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En relacion con la solicitud contenida en el expediente de la referencia y, en
particular, para dar respuesta al Cnnceptb Técnico No. 1122, contenido en su
ultimo Oficio proferido dentro del mismo, dentro del témmino conferido, por
medio del presente escrito me permito manifestarie:

1. Mi representada me ha dado precisas instrucciones de reemplazar el
capitulo de reivindicaciones originalmente presentado.

En consecuencia, acompafic al presente escrito las  nuevas
reivindicaciones 1 a 20.

1.1 Conforme con la sugerencia del seitor Examinador, se han suprimido
las reivindicaciones relativas a un método de tratamiento.

2. La presente invencion esta dirigida a proporcionar un parche transdémmico
de matriz para la administracion de Granisetron, y se limita al Granisetron.
La combinacién de adhesivo que tiene grupos funcionales hidroxilo no
acidos y Granisetrédn es notoriamente estable, y tiene unas propiedades de
liberacion del medicamento y flujp dérmico sorprendentemente buenas,
como gueda demostrado en los Ejemplos. Las propiedades de influjo y
pemeacién sen fan buenas, que no €8 necesario incorporar

intensificadores de permeacion. Esto resulta en extremo inusitado en los
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parches démmicos, y la reduccién, o incluso eliminacién, de los
intensificadores de permeacién también signiica que hay menos
probabilidad de irritacion de la piel.

Intenso debate rodea la técnica de los parches para usc kansdémico.
Son frecuentemente repetidas y bastante largas las listas de los tipos de
componentes que se pueden usar para proporcionar un adhesive sensible
a la presion, y similarmente largas son las listas de posibles
medicamentos de los que se cree se pueden beneficiar de la
administracién transdérmica. Muy pocas publicaciones en realidad
consideran con algin grado de detalle al Granisetron y nadie en el estado
de la técnica ha identificado gue la combinacién particutar de Granisetrén
y un adhesivo que tiene grupos funcionales hidroxilo no acidos alcance el
efecto terapéutico deseado, 0 que sea capaz de mantener la estabilidad
durante periodos de tiempo, que tengan ventajas tanto en el sentido
comercial como &n el regulatorio.

Con respecto a los documentos citados que, considera el sefior
Examinador, afectan el requisito de nivel inventivo de |a presente solicitud,
nos permitimos manifestare;

3.1 La presente invencion se aplica de manera singular at Granisetrén. A
este respecto, el documsento mas cercano citado as, de hecho, WO
98/53815, que proporciona ejemplos de Tropisetrén, pero también
menciona ampliamente el Granisefron a o largo de la descripcion,

Sin embargo, lo mas significative de este documento es el Ejemplo 7
por cuanto éste es el Gnieo Ejemplo que emplaa un adhesivo que
tiene un grupe nuclecfilico y también es et (mico Ejemplo que
muestra que el contenido de Tropisetron se reduce en un 10% en
apenas cuatro semanas de almacenamiento a temperatura ambiente.
Esta es, claramente, una pérdida desastrosa, ya que cualquier
producto comercial debe perder menos del 1% en un periodo de seis
meses.
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3.2 La importancia del grupo nucleofilico es que éste es el grupo que la
presente solicitud especificamente reivindica en la reivindicacion 1.
Lo que es particularmente sorprendente es que, lo que no funciona
para el Tropisetrén, funciona supremamente bien para el
Granisetrdn. El documento citado WO 98/53815 ha asumido que el
Tropisetrén v el Granisetrén son efectivamente iguales, pero los
inventores de la presente solicitud encontraron exactamente lo
contranio de manera que, por ejermplo, en la Tabla 5 det Ejemplo 2 de
la presente solicitud se muestra que el Granisetrobn permanece
estable en éste tipo de adhesivo, incluso a temperaturas elevadas de
40°C por seis semanas.

3.3 Conforme con lo anterior, ef sefior Examinador podra notar que, de
hecho, el documento WO 98/53815 se aparta de las ensefianzas de
usar adhesivos que contienen grupos nucleofilicos tanto para
Tropisetrén como para Granisetrén. En efecto, el parrafo al final de la
pagina 3 de) documento WO 98/53815 dice:

‘De preferencia, el monémerc B esié libre de grupos nucieofilicos, en
particilar, agquelios gue son capaces de reaccionar con funciones

. esfericas en ef copolimero. Aunque no es la intencién quedar ligado a
ninguna teorla, se cree que esos grupos nucleofllicos podrian
reaccionar con funciones esiéricas en el copolimem, lo cual
conllevaria ef establecimiento de enlaces cruzados de ls capa de
adhesivo y con eflo fa reduccién de Ia estsbilidad del almacenamiento
del dispositivo de administracién fransdérmica, Es de suponer que
dicha reaccién seria calalizada por los medicamentos que son bases
bastarite fusrtes. Por ajempilo, ef tropisetron tiene un pK de cerca da
2.5. De preferencia, el mondmerm B st desprovisto de gripos
nuciecfilicos seleccionados de entre ef grupo compuesto por grupos
aming hidroxi-tiol primarios, grupos eming secundarios y grupos
&cidos”.

3.4 La persona versada en la mataria, por fo tanto, no tiene incantivo
alguno para empezar con o documento WO B88/53815 como base
para encontrar un adhesivo adecuado para el Granisetron, por
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cuanio este documento ensefa aspecificamente en contra del uso de
los grupos OH nucleofilicos.

La dnica conclusion a la que puede llegar fa persona versada en la
materia de una lectura apropiada del documento WO 98/53815 es
que [os acritatos s6lo se pueden usar para el Granisefrén si eflos no
contienen grupos nucleofilicos.

El documento WO 98/53815 no puede ser usado en combinacién con
ningln otro documento para impugnar el Nivel Inventivo de |a
presente solicitud porque el adhesivo mismo, que €3 una
caracterlstica esencial de ésta, en el documento WO 98/53815 se
ensefia explictamente en contra.

El documento citado EP 1044884 se refiere a un parche reservorio.
La presente invencidn, por el contrano, se relaciona especificamente
con parches de matriz. Un parche reservorio consiste de un material
que contiens el medicamento, el cual esta separado del adhesivo. En
contraste, los parches de matriz no tiene un reserverio, como tal, y el
medicamento esta presente en el adhesivo.

Estos son dos tipos muy diferentes de parche transdémmnico, y ios
parches de raservorio han de evitarse on la medida de Io posible por
cuanto son muy voluminosos, lo que hace gue sU use sea Mmuy
molesto, y frecuentemente se despegan de la piet.

Los parches de matriz, por el contrario, no tienen &f volumen del
reservorio y son adhesivos en tada la extension del parche.,

El decumento EP 1044684 se refiere enteramente a los parches de
resefvorio, particularmente para la administracién de Ketoprofeno y
Metoprolol. Aungue en el pardgrafo [0024] se discuten una amplia
gama de madicamentos alternativos, incluyendo los antieméticos, no
se hace mencién alguna del Granisetron,
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Existe un gran nimero de publicaciones que cubren los parches ge
reservorio, tal como el EP 1044884, pero los mismos son
esencialmente irelevantes por cuanto el ingrediente activo no esta
cargado en el adhesivo, tal v como se encuentra en los parches de la
presente invencién.

