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Derecho de la Competencia, Propiedad

Optimum Industrial y Comercio Exterior

Senor Jefe,
DIRECCION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio

E. S. D.

Referencia : Expediente N° 09 70292

Asunto : Oposicién a la solicitud de patente de Invencién titulada
“PREVENCION DE LA SEPARACION DEL AGONISTA
OPIOIDE DEL ANTAGONISTA OPIOIDE DESDE
FORMAS DE DOSIFICACION QUE COMPRENDEN EL
AGONISTA OPIOIDE Y EL ANTAGONISTA OPIOIDE”

Solicitante : EURO CELTIQUE S.A.

Opositora : PROCAPS S.A.

Publicada en la Gaceta de la Propiedad Industrial

N° 622 del 19 de noviembre de 2010

Yo, ELIANA ISAURA MORENO BOHORQUEZ, abogada en ejercicio, identificada
como aparece al pie de su firma, con tarjeta profesional No. 83823 del Consejo
Superior de la Judicatura, en mi condicién de apoderada de la sociedad PROCAPS
S.A. Conformada bajo las leyes de la Republica de Colombia y domiciliada en la
ciudad de Barranquilla, Colombia, atentamente manifiesto que estando dentro del
término de ley y por orden expresa de mi representada, presento oposicién a la
concesion del registro de la Patente de Invencion titulada “PREVENCION DE LA
SEPARACION DEL AGONISTA OPIOIDE DEL ANTAGONISTA OPIOIDE
DESDE FORMAS DE DOSIFICACION QUE COMPRENDEN EL AGONISTA

Catrera 13 Ne 11995, Of. 104 Tel (571)2 1312 13- 6205021 - Fax. (571)6 1219 79
E-mail: negocios@optimum-cs.com - www.optimum-co.com
Bogota Colombia
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OPIOIDE Y EL ANTAGONISTA OPIOIDE”, cuyos titulares son EURO
CELTIQUE S.A., y pido a Usted declarar fundada esta oposicion y en consecuencia

negar el registro de la patente solicitada.

1. INTERES PARA ACTUAR

Conforme a lo dispuesto en el articulo 42 de la Decisién 486 de 2000 de la
CAN, estando dentro del término estipulado por la ley, manifiesto el legitimo interés
de nuestra representada para oponerse al registro de la patente de la referencia,
atendiendo a que la solicitud pretendida no cumple con los requisitos dispuestos en la
ley como se analizarda mas adelante y de ser concedida afectaria directamente la
comercializacion de algunos productos de mi representada, que contienen, en
particular HIDROCLORURO DE OXICODONA. Por lo tanto, solicito
respetuosamente a ese Despacho se sirva tener en cuenta la presente oposicion dentro

del tramite administrativo que se surte en esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1. La solicitud objeto de la presente fue presentada el 08 de julio de 2009
reivindicando prioridad bajo la solicitud EP20060001754 del 2006-01-27; y fue
publicada en Colombia, en ia Gaceta de la Propiedad Industrial N° 622 del 19 de
noviembre de 2010, cuya publicacién internacional corresponde a la

WO2007085637 del 2007-08-02.

Carrera 13 Ne 11995, Of. 104 Tel. (571)2 131213 - 62050 21 - Fax. (571) 6 12 19 79
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2.2.La solicitud colombiana 09 70292 objeto de la presente oposicion se refiere al uso
de una cantidad de un antagonista opioide en una cantidad que al menos sea
suficiente para antagonizar sustancialmente una cantidad terapéutica de agonista
opioide cuando ambos, el agonista opioide y el antagonista opioide se administran
por via intravenosa al mismo tiempo, en forma de una forma de dosificacion de
liberacion controlada que comprende una formulacién de matriz de liberacion
controlada homogénea que comprende un material hidrofobico, incluyendo al
menos un polimero hidrofébico y al menos un alcohol graso o un 4cido graso y la
cantidad declarada terapéutica de un agonista opioide y la cantidad declarada
suficiente de antagonista opioide, para prevenir la formacién de una extracto de
dicha formulacion de matriz de liberacion controlada que comprende el agonista
opioide mediante el procedimiento de extraccién de un solo paso que comprende
el triturar la formulacién de una forma de dosificacion usando un triturador de
tabletas o un mortero, o usando dos cucharas, donde la trituracion se lleva a cabo
al menos 4 veces usando las cucharas, extraer la formulacién triturada de una
forma de dosificaciéon en una cuchara usando 2 ml de agua de la llave hirviendo
como agente extractor y un encendedor de cigarrillos como medio para calentar por
un periodo necesario para hervir el agua, y filtrar la solucién usando algodon,
donde el antagonista opioide est4 presente en dicho extracto en una cantidad de
peso porcentual basada en la cantidad total de antagonista opioide en la forma de
dosificacion, que es mayor que 20 puntos porcentuales menor que la cantidad de
peso porcentual de agonista opioide presente en el extracto, basado en la cantidad

total de agonista opioide en la forma de dosificacion.

2.3.En primera instancia, se debe advertir que en el capitulo reivindicatorio de la

solicitud objeto de la presente oposicion, se hace referencia a los usos de la

composicion en la medicina, no solo a la composiciéon farmacolégica o a un

método de fabricacién mediante la cual se obtenga un producto tangible y segun la
Carrera 13 N° 11995, Of. 104 Tel. (571)2 131213 -6 205021 - Fax. (571) 6 12 19 79
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legislacion, decisién 486 de la Comunidad Andina de Naciones, Articulo 14.- “Los
Paises Miembros otorgardn patentes para las invenciones, sean de producto o de
procedimiento (...)”, los usos no estan contemplados como patentables; y, Articulo
20.- “No serdn patentables (...) d) los métodos terapéuticos o quiriirgicos para el tratamiento
humano o animal, asi como los métodos de diagnéstico aplicados a los seres humanos o a
animales”. Solo seran patentables los productos o procedimientos. Por lo tanto a luz

de la norma, dicha materia referente al uso no seria patentable.

2.4.Con base en el articulo 14 de Ia Decision 486 de la CAN que consagra: “Los paises
miembros otorgardn patentes para las invenciones, sean de producto o procedimiento, en
todos los campos de la tecnologia, siempre que sean nuewvas, tengan nivel inventivo y sean
susceptibles de aplicacion industrial”, tenemos que las invenciones objeto de patente
deben ser nuevas y tener nivel inventivo. Bien, pues antes de la fecha de prioridad
de esta solicitud se encuentran los siguientes documentos que afectan la

patentabilidad de la presente solicitud:
e DI: US2005245556 publicada el 03 de noviembre de 2005.

. 2.5. Ahora bien, el documento DI, se refiere a una preparaciéon farmacéutica de
almacenamiento estable que comprende la oxicodona y naloxona para su uso en el
tratamiento del dolor con los compuestos activos siendo liberados de la
preparacion en una manera sostenida, invariable e independiente. El mismo
documento D1 revela mas particularmente en la deécripcic’m formas de dosificacion
de liberacion controlada que comprenden una formulacion de liberacion
controlada de matriz homogénea que comprende por lo menos un polimero
hidrofobico, por lo menos un alcohol graso o acido graso, una cantidad terapéutica

de agonistas opioides, una cantidad de antagonista opioide suficiente para
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antagonizar la cantidad de agonista cuando tanto el opioide agonista y el
antagonista se administran por via intravenosa, al mismo tiempo. Adicionalmente
dicho documento D1 subraya la utilidad de esta preparacion para prevenir el abuso
de la misma debido a la extraccion del agonista. Es de notar que teniendo en
cuenta que las composiciones descritas en el documento D1 son las mismas que las
descritas en el capitulo reivindicatorio de la solicitud objeto de la presente
oposicion, cuando se extraen, se espera obtener la misma composicion extraida de
las dos. Finalmente, el documento D1 ademas divulga las formas de dosificacion
descritas, que son preparados por extrusion para preparar una matriz homogénea y
en donde el opioide agonista se selecciona de un grupo de compuestos que se

incluyen los presentados en la solicitud colombiana 09 70292.

2.6. Tomando el documento DI como el estado del arte mds cercano a la solicitud
objeto de la presente oposicién, no es posible reconocer altura inventiva, ya que
seria obvio para un experto en la materia a partir de dicho documento D1 por si
solo, concebir el uso de una cantidad de un antagonista opioide en una cantidad
que al menos sea suficiente para antagonizar sustancialmente una cantidad
terapéutica de agonista opioide cuando ambos, el agonista opioide y el antagonista
opioide se administran por via intravenosa al mismo tiempo, en forma de una
forma de dosificacion de liberacion controlada que comprende una formulacion de
matriz de liberacién controlada homogénea que comprende un material
hidrofobico, incluyendo al menos un polimero hidrofébico y al menos un alcohol
graso o un acido graso y la cantidad declarada terapéutica de un agonista opioide y
la cantidad declarada suficiente de antagonista opioide, para prevenir la formacion
de una extracto de dicha formulacién de matriz de liberacion controlada que

comprende el agonista opioide, mediante un proceso de extrusion en un solo paso.
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2.7. En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la
solicitud colombiana 09 70292 no puede pretender un monopolio por patente
toda vez que lo que pretende no cumple con ninguno de los tres requisitos

necesarios para su proteccion.

2.8. Que por consiguiente, respecto a la solicitud pretendida se tiene que:

. 2.8.1. CARENCIA DE NOVEDAD: Segtin la decision 486 de la Comunidad
Andina de Naciones, Articulo 16.- “Una invencién se considerard nueva cuando no
estd comprendida en el estado de la técnica. El estado de la técnica comprenderd todo lo
que haya sido accesible al publico por una descripcion escrita u oral, utilizacion,
comercializacion o cualquier otro medio antes de la fecha de presentacion de la solicitud
de patente o, en su caso, de la prioridad reconocida.”. A la fecha de prioridad, 27 de
enero de 2006 ya era conocido, pues como se demostrd, eran parte del arte
anterior con base en el documento D1, al el uso de una cantidad de un
antagonista opioide en una cantidad que al menos sea suficiente para
antagonizar sustancialmente una cantidad terapéutica de agonista opioide
cuando ambos, el agonista opioide y el antagonista opioide se administran por

‘ via intravenosa al mismo tiempo, en forma de una forma de dosificacion de
liberacion controlada que comprende una formulacién de matriz de liberacion
controlada homogénea que comprende un material hidrofébico, incluyendo al
menos un polimero hidrofobico y al menos un alcohol graso o un 4cido graso y
la cantidad declarada terapéutica de un agonista opioide y la cantidad declarada
suficiente de antagonista opioide, para prevenir la formacion de una extracto de
dicha formulacién de matriz de liberacion controlada que comprende el

agonista opioide; sobre lo cual busca proteccion en el capitulo reivindicatorio.
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2.8.2. CARENCIA DE ALTURA INVENTIVA. Segun la Decision 486 de la

Comunidad Andina de Naciones, Articulo 18.- “Se considerard que una invencién
tiene nivel inventivo, si para una persona del oficio normalmente versada en la materia
técnica correspondiente, esa invencion no hubiese resultado obvia ni se hubiese derivado
de manera evidente del estado de la técnica.”. A la fecha de prioridad, 27 de enero
de 2000, a partir del documento D1 por si solo, un experto en la materia puede
llegar de manera evidente a el uso de una cantidad de un antagonista opioide
en una cantidad que al menos sea suficiente para antagonizar sustancialmente
una cantidad terapéutica de agonista opioide cuando ambos, el agonista
opioide y el antagonista opioide se administran por via intravenosa al mismo
tiempo, en forma de una forma de dosificacion de liberacion controlada que
comprende una formulaciéon de matriz de liberacién controlada homogénea
que comprende un material hidrofébico, incluyendo al menos un polimero
hidrofébico y al menos un alcohol graso o un 4cido graso y la cantidad
declarada terapéutica de un agonista opioide y la cantidad declarada suficiente
de antagonista opioide, para prevenir la formacién de una extracto de dicha
formulacién de matriz de liberacién controlada que comprende el agonista
opioide, mediante un proceso de extrusién en un solo paso; sobre lo cual

busca proteccion en el capitulo reivindicatorio.

2.8.3. CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN

consagra en su articulo 14 lo siguiente: “Los paises miembros otorgardn patentes
para las invenciones, sean de producto o procedimiento, en todos los campos de la
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de
aplicacion industrial”. La presente solicitud carece de aplicacion Industrial ya que
como se demostré anteriormente, en el capitulo reivindicatorio se reclaman
usos y estos no son aplicables industrialmente porque primero no se obtiene un
producto o proceso; y segundo no es reproducible o repetible a escala
Carrera 13N° 119-95, Of. 104 Tel. (571)2 131213 -6205021 - Fax. (571) 6 1219 79
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industrial. Por lo tanto, el objeto de la presente invencion referido a los usos,

no cumple con el requisito de la aplicacion industrial.

