIoro7 Ia Circular nice N°  10 de 2001. 

ALIX CARMENZN( SPDES DE VERGEL 
Jefe de Ia Divisio/ de Nuevas Creaciones 

EL anteriortAequerimiento fue notificado por fijacion an lists, de 
fecha______________________ ....2003 

CONCEPTO TECNICO No. 2544I
 

C6digo No. 202005 
EXAMINADORTECNiCO 