El documento citado US 6,136,807 se refiere especificamente al
Levisetrén, Como se menciond anteriormente, hay muy poca similitud
entre los “isetrones”, Es por ésta razon que la mayoria de los autores
no se refieren simplemente a los “isetrones” ya que ellos tienen muy
poco en comun aparte de ser antagonistas de SHT>.

En este documento en particutar, US 6,136,807, columna 1, lineas
27-30, se sugiere gque la eleccidn del medicamento necesita ser
individualmaente combinada con el adhesivo. Adicionalmente, éste
docurmento se limita muy espacificamente al Lerigetron, ya que su
estruclura tiene poca o ninguna similitud con cualguier otro “isetréon”
come claramente lo reconocen los autores, por lo que ho es posible
extender las ensefanzas de este documento al Granisetrén.

También es necesario tener en cuenta que ésta patente requiere la
presencia de grandes cantidades de intensificador de Ia
impregnacion (20-30%) con el fin de lograr la administracion
transdérmica. Esto se encuentra en agudo contraste con la presente
invencién, la cual demuestra que se necesita pocc © ningun
intensificador de la impregnacion.

El documento citado WO 98/37111 describe un adhesivo acrilico
para la administracidh de estrégenos y progesterona. Los
antiemeéticos estan incluidos en una lista de posibles altermativas en
la pagina 15, pero no se menciona sl Granisetron.

Por lo tanto, no se puede encontrar en éste nada que ensefie la
combinacién de Granisetrén con un acrlato. Adicionalimente,
tampoco se puede encontrar nada que ensefie los acrilatos
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especificos de la presente invencién gque necesariamente deben
comprender un grupo OH no acido.

4. Con fundamento en lo anteriormente expuesto, consideramos que no
existe razén para combinar ninguno de los documentos citados vy, ain si la
hubiera, no se puede exiraer nada que lleve a la presente invencidn,

Ninguno de los documentos del estado de la técnica trata el problema de
traviés de un parche de matriz estable,
afian cumplen con el requisito

como administrar el Granis

por lo gue 1as reivindi
de Nivel Inventivo,

Le solicito se sirva agregar este escrito y st anexo al expediente y otorgar el
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Reivindicaciones:

Un parche adhesivo apropiado para la administraciﬁn transdérmica de
granisetrén, en donde el adhesivo s un adhesivo acrilico que contiene
moléculas no &cidas de hidroxile, con una cantidad fisioldgicamente
efectiva de granisetrén cargada en el adhesivo.

Un parche conforme a la reivindicacion 1, en donde las moléculas no
acidas de hidroxilo son proporcionadas por comonomeros apropiadamente

selaccionados.

Un parche conforme a la reivindicacién 2, en donde los comondmeros
seleccionados se seleccionan de entre acrilatos y metacrilatos sustituidos.

Un parche conforme a la reivindicacion 3, en donde el acrilato se
selecciona de entre acrilatos de hidroximetilo, hidroxietile e hidroxipropilo.

Un parche conforme a la reivindicaciéon 3, en donde el metacrilato se

selecciona de entre log metacrilates de hidroximetilo e hidroxietito.

Un parche conforme a cualguiera de !as reivindicacionas precedentes, que

es sensible a la presian.

Un parche conforme a cualquiera de las reivindicaciones precedentes, que

contiene una cantidad importante de un monémero de acrilato primario.

Un parche conforme a la reivindicacion 7, en donde el mondomeso de
acrilato primario es ya sea acrilato de 2-etilexilo, o bien acrilato de butito.

Un parche conforme a cualquiera de las reivindicaciones precedentes,
adaptado para proporcionar una cantidad farmacotégicamente efectiva de
granisetrén después de cerca de 2 horas.

DG
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1.

12.

13.

14.

15.

16.

17.

18.

18.

20.

Un parche conforme a cualquiera de las reivindicaciones precedentas, que
comprende hasta cerca de 10% en peso de granisetron.

Un parche conforme a la reivindicacion 10, que tiene mencs de 8% p/p de
granisetron,

Un parche conforme a cualquiera de Ias reivindicaciones precedentes, que
tiene un nivel de granisetrdn superior a 4% p/p.

Un parche cenforme a la reivindicacidn 13, que tiene un nivel de
granisetron de entre 6% y 7,7% p/p.

Un parche conforme a cualquiera de las reivindicaciones precedentes, en
donde noc se observa minguna cristalizacion después de un mes de

almacenamiento a temperatura y presion ambientales.

LIn parche conforme a cualquiera de las reivindicaciones precedentes, en
donde el adhesivo esté cargado con entre 3 y 12% p/p de granisetron.

Un parche conforme a la reivindicacidn 15, en dende el adhesivo esta
cargado con entre 4 y 10% p/p de granisetron.

Un parche conforme a la rewindicacion 15, en donde el adhesivo esta
cargado con entre 5 y 8% p/p de granisetron.

Un parche conforme a cualguiera de las reivindicaciones precedentes, que
no incorpora plastificadores o intensificadores de la impregnacion.

Un parche conforme & cualquiera de las reivindicaciones precedentas, en
donde, con una carga adhesiva de 6% p/p de granisetrdn, el adhesvo
tiene una superficie de entre 10y 100 cm?.

Un parche conforme a la reivindicacién 19, en donde el adhesivo tiene una
superficie de entre 15 y 50 cm?.
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) PLASTER,

& A plaster consisting of & film tayer of a film wherein the ihicknass thargof is 05 - 4.9 um, ihe strangths in
two diracthons intersacing substantizlly perpendiculady are 8 - BS gimm, respuctively, the elongations in two
directions intersecting substantially perpendlcularly are 30 - 150 %, raspectively, and, an alongation ratio of one
ditection ba the other is 1.5 - 5.0 (provided that, when the slongations in the two directions are not squal, &
srmaller elonpation 1S usad as a denominalor) and an adhasive layer (a) formed of an adhesive agent containing &
percutanesus absorplive pharmaceutical, laminated on one of the surfages of the film layer and having a
thickness of 2 - 60 lim. The possihillty of skin poisoning is decraased and a pharmacautical of a clinically
gifective amount can be parcutanesusly absarbed, Further, 1t is preferable to provide i layer such as a planar
supporl mambear. For éxample, a plaster congisting of the fim fayer (31 and the adhesive layer (4), wharein a
planar support member (1) and 2 peslatde film (5} are further laminated through an adheslve layer {0} (2). is
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Fiald of the Art:

The present invention relxes o pharmaceuical plasters which can be used in ireament for a vanaly of
disaaszes.

Background of the Arl:

Az the administration routes of medicines, ointments of the liks have bean frequently used 28 a tocal
adminigtration in addilion to conventional ones such es oral, injection or rectal adminigtrations. Furthet in
recant yaars, the iechnical development has made steady progress in trangdarmal application of syslem-
ically acting drugs and several Kinds of drugs have come to be clinically used in practice.

Bince the transdemmal edministration 0f drogs enziles iham to avoid the first-pass offect which they
would suffer | fiver, il thay were orally given, drug concentration in blood is far mere stable than in the
casa of oral or injection adminiskation, and many advantages alse can be cbdained, for sxample, longer
affeclive fima, sasler removal of the drug by detaching the preparation in cage of serious slde-affacts, and
the like.