2.9. Dado lo anterior, es posible deducir que la solicitud y lo reivindicado no es objeto
de patentabilidad pues es contrario a lo que dicta la Decision 486 de la Comunidad
Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn patentes para las
invenciones, sean de producto o de procedimiento, en todos los campos de la tecnologia,
siempre que sean nucwds, tengan nivel inventivo y sean susceptibles de aplicacién industrial.”.

La solicitud pretendida no cumple con ninguno de los tres requisitos de

patentabilidad.

2.10. Por todo lo anterior, atentamente solicito a usted que se sirva declarar
fundada la presente oposicién y en consecuencia negar el registro a la solicitud
de patente titulada “PREVENCION DE LA SEPARACION DEL AGONISTA
OPIOIDE DEL ANTAGONISTA OPIOIDE DESDE FORMAS DE
DOSIFICACION QUE COMPRENDEN EL AGONISTA OPIOIDE Y EL
ANTAGONISTA OPIOIDE”, cuyos titulares son EURO CELTIQUE S.A,,
solicitud Colombiana que aparecié publicada en la Gaceta de la Propiedad

Industrial N° 622 del 19 de noviembre de 2010.

3. PRUEBAS

De conformidad con lo dispuesto por las normas vigentes, solicito a usted tener

como prueba en este asunto los siguientes:

Carrera 13 N° 11995, Of. 104 Tel. (5712131213 - 6205021 ~ Fax. (571)6 12 19 79
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e DI: US2005245556 publicada el 03 de noviembre de 2005.

4. FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legales siguientes:
4.1, Numeral 1 del articulo 586 del Cédigo de Comercio.
4.2.  Articulo 42 de la Decision 486 de la Comision del Acuerdo de Cartagena.
4.3.  Enlas demas normas concordantes.

5. ANEXOS
Para los efectos correspondientes anexo al presente escrito los siguientes documentos:
l. Poder para actuar en el presente.

Documento que acredirta al representante legal de PROCAPS S.A.

Recibo de caja del respectivo pago de tasa.

B

Copias de los documentos:

e DIl: US2005245556 publicada el 03 de noviembre de 2005.

Carrera 13 N° 11995, Of. 104 Tel. (571) 21312 13 - 62050 21 - Fax. (571)6 12 19 79
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6. NOTIFICACIOWNES

Para efectos de notificaciones que por disposicion del articulo 50 del Decreto
01 de 1984 debe hacer su Despacho, informo que mi representads y ia suscrita
recibiremos notificaciones en la Secretaria de su Despacho o en mis oficinas situadus

en la Carrera 13 N° 11995, Of. 104 de esta ciudad de Bogota.

. Sefor Superintendente,

&@@mc@g

ELIANA ISAURA MORENO BOHORQUEZ
C.C. 51'975.664 de Bogota
T.P.A. 83823 del C.S. dela].

Carrera 13 N0 11995, Of. 104 Tel. (57102 13 1213 - 62050 21 - Fax. (57106 12 19 79
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PROCAPS

PODER ESPECIAL

Yo, WALTER TANAKA TATEKAWA, mayor de edad y vecino de la ciudad de
Barranquilla (Colombia), identificado como aparece al- pie-de.mi. firma, quien en el
presente documento actta en calidad de Representante Legal de la sociedad PROCAPS
S.A. sociedad legalmente constituida y domiciliada en.la ciudad, de. Barranquilla
(Colombia), por el presente documento otorgo a la doctora ELIANA ISAURA
MORENO BOHORQUEZ, abogada en ejercicio, identificada como aparece al pie de '
su firma, con tarjeta profesional No. 83823 del C.S. de la J., poder especial, amplio y
suficiente, para formular oposiciones u observaciones a la solicitud de patente No. 09
070.292, titulada “PREVENCION DE LA SEPARACION DEL AGONISTA
OPIOIDE DEL ANTAGONISTA OPIOIDE DESDE FORMAS DE °
DOSIFICACION QUE COMPRENDEN EL AGONISTA OPIOIDE Y. EL
ANTAGONISTA OPIOIDE”, cuyo titular es EURO-CELTIQUE S.A., publicada
en la gaceta No. 622 del 19 de noviembre de 2010.

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo de actos
necesarios para llevar a cabo el trdmite de la oposicién, incluyendo, sin limitaci6n,
preparar y presentar solicitudes, hacer declaraciones, pagar tasas, contribuciones e
impuestos, recabar los titulos o certificados. Asimismo quedan autorizados para
impugnar administrativamente todo lo que fuere resuelto en el expediente a que se
hace expresa referencia en el presente poder, con todas las facultades generales y
especificas que fuera requerido para ella.

De la misma manera, ademads de las facultades que le confiere la naturaleza del presente

' mandato, se encuentran facultados para recibir, desistir, transigir, sustituir, y reasumir
el presente poder, incoar acciones, interponer recursos y demds facultades conferidas
por la ley.

Dado y Firmado en Barranqullla (Colombia) a los 7 dias del mes de Febrero de 2011.

.
2011

C.C.N° 16’251.923
NIT: 890.106.527-5
Representante Legal

PROCAPS S.A.

=

ELIANA ISAURA MORENO BOHORQUEZ
C.C. 51'9'75.664 de Bogota
T.P.A. 83823 del C.S. de 1a J.

CALLE 80 No. 78B-201+ A.A. 50330 P.B.X.:(575) 3530783 - 3789000 - 3719900 - 3507900 -. FAX:(575) 3730815 - 3730813 - 3730247 - 3730818
BARRANQUILLA - COLOMBIA + NIT.: 890.106.527-5
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Barranquilla, 27 de Enero de 2011 Hr:09:23:55

L ER

CAMARA DE COMERCTIO
CAMARA bE DE BARRANOQUILLA

COMERCIO 11*********************************************

. DE BARRANQUILLA
CERTIFICADO DE EXISTENCIA Y- REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .
PROCAPS S.A.
NIT 890.106..,

EL SUSCRITO' SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA CON
FUNDAMENTO EN LAS INSCRIPCIONES DEL REGISTRO MERCANTIL:

=) SE ( :
=
3 ‘-

RTIFICA

it &

Que por Escritura Pﬁblica No. 1,190 del 22 de Julio de 197s,
otorgada en 1la Notaria Tercera de Barranquilla, inscrito(as) en
esta Camara _de Comercio, el 28 de Julio de 1976 bajo el No. 6,070
del libro respectivo, fue constltq;'a la soc1edad-———-—-———————————-fl‘
iimitada dénominada VPRODUCTORA ~DE CAPSULAS DE GELATINAS LIMITADA
"PROCAPS LIMITADA"  — - - m e m e e e e e e e e e e e e m e m e m e mm—m—m e

‘ L. T R e ’
Que por Escritura Pablicd N;? 1, 307 del 28 de Junio de 1979,
otorgada en la Notar1a7 Tercéra de Barranqullla, inscrito(as) en
esta Camara de Comer019C7 eI“23\def3ulloq [1979 bajo el No. 10, 039
del. libro respectlvafjiavsoc1edad antessf;"fmenc”'n 12 IR SR
se transformo en145001edad anonlma’jbagonﬁjéfaenomlna01on social’ de
"PRODUCTORA DE (CAPSULAS DE GELATINA*S”AﬂF%PROCAPSvé AV —-emrm e

k/ D BARRANQUI! LA

E 4 i ¥ &
Que por Escritura Pablica No. 3,810 del 31 de D1c/bre de 1980,
otorgada en la Notaria Primera de Barranquilla, inscrito(as) en
esta Camara de Comercio, el 30 de Enero de 1981 bajo el No. 12, 705
del. libro respectlvo L “sociedad afites mencionada-------Ac--------- R
Se- transfofmd en sociedad de responsabllldad ‘limitada® ba]o al razon

social de "PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -
MITADAY . = = = = = = = = = — m & o m oo e o e

Que por Escritura Piblica No. 3,755 del 10 de Nov/bre de 1983,
otorgada en 1la Notaria Unica de Soledad, inscrito(as) en esta
Camara de. Comercio, el 22 de Nov/bre de 19837 bajo el No 17,922 del
libro respectivo, la so¢iedad antes-mencionadd----------2----------2=
se transformo en sociedad anonima bajo 1la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A.".-------~----

i

Que por Escritura Pablica No. 3,615 del 06 de Dic/bre de 1996,
otorgada en la Notaria 2a. de Barranquilla, inscrito(as) en esta
Camara de Comercio, el 20 de D1c/bre de 1996 bajo el No 67,218 del

hkhkkkkkkhkhhkhkkhkdkkh ke kA kK kkkkhkkhhhhkhdh* pag.'l”
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS S.A..
890. 106 527-5.

NIT:

libro respectivo,

cambio

_de

la sociedad

razon social, por.

antes mencionada
la denom1nac1on LABORATORIOS PROCAPS S.A

Que por
otorgada

Camara

ERTIFICA

Escrltura Piblica No. 3,
en_. 'la Notaria 2a.
de Comerc1o, el 23

libro respectivo,

la sociedad

775

del

de Barranqullla,
de Enero de 1997 bajo el No.
antes mencionada

18

se rige por las siguientes disposiciones:
DENOMINACION O RAZON SOCIAL:

PROCAPS S.A.

SIGLA: PROCAPS.
DOMICILIO PRINCIPAL: Barranqullla.
890.106.527-5.

MATRICULA MERCANTIL 24 ,802.

NIT No:

de Dic/bre de 1996,
inscrito(as) en esta

67,704 del

aaaa/mm/dd
1979/01/24
1981/05/06
1982/09/08
1983/08/26
1984/07/27
1985/09/04
1986/09/15
1989/07/13
1990/03/16
1992/01/28
1993/02/16
1993/08/10
1993/11/22
1996/12/20
1997/01/23
1997/07/31
1997/08/14
1999/04/23
2001/02723
2001/11/08
2004/08/26
2005/03/10
2005/08/18
2009/06/30
2009/06/30

cambio de razon 3001al por la denomlna01on PROCAPS S.A.
= ' c E RTIFI c A
Que dicha sociedad ha sido reformada por las siguientes escrituras
y/o documentos prlvados =
Numero aaad/mm/dd ”f' Notaria Insc o Reg
"7 39 1979/01/18 Notaria 3a. de Barranqullla 9,452
992 1981/04/30 Notaria la. de Barranquilla. 13,112
1,464 1982/08/27 Notaria Unica de Soledad 15,533
2,744:.1983/08/18: Notaria Unica de Soledad 17,416
3,826 1984/07/16° Notaria Unica de Soéledad ~19,554
3,835 1985/08/26 Notaria Unica de Soledad 22,230
2,260 1986/09/10 Notarla»Unlca\de Soledad. 24,995
1,849 1989/07/11 Notatiar2a.~ de Barranqullla‘ 33 909
444 1990/b2/21//Notar1a 2al//de Barranqullla" 36 101 -
3,090 1991/12/17 //Notaria 2a.” de Barranqullla’i"43 993"
269 1993/02/01 \Notarla 2a«/de Barranqu;lla'{ 148,428
2,342 1993/07/28 " Notarla/2a. de+Barranquiidla, [s0,582
3,652;_1993/11/09a Notaria 2a. de Barranquilla 51,798
3,615°.1996/12/06 ° Notaria.2a. de Barranquilla 67,218
89 1997/01/16 Notaria 2a. de Barranquilla 67,704
2,070 1997/07/17 Notaria 2a. de Barranquilla 70,627
2,281 1997/08/04 Notaria 2a. de Barranquilla 70,813
£.765 1999/04/22 Notaria 3a. desBarranquilla- 80,628 -
' 459 2001/02/21 Notaria 2a. de-Barranquilla 91,502
2,608 2001/10/05 Notaria 2a. de Barranquilla 95,771
1,730 2004/07/29 Notaria 2. de Barranquilla 112,999
416 . 2005/03/03. Notaria 2. de Barranquilla 116,364
1,613 2005/07/28  Notaria . 2. de Barranquilla 119,322
710 2009/05/05 Notaria 3 a. de Barranquilla 150,130
1,054 2009/06/25 Notaria 3 a. de Barranquilla 150,130
"CERT I FICA
Que de acuerdo con 1a(s) escrltura(s) arrlba 01tada(s)

la sociedad

********** C 0N T?I N U B *rrrrrrerr
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CAMARA D E COMERCTIO
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CERTIFICADO DE EXTSTENCIA Y REPRESENTAGION LEGAL O'DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS S.A. === === = = = o = o oo o o e o o e
NIT: 890.106,527-5.

. &
S At
AN 8

Direccion para notificacion
CL 80%No 78 B - 201.

De la ciudad de Barranquilla.

Telefono: 3719272

DURACION: El1 término de duracidén de 1la sociedad se fij6é hasta el
18 de Agosto de 2073.