These merits have received strong atiention and changes of conventional oral roubs praparations to
transdermal ones have besn investigated on a varisty of drugs.

As clinical application of the transdermal praparations has made advance, however, the difficulties and
problems in the transdermal route have become clear.

Several of them are as follows:

f1) One of the most serious problems of the kranedermal preparations is cutbresk of local irdtation and
skin rash or contac dermalitis. According to a statistics, the incidence of rash is 20 to 50 % by
transdermal preparations of a typical octhsive type tape,

In many cases, however, the patienta must use such preperations for their merits, evan when the
apphcation of such preparetlons resulig in rash development.

Further, many of the drugs used clirically today are gensrally resistant to transdermal absorption
and, &ven in the drugs which are transdsmmally absorbable, the absomption of the clinically effective
amount nasds snlarged application arexs and combination of additives such as an absorplion-promoting
agent.

The enlarged application arses and the use of absorption-prometing agent and the like trequently
bring about increased areas and aggravadion of skin rash,

Thus, a ransdermally applicable praparation which enatles the ebsorptien of 2 clinically affective
dose of tha drug with skin rash eruption inhibited is dasired.
£2} In addition, whils & iransdermal praparation ia applied for a long time, the preparation is steined or
becomas peslabla with timse, espeacially bathing accelerates the removability.

kt is troublescena, however, to BISRlY a new pidster, avery fime the old wis pesls of,. Moreovsr, tha
dose conwol becomes difficult, satisfactory efficacy cannot be attained and problems remaln in appear-
ance and hygiena.

Thus, a transdermal preparation which is rosistant to staining and peeling are desired even sftar

prolongad application.
{3; By the way. & transdermal preparaion ls of 8 sustalned rolsasa type and parlicularly effective for
chronic dissases or diseasea requiring long-term tregtment, And the patients with such diseases are
aider people of high ags in many cases. Generally, however, ekder paople are nol good at handling
which requires complicatad operation.

Thus, a transdermal preparation |8 desired 1o be easy 1o handie for the patients, in additien 1o
pharmaceutic satistactions such as high absorptlon and the like.

Convenitonally, ag a plagior aiming at absorplion of & clinically eflective amount of 2 drug with skin ragh
inhiblted, far exampla, the plasters according 1o the present inventors ara known, which bear a knltied fabric
of microporous hollow fibers as a constiuent (WO 8700046, WOBTO4343 and WOD0E7ES),

Such plasters have been satlsfactory lor skin rash teduction and absorption of 2 tlinically effective
amount of a drug, but othar more excellent plasters which cause no skin rash and rasist pesling, even when
applied for @ more proknged time, thus revealing sufficiant afficacy with no probifam of appsarancs, have
baen still desirad.

b



10

15

20

a5

G

56

EF 0 484 543 Al

In nther words, an object of the present invention is lo provide 2 pharmacendical plaster which can
anable the absorplion of a clinically effective amount of a drug causing axtremely reduced skin rash and ne
brezkage and no peeling fram the skin becauss of its salisfactory stretchability enough to ollow skin
contraction and expansion,

Angther object of the prasgent invention s to provide a phammaceutical plaster which has excellent

handleability in addition % the good absorplion of a clinically eflective amaunt of a drug, exiremnaly reduced
skin rash, no breskage and no pesling becauss of good stretchability to follow skin contraction and
expansion,
Further, anothar objed of tha prasent inventlon is to provide a pharmacautical plaster which can expect to
develop sufficiont clinical efficacy with a reduced contend of a drug, when &t exparsive Difk such ag
buprenarphing or buprenorphine hydrochleride or a drug which is desired to reduce the remaining after
application according o the lagislation on psychopharmarceuticals handling I employed.

Cisclosura of the Invantion:

The prascnt Invaslors have mads imensitisd studiss on the measurss for the plasters which can ulilize
the advantages of conventional transdermal preparations with skin rash decreassed, enable the absorgtion of
& clinically effective amount of drugs of 23 many kinds as possible even if they &re resistant {0 transdermal
absorpion and have excallent handleabllity, and attained the presant ivsention.

In other words, the present invention 1S & plastar comprising

{1} a film layer which is composed of & film having a thickness of 0.5 %0 4.8 um, a shanglh of & to 85
gitmim, slongations of 30 ko 150 % in the two diretiions intersecling substandially at right angls,
respectively, and the elongaiion ratic of 1.0 to 5.0 (whereln the smaller elongation is used as the
denominator, when tha ratios of the slongatipns in the two diractions are diflarant). and

{2} an adbesive laysr (a) which is laminated all over the abaove-slated film layer in 2 to B0 1im thickness
and containg ransdermally abzorbable drugs.

Moreoyer, the present invention is a plagter comprsing

{11 & film layer which iz composed of a film having a thicknass of 0.5 1o 4.8 wm, & atrength of 8 to B85
gimm and slongetions of 30 1o 150 % In the two direciions imersecting fubstantiafly at right angle,
respectively, and the slongation ratie of 1.0 to 50 (wherein the smaller lonpation is used as the
denominator, when the ratios of the elongations in the two directions are different),

{2) an adhesiva layer {a) which iz laminated on one aurface of said fibm laysr In 2 to 60 & thicknass and
containg transdarmally sbsorbable dugs, and

{3 & backing shest which 1s laminated through an adhegive layer (L), with a higher adhesive foree than 3
182 rarn, pariially or whally on the other-side sudace of aald film layer whose one-side surface has said
adhesiva layer {2) laminatad.

Moreover, the pressnt invention is a plastar comprising

{13 & flm layer {g) which Is composed of a flim having a thlckness of 0.5 to 4.9 wm, a strengih of 8 to 85
gt and elongations of 30 to 150 % In the two diractions imorascting substantlally at rght angles,
respectively, and tha slongation ratio of 1.0 to 5.0 (wherein the smaller slongation i3 used as the
denaminator, when the ratios of the elongations in the two dirsctions are difterant),

{2} an adhesive layer fa} which is [aminated on one surfaca of the above-statad film layer In 2 {o 60
thickness and containg transdemmally abaorbable drugs,

{3 a backing shast which is laminatad through an adhesive |ayar (b1), with a higher adhasive force than
3 g2 mm {al), partially or wholly on the other-slde surface of sald fllm layer {a) whosa ong-side surface
hag said adhesive layer {a) laminated, and

(4) a flm laysr (2 2 filkn having 0.5 10 4.9 pum thickness, B to 85 p/mm sirength, 30 to 150 % alongations
in the iwo dirsctions imersecting substantialiy ai night angle and 1.0 lo 58 slangalion rate {wherein tha
smaller elongation |5 ysed a3 the denominator, when the ratios of the elongations in the two dirgetions
ary differant), and is laminated through an adbesive layer {b2) with an adhesive force higher than 3 g2
mm {1}, partially or wholly on 1he othar-side surface of ald backing sheel whoge one-side surdace is
adhered to the adheslve layer (b1}
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Brief Description of Figuras:

Fig. 1 depicts tha cross sectlon of the plaster which has been prepared in Exampta 1 of the presant
invention. In he figure, 1 means the backing sheat Mollow Rber sarmple); 2, the adhesive layer {B); 3, the
film. layer {polyethylens terephthatate film); 4, the adhesive fayer (&) {the progesterong-containing layer); and
5, a release linor (it can ba peeled ofi, whan the plaster is applisd).

Fig. 2 deplets tha cross seclion of the plaster which has besn prepared in Exampla 4 of the prasent
tnvention. In the flgure, 1 is the fim layer {polysthylene terephihelate film); 2. the adheslve layer (a}
{progesterons-containing layer): and 3, a releasa liner.

Fig. 3 depicts the cross section of the plaster which has besn produced in Exampls 22 of the invention.
In tha figure, 1 means the film layer {b} (polyathylens terephihalate Rim); 2, the adhesive layer {b2); 3. the
backing sheat thollow fibar sampla); 4, the adhesiva layer {b1): 5, the film layer {a); 6, the adhesive layer (g)
(estradicl-containing layer) and 7, the relsase liner,

Bast Embodirnant of the Present Invention:

The plasters according to the present invention have & film layer which is composed of & film of 0.5 10
4.8 um thicknsss, 8 to 85 gimm strengths and 30 to 150 % slongations in the two directiona intersecting
substantially at right angle, respectivaly, and 1.0 10 5.0 elongation ratio fwhergin smaller alongation is used
as the denominator, when the elongation ratio 13 diffarent in the two directions). In order 1o reduce skin rash,
it is important, first of all, to reduce the physica! simulation caused by the plaster preparations. Thus, the
film thickness iz decreased 10 less than 4.8 W, peeforably lass than 4.0 U, because skin slimulation |z
woakgned, as the film becomes thin, Particularly, lass han 35 um |3 prefemed, since this tendency
bacomes pronounced. In the meantime, plastars arg used by applying them 1o humnan sking and required to
follow tha expansion and contraction of the sking in body actiona to some extent. Tha flims may b often
broken, when ihey are extremely thin, while the skin stimulztion bacomaes severe, when they hardly follow
the skin siretching. 1t was found that the physlcal stimulation aearcsly changed, evan when the thickness
was reduced to less than 0.5 ium, in addltion, the preduction of the plaster became roublesome.

The purposes of using the film layer as a subsirate are to increase thea ssal tighiness at the plaster
application sitea and promote the transdarmal absorplion, o cover the adhesion surface with the film and
prevent the adhasive from sticking to clothes or other skin areas, and the fika. As the film bacomas thin, the
seal tightmoss lowers, 1ess than 5 um reveals a tendency 1o decreasa the fightness and lsss than 1 Lm,
particularly lgag than 0.5 L bacomas difficult lo ensure the satlafactory seal tightnass as & plaster,

As for tha film sirangth, Righar than BS pmen, respectivaly, in the two directions intersecting substan-
tially at right angle cannot reduce the physical stimulation sufficiently, howaver the film thickness is thin,
while o33 than 8 gimm is apt to cause breakage of the plasters on or during the application and they
cannot b used with high relighility,

Aa Tor the film glongation, over 150%, regpeciively, in the two directions intersecting substantially at
right angle give tha handleabllity damage, while less than 30% increasas the physical stimulation and ralses
the frequency in film breakags on application.

Further, accarding to the investigation rasults by the present Inventars, & film having the elengaficen ratio
of 1.0 to 50 in sald two directions (whersin the smaller elungation |5 used a3 the denominalar, when ihe
elongations are diffarant [n the two dirsctions), preferably of 1.0 to 3.0, is preferably used to improve the
application faaling. Tha lilms of over 5.0 ratio, namely of extramely low elongation In one direction, cannct
follow the expansion and contraction of the skin satlsfactorily to cause several problams or troubles, for
example, making the appication fecling unplsasand bacause of skin stretched, making the film sasiar
peeiable and damageable, thus baing concluded 0 he unsultable,

Aecordingly, the flim of the invention hag 0.5 to 4.9 1tm thicknass, B to 85 p/mm strengths, respectively,
in tha two directions intsrsecting substantially at right angla, 30 to 150 % elongations, respactivaly, in the
two substantially reclangular directions, and 1.0 to 5.0 slongation ratio in said two directions {whersin the
gmaller slongation is used as the denominator, when the ratics of tha slongations In the two directions are
difterent). Particularly, the film is preferrsd, which has less than 3.5 pm, mare preferably 05 to 2.0 um
thicknass, & to 85 g/mm strength, 45 to 150 % elengations and 1.0 16 3.0 elongation ratio.

The strength in the present Invention shows & value which is obtained by meaguring the maximum load
at break of a film according to the maasuremant of tensile strength of plaslers In Japaneae Pharmacopieia
and tuming the rezult into the load per unit length (@/mm} and the elongation means the elengation at break
{4} The two directions intersecting subslantially at tight &ngle means so-callsd lengthwise direction and
widthwlge direction.
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backing sheat has the role to improve the handleability. When the plastar of the invention ¢omprises Lhe
film layer (a) and the film layer (b), the former film plays & role of backing the adhesive layer {a), as
prevending thi skin fram erupting rash, while the latter improves the handisability.

The plaster according bo the present invention has the adhesive layer {2) which s composed of an
adhasive contalning transdarmally absorbable drugs and is spread un one surface of the above-stated Alm
layer In 2 ta BO W thickness.

Generally, the adhesive layer plays a role of refaining a nesded amount of the principal ingrediant,
namely transdermally absorbable drugs, and stabiliZing the application of the plaster lo the skin, but a
variaus kinds ol solvents remaining In the adhesive laysr after the layer formation becoma one of the major
causes of rash eruption. Accordingly, If the adheslve layer can play these roles satisfactorily, its layer
thickness is praferably as thin as possibla because of easy remaval of the remaining solvents and economic
reasons.

In the prasent invenlion, because the above-statsd specific Flms are used as the Him Jayer, the
ihlckness of the adhesive laysr more than 2 Lim can extremely reduce tha pesling of the plaster during the
application, and less than B0 itm, prelsrably less than 30 wm, ¢an reduce skin rash causad by the
remaining solvants because tha remaining solvents themselves can be reduced to kess than 100 ppm, more
preferably lsss than 50 ppm as requirsd, and stabilize the appliceion with a needed amount of the drug
Pt e,

Aa the adhesive inciuding the drogs used in the present Invenlion, a usual adhesive is used and can be
salected from, for exampla, & rubber viscous compositlon such as silicons rubber, pelyisoprane rubber,
styrene-butadiena copolymer rubber, acryl rubbsr of natural rubber; 2 vinyl viscous composdion such as a
polyvinyl alcohol (PY¥A) or an ethylene-vinyl acetale copolymer; a viscous campasition mainly containing, for
sxample, a siicona adheslve, a polyurathans slastomer, polyester slastomer o polybuladiens alastomer;
acrylic resin and the lika. Particulatly an aerylle resin is prafarably used and, from the view points of mare
reduced skin intation, proper teckingss and adhesion, high coheslon and high solvent resistancs, an acryic
rasin which is prapared by copolymerization of (1) at least 80 1o 88 mole % of an alkyl {methjacrylate in
which the alkyl is of 4 or more carbon atoms and (2) 2 16 20 mole % of acrylic acid and/or methacrylic acid.
The examples of alkyl {methjacrylate whose alkyl group is of 4 or more carbon atoms are bulyl (math)-
acrylate, amyl (methjacrylate, hexyl {methjacrylals, heptyl (mathjacrylate, octyl (mathlacrylate, nenyl
{methiacrylais, decy| (mathjacrylate, 2-athylhexy| {methjscrylate and the like. These adhasives may be
uzad alona or in 2 or more combination. .