A

CAE RNT I F IV
L) |
OBJETO SOCIAL: El obJeto,fprlnq}pal de sociedad sera: a) La

-

fabicacion, 1mporta01onﬂ£§r comerc1allzac‘bn &ge allmentos procesados

B ] £h2h in 4 G
y&) suplementos dieta arios’” b)La LfébrlééCl

DEE

)

otros de dlsqﬁQFaﬁfgatq;aiezaEd GV plhelanslser? utilizados como
envases o rec 1p1enteV dé)EprpQﬁ_él:&s 1GJlsustancias quimicas,
farmaceuticas, allment1c1as,ﬁy cosmeticas, para uso y consumo-humano
y vetérinario. Z¢)’ La investigacion, désarrollo y% abricacion’de toda

clase  de productos y sustancias quimicas, farmaceuticas,

alimenticias y cosmeticas para uso y consumo humano, animal y
vegetal. d) La compra y venta de materias primas, insumos y

productos irntermedios

alimen ticias® "y cosmeticas’
asi como la comercializacion interna y externa de los productos
terminados. e) La compra, venta, importacion, exportacion Y
distribucion de toda clase., de elementos instrumentales y. equipos
medicosy qulrurglcos, odontologicos QFThospltalarlos paraila salud
humana” y animal. f) La compra, venta, exportacion, fabricacion,
importacion, distribucion de dulces, confites, galletas y todo
tipo de golosinas o alimentos para el consumo humano. g) Actuar

como representante o agente de,

naéionales : Yy extranjeras en+ila realizacion de ‘bperaciones®. o
transacciones relacionadas con 1la industria farmaceutica y en
especial con cualquiera de las actividades descritas en los
literales a), b)), ), 4 Yy e) antes descritos. h) Prestar los

servicios de asesorlas Y ~“consultoria“en las areas administrativas,
de mercadeo, analisis clinico, asistencia technica, 1nvestlga01on
costos Yy produccion, exportaciones, importaciones, ventas,
relacionadas con iguales o similares actividades a las que

constituyen el objeto de PROCAPS S A., a81 como los de pub11c1dad Y

‘ FELarios V. 10 de capsulas y otros
productos ‘similares partlr de ha terlaMethaaes comé gelatinas*u

procesos dé%fabricacidﬁ

personas  naturales y, juridicas,

\&
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS S.A.:---------- [ ———— e STTIITTIITIS
NIT: 890.106.527-5. - -

promocion de productos quimicos, alimenticios, cosmeticos vy
farmaceuticos para uso humano, animal o industrial. i) Adquirir,
operarj;  administrar vy explotar, a .cualquier titulo, empresa o
establecimientos ~~ dedicados” a la“ investigacion, desarrollo,
fabricacion o comercializacion de productos quimicos,
farmaceuticos, alimenticios, hospitalarios o cosmeticos. En
desarrollo de su objeto pr1n01pal la soc1edad podra tomar interes
social como. . -accionista; socio 0. fundador: de empresas que tengan
igual o) s1m11ar objeto, comprar, vender, importar y exportar
maquinarias, insumos y repuestos requeridos para el desarrollo de
sus actividades; tomar dinero en prestamo, financiar y garantizar
las opéraciones;ccomerc1ales que celebfe con terceros relativas a su
objeto;” celebrar y ejecutar todo-tipo de “actos y contratos
necesarios para desarrollar sus operaciones; girar, aceptar,
otorgar y protestar todo tipo de titulos valores e instrumentos
negociables, .. comprar, vender y constituir .gravamenes .sobre bienes
muebles e :inmuebles, .“designar representantes apoderadds en el pals‘
y en el exterior y, en general, realizar cualquier acto o negocio
que sea necesario o conveniente para el desarrollo de su objeto
social y para la mejor proteccion de sus intereses corporativos o
la de. sus sociocs. La sociedad podra: garantlzar el cumpllmlento de
sus obllgacioneé ‘adquiridas por terc¢eros o por-sus socios,; para lo
cual podra inclusive constltulr gravamenes reales sobre sus bienes
de cualquier -

CAPITAL
Autorizado

,:1 LLJ

Suscrlto G - e 2 -
$**********1 234, 071 000 *************1 234 071 *****************1 000

Pagado
Skkkkkkkkkkx] 234,071,000 **kkkkkkkkkk*] 234, 6071 **kkkkkkkkkkkkk**1 000

BT LE SEnLC cET ETe a7

CERTITFICA

ADMINISTRACION: La direccion y administracion de la sociedad corres-
pondera. a la Asamblea General de Accionistas, a la Junta Directiva,
al Presidente, -al V1cepre31dente Yy a un Gerente General Corresponde
a la Junta Directiva las siguientes funciones y atribuciones entre
otras: Autorizar cualquier acto o contrato cuya cuantia sea superior
al equivalente en pesos Colombianos a doscientos cincuenta mil dola-
res de los.-Estados Unidos de America (US$250.000), liquidados a la
tasa de cambio representativa -del mercado-vigente el ‘dia en que se
surta la transacion. Cuando se trate de operaciones en virtud de
las - cuales 1la sociedad garantice obligaciones de terceros o de los
socios, se requerlra que la operacion sea aprobada con el voto de
por lo~ ‘menos 2/3 partes de los 1ntegrantes de la Junta Directiva.

La soc¢iedad tendra un Presidente , quien ejercera la representa-
cion legal de la sociedad y tendra 1las siguientes atribu-
ciones entre otras: Ejecutar las decisiones de 1la Asamblea
General de Acc1onlstas y de la Junta Dlrectlva Ejercer 1la Represen-

FERRRKRFFRFEE O O N T I N I
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CAMARA D E COMERCTIO

AMARA b DE BARRANOQUTILLA
COMERCIO 11*********************************************
~ DE BARRANQUILLA

CERTIFICADO DE EXISTENCIA Y* REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS S .A.----mmmmm e e e e e e e e e e m—m e e —— -
NIT 890.106.,527-5.

tac1on Legal de 1la sociedad en todos los actos y contratos que se
requieran para el desarrollo del objeto social, de conformidad con
lo previsto en 1las leyes Yy en los presentes estatutos. Constituir
apoderados judigiales y extrajudlclales, recibixr not1f1cac1ones,
absolver  interrdgatorios “de’ parte, %iconfesar ©ébligaciones:“de la
sociedad, transigir, disistir y allanar a la sociedad en cualguier
asunto judicial. Aprobar y celebrar en nombre de la socieda todo
acto o contrato cuya . cuantia sea igual o inferior al equivalente
en’ pesos colomblanosf“a- doscientos c1ncuenta mil dolares de 168
Estados Unidos de América (US$250.000), Tiquidados a4 1la tasa de
cambio representativa del mercado vigente el dia en que se surta
la transacion o celebracion del acto. Las demas funciones que le
correspondan como= Representante Legals:por dispgsicion de la ley,
de estos estatutos o) de/la ‘Junta Diréctiva. E1 Presidente tendra un
suplente, designado por i-la )Junta Directiva, quien reemplazara al
Presidente en sus faltas,temporales, absolutas o meramente acciden-
tales, con entldadeﬁﬁﬁféaultades yf°§1 que[‘ea necesario para ello
acredltar la,=auseﬁ61a_i a1 pr1ﬁ01pal4FLa soc1edad tendra un V1cepre-
Sidente de81gnado / la JuntafDlrect1€a”fqulen(/\mblen ejercera la
representacion legq{;;de la/’soc1edad’Lpudféﬂdogejercerla conjunta o
separadamente con el PresidenteJARRAyicepYesiente tendra las
51guentes facultades :entre< otras. Ejecutar dentro de su competencia
las de0181ones Mde la Asafiblea General de Acc1on1stas, de¢la Junta
Directiva y del Presidente. Ejercer la representacion legal de la
sociedad en todos 1los actos y contratos que se requieran para el
desarrollo del objeto social, de conformidad con lo previsto en las
leyes y en<los presentes estatutos;: Constitudw apoderados jud1c1ales
¥ extrajudlclales recibir notlflcac1ones‘*absolver inteérrogatorios
de parte, confesar obligaciones de la sociedad, transigir, desistir
y allanar a la sociedad en cualquier asunto judicial. Aprobar y
celebrar en nombre de la sociedad todo acto o contrato cuya cuantia
sea 1gual o 1n.ér10r al &fqulvalente en pesos colomblanos a“ciento
cincuenta mil dolares de los Estados Unidos de America (US$150 000),
liquidados a 1la tasa de cambio representativa del mercado Vlgente
el dia en que se surta la aprobacion o celebracion del acto, siempre
que no se trate de enajenar bienes: inmuebles: o cualquierZotro activo,
fijo de 1la ~sociedad;”~inclusive’ +de naturdleza muebles, accion€s,
cuotas o partes de interes inversiones y todo tipo de derechos
de la sociedad, o de constituir gravamenes sobre cualquiera de los
anteriores, facultades que radlcan exclusiva vy privativamente en
cabeza’ del Presidente. Las rdemas fun01ones que ; le corresponda como
Representante legal por dlSpOSlClon ‘de 1la ley, "de estos estatutos
o de 1la Junta Directiva. El1 Vicepresidente tendra (1) suplente,
designado por 1la Junra Directiva, quien lo reemplazara conjunta o
separadamente.: en sus faltas temporales, ,absolutas .o meramente
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accidentales, con identicas facultades y sin que sea necesario para
ello acreditar la ausencia del principal. La sociedad tendra_un (1)
Gerente  General,- con su respectlvo Suplente, de81gnados por . la Junta
Directiva. E1 Suplente reenplazara al Gerente General, en sus faltas
temporales, absolutas o meramente accidentales, quien junto con el
gerente general, 1llevaran 1la representacion legal de la sociedad,
con identicas facultades, pudiendolas ejerecer conjunta o separada—
mente con el Presidente vy Vlcepre51dente,;con identicas facultadeés
que el Gerente General y sin que sea necesario para ello acreditar
la ausencia del titular. El Gerente General tendra las 81gu1entes
facultades entre otras: Ejercer la representac1on legal de la socie-
dad, en todos .los actos y contratos «que se requleran para €l desa-
rrolld~ del objeto social,  de conformidad con “lo previsto en las
leyes y en los presentes estatutos. Aprobar y celebrar en nombre de
la sociedad todo acto o contrato cuya cuantia sea igual o inferior
al equivalente en pesos Colombianos a Cincuenta Mil dolares de 1los
‘Estados Unidos de Amerlca (US$50 000), llquldados .la tasa. de
cambio representativa del mercado v1gente el dia en que se surta la
aprobacion o celebracion del acto, siempre que no se trate de enaje-
nar a cualquier titulo bienes inmuebles o cualquier otro activo fijo
de 1a4n5001edad 2inclusive,>de naturaleza mueble,.:acciones, cuotas o
partes-- de 1nteres 1nver31ones y todo: tipo de dérechos de la’ socie-
dad o de constituir gravamenes sobre cualquiera de las anteriores
facultades que radlggn exclu51v? y privativamente en cabeza del

Presidente A T LT SN N / _Q_C‘_ :‘.’1_ fﬁ”_fm}_f’_‘ i e =
= : o N £ A

i .’é: @t
V4 CE R/; I“ﬁzi Ajfzfﬂﬁ "
=F oA Gt AL 2
Que segln Acta -« NG f/lls’zdel 27 dé%Junloﬁdefl997 correspondlente a
la Asamblea de Ac01onlstas en Barranqull a, de la soc1edad
PROCAPS S.A.--2= ; e
cuya parte pertlnente se 1nscr1b10 en esta Camara de Comerc1o el
15 de Agosto de 1997 bajo el No. 70,838 del libro respectivo,
y seglin Acta No. 127 del 22 de Marzo de 2000 correspondlentera
la Asamblea de Accionistas en Barranqullla de: la sociedad: R
PROCAPS I G T e T T T Lol
cuya parte pertinente se inscribié en esta Camara de Comercio, el
29 de Mayo de 2000 bajo el No. 87,250 del libro respectlvo, fueron
hechos los siguientes nombramientos: = =

:v-»

CLASE: o JUNTA DIRECTIVA

Principales

= 1. Minski. Gontovnik.:Ruben S S CC.*¥**x**x**7 463,982

2.+ 2. Minski Gontovnik: Meyer T e CC.***k%x*x*x7 461,324
3. Minski Gontovnik Jose CC.***x**x*x8 £71,834

Suplentes - . N _ .
1.Minski Zirberblum Elliot L CC.*x*%**xx72:219,541
2. Minski Deitel Daniel T Jhkkkkkkdkkhkkkkkokk
3. Minski Sharon PA.*990,212,082, 805

o = . CERTIFICA

Ty C ON T I N UA FRRRKIRRIF
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'Suplente del "Presidente”

Que segln "‘Acta A
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Que seglin Acta No. 116 del 27 de Junio de 1997 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
S.A. cuya parte; Jpertlnente2se 1nscr1blo en esta .Camara de Comerc1o,
el 15 de Agosto de 1997 bajo el No:< 70,838 del libro redpectivo,
fueron hechos los siguientes nombramientos:
Cargo/Nombre Identificacién

Presidente.
Minski,.G

ontovnik been

/\(« A

Minski Minski Abraham CC.**kkxkkk*x%xk802,575
Vicepresidente
Minski Gontoynik Meyer

= _ ,QC.*******7 461 324
Suplente del v1cepre81den§e‘ ™ £ =

Y 4

91 de£/01\de/Febrerofdefzod‘jcorrespondlente a
la Junta Dlrectlvg;;éh BarranqurTlaﬂ“/deu Iaw5001edad PROCAPS S.A.
cuya parte pertlnente//se,/lnscrlbloUQenq §fel jCaméra de Comercio, el
12 de, Febrero de 2001 bajo el No. 91,273 del, libro respectivo,

fw;

fueron’ hechos los 81gu1entes nombramlentos K R
Cargo/Nombre Identificacién
Gerente General.