Aa stated abowve, the plaster corpriging the fim layer specified in the present invenlion and the
adhesive layer ol a specifisd thickness containing ransdermally absorbable drups is an extremely thin
imminated product and desires careful handiing in some cases so that film damege, blocking between the
adhaesive layars (a} and g or the like may not ooour.

In the plaster of the present invention, a backing sheet can be laminated via the adhesive layer (b} onto
said film layer by adhering the shaet partlally or entirely to the one face of the film layer oppasite 10 the
other surface on which the adhesive layer (a) is laminated, with an adhesion force of highar than 3 g2 mm.

Such backing sheat may be left on the plaster as It |5, bul can be also uged for lgaving tha flim layer
and the adheslve layer f2) an human skin by applylng the plaster, then remaoving the shest therefrom,

The lamination of such & backing shaet decreasss the curling of the plaster and the damagss and
facititates the application by palients thamselves.

Tha backing shest which can be used in the present invention is fllms, nonwoven fabrics, paper-like
substance andfor cloth such a3 woven o knitted fabrles or thelr combination. [n e casa where the backing
shest of the presant Inventlon |s removed after application of the plaster, therg it no gpecific limitation to
these matsrals, but in the case whers the material remains laminated sfier application, the sheet is
prefarably flexible and suitably stretchable without disturbance of moistura permeation of the Flm layer so
that the plaster can prevent skin rask and follow the expansion and ¢ontraction of the skin,

When the backing shest of the present invention is film, the base material Jor such film ars, for
exampla, polyslefing such as polysthylene or polypropylens; polyestars such as polyethylens terephthalate
or palyethylena naphthalate; polyamides such as nylon & or nylun 86; ethylene-vinyl acstate copolymer,
polyvinyl alcohal and the Bke. Among the backing shael materlale made of these films, microparous films
e PIEiRITRY DetaLae the FSSUTe paTEALNTY of the TR iayer o) tne ventitn 1S hel dishorbed,

Particularly, the fitms having the thickness, strength and elongstion which are specified In the present
lnvention are preferrad, further the polyester films containing the above-defined amount of solid fine
particlgs of the above-defined particls sizes are more particularly prefarrad.

WA
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FREFARATION WITH AN ACRYLIC-BASELD,
ADHESIVE COPOLYMERIC MATRIX FOR
THE TRANSDERMAL DELIYERY OF
ESTRADIOL

This appleation is a 371 of PCTEPY2T04 filed MNav,
24, 19492,

BACKGROUND OF THE INVENTION

1. Feld of the [oveofion

The invention relates to pharmacentical delivery syslems
amdl mare particularly 19 preparations foc wehsdermal admio-
istration of astradiol.

2. Brief Description of Related Ant

Intrgduction

Ovapjan seeretion of T3g-estredivd i facking in pustmeso-
pavsal women, Lo many wamen this physiciogical phenom-
enpn induces progressive hypotrephy of the wrogenital sys-
tem a3 well as characlenstic vasomotor symploms, ofico
followed by osteoparosis affecting patticulasly the vertebral
colurop,

These climscleric symplums can be prevened by an
exOREnons sslrogen-based heemooe eplacement 1herapy.
Howegwer, the orel adeministration of 170-estradicl
{hereinabier referred to as “estradiol™y has problems, since
Lbe Bormans is rmodified jn ibe iotestine and in the lver and
poeduces high bBlood lewels of its metaboliles, such as
calradio] suifatc, esteone and estrope sulfate which may
accuwmufafe in e orgaaism, o the sdminisiration is pro-
loneed. One of the undesired effects of the oral adminisira-
tion of estradicl is the increased swmihesis by the liver of
proteins, ineluding the swhstrate of renin, with a possible
consequenl incoeass in Aricelal prossue,

The aral rowle can be bypassed by the teapsdermal adrmin-
slrution of estradiol, which delivers the active ngredient
directly inwo the sysiemic circulalion. However, the diffusion
of estradiol theough the skin is dificwlt. To imoprove 1, a
special Irapsdermal sysiems must be develnped ihat can
enbance the gbsorption of estradiol, swch ps an cspowially
designed, ostradiol conlaining, pressure sensitive adhesive
pulch, ic. en Estradiol Traosdermal Patch (hercioafler
referred to a5 “OTP™L

The QTP cepresems 3 considersble therapeutic progress,
aver the comvenlional oza} sdministration, since it avoids the
“firsl pazs cHect” and delivers estrodiol direcily imo the
systemnic circulation in guamites eomparable w those which
are physialagically produced by the overies.

A widely used OTF iy ropresenied by a weservoir in which
estradinl is dissolved jn atbanol gelatimised with, for
exemple, bydmxypropyl cellulose. The reservoir s oon-
laiowed by & membeanc, through which esirediol diffuses to
the skin, In this syslem the wmembrane becomes ihe
diffusion-rate limiting vomponent of the (TP, as it is the
case of an OTP alrebdy on the market

Vecrous gafcmts Bave boon applied for in copnection with
OTPs provided with diffusion-rate limiling membranes and
the wse of solvents such as ethanol, along o in mixiuee, for
disschring or dispersing csiradio! i 1he drug rezervoir, and
for improvieg s abscrpiicn theough Lbe skin. Thus, for
sxamphe, GB palenl 2158 355 describes the use of 2 com-
bination of prapylene glycol and glycerol in variable matios;
US. Pail. No. 4,098,393 desaribed it wse of polyerbylens
glycol monclaurale sz agent [or improving the skin-
peneiration of estradiol (“enhancer”), and EP patent 0 147
146 describes the use of methano! [or the same purpose,
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The transdermal systems based on & difusion-rale limil-
iy membranes involve various problems. For ioslance any
small hnle in the membrane cavses incvitably the breakdown
ol the whole ransdermi] system.

These systems often reguire he use of EDSprplion
enhancers, wWhich ullimately acl by disrupliog the intercel-
jular connections of the superhicial layers of the skin. This
cifect increase the permeebility of the skin to ihe gelive
ingredicnt bl often causes skin iritalion or semsitisatiun.
The abseption cnbancees may 3lsn be absorhed through the
skin causing unwanied systemic side effects.

la general the systems with difusicn-cate Hmiting mem-
brates do 0ol allow o achieve copstant release rates of the
active ingredicnt, which is disadvantageous sinos usually the
therapeutic eatments requirg that the active ingredient is
released vver & pralenged perivd of time,

Another possible structurs of transdermal sysioms 5 that
ol the so-called “mopolithic” syslems, In these systems ihe
active ingredient is disselved or dispersed in a “welrix”,
which becomes the drug reservoir and contaios also the
pressure sensitive adhesives which assure the adhesion of
the transdeérmal system 1o \he skin, o these sysiems the
release of the active ingredicnt [om he matrix takes place
hy diffusion, which i driven by the chemice] polential of the
active ipgredient resulting from the concentration gradisnt
and the thermodypamic progeriies of the componenis of 1he
maleix.

Many patents have recontly been published an OTP based
on malnx systems,

"Thus, for example, EP patenl [ 373 45 describes an O1F
in which the sysiem conlains 2% esiradinl dispersed in a
mAtcix canslituied by an zorylic polymer, an cthylensivinyl
acelatc copolymer, gums and adhesives. Lecithin, butylene
dighycol and propylene diglyeel are wsed a3 absorprion
enhancers,

EX patent D 371 496 descrbes an OTP jn which ssiradiol
is disporsed in & malrix constitmied by acrylic polymecs,
vinyl aclaic, gums and silicene, containing alse various
enhancers such as aleic acid, ethanol sod glycols.

JF patent 02 196 T14 described the wse of a mairix
constituted by a wpolymer based on Z-ethylhexyl aceylate
and vinyl pyrolidone, and absorplion enhameers Consislng
of lactic esters, bormed by -0y, alcobols.

EF patcnt 0 341 202 deseribes the use of methyl pyrroli-
done and encalyplol as enhencers.

A lasl example s EP-A-8% 3943, which describes a
fransdermal patch combaining &s enhancets polysorhale Bik,
polyouserbylene ethers and aliphatic aleobols wilh high
mipfecular wielght.

The use of gphancers b Loproyve Lhe absorplion of esira-
dic| throuph the skin is clear from the guated patent litera-
1ure.

In order 1o gvoid the dravwbacks connected with the
cpbaneers {skin jcritation, systemic side offects) the abscip-
siom of the active ingrediemt can be improved by increasing
ils thermadynamic selivity in the mainx, [ eXample by
inereasing its concensration, This, bowever, often leads o
supersaluralcd matrices due (o the limited solubility of the
active inpredients. 1o order o sabilise he supsmaluration,
additives must be included 1o the mateix (efr. ki example,
DE-C-3 933 4600, Meverheless the syslems temain in
metastatde oogditions sad e incorporaled aclive ingredi-
ents may orystallise during rime, decreasing theiy therma-
dynamic activity, which is the driving foece or diffusion
through the skin, ['he physical stability of these systems is

42
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therefore nol prediclable. The crystallisation of the active
mgredigots may alsu change the adhesive properlies of the
Irensdermal pateh, jeopardising the adhesion of the matrx o
the skin and the reliable diwg absocption,

The mairix of “menchthic” lransdermal palches oust
Iberefore comply wilth several precequisites. Io fact the
actlive ingredicnl must be provided by 2 notable thermody-
namie potontie] and neverlheless it raust be stable in fime,
Sinee the matrix conlains alsa Lbe pressure sensitive adhe-
sives which stick the paich o the skin, it must have good
“tack™ propertics.

Meverthe less 1he pateh must be easily remosable from the
skin after wse, and during lhis procedure the malrix rust
remlain ablached 1o the outer covening and pol to the skin,
The adbesives must nol “creop”, begsuse in Lhis case the
pateh wonkd slick to the container. As alrcady pointed oul,
1he malnx shonld not conlain ahsnmition enhanoers, in onder
1o prewent skin irftafion or sensiiisation, Io addition,
abwicusly, all the componeats of the matix must be well
lolerated by the skin, even after repoated aod prelonged
applicalions of the patches,

SUMMARY OF THE [NVENTION

Several formwlations were investigated in order to opli-
mize the matrix of the QTP desceibed in this inventios. Most
Formlations were based on acrylic copolymers, 1o which
different substances wers added in order to impeeve the
adhexive guality of the matrix, for example
hydroabicibylelochol, glyeerylester ol hydralgd
collophopium, pentaester of hydrated collophonium, melhy-
lesser of partially hydraied callophonivm, ar o-methylsiyrol!
styrol eopolyrers. All lwse formulations had to be dis-
carded beoguse of crystallisation of she active ingredicnt or
impaitment ol 115 release rale,

Bascd onp this experiense @ monolithic mateix was devel-
oped which represenis a definile jmpreovement over the
present siate of the arl, since it climinates or reduces to e
minimum the main disedvanteges of 1he irensdermal paiches
known up to now swnd previcusly dezeribed, 1o (ucl the pew
inveDlion provides a system [of the 1ragsdermal adminisira-
tion tf esieadiol which is well lolerated, is stable, is
effeclive, prevents the crystallisation of the active ingredient
in‘the matrix, ensuces adequate and extended lovels of the
eetive imgredice! W blecd, 2rd hes very good fack apd
adbesive propertics,

BRIEF DESCRIFTION OF THE DRAWING

The apcompanying drawing is 4 graph showing a com-
pariscn of the averages of scrum estcadiol levels in 20
postmenopausal women during the spplication Eor 36 hours
of an OTP of the mvention (Dermes|il} or 2 reference OTF.

DETAILED DIESCRIPTION OF THE
PREFERREDL EMBPODIMENTS OF THE
INVENTION

According wo the invention the above menlioned eatures
were provided by a transdermal patch for the extended
Telease af 17p-estradic] onlo the skin consisting of

4} i ouler covering (recking fodly;

b) preseure-sensitive adhesive copolymers constitating
the matrix in which the active ingredicnt §s dissalved or
dispersed {drug reservoir);

c} a protective liper which is remgved al tbe time of use;

‘The invention describes 3 new iransdecmal palch for the
exiended release of esicadiol to the skin, in which the active
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ingredicnt is dissolved or dispersed i & switabfe presur-
gensilive adhesive copalymenc matrx, apd which surpris-
ingly avoids the need of substances (o improve the absorp-
tich of the dmg through the skin (sobancers), or of
supersaturated solutions of the active ingredient, thus pre-
venting probloms of skin compatibility and of stability of the
wholy system,

A specific embodiment concerms a raosdermel medicated
patch which is charactetised in that the components of the
edhesive copolymers are obtained by radical palymerization
of Z-¢thyThexyl acrylate, methyl acrylate, aerylic acid. vinyl
acetate, bydroxyethy! acrylafe or mixires (hcreof, possibly
with quantities of less than 0.5% (wiw) of other addilives ia
the pdbesive copolymers,

A zpecific embodiment of the laveniion concerns i trans-
detmal medicated palch in which the adhesive copolymers
ol the matix are chtained by radical polymerization of (w'e
of the maicx) abowl 50% to 7% (preferably 55% to 65%
and especilly 61% 1o 64%) 2-cthylhexy] acrylate, about
0% 10 4005 (prefetably 24% o 32% and especially 23% o
259 meihyl scrylate, aboul 29 i 8% (preferably 2% to 5%
and especially 4% to 3% zerplic acid, ehout 2% 1o 106
(Preforatly 3% to PR and espocially 4% to 5% wimp!
acetate, and about 0.5% to 3% (praferably 0.7% 1o L5% and
ospeeially aboul 19 hydroxyelhyl acrylate.

fimall guantities of less ihen N5% of other suhstances
may also be used Lo improve the adbesive properties and the
sirength of the matrix.

According to the invention no cross-linker s used in the
adnesive copolymer, such as litanium acetylacetonate, a5 il
is suggested by the pror art, in ooder 1o avold areeping of Lhe
adhesives ontg Lhe removable protective liner and therefpre
sticking of the patch to its coatainer, The problem of
cteping is serprisingly avoided in the invention by wsing
the deseribed copalymers oblained by radical polymeriza-
fion.