Uribe Ochoa Guillermo Luis - . CC.***x***70,073,754

"CERTITFICA

Que segin Acta No. 406 del 02 de Sep/bre de 2004 correspondiente a
la Junta Directiva en Barranquilla, .de 1la sociedad: PROCAPS S.A.
cuya :parte pertihente se ihscribid ¢ en esta Camara de Comercio, el
09 de Sep/bre de 2004 bajo el No' 113,263 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn
Suplente del Gerente. e s e s
«' 7 Tanaka¥? Tatekawa walter i v CC.**kkk*x*x]6,6251,923

CERTIVFICA

Que segun Acta. “No 124 del 29 de Marzo de 1999 correspondlente a
la Asamblea de “Accionistas en Barranqullla de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribidé en esta Camara de Comercio,

el 04 de Agosto de 1999 bajo el No. 82,226 del libro respectlvo,
fueron hechos los 51gu1entes nombramientos:

Uiy

FHNR%T 463,982

Minski Gontovnik Jsz;;ﬁ;>/ CC.*******s 671 834
‘ 7/ C,E°R™T I F Ircn%b£¥£§é% ] .
e / / kC—’ Dﬁ o £
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Cargo/Nombre , Identificacidn

Revisor Fiscal Ppal. . :
Vargas Pertuz ‘Ana Isabel Son JCC.*¥****%32,696, 645

CERTIFICA

Que segGn Acta No. 151 del 31-de Marzo de 2009 correspondiente a
Ta: Asamblea.-de Accionistas en Barranqullla, .de la sociédad: PROCAPS
S.A. cuya parte pertinente se inscribid en esta Camara de Comercio,
el 30 de Julio de 2009 bajo el No. 151,129 del libro respectivo,
fueron hechos 1los 51gu1entes nombramlentos
Cargo/Nombre .- : =
Suplente del Revisor Fiscal. - :
Duarte Diaz David CC.****x%%x73 115,965

« . Identificacidn

o L CERTIFICA

Que por Escritura Pablica No. 2,784 del 07 de Dic/bre de 2007,
otorgada en la Notaria 2 a. de Barranquilla cuya parte pertinente
se inscribié en esta Camara de Comercio, el 20 de Dic/bre de 2007
bajo el*No. 3,492 .del libro respectlvo,f, ——————————————————————————————
Y las’- “inscripciones 3.492-1, 3.493, 3% 494 3.495fr3.496, 3.497, ----
3.498, 3.499, 3.500, 3. 501 3. 502, 3.503, 3.504, 3.505, 3.506, -----
3.507, Consta que RUBEN MINSKI”GONTOVNIK C C. No. 7.463.982, ------
obrando como Pres1dqpte¢y Representante Legalgde;la soc1edad C.I. _
'NATURMEGA SA. quegabrando en/ su cond1c1on d FPre51dente y -----==
Répresentante Legaql de la soc1edad PROCAPSJS(K 7" el presidente ----
debidamente facultado»*por/flos ‘EstatutoerSoc1ales y por el Maximo
Organo Social, otorga 103181gu1entesnp0deres LOtorgar poder --------
general; ampllo h's suficiente a los doctores JOSEFINA DEL CARMEN ----
MIELES. . BUELVAS CC No.33.138. 497; a MARCELA CARVAJALINO PAGANO ------
CC.No. 22 579.748; CRISTINA VIOLI FRANCESCHINI CC.No.22.463.716, con
las facultades que se transcriben a continuacion: a.- Para que -----
representen a la sociedad PROCAPS S.A, ante todo tipo de -----------
autoridades <administrativas vy jurisdiccionales, en asuntos de ----==-
naturaleza “civil, 1laboral, comercial, pendl, aduanera, cambiaria;
tributaria, pollclva, admlnistrativa y fiscal. b.- Contestar y -----
presentar demandas, requerimientos, recursos, pedir y aportar ------
pruebas, recibir, notificarse, ejercer la accion de tutela, --------
tramitar incidente de desacato, comparecer en los procesos que -----
cursen contra 1la sociedad, allanarse en nombre de la sociedad en
los asuntos que sean necesarios, transigir, desistir, sustituir,
renunciar y reasumir el poder. c.- La facultad expresa de ----------
conciliar, por tanto pueden llegar a acuerdos conciliatorios, ----- -

transaccionales, judteciales o extrajudicidles o extrajud1c1ales
cualquiera gque sea su cuantia, para 1lo cual las apoderadas deben
aportar la autorizacion simple vy escrita del Representante legal

de 1la .sociedad. .d.- Podran_.presentar _solicitudes. de devolucion y/o
compensac1on de “impuestos,.’ ventas vy * rentas, recibir los pagos por
las devoluciones y adelantar todo tramite o proceso administrativo
ante 1la DIAN, de tal forma que en ningun momento quede sin ---------
representacion 1legal de la sociedad. PODERES ESPECIALES: a.- Se ----
confiere poder especial amplio y> suf1c1ente a las personas que se
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NIT: 890.106,527-5.

determinan eguidamente, que conforman el grupo A y B, para, para
que conjuntamente suscriban contratos de suministros de mercancias
y servicios con entidades oficiales, hasta la suma de OCHOCIENTOS
MIL. DOLARES DE LOS ESTADOS JUNIDOS DE AMERICA (USSOO 000.00) , y#=-=~-=-~-
llquldados a ld’~"tasa representatlva—cdel mercado”vigente en el dia
que se realice la respectiva transaccion. Grupo A. WALTER NANAKA
TATEKAWA CC.No.16.251.923, CLAUDIA TANGARIFE CASTILLO -------=-==----
CC.No0.41.660.293, CARMEN ALICIA FLOREZ CC.No, 22.434.044, IVAN ------
VILLAREAL CAMACHO CC, No 91.201. 74‘; CARMEN ALICIA HERRERA —————— -
DIAZGRANADOS™ CC.No.22.377. 540, DAVID ANTONIO CHARRIS GIRALDO
CC.No.19.341.274, RICARDO DORADO HURTADO CC.No.79.715.772,
FORERO LLINAS CC No.19.300.593. b.- Se confiere poder especial -----
amplio ~y suficiente al sengor: WILLIAM ALBERTO BARROS CERRA --33------
CC.No#8+715.941, fipara que»en _hombre y;representac1on de PROCAPS ----
S.A., suscrlban declara01ones camblarlas, aduaneras y tributarias a
que este obligada 1la soc1edad en el giro normal de sus negocios y
operaclones soclales&///orf tanto quedan facubfados para firmarlas,
como tambien” los demas documen og: relac1onado‘#éo Yellag, --------<2
notlflcarse'*aporb/r y sollc1tar LaS(p 5 qﬁe ééﬁﬁ\necesarlas -

~-Otorgar poder{fespe01al ampllogy\su I@fenté\a& sénor MARLON -----
TATIS PAREDES CC.NG.72.176+874 Dy Ea1RFEEASYMILIIAM ALBERTO BARROS
CERRA ,CC.No.8. 715ﬁ941¢i5bara -que en nombre y repregentacion de;------
PROCANPS S.A. fsﬁScrlban 'las declarac1ones, réportes y cualquler
documento relac1onado con los tramites o registros de Comercio -----
Exterior y o cualquier entidad del Estado que haga sus veces: d)
Otorgar poder especial amplio y suficiente a la doctora CARMEN -----
ALICIA HERRERA DIAZGRANADOS CC. No 22.377. 540 y al, doctor WALTER
TANAKA TATEKAWA, CC.No%16.251. 923 para que“en nombre y ————————————
representacion de PROCAPS S.A. endosen 1los titulos valores de la
sociedad hasta por la suma de UN MIL MILLONES DE PESOS -------------
(1.000vQ00.000.00);,M.L. CUARTO: EI representante legal de la .-------
socieddd PROCAPSI " S.A. do¢tor RUBEN:”MINSKI GONTOVNIK, manlflesta
que 1la presente reforma fue aprobada por la Asamblea General -------
Extraordinaria de Accionista de PROCAPS S.A. con observancia de
las disposiciones legales Yy estatutarlas ———————————————————————————

w‘»\

7 ZlcErRTTFICA

Que por Escritura Piblica No. 1,933 del 16 de Sep/bre de 2008,

otorgada en la Notaria 2 .a. de Barranqullla cuya parte pertinente
se 1nscr1blo en* esta Camara de Comer01o, el 06" de Octubre~de 2008
bajo el No. 3,748 del libro respectivo, --------=---c--mommmmmmoo—
Consta que el sefior RUBEN MINSKI GONTOVNIK, C.C. No. 7.463.982, que
comparece en su condicion de Presidente y Representante Legal de la
Soc1edad PROCAPS S. A conflere por medio de ‘este 1nstrumento “m--z=

*kkkkkkkkx C ON T I N U B *kkkkkkkkx

A



CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .
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publico Poder especial Amplio y Suficiente a la doctora MILENA -----
ESCAFFI PARDO, C.C. No. 32.758.420, para que en nombre y -----------
representa01on de- PROCAPS . S A. suscrlba declaraciones camblarlas

aduanetras y tributarias a’ que este ‘©Obligada la ‘sociedad enel giro
normal de sus negocios y operaciones sociales, por tanto queda -----
facultada para firmar, como tambien los demas documentos -----------
relac1onados,~con ellas, notlflcarse, aportar.y solicitar las -----=-
pruebas que .'sean necesarias.--------------- L B -

CERTIFICA

Que por Documento Prlvadof del 09 de- Abril deé-2010, otqréado en
Barranquilla inscrito en ‘esta Camara® de Comercid; el 20 de‘2bril de
2010 bajo el Nro 4,201 del libro respectivo,------------—--—-———~—~—~—~—~—~-~—-
Consta que el seﬁor RUBEN MINSKI GONTOVNIK, C.C. No. 7.463.982, ----
quien obra .en el caracter de Pre81dente y/o Representante 1egal de
1la ' sociedad” PROCAPS S. A., que por medio de este instrunmento ------Z-
publico, otorga Poder’ Espec1al Amplio y Suficiente a la Doctora ----
MONICA DE HART DE OCHOA, identificada con C.C. No. 32.676.025, para
que en nombre Yy representacion de la sociedad, Endose las Facturas
Nacionales e Interna01onales hasta por:-la suma de: UN MIL MILLONES DE
PESOS:.-($1.000.000-000.00)M.L . ~La doctora Monicid-"de Hart de’ Ochoa,

queda facultada para reallzar todo acto o tramite necesario para el

cabal cumplimiento deljpresente\mandato ————————————————————————————
‘““’«,f\;
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Que por DocumentomﬂPrlvadO//del\‘10ﬁ%de ~Junlohéde 2010, otorgado en
Barranquilla inscrito- eqj;estarbamara\demComerc1of el 13 de Jullo de
2010 bajo el Nro 4,228 del libro respectivo,-------- e mmm———— oo
consta.. que el ‘sefior RUBENMISNKI GONTOVNIK, cc. <No 7.463w282 en su
condicion de Pres1dente Yy representante legal de PROCAPS S.A., -----
confiere poder especial, amplio y suficiente al sefior RICARDO DORADO
HURTADO c¢c. No. 79.715.772 para que represente a la sociedad, ante
el INVIMA, .:Fondo Nnacional de estupefac1entes e ICA, con el fin que
gestione, tramlte o presente las-diferentes ‘solicitudes’y -------===
peticiones de la empresa, segun la competencia de estas entidades.

Por lo anterior, el Sefior RICARDO DORADO HURTADO, queda facultado
para presentar, .gestionar, tramitar y flrmar las dlferentes i
solicitudes y peticiones de la empresa, segun la. competenc1a ‘de ----
estas entidades, como tambien presentar y firmar todo los ----------
documentos relacionados con estas solicitudes, notificarse de ------
cualquier acto administrativo que expidan, aportar y solicitar las
pruebas que. . sean necesarlas, desistir, y en general a realizar todo
tramite o acto necesario de tal forma que la sociedad en ningun ----
momento quede sin representacion legal ante estas entidades, en ----
cumplimiento fiel al mandato otorgado.---------------------------

CERTIFICA
Que por Documento Privado del 03 de Agosto de 2010, otorgado en

Barranquilla inscrito en esta Camara de Comercio, el 24 de Agosto
de 2010 ba]o el Nro 4, 258 del 11bro respectlvo, —————————— R e
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\consta que ““RUBEN MINSKI GONTOVNIK, varén, mayor de edad, de é&sta

vecindad, identificado con 1la cédula de ciudadania No.7.463.982,
expedida en Barranquilla, en mi condicién de Representante legal
y/o Presidente de la sociedad PROCAPSﬁS; A. conforme a las i% ——————
facultades otorgadas por Tog Estatutos~~Soc1alesL ‘todo lo cual ------
demuestro con el certificado de existencia y representacién legal
expedido por 1la Camara de Comercio de Barranquilla, que adjunto a
este escrito, me permito manifestarles que confiero poder especial,
~sefior MARIf:LOPEZ LEON varén, mayor de --- ¥y
edad, de ¢€sta vecindad, identificado con  la cédula de c1udadan1a
No.72.311.558, expedida en Puerto Colombia (Atlantico), para que en
nombre vy representacién de la sociedad, realice los siguientes -----
actos: 1. Endosar las Facturas Nacionales e Internacionales;de esas
compaﬁlas hastapor la suma de UN MIL:MILLONES DE-PESOS ---&f<--o-o-
($1.000.000.000. 00) Moneda” Légal. 2. Suscribir Declaraciones -------
Cambiarias, Aduaneras .y’ Tribbutarias a las que esta obligada la -----
sociedad en,_el gqu//ﬁrdlnarlo de” s usﬂnegbc1®s quedando facultado
para notificarse, O tat” y 8O 1crtar\§¥ﬁéba§\ ¢lacionados con las
; s /}/éénor(MARﬂérLOPEZ %ﬁbﬁ queda ------- —s
facultado para notlflcarggﬁw,aportarﬁﬂ Usolléltariﬁruebas, presentar
escritos en caso__que resulte[lgecesarrbﬁef} [dénefal a realizar todo
acto, dlllgen01a .0 tramite Que considere 1ndlspensab1e para el —————
cabaléacumpllmlento del preSente mandato. , -

CERTIFICA

Qué en estd’Camara de<Comercio no“aparecen inscripciones® posterlores

de” documentos referehtes a reforma, digolucién, liquidacién‘ -0

nombramientos de representantes legales de la expresada sociedad.

c E R TIVFTICA

s
,.‘_‘\ w‘t‘*

Que sﬁ tltima Reﬁoﬁacién fue el: 30 de Marzo de 2010

La informacién sobre embargos de establecimiento se suministra en
Certlflcados@ de Matrl ula, la de. contratos:sujetos ggregistro,wen
Certificados-Especiale&i A o ‘ = e

CERTIVFICA

Que 168 actos de reglstro_*aqul certlflcados quedan en flrme cinco
dias habiles despues de 1la correspondiente inscripcién, siempre
que, dentro de dicho término, no sean objeto de los recursos de
reposicidn ante esta entidad, y/o de apelacién para ante la

Super1ntendenc1a de Industrla y Comerc1o L o e
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a9 United States
w2 Patent Application Publication o Pub. No.: US 2005/0245556 Al

Brogmann et al. (43) Pub. Date: Nov. 3, 2005
(54) PHARMACEUTICAL PREPARATION (30 Foreign Application Priority Data
CONTAINING OXYCODONE AND
NALOXONE Apr. 5,2002 (DE) 102 15 131.8
Apr. 5,2002 (DE) 102 15 067.2
(76) Inventors: Bianca Brogmann, Ulm (DE); Silke
Muhlau, Diez (DE); Christof Spitzley, Publication Classification
Elbtal-Heuchetheim (DE)
(51) Int. CL7 oo A61K 31/485
Correspondence Address: (52) US.CL .. 514/282
Jones Day
222 East 41st Street . .
New York, NY 10017 (US) 57 ABSTRACT
(21)  Appl. No.: 10/510,674 The invention concerns a storage stable pharmaceutical
preparation comprising oxycodone and naloxone for use in
(22) PCT Filed: Apr. 4, 2003 pain therapy with the active compounds being released from
the preparation in a sustained, invariant and independent
(86) PCT No.: PCT/EP03/03540 manner.
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Figure 3B
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Figure 4B
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Figure 5A: Surface of the Ox/Nal-10 tablet at 25x magnification. The voltage was 10 kV. The
bar length corresponds to 2 mm.

Figure 5B: Surface of the Ox/Nal-10 tablet at 200x magnification. The voltage was 10kV.
The bar length corresponds to 200 um.




LA

Patent Application Publication Nov. 3, 2005 Sheet 8 of 9 US 2005/0245556 A1

e :

L,

— 700 pm ——

N

Figure 6B: Surface of the Oxy/N al-Extr tablet at 100x magnification. The voltage was 10 kV.
The bar length corresponds to 300 pm. :
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Figure 7A: Surface of the Valoron® N tablet at 25x magnification. The voltage was 10kV.
The bar length corresponds to 2 mm.

Figure 7B: Surface of the Valoron® N tablet at 100x magnification. The magnification shows .
a crystal of tilidine (down left). The voltage was 10 kV. The bar length corresponds to 500 . -

pm.
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PHARMACEUTICAL PREPARATION
CONTAINING OXYCODONE AND NALOXONE

[6001] The invention concerns a storage-stable pharma-
ceutical preparation comprising oxycodone and naloxone.

[0002] The weatment of severe pain which results from
diseases such as cancer, rheumatism and arthntis is central
to the treatment of these diseases. The range of pain felt by
tumor patients comprises pain of the periosteum and of the
bone itsclf, as well as visceral pain and pain in soff tissues.
All such pain torms render the daily life of patents intol-
crable and often lead (o depressive states. Successful pain
therapy resulting in a lasting improvement of quality of life
for the patients is thersfore equally imporiant 10 the success
of a comprehensive therapy, as is the treatment of the actual
causes of the disease.

[0003] Regarding the importance of & successtul pain
therapy, the World Health Organization (WHO) hes devel-
oped a 4-step model for the ireatment of patients with tumor
pain. This model has proven to be effective it daily routine
practice and can be exiended to patients suffering from
chronic pain or pain forms which result from Ciseascs other
than cancer. Depending on the intensity, quality and local-
ization of pain, four steps are distinguished during this
therapy, with each nexi step being indicated if the effect of
the pain relief agent used until then is no longer sufficient
(Ebell, H. J.; Bayer A. {Ed.): Dic Schmerzbehandlunyg van
Tumorpatienter, Thiems 1994 (Supportive Malfnahmen in
der Onkologie, Band 3) and Zech, D.; Grond, S.; Lynch, J;
Hertel, D.; Lehmann, K.: Validarion of Worid Hzalth
Organisation Guidelines for Cancer Pain Relief: a 10-year
prospective study, Pain (1995), 63, 65-76). Accerding 1o this
4-step mode] of the WHO, opicid analgesics take a central
role in treating pain. The group of opionid apalgesics coni-
prises, besides morphine which represents the prototype of
these pharmaceutically active agents, also oxycodone,
hydromorphone, nicomorphine, dihydrocodeine, diamo:-
phine, papaveretum, codeine, ethylmorphine, phenylpiperi-
dine and derivatives thereof, methadone, dextropro-
poxyphene, buprenorpliine, pentazocine, tilidine, tramado!
and hydrocodone. The ATC-Classification (Anafomical
Therapeutic Chemical Classification) of the WHO indicales
whether the pharmaceutically active agent represents an
opiod analgesic, or not. The pronounced pain-relieving
effect of opioid analgesics is due to the imitation of the effect
of endogenous, morphine-like acticg substances (“endog-
enous opioids”), whose physiological function is to control
the reception and processing of pain stimuil.

[0004] Opioids repress the propagation of pain stimuli.
Besides the immediate inhibition of neuronal excitatory
signal transduction in the spinal cord caused by opioids, an
activation of such nerve tracts is relevant, which project
form the brainstem into the spinal cord. This activation
results in an inhibition of pain propagation in the spinal cord.
Moreover, opioids limit the pam reception of the thalamus
and by affecting the limbic system they influence the affec-
tive pain evaluation.

[0005] Opioid receptors are found at ifferent sites in the
bady. Receptors of the intestine and brain are of particular
importance for pain therapy by opioids, especially as their
occupation results in different side effects.

[0086] Opioid analgesics are considered 1o be strony ago-
nists if they bind with high affinity to opioid receptors and

" . [
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induce a strong inhibition of pain reception. Substances that
also bind with high affinty to opioid receptors, but that do not
provoke 2 reduction of pain reception and which thereby
counteract the opioid agonists, are designated as antagonists.
Depending on the binding behaviour and the induced activ-
ity, opioids can be classified as pure agonists, mixed ago-
nists/antagonists and pure antagonists. Pure antagonists
comprise, for example, naltrexone, naloxone, nalmefene,
nalorphine, nalbuphine, naloxoneazinen, methylnaltrexone,
ketyleyclazocine, norbinaltorphimine, naltrindol, 6-13-
naloxol wnd 6-13-paltrexol (Forth W.; Henschler, D.; Rum-
mel W Starke, K: Allgemeine und Spezielle Pharmakolo-
gic und Toxikologie, 7. Auflage, 1996, Spektrum
Akademischer Verlag, Heidelberg Berlin Oxford).

6007 Due to their good analgesic efficiency compounds
such as oxycodone, tilidine, buprenorphine und pentazociae,
have been used In the form of medicaments for pain therapy.
Medicaents such as Oxigesic® (wherein oxycodone is the
analgesic active compound) und Valoron® (wherein tilidine
is the analgesic active compound ) have proven valuable for
palo therapy.

760087 However, use of opioid analgesics for pain therapy
might go along with undesirable side effects. Thus, long-
term use of opioid analgesics can lead 1o psychological and
physical dependence.

190081 Especially the physical dependence of patents
suffering from paim o opioid analgesics leads (o the devel-
opment of tolerance, meaning that upon extended intake,
ircreasingly higher doses of the pain relieving agent have to
be iakea bv the patient, In order to experience pain relicf.
The cuphoregenic effect of opioid analgesics often leads to
the abuse of pain reiievers. Drug abuse and psychological
dependence are a common phenomenon, especially among
teenagers. These dangerous effects are especially caused by
the substances with strong analgesic capacity, and can range
from undesired habituation to fully developed addiction.
Hoewever, these substances are legitimately used for medical
purposes and medicine cannot do without them.

{66107 Besides the mentioned disadvantages, the use of
potent opioid anaigesics for pain therapy often also lead to
undesirable side effects, such as obstipation, breath depres-
sion, sickness and sedation. Less frequently, the urge or the
disability to pass water are observed. Different attempts have
been made (o counteract the habituation processes and the
cother side effects occurring during pain therapy. This can be
done, ¢.g. by traditional treatment methods. In the case of
drug addicrion this might be a drug withdrawal treatment,
and in the case of obstipation, this might be done by
administration of laxatives.

[0013] Other attempts aimrat minimizing the addictive and
nabitvetion forming potential of opioid analgesics, as well as
their other side effects by the administration of antagonists
which counteract the opioid analgesic. Such anfagonists
might bs naltrexone or naloxone.

[8012% There have been numerous proposals and sugges-
tions, how the application of the aforementioned active
compounds could be used to aveid undesired habituation
end dependence, or even addiction.

[09131 U.S. Par. Nos, 3,773,955 und 3,966,940 suggested
o formulate analgesics In combination with naloxonce, in
arder 1o prevent dependence-prometing effects- such as
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cuphoria and the like, upon parenteral application. The
avoidance of side effects such as obstipation has not been
addressed.

[0014] To limit the parenteral abuse of oral application
forms, U.S. Pat. No. 4,457,933 suggested the combination of
morphine with naloxone in defined ranges. The avoidance of
side effects such as obstipation has also not been mentioned.

[0015] U.S. Pat. No. 4,582,835 describes, again in order to
avoid abuse, a preparation comprising a combination of
buprenorphine and naloxone, that is to be administered
either parenterally or sublingually.

[6016] European application EP 0 352 361 Al concerns
the treatment of obstipation during pain therapy by the oral
application of an opioid analgesic and one antagonist, with
the antagonist being a pro-drug form of either naltrexone or
naloxone. Avoidance of abuse of the opioid analgesic is not
an issue in this application.

[0017] German patent application DE 43 25 465 Al also
concerns the treatment of obstipation during pain therapy
using a preparation which comprises an opioid analgesic and
an antagomst. The characterizing feature of this disclosure is
that the antagonist which can be naloxone, has 10 be present
in higher amounts than the opioid analgesic which is pref-
erably morphine. This is to ensure that the antagonist
unfolds its anti-obstipation effect without reducing the anal-
gesic activity of the agonist. The avoidance of abuse of the
opioid analgesic is not an issue in this application.

[0018] In order to avoid side effects such as obstipation
and breath depression during pain therapy, preparations have
been introduced on the market which can be taken orally and
comprise an opioid analgesic and the opioid antagonist,
naloxone. The medicament Talwin® of Windrop/Sterling
comprises pentazocine and naloxone. The medicament Val-
oron® of Godeke comprises a tilidine-naloxone combina-
lion.