The OTF according 4 the invention is characlerized by a
contenl uf 1 T-esicadiol from 19% k0 5%, preferably 2.09 1o
2.3%, (wihw) of the weight of b adhesive copolymers.

A sperife embodiment of the inveation concerns a rans-
dermal patch which contains about 4 mg 17-estradiol per
L% 10 20 cm® of paich area.

Aspecific cmbodiment of the invention of the ansdermal
patch womprises ao ouler covering of suitable protective
mealerizls, which Farms the external backing foil of the patch
and is consiituled by 3 foil of thin, Aexible apd water-
impermeable maleriel, preferably sclected fram the group of
palycstor, polyurethans, polysthylene and/or polyvinyl chlo-
ride. linally, the transdermal patch acconding to the joven-
lion comprizes 3 mmovable progetive lincr, prelerably
cogstituied by a loil of paper or polyesier which is preferahly
filicone-coaled on one or Yeth sides and that is casily
removed al 1he lime of use without impairng the wansder-
mal patch,

According to the additicnal cinbediment of the invention,
& process [s described for the production of 4 tansdermal
patch for the cxtended release of 17fi-estradiol to the skin,
which is charactenized in thal prossure-seasitive adbesive
copolymers containing } 7f-estradiol as active ingredicnt are
spread onlo 4 remtovable protective liner and then covered
by another liner which becomes the auler eavering,

Allernatively the pressure-senailive adhesive copolymers
womtaining 17R-estradiol are spread oo a watsr-impermeable
fail which becomes the outer eoiering, aod are then covered
by the prolgcted linen

51l alteroatively the pressurc-sensitive adhosive copely-
tners containing 17f-esicadic] are sprezd on an iotermediale

M
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The resulis clearly show thal formuletions Mo, 1 10 4 and
particulartly No, 1 cxhibil ihe propertics reguired for the
meiciz of 2 “monclithic” irensdetmal patch. Conversely
other forrulalions, which are here lisled as Comparstive
Examples 1 10 7, had disadvaniages, ot instence discolou- 5
ration (ferumclacions Mo, § e 10Y, woacoeptable skim com-
paithility {formulation No. 5, or unacceptable tack proper-
ties (formuiations Me. &, 7, 9 aod 110

TAELE 3
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impermeable material, selected from the group of polyester,
pelyurethane, polvethylene andfor polyvinyl chloride maie-
rals. .

6, A process for the production of a transdermal medicated
palch according 1o clair 1, characterized in that pressure-
sonsithe adhesive copolymers comtaining 178-satradic] s
gctive ingredient are spread onlo 2 emovable protective
Liner &nd 1hen covered by an ouler covering.

Parceglage of monomieed in the acrylic capalymers and other subslinces
it diffaeenl formuintions. Properties of ibe mateix obiviced with theae

copolymere
[xampics Campralive Examples
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What is ¢laimed is:

1. A transdermal medicated patch for the extended reloase
of 17p-estradicl to the skin, ronsisting of pressure-seasitive
adhesive copelymers in which the active ingredient is dis-
solved o disporsed, suppocled by a waler-impermeable foik
aod covered pb},- e profeclive liner which is removed at he
timne of use, whemin the pressurc-sensilive adbesive copoly-
mers am otrlained by radical copolyrerization of

5% L 45 weight %
24 to 33 weight %
Ato 5§ weight %
3 Twelght %
0.7 10 1.5 weight %

Z-etylbeayl merylale
enethyl acrylaie
m;:rylil: acid

vinyl eezlace and
hydeoxyenby] aeryksle.

2. A transdermal medicawd palch aocording to olaim 1,
characterized by s wontent of 17 -cslradiol fom 1% o 3%

7. Apracess Bor the production of a transdermal medicated
pelch aceording 1o elaim 6, which comprises:
45 dissnlving pressice-tensilive wdbesive copolymers in in
orgenic solvent [0 [orm an adhesive mixiure;
dissolving - 17f-esiradiol, 1 the adhesive mixers by
slirong at a concestration from 1% 0 3% by weight of
the dry weight of Ihe presswrm-sensilive adbesive
wophlymers; dod
spreading (he solulion oole & cemovable prolcctive liner,
8. A rransdermal medicated patch according 1o claim 1,
whergin the proessere-seositive adbesive copolymers ace
55 obtained by radical copolymerization of (ww or the matrix)

by weighl of the sdbesive copolymers. 0

A A lransdermal medicated paleh according o cleim 1,
characterized by a comem of abawl 4 mg 17f-estradicl per
18 v 20 em® of paich arca.

4. A transdermal medicated patch aceording to claim 1
vharacierized m that tbe patch comprisez a removable pro-
tective liner constituted by a shesi of per.

5. Ateansdermal palch pecordiog to t]i':lm 1, vharnelerized
by ao cuter covering conwtitwied by a foil of & waler-

1 b Gd% Z-eshylhexyl acrylate
25 po 2% mathyl acrylabe
oy 5% acrylle aeid
410 5% vinyl scernct and
sbaal 1% hydronpeibyl aerylote. .
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Fecha de Presentacidn Internacional  5-02-2004

Comao resultado del examen de fondo, realizado con fundamentoc en el articuic 45 de
la Decisitn 486 de la Comisidn de la Comunidad Andina, se le comunica:

1. Documentos estudiados:

1.1. Descripcién: {Folios: 4 a 35) como se radicé iniciaimente.
1.2 Reivindicaciongs: 1 a 29 (Folios: 36 a 39) como se radico
inicialmente.  Maodificadas 1 a 20  (Folics:

113y 114).
1.3. Prioridad: 05/02/2003, GB 0302662.2..
2. Analisis de la Prioridad:
La prioridad de la presente solicitud corresponde al objeto reivindicado.
3. Objeto de la invencidn:

La presente solicitud se titula: “Granisetron transdérmico’.

El objeto de la presente solicitud se refiere a parches transdérmicos comprendiendo
granisetron, a usos de los mismos y @ métodos para su preparacion.
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Segin la descripcidn, las nauseas y vomitos son frecuentemente 10s sintomas mas
debiltantes y desalentadores de las medicaciones administradas a pacientes con
cancer. Los efectos secundarios de vomito no sohsclo desagradables oebido a la
condicion, per se, pueden conducir a seria deshidratacién y aun mala nutricion.

La quirmioterapia citotdxica se piensa que libera serotonina de ciertas células del
intestino delgado. La serotonina liberada puede estimular los nervios aferentes
vagales a través de los recaptores S5HT3, estimulandc asf el refleje de vdmito. De
acuerdo con Jo anterior, se asume que 1os medicamentos antagenisticos del receptor
5HT3, tales como ondansetron, granisetron y tropisetrén, ejercen sus efectos al
bloguear serotonina, tanto periféricamente, en terminales nerviosas vagales como
centralmenete, en la zoha de accionamiento del quimioreceptor.