[0019] Besides the potent analgesic effect, the reduction of
addictive potential and the avoidance of side effects, medi-
caments usable for a successful pain therapy should provide
for additional characteristics.

[0020] Generally, medicaments have to be formulated in a
way that the active compounds are stable as long as possible,
under standard storage conditions. Medicaments have also
to be formulated in a way that the intended release profiles
of the active compounds do not change wpon long-term
storage.

[0021] Additionally, (also in the case of agonist/antago-
nist-combinations) the rclease profile of each single active
compound should be selectable as required. The measures
applied in order to achieve this should not hamper or even
prevent that the release profiles of additional active com-
pounds (¢.g. in the casc of combinations of different active
compounds) can be chosen as required. Consequently, there
should be no mutual dependency of the release profiles.

[0022] Medicaments suitable for pain therapy should
either contain the active compounds in such amounts or be
formulated in such ways that they have to be taken by the
paticnts only rarely. The easier the application scheme for a
pain reliever is, and the more evident it is for the patient why
and how often he should take which tablet, the more exactly
he will adhere to the physician’s orders. The necessity 1o
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take the pain reliever only infrequently, will result in a high
willingness of the patient to take the pain reliever (compli-
ance).

[0023] Through the use of so called sustained-release
formulations, i.e. formulations of medicaments from which
the active compounds are released over an extended period
of time, it has been tried to lower the frequency by which
pain relieving medicaments have 1o be taken, and thereby to
increase the compliance of patients. Such sustained-release
formulations also make sense in that the sustained release of
an opioid analgesic reduces the addictive potential of this
active compound.

[0024] This is due to the fact that the addictive potential of
an active compound is not defined by the compound itself,
but rather by the way it is administered and the pharmaco-
dynamics resulting therefrom. Besides the psychotropic
effect of an opioid, the rate by which the brain encounters an
opioid, is more decisive criterion for the risk of dependency
than the active compound itself (Nolte, T.: STK-Zeitschrift
fiir angewandte Schmerztherapie, 2001, Vol. 2).

[0025] The medicament Oxigesic® of Purdue is a prepa-
ration from which the opioid analgesic oxycodone is
released In a sustained manner. Due to this formulation, the
frequency by which the medicament has fo be taken as well
as the addictive potential is lowered, however the side
effects remain and the danger of developing addiction can-
not be excluded, as Oxigesic® does not contain opioid-
antagonists.

[0026] According to the already mentioned European
patent application EP 0 352 361 A, neither the opioid
analgesic nor the antagonist are formulated to be released in
a sustained manner. Accordingly, the time period during
which such preparations are effective is limited and prepa-
rations have o be taken multiple times per day. The desired
compliance of the patient is not achieved. This application
also does not disclose the advantages of formulations of
preparations that are characterized by a time-stable and
independent release of the active compounds. The storage
stability of such preparations is also not addressed by this
disclosure.

[0027] German patent application DE 43 25 465 Al dis-
closes formulations according to which obstipation occur-
ring during pain therapy is prevented by the sustained
release of the opioid agonist while the antagonist, which is
present in excess must not be released in a sustained manner.
Due to the high First-Pass-Effect of naloxone, comparably
large amounts of this compound have therefore to be used.
This application discloses neither the advantages nor the
formulations of preparations, which are characterized by
time-stable and independent release of the active com-
pounds. The storage stability of such preparations is also not
an issue of this disclosure. A doctor using preparations
according to this disclosure has therefore to carry out
extensive titration experiments each time he wants to
increase the dosage.

[0028] The company Godeke offers, under the trademark
Valoron®, a pain reliever that comprises a tilidine-naloxone-
combination. According to the product literature, a formu-
lation is used from which both active compounds are
released in a sustained manner. The matrix used comprises
arelevant part of water-swellable material (HPMC) and has
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therefore to be considered as a swellable (and possibly
partially erosive) diffusion matrix. A disadvantage of this
koown formulation is that tilidine and naloxone, given
identical mass ratios but different absolute amounts, show
different release profiles. The release rates of the agonist and
the antagonist are not independent from each other, which is
probably due to the sustained release formulation used.
Accordingly, it is necessary for the physician to carry out
extensive titration experiments for each individual patient if
he wants to increasc the dosage even though he does not
change the mass ratio of tilidine:naloxone, as he cannot
assume that the release profiles of both components will
remain constant. The range of therapcutically usable
amounts of the analgesic that are available to the doctor is
therefore limited.

[0029] 1t is one of the objectives of the present invention
to provide a pharmaceutical preparation for pain therapy
that, given a high analgesic activity, is characterized by a
reduced abuse potential and reduced side effects, said prepa-
ration also being characterized by a reduced administration
frequency and therefore providing increased compliance, as
well as the ability for individual adaptation of the dosage for
cach patient. A further objective of the present invention is
to provide formulations for pharmaceutical preparations
usable in pain therapy that make sure that the active com-
pounds of said pharmaceutical preparations are stable over
a long storage time, and that the release of the active
compounds remain reproducibly invariant and independent
from each other even after long-term storage.

[0030] The feature combination of the independent claim
serves to attain these, and further objectives which can be
noted from the ensuing description of the invention. Pre-
ferred embodiments of the invention are defined in the
subclaims.

[0031] According to the invention, the objectives are
attained by providing a storage-stable pharmaceutical prepa-
ration comprising oxycodone and naloxone wherein said
preparation is formulated such that the active compounds are
released in a sustained, invariant and independent manner.

{0032] By the combination of oxycodone (in an analgesi-
cally effective amount) and naloxone it is ensured that
preparations according to the invention show an efficient
analgesic activity and that at the same time, common side
effects such as obstipation, breath depression and develop-
ment of addiction are suppressed, or at least significantly
reduced. The matrix formulation, which is stable over
extended periods of time, ensures permanently that agonist
as well as antagonist are always released in predetermined
percentages and that their release rates do not influence each
other. Thereby, abuse of the medicament, which requires that
the oxycodone can selectively be extracted from the formu-
lation, is prevented. The formulation according to the inven-
tion disables selective extraction of the agonist from the
preparation without the corresponding amount of the antago-
nist, independent of the absolute and relative amounts of
agonist and antagonist chosen.

[0033] Moreover, the formulation of a medicament
according to the invention ensures that, given identical
relative amounts, the active compounds show equal release
profiles, independent of the absolute amount present. Such
an independent release behaviour provides a wide range of
useable absolute amounts of the analgesic active substance
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to the physician, given that the optimal agonist/antagonist
ratio is known. Thus, it is possible to comfortably adjust the
dosage for each individual patient, cither by a step-wise
dosage increase or, if necessary, a step-wise dosage reduc-
tion. This ability to adjust the dosage for the individual
patient is extremely useful from a medical point of view.

[0034] The characterizing features of the present inven-
tion, which comprise the sustained, invariant and indepen-
dent release of the active compounds ensure additionally
that pharmaceutical preparations produced according to the
invention are characterized by a low administration fre-
quency, so that high patient compliance is achieved. Fur-
thermore, preparations according to the invention allow the
doctor to adjust the dosage for individual patients. Prepara-
tions according to the invention enable use over a broad
range with respect to the useable absolute amounts of the
active compounds and ensure that the active compounds,
even after long-term storage, become effective with equal
release profiles.

[0035] According to the present invention, sustained
release of active compounds means that pharmaceutically
active substances are released from a medicament over a
longer period of time than they are from known formulations
for immediate release. Preferably, the release takes place
over a time period of two to twenty four hours, of two to
twenty hours, especially preferred over a time period of two
to sixteen hours or two to twelve hours, with the specifica-
tions satisfying the legal and regulating requirements.

[0036] According to the invention, formulations of medi-
caments that ensure such a sustained release of the active
compounds from the preparation, are designated as retard
formulations, as sustained release formulations or as pro-
longed release formulations. In the context of the instant
invention, “sustained release” does not mean that the active
compounds are released from the formulation or the medi-
cament in a pH-dependent manner. According to the inven-
tion, the release of the active compounds rather occurs in a
pH-independent manner. According to the invention, the
term “sustained release” refers to the release of active
compounds from a medicament over an extended period of
time. It does not imply the controlled release at a defined
place; therefore, it does not mean that the active compounds
are either released only in the stomach, or only in the
intestine. (Of course, such a release at a defined place could
individually be achieved by, e.g., enteric coating of the
medicament. However, this presenily seems not to be advan-
tageous.)

[0037] According to the invention, “independent release”
means that, given the presence of at least two active com-
pounds, a change of the absolute amount of one compound
does not influence the release profiles of the other com-
pounds so that the release profiles of the other compounds
are not changed. For formulations according to the invention
such an independent release behaviour is independent of the
pH value, for which the release is measured, or of the
production process. The pH independency particularly
applies to the acidic range, 1.e. for pH values<7. The release
profile (or release behaviour) is defined as the change of the
release of the active compound from the formulation with
time, with the amount of each active compound released
provided in percents of the total amount of the active
compound. The release profile is determined by known tests.
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[0038] Specifically, this means that for example the
release profile of oxycodone, as it is observed for an
oxycodone/naloxone-combination with 12 milligrams oxy-
coclone and 4 miiligrams naloxone, does not change, if a
corresponding preparation with the same formulation con-
tains 12 milligrams oxycodone, but 6 milligrams naloxone.

[0039] The independent release feature preferably refers
to the situation where preparations of substantially equal
composition are compared for the release profile. Prepara-
tions of substantially equal composition have different
amounts of the active compounds but are otherwise basically
the same with respect the components of the composition
which essentially influence the relcase behaviour.

[0040] If c.g. the above-mentioned preparations are com-
pared (with the first preparation comprising 12 mg oxyc-
odone and 4 mg naloxone and the second preparation
comprising 12 mg oxycodone and 6 mg naloxone) both
preparations, provided that they have the same total weight,
will provide for the same release profile for oxycodone and
naloxone if the difference in the naloxone amount is replaced
by a component in the formulation thal typically does not
influence the release behaviour. As shown in the Example
section, the difference in the amount of naloxone my be
replaced by a typical pharmaceutically inert filler such as
lactose without changing the release profiles.

{0041] The person skilled in the art is well aware that if the
amount of the active compound in which two preparations
differ is replaced by a substance that is essential for the
release behaviour of the formulation, such as ethylcellulose
or a fatty alcohol, differences in the release behaviour may
occur. Thus, the independent release feature preferably
applies to formulations that have different amounts of the
active compounds but are otherwise identical or at least
highly similar with respect to the components that essen-
tially influence the release behaviour (given that formula-
tions of the same total weight are compared).

[0042] According to the invention, “invariant release
behaviour” or “invariant release profile” is defined so that
the percentage of the absolute amount of each active com-
pound released per time unit does not significantly change
and remains sufficiently constant (and thus does not sub-
stantially change) if absolute amounts are changed. Suffi-
ciently constant perceniages mean that the percentage
released per time unit deviates from a mean value by not
more than 20%, preferably by not more than 15% and
especially preferably by not more than 10%. The mean valve
is calculated from six measurements of the release profile.
Of course, the amount released per time unit has to satisfy
the legal and regulatory requirements.

[0043] Specifically, this means for example that given an
oxycodone/naloxone combination of 12 mg oxycodone and
4 mg naloxone, during the first 4 hours 25% oxycodone and
20% naloxone are released. If the oxycodone/naloxone
combination Instead contains 24 mg oxycodone and 8 mg
naloxone, during the first 4 hours also 25% oxycodone and
20% naloxone will be released. In both cases the deviation
will not be more than 20% from the mean value (which in
this case is 25% oxycodone and 20% naloxone).

[0044] As outlined for the independent release behaviour,
the invariant release feature also preferably refers to a
situation where preparations of substantially equal compo-
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sition are compared. Such preparation differ with respect to
the amount of the active compounds, but are of the same or
at least highly similar composition with respect to the
release-influencing components of the preparation. Typi-
cally, the difference in the amount of an active compound
will be replaced by the amount of a pharmaceutical inert
excipient which does not substantially influence the release
behaviour of the preparation. Such a pharmaceutical excipi-
ent may be lactose, which is a typical filler in pharmaceutical
preparations. The person skilled in the art is well aware that
the invariant release feature may not apply to preparations
where the difference in the amount of an active compound
is replaced by substances that are known o essentially
influence the release behaviour of the preparation, such as
ethylcellulose or fatty alcohols.

[6045] In the Example section it is set out that if one
preparation comprises 20 mg oxycodone and 1 mg naloxone
or 20 mg oxycodone and 10 mg naloxone, with the differ-
ence in naloxone being replaced by lactose, that the two
preparations of identical weight provide for the same release
profiles, so that they exhibit a sustained, invariant and
independent release behaviour.

[0046] According to the invention “storage stable” or
“storage stability” means that upon storage under standard
conditions (at least two years at room temperature and usual
humidity) the amounts of the active compounds of a medi-
cament formulation do not deviate from the initial amounts
by more than the values given in the specification or the
guidelines of the common Pharmacopoeias. According to
the invention, storage stability also means that a preparation
produced according to the invention can be stored under
standard conditions (60% relative humidity, 25° C.) as it is
required for admission to the market.

[0047] According to the invention, “storage stable” or
“time stable” also means that after storage under standard
conditions the active compounds show release profiles as
they would upon immediate use without storage. According
to the invention, the admissible fluctuations with respect to
the release profile are characterized in that the amount
released per time unit fluctuates by no more than 20%,
preferably no more than 15% and especially preferably no
more than 10%, with respect to a mean value. The mean
value is calculated from six measurements of the release
profile.

[0048] Preferably, the release of the active compounds
from a sustained release formulation is determined by the
Basket Method according to USP at pH 1.2 or pH 6.5 with
HPLC. Storage stability is preferably determined by the
Basket Method according to USP at pH 1.2 with HPLC.

[0049] According to the invention, a “non-swellable” or
“substantially non-swellable” diffusion matrix is a matrix
formulation for which the release of the active compounds
is not influenced (or at least not to a relevant degree) by
swelling of the matrix (particularly in the physiological
fluids of the relevant target sites in the patient’s body).

[0050] According to the invention, the term “substantially
non-swellable” diffusion mairix also refers to a matrix
whose volume will increase by approximately 300%, pref-
erably by approximately 200%, more preferably by approxi-
mately 100%, by approximately 75% or by approximately
50%, even more preferably by approximately 30% or by
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approximately 20% and most preferably by approximately
15%, by approximately 10%, by approximately 5% or by
approximately 1% in aqueous solutions (and particularly in
the physiological fluids of the relevant target sites in the
patient’s body).

[0051] Inthe context of the present invention, “agonist” or
“analgesic” always refers to oxycodone. In the context of the
present invention “antagonist” always refers to naloxone.

[0052] Preparations produced according to the invention
can be applied oxally, nasally, rectally and/or by inhalation
for use In pain therapy. According to the invention,
parenteral application 1s not envisaged. Especially preferred
is a formulation for oral application.

[0053] Even though this might not be expressly stated, the
term “agonist” or “antagonist” always comprises pharma-
ceutical acceptable and equally acting derivatives, salts and
the like. If, for example, oxycodone or naloxone is men-
tioned, this also comprises, besides the free base, their
hydrochloride, sulfafe, bisulfate, tairate, nitrate, citrate,
bitratrate, phosphate, malate, maleate, hydrobromide,
hydrojodide, fumarate, succinate and the like.

[0054] According to the invention, agonists and antago-
nists are formulated in a way that they are released from the
resulting pharmaceutical preparation in a sustained, inde-
pendent and invariant manner. This does not mean that the
antagonist is in excess compared to the agonist. On the
contrary, it is preferred that in formulations comprising an
agonist/antagonist combination, that show a release profile
1n accordance with the invention, the agonist is in excess
compared to the antagonist.

[0055} The excess of the agonist is defined based on the
amount of the unit dosage of the antagonist present in the
combination preparation. The extent of the excess of the
opioid agonist is usuvally given in terms of the weight ratio
of agonist to antagonist.

[0036] In the case of oxycodone and naloxone, preferred
weight ratios of agonist to antagonist lie within a weight
ratio range of 25:1 at maximum, especially preferred are the
weight ratio ranges 15:1, 10:1, 5:1, 4:1, 3:1, 2:1 and 1:1.

[6057] The absolute amounts of agonist and antagonist to
be used depend on the choice of the active compounds.
According lo the invention, care has to be taken that agonist
and antagonist are released from the pharmaceutical prepa-
ration that has been formulated for sustained release, only in
an independent and invariant manner.

[0058] 1f oxvcodone and naloxone are used for a combi-
nation preparation, preferably between 10 and 150 mg,
especially preferably between 10 and 80 mg of oxycodone
(typical amounts for use) and preferably between 1 and 50
mg naloxone per unit dosage are used.

[6059] In other preferred embodiments of the invention,
the preparations may comprise between 5 and 50 mg of
oxycodone, between 10 and 40 mg of oxycodone, between
10 and 30 mg of oxycodone or approximately 20 mg of
oxycodone. Preferred embodiments of the invention may
also comprise preparations with between 1 and 40 mg
naloxone, 1 and 30 mg naloxone, 1 and 20 mg naloxone or
between 1 and 10 mg naloxone per unit dosage.

[0060] According to the invention, the ratio between oxy-
codone and naloxone has 1o be chosen in such a way that
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release profiles for both active substances in accordance
with the invention are guaranteed and that the agonist can
display its analgesic effect while the amount of the antago-
nist is chosen in such a way that habituation- or addiction-
promoting effects and side effects of the agonist are reduced
or abolished, without (substantially) affecting the analgesic
cffect of the agonist. According to the invention, develop-
ment of habituation and addiction as well as obstipation and
breath depression are 1o be considered as side effects of
analgesically cffective opioid agonists.

[0061] According to the invention, generally common
formulations can be used, given that these formulations
ensure that the active compounds are released from the
preparation in a sustained, independent and invariant man-
ner. According to the invention, those formulations have to
be chosen such that the active compounds are storage stable.

[0062] Matrix-based retardation formulations may prefer-
ably be used as formulations that provide a release of agonist
and antagonist In accordance with the invention. According
to the invention, especially preferred are formulations based
on a substantially non-swellable diffusion matrix. At the
moment, formulations with an erosive matrix or a swellable
diffusion matrix are not preferred.

[0063] According to the invention, the matrix that pro-
vides the sustained release of the active compounds, has 1o
be chosen in such a way that the release of the active
compounds occurs 1n a sustained, independent and nvariant
manner. Preferably such matrices comprise polymers based
on ethylcellulose, with ethylcellulose being an especially
preferred polymer. Specifically preferred are matrices com-
prising polymers as they are available on the market under
the trademark Surelease®. Particularly preferred is the use
of Surelease®E-7-7050

[0064] Formulations with a release behaviour according to
the invention comprise particularly matrices that comprise
ethylcellulose and at least one fatty alcohol as the compo-

nents that essentially influence the release characteristics of

the matrix. The amounts of ethylcellulose and the at least
one fatty alcohol may significantly vary so that preparations
with different release profiles may be achieved. Even though
the inventive preparations usually will comprise both of the
afore-mentioned components, in some cases it may be
preferred that the preparations comprise only ethylcellulose
or the fatty alcohol(s) as the release determining compo-
nents.

[0065] Matrices based on polymethacrylate (as, e.g.
Eudragit®RS30D and Eudragit®RL30D) or matrices which
comprise relevant amounts of water-swellable material,
especially of hydroxyalkyl cellulose derivates such as
HPMC, are presently preferably avoided according to the
invention.

[0066] Matrices that are in accordance with the invention
can be used to produce preparations that release active
compounds in a sustained, independent and invariant man-
ner and that release equal amounts of the active compounds
per time unit. Specifically, this means that in the case of a
oxycodone/naloxone combination containing 12 mg oxye-
odone und 4 mg naloxone, 25% oxycodone and 25% nalox-
ore are released within the first 4 hours. Correspondingly, in
the case of a oxycodone/naloxone combination containing
24 mg oxycodone and 8 mg naloxone, 25% oxycodone and
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25% naloxone are released during the first 4 hours, with the
deviation in both cases being no more than 20% of the mean
value (which in this case is 25% oxycodone or naloxone).

[0067] Such an equal release behaviour for both active
compounds may be desirable for medical aspects.

[0068] A preferred embodiment of the invention relates to
preparations that release 1% 1o 40%, preferably 5% to 35%,
more preferably between 10% and 30% and even more
preferably between 15% and 25% of oxycodone andfor
naloxone after 15 minutes. In other preferred embodiments
of the invention, 15% to 20%, 20% to 25%, approximately
15%, approximately 20% or approximately 25% of oxyc-
odone and/or naloxone are released after 15 minutes.

[0069] Another preferred embodimefit of the invention

relates to preparations that release between 25% to 65%,

preferably between 30% to 60%, more preferably between
35% to 55% and even more preferably between 40% 1o 50%
of oxycodone andfor naloxone after one hour. Preferred
embodiments of the invention also relate to preparations that
release between 40% to 45%, 45% to 50%, approximately
409, approximately 45% or approximately 50% of oxyc-
odone and/or naloxone after one hour.

[0070] Yet another preferred embodiment of the invention
relates 1o preparations that release between 40% to 80%,
preferably between 45% to 75%, more preferably between
45% to 70% and even more preferably between 45% to 50%,
50% to 55%, 55% 10 60%, 60% to 65% or 65% to 70% of
oxycodone and/or naloxone after 2 hours. Preferred embodi-
ments also comprise preparations that release approximately
45%, approximately 50%, approximately 55%, approxi-
mately 60%, approximately65% or approximately 70% of
oxycodone and/or naloxone after 2 hours.

[0071] One preferred embodiment of the invention relates
to preparations that release 70% to 100%, preferably
between 75% 1o 95%, more preferably between 80% to
95%, and even more preferably between 80% and 90% of
oxycodone and/or naloxone afier 4 hours. Preferréd embodi-
ments of the invention also relate to preparations that release
between 80% to 85%, 85% to 90%, approximately 80%,
approximately 85% or approximately 90% of oxcodone
and/or naloxone after 4 hours. One preferred embodiment of
the invention also relates to preparations that release
between 70% to 100%, preferably between 75% to 100%,
more preferably between 80% to 95% and even more
preferably between 80% to 85%, between 85% 1o 90% or

_ between 90% to 95% of oxycodone and/or naloxone after 7
hours. Preferred embodiments of the invention also relate to
preparations that release approximately 80%, approximately
85%, approximately 90% or approximately 95% of oxyc-
odone and/or naloxone after 7 hours.

[0072] Yet another preferred embodiment of the invention
relates to preparations that release between 85% to 100%,
preferably between 90% to 100%, more preferably between
05% to 100% and even more preferably approximately 95%
or 100% of oxycodone and/or naloxone after 12 hours.

[0073] According to the invention, formulations that pro-
vide a release of the active compounds in accordance with
the invention may comprise, besides the matrix forming
polymers, fillers and additional substances, such as granu-
lating aids, lubricants, dyes, flowing agents and plasticizers.
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[0074] Lactose, glucose or saccharose, starches and their
hydrolysates, microcrystalline cellulose, cellatose, sugar
alcohols such as sorbitol or mannitol, polysoluble calcium
salts like calciumhydrogenphosphate, dicalcium- or trical-
clumphosphat may be used as fillers.

[0075] Povidone may be used as granulating aid.

[0076] Highly-disperse silica (Aerosil®), talcum, comn
starch, magnesium oxide and magnesium- or calcium stear-
ate may preferably be used as flowing agents or lubricants.

[0077] Magnesium stearate and/or calcium stearate can
preferably be used as lubricants. Fatty acids like stearic acid,
or fats like hydrated castor oil can also preferably be used.

[0078] Polyethylene glycols and fatty alcohols like cetyl
and/or stearyl alcohol and/or cetostearyl alcohol can also be
used as additional substances that influence retardation.

[0079] If fillers and additional substances such as dyes and
the mentioned lubricants, flowing agents and plasticizers are
used, care has to be taken that according to the invention
only such combinations together with the matrix forming
substance and/or the matrix forming substances are used,
which ensure release profiles of the active compounds in
accordance with the invention.

[0080] All these additional components of the formula-
tions will be chosen in such a way that the release matrix
receives the character of a substantially non-water- or non-
buffer-swellable and non-erosive diffusion matrix.

[0081] According to the invention, a formulation is espe-
clally preferred that comprises ethyleellulose or Surelease®
E-7-7050 as a matrix-building substance, stearyl alcohol as
fatty alcohol, magnesium stearate as lubricant, laciose as
filler and povidone as a granulating aid.

[0082] Preparations in accordance with the invention can
be produced as all common application forms which, on
principle, are suitable for refardation formulations and
which ensure that the active compounds are released in a

. manner in accordance with the invention. Especially suitable

are tablets, multi-layer tablets and capsules. Additional
application forms like granules or powders can be used, with
only those applications forms being admissible that provide
a sufficient retardation and a release behaviour in accordance
with the invention.

[0083] Pharmaceutical preparations may also comprise
film coatings. However, it has to be ensured that the film
coatings do not negatively influence the release properties of
the active compounds from the malrix and the storage
stability of the active compounds within the matrix. Such
film coatings may be colored or may comprise a initial
dosage of the active compounds if required. The active
compounds of this initial dosage will be immediately
released so that the therapeutically effective blood plasma
level is reached very quickly.

[0084] Pharmaceutical preparations or preliminary stages
thereof which are in accordance with the invention can be
produced by build-up or break-down granulation. A pre-
ferred embodiment is ‘the production by spray granulation
with subsequent drying of the granules. Another preferred
embodiment is the production of granules by build-up
granulation in a drum or on a granulating disk. The granules
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may then be pressed into e.g. tablets using appropriate
additional substances and procedures.