L os antieméticos antagonisticos del receptor SHT3 se administran actualmente de
manera intravenosa, oral o rectal. La administracian infravenosa puede realizarse
soclamente bajo supervision médica v causa incomodidad del paciente significativa,
tal como rojez y quemadura en el sitio de inyeccién, Los problemas se agravan en
medicina pediétrica, pertenecientes al desagrade de los nifios por las agujas y
siempre existen preocupaciones con respecto a las lesicnes por adhesion de la
aguja.

En el capitule reivindicatorio se teclama fo siguiente:

Reivindicaciones 1 a 20 (folios: 113 y 114): Un parche adhesivo apropiado para la
administraciéin en donde ef adhesivo es un adhesivo acrilico gue contiene maléculas
no Acidas de hidroxilo, con una cantidad fisioldgicamente efectiva de granisetron
cargada en el adhesivo,

El problema planteado &n esta selicitud es la necesidad del sistema de suministro de
medicamento no oral capaz de mantener los niveles de plasma constantes de
agentes antieméticos durante periodos axtendidos de tiempo.

La solucién propuesta por la presente solicitud consiste en un parche adhesivo
apropiado para administracién transdérmica de granisetron.

El objeta de la solicitud definido anteriormente se clasificé en la IPC AB1K 9/07,
31/439.

4. Analisis de la(s) Oposicion{es): (arliculc 43 D. 486)

No se presentaron oposiciones al objeto reivindicado.

5. Determinacién del Estado de la Técnica:

La facha que se ha tenide en cuenta para determinar el Estado de [a Técnica es:
Fecha de presentacion de la solicitud prioritaria 5-02-2003.

Teniendo en cuenta la fecha indicada, se buscaron documentos del estado de ia
técnica relacionados, con fecha de publicacién anterior a esta.

Se enconfré como anterioridades que pueden afectar la patentabilidad del cljeto de
la presente solicitud:

%5
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Fecha de
N° [ Documento Titulo - Publicaci6n
Transdermal drug delivery device for the 3 de diciembre
D1 | WO 98/538135 delivery of tropisetron o granisetron de 1998

Transdermal prassyre sensitive adhosive
D2 | WO 98/37111 | drug delivery system and pressure sensitive 27 de agosto de

adhasive used therein 1968
D3| EP 0484543 Plastar 13 dig;azyn de
Preparation with an acrylic-based, adhesive .
D4 | US 6156335 copolymeric matrix far the transdermal S dgéil%eo?bre

delivery of estradiol

6. Andlisis de patentabilidad (articulo 14 D486}

6.1,  Nivel inventive (arficulo18 D4886)

La presente Solicitud de Patente reivindica lo siguiente: Un parche adhesivo
apropiado para la administracién en donde el adhesivo es un adhesivo acrilico que
cohtiene moléculas no Acidas de hidroxilo, con una cantidad fisiolégicamente efectiva
de granisetron cargada en el adhesivo.

La anterioridad WO 98/53815 (folios: 84 a 88} menciona uha forma de liberacidn
transdérmica de tropisetron ¢ granisetrén, que comprende una capa adhesiva
compuesta por copolimeros de uno o mas mondmeros A y uno o mas mondmercs B,
entre los cuales estan el acrilato de 2-hidroxietilo (HEA} y mone acrilatos de
poli{alquilendxido)-alquil-éter. En gste documentc se observa la preparacion del
parche adhasivo cuyo principio active es el tropisetrén.

£l documento WO 88/37111 (folios: 8% a 93) menciona formas transdérmicas para
liberacion de farmacos como por gjemplc antieméticos; el sistema de liberacidn
transdémico comprende al menos un monémere A que consiste de un ester de
acido acrilico o metacrilico, un mondémere B y una unidad polimérnica C.

La antericridad EP D484543 {folios: 115 a 119) menciona una preparacion
transdérmica para administrar farmacos y que tiene un adhesivo acrilico como por
gjemplo el metacrilate de 2-hexilo, y otros acrilatos relacionados. Este documento es
del ano 1992 y ya mostraba las ventajas de las formas transdémmicas para
administracitn de farmacos.

El documento US 8156335 (folios: 120 a 122) se relaciona con un parche
transdérmico para administracion de 17p-estradiol. Este parche es de matriz y tiene
adhesivo acrilico conformado por la copolimetizacion de acrilato de Z-glithexiio,
acrilate de metilo, acide acrilico, acetato de vinilo y acrilato de hidroxietilo. En este
dogumento también se explican las desventajas de emplear intensificadores de
absorcién (irritacion en )a piel, efectos colaterales, etc.).

Estos documentos revelan la existencia y amplio uso de formas transdérmicas tipo
parches transdérmicos que emplean como adhesivo un polimero derivado de acido
acrilico como por ejemplo metacrilatos y acrilatos de hidroxipropilo, hidroxigtilo e
hidroximetilo, para la liperacion de antieméticos tipo granisetron o farmacos gue
también son antageonistas de SHT; come el tropisetrén. También se evidencia el uso
de parches transdérricos de matriz. También estos documentos sugieren que los
parches fransdérmicos son de liberacion sostenida para farmacos gue requieran que
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se liberen durante periodos largos o tratamiento a largo plazo.

El problema técnice planteado en esta solicitud: la necesidad del sistema de
suministro de medicamento no oral capaz de mantener los niveles de plasma
constantes de agentes antieméticos durante periodos extendidos de tiempo, se
habla resuelto previamente mediante parches o preparaciones transdérmicas ya
conocidos(as). Por esta razén se considera que los componentes de los parches
transdérmicos reivindicados en la presente solicitud son evidentes para una persena
medianamente versada en la materia.

Las reivindicaciones 1 a 20 de esta solicitud no mencionan una caracteristica que
conceda un efecto inesperado o especial a los parches transdermicos, que pueda
considerarse como un aporte a la técnica, asi que son cbvios para una persona
versada en la materia.

Ademas, puesto que D1, D2, D3, D4 divulgaban previamente parches transdermicos
{folios: 84 a 93, 115 a 123), una persona conocedora de la materia motivada por tal
sugerencia lograria el objeto de esta solicitud parches transdérmicos de granisetron,
de manera que para una persona medianamente versada en la materia seria obvio
emplear estos documentos. Por lo cual puede ne haber Nivel Inventive.

7. Conclusion:

Los requisitos de patentabilidad de {a presente salicitud se encuentran afectados asi:

N° Documento N° Rm:;::;a:al:nes Requisito que afecta
D1 EP 1044684 . 1a20 Nivel Inventivo
D2 US 6138807 1a20 Nivel Inventivo
D3 WO 38/53815 - 1a20 Nivel Inventivo
D4 WO 88/37111 . 1220 Nivel Inventivc

En cumplimiento del articulo 45 de la Decisién 486 de ta Comisién de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta dias
contados a partir de ia fecha de la notificacion de la presente comunicacion. En caso
de no dar respuesta al presente requerimiento o si a pesar de la respuesta
subsistieran los impedimentos para la concesion, se denegara la patente.

Notifiquese el present io cohfofme a lo dispuesto en el numeral 5.2, literal ), de!
capitulo quinto del tit i {

ESPEDES DE VERGEL

equerimiente  fue notificado por fijacién en lista, de

fecha 21 UL, 2009

EXAMINADOR TECNICO

CONCEPTO TECNICO No. 2544 Cédigo No. 202005

v Dy
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