[0085] The person skilled in the art is familiar with
granulating technology as applied to pharmaceutical tech-
nology. The embodiment examples (see below) disclose
specific embodiments of the invention. However, it is well
within the scope of the person skilled in the art to adapt the
parameters of the process in order to achieve specific pur-
poses.

[0086] Production of pharmaceutical preparations or pre-
liminary stages thereof, which are in accordance with the
invention, by extrusion technology is especially advanta-
geous. In one preferred embodiment, pharmaceutical prepa-
rations or preliminary stages thereof are produced by mek
extrusion with co- or counter-rotating extruders comprising
two screws. Another preferred embodiment is the production
by means of extrusion, with extruders comprising one or
more screws. These extruders may also comprise kneading
elements.

[0087] Extrusion is also a well-established production
process in pharmaceutical technology and is well known to
the person skilled in the art. The person skilled in the art is
well aware that during the extrusion process, various param-
eters, such as the feeding rate, the screw speed, the heating
temperature of the different extruder zones (if available), the
water content, etc. may be varied in order to produce
products of the desired characteristics. The Example section
provides for numerous examples of preparations according
to the invention that have been produced by extrusion.

[0088] The aforementioned parameters will depend on the
specific type of extruder used. During extrusion the tem-
perature of the heating zones, in which the components of
the inventive formulation melt, may be between 40 to 120°
C., preferably between 50 to 100° C., more preferably
between 50 to 90° C., even more preferably between 50 to
70° C. and most preferably between 50 to 65° C., particu-
larly if counter-rotating twin screw extruders (such as a
Leistritz Micro 18 GGL.) are used. The person skilled in the
art is well aware that not every heating zone has to be heated.
Particularly behind the feeder where the components are
mixed, cooling at around 25° C. may be necessary. The
screw speed may vary between 100 to 500 revolutions per
minute (rpm), preferably between 100 to 250 rpm, more
preferably between 100 to 200 rpm and most preferably
around 150 rpm, particularly if counter-rotating twin screw
extruders (such as a Leistritz Micro 18 GGL) are used. The
geometry and the diameter of the nozzle may be selected as
required. The diameter of the nozzle of commonly used
extruders typically is between 1 to 10 mm, preferably
between 2 to 8 mm and most preferably between 3 to 5 mm.
The ratio of length versus diameter of the screw of extruders
that may be used for production of inventive preparations is
typically around 40:1.

[0089] Generally, the temperatures of the heating zones
have to be selected such that no temperatures develop that
may destroy the pharmaceutically active compounds. The
feeding rate und screw speed will be selected such that the
pharmaceutically active compounds are released from the
preparations produced by extrusion in a sustained, Indepen-
dent and invariant manner and are storage stable in the
matrix. If e.g. the feeding rate is increased, the screw speed
may have (o be increased correspondingly to ensure the
same retardation.
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[0090] The person skilled in the art knows that all the
aforementioned parameters depend on the specific produc-
tion conditions (extruder type, screw geomelry, number of
components etc.) and may have to be adapted such that the
preparations produced by extrusion provide for a sustained,
independent and invariant release as well as for the afore-
mentioned storage stability.

[0091] The person skilled in the art can infer from the
Examples (sce below) that by changing the parameters
during extrusion and by changing the composition with
respect 10 the compounds that are substantially responsible
for the release behaviour of the preparations, preparations
with different release profiles may be obtained. Thus, the
present invention allows to first produce a preparation with
a desired release profile for oxycodone and naloxone by e.g.
varying the amount of fatty alcohols or the matrix-forming
polymer ethylcellulose as well as production parameters
such as temperature, screw speed (during extrusion) or
pressure power during tablet production.

[0092] Once a preparation with the desired release profile
has been obtained, the inventive preparations according to
the invention allow the person skilled in the art to change the
amounts of the preparations with respect to the active
compounds as outlined above. Preparations comprising dif-
ferent amounts of the active compounds but of otherwise
substantially equal composition, however, will then provide
for the features of sustained, invariant and independent
release.

[0093] The Example section therefore discloses numerous
examples showing thal preparations with different release
profiles may be obiained by changing the amount of e.g.
ethylceltulose. Other examples show that once a preparation
has been established with desired release profiles, the change
in the amount of naloxone will not influence the release
behaviour of such preparations if the difference in the
amount of the active compound is replaced by pharmaceu-
tically inert excipients such as lactose.

[0094] Examples that display highly advantageous
embodiments of the invention are set out below. Addition-
ally examples are given that emphasize the advantages of
preparations according to the invention compared to com-
mon formulations. The examples are not to be interpreted as
limiting the possible embodiments of the invention.

EXAMPLE 1

Production of Tablets with Different
Oxycodone/Naloxone Amounts in a Non-Swellable
Diffusion Matrix by Spray Granulation

[0995] The following amounts of the listed components
were used for the production of oxycodone/naloxone tablets
according to the invention.

Preparation (desienation)

Oxy/Nal-0 Oxy/Nal-5 Oxy/Nal-10

oxycodone HCI 20.0 mg 20.0 mg 20.0 mg
naloxone HCl — 50 mg 10.0 mg
Lactose Flow Lac 100 59.25 mg 54.25 mg 49.25 mg
Povidone 30 5.0 mg 5.0 mg 50 mg

50
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Preparation (designation)
Oxy/Nal-0 Oxy/Nal-3 Oxy/Nal-10
Surclease ® 10.0 mg 10.0 mg 10.0 mg
solid material  solid material  solid material
Stearyl alcohol 25.0 mg 25.0 mg 25.0 mg
Talcum 2.5 mg 2.3 mg 25 mg
Mg-Stearate 125 mg 1.25 mg 1.25 mg

[0096] The Surclease® E-7-7050 polymer mixture used
had the following composition.

Surelease ®
Ethylcellulose 20 cps
Dibutylsebacate
Ammoniumhydroxide
Oleic acid
Siliciumdioxide
Water

g

[0097] For the production of tablets oxycodone HCI,
naloxone HCI, Povidone 30 and Lactose Flow Lac 100 were
mixed in a tumbling mixer (Bohle) and subsequently spray-
granulated with Surelease® E-7-7050 in a fluidized bath
granulating device (GPCG3). The material was sieved over

~a Comill 1.4 mm sieve. An additional granulation step was
carried out with melted fatty alcohol in a high-shear mixer
(Collette). All tablet cores produced by this approach had a
weight of 123 mg, based on dry substance.

EXAMPLE 2

Production of Tablets with Oxycodone and
Naloxone in a Non-Sweilable Diffusion Matrix by
Extrusion

[0098] The following amounts of the listed components
were used for the production of the oxycodone/naloxone
tablets according to the invention.

Preparation (designation)
Oxy/Nal-Extr

oxycodone HCI 20 mg
naloxone HCI 10 mg
Kottidon 30 6 mg

Lactose Flow Lac 100 49.25 mg
Ethylcellulose 45 cpi 10 mg
Stearyl alcohol 24 mg
Talcum 2.5 mg
Mg-Stearate 1.25 mg

" [0899] The listed amounts of oxycodone HC, naloxone
HC], ethylcellulose 45 cpi, Povidone 30, stearyl alcohol and
Lactose Flow Lac 100 were mixed in a tumbling mixer
(Bohle). This mixture was subsequently extruded with a
counter-rotating twin screw extruder of the type Micro 18
GGL (Leistritz AG, Niirpberg, Germany). The temperature
of heating zone 1 was 25° C,, of heating zone 2, 50° C., of
heating zones 3 10 5, 60° C., of heating zones 6 to 8, 55° C.,
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of heating zone 9, 60° C. and of heating zone 10, 65° C. The
screw rotating speed was 150 revolutions per minute (rpm),
the resulting melt temperature was 87° C., the feed rate was
1.5 kg/h and the diameter of the nozzle opening was 3 mm.
The extruded material was sieved with a Frewitt 0.68x1.00
mm sieve. The grinded extrudate was then mixed with
talcum and magnesium stearate that had been added over a
1 mm hand sieve and was subsequently pressed into tablets.
The extruder has a screw geometry, as shown in FIG. 1.

[0100] 1In comparison to the oxycodone/naloxone tablets
which also have the Surelease®-based non-swellable diffu-
sion matrix produced by spray granulation {se¢ Example 1),
extruded preparations comprise less components.

Example 3

Release Profile of the Oxycodone/Naloxone Tablets
from Example 1

[0101] The release of the active compounds was measured
over a time period of 12 hours, applying the Basket Method
according to USP at pH 1.2 using HPLC. Tablets Ox/Nal-0,
Ox/Nal-5 and Ox/Nal-10 were tested.

[0102] One recognizes from FIG. 2 and the values listed
in the Table that in the case of a non-swellable diffusion
matrix based on Surelease®, the release rates of different
oxycodone amounts, independent of the naloxone amount,
remain equal (invariant). Correspondingly, invariant release
profiles are observed for naloxone ar different done amounts.

Ox/Nal-
Time  OxNal-0 5-0  Ox/Nal-5-N Ox/Nal-10-O Ox/Nal-10-N
(min) Oxy Oxy Nal Oxy Nal
0 0 0 0 0 0
15 26.1 24.9 233 228 24.1
120 2.1 63 61 135 60.2
420 91.7 94.5 91.9 89.4 93.5
720 98.1 99.6 96.6 95.7 100.6

[0103] The release values refer fo oxycodone or naloxone
(line 2) and are given as percentages. The mean value for the
release of naloxone at e.g. 420 min is 92,7%. The maximal
deviation at 420 min is 1%. Oxy and Nal stand for oxyc-
odone and naloxone and indicate the active compound
which has been measured.

EXAMPLE 4

Release Profile of Oxycodone/Naloxone Tablets
from Example 2 at Different pH-Values

[0104] The release of active compounds from the tablets
was measured over a time period of 12 hours at pH 1.2 or
for 1 hour ai 1.2 and subsequently for 11 hours at pH 6.5.
Release rates were determined by the basket method accord-
ing to USP using HPLC.
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[0105] The following release rates were measured for 12
hours at pH 1.2:

Time Oxy/Na)-Extr-1,2-O Oxy/Nal-Extr-1,2-N
(min) Oxy Nal
0 0 0
15 241 240
120 629 63.5
420 929 939
720 96.9 981

[0106] The following release rates were measured for 1
hour at pH 1.2 and 11 hours at pH 6.5:

Time Oxy/Nal-Extr-6,5-0 Oxy/Nal-Extr-6,5-N
(min) Oxy Nal
0 0 0
60 481 492
120 65.0 64.7
240 83.3 81.8
420 94.1 92.3

[0107] The releasc rates refer to oxycodone and naloxone
(line 2) and are given as percentages. Oxy and Nal stand for
oxycodone and naloxone and indicate the active compound
measured.

[6108] The comparison of the values given in the Tables of
Example 4 and the Table of Example 3 make clear that
independent of the production process, active compounds
are released in equal amounts from the preparations. For
example, 89.4% of oxycodone is released from spray-
granulated tablets (Ox/Nal-10-tablets, sce Example 3) at 420
minutes, while 92.9% is released from extruded tablets
(Oxy/Nal-Extr-1.2-O, Example 4) at 420 minutes. The
release of oxycodone from extruded tablets thus deviates by
1.1% from the mean value of the release of oxycodone from
spray-granulated tablets (91.9% at 420 minutes). 93.5% of
naloxone is released from spray-granulated tablets (Ox/Nal-
10-tablets, see Example 3) at 420 minutes, while 93.9% is
relcased from extruded tablets (Oxy/Nal-Extr.-1.2-0,
Example 4) at 420 minutes. The release of naloxone from
extruded tablets thus deviates by 1.3% from the mean value
of the release of naloxone from spray-granulated tablets
(92.7% at 420 minutes).

{0109] Moreover, one can infer from a comparison of the
values of the Tables of Example 4 and from FIGS. 34 and
3b that independent of the pH value at which the release
rates have been measured the release of oxycodone and
naloxone remain equal and invariant.

EXAMPLE 5

Comparative Example: Release Behaviour of
Valoron® Tablets

[0110] The release of the active substances from tablets
was monitored over a time period of 7 hours. Valoron®
tablets with 50 mg tilidine and 4 mg naloxone (Ti/Nal-50/4)
or 100 mg tilidine and 8 mg naioxone (Ti/Nal-100/8) or 150
mg tilidine and 12 mg naloxone (Ti/Nal-150/12) were tested
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by the Basket Method according to USP for 1h atpH 1.2 and
then for additional 6 h at pH 6.5 using HPLC.

[0111] One recognizes from FIGS. 4A and 4B and the
values listed in the Table that in case of a swellable (and
possibly erosive) diffusion matrix with relevant amounts of
HPMC, the release of different amounts of tilidine varics
significantly and is not invariant for different amounts of
naloxone. This applies in turn to naloxone. This means that
for this pH the release of the active compounds is not
independent of each other.

Ti/Nal-  Ti/Nal- Ti/Nel- TiyNal-  TiNal- TijNal-
Time 50/4T  50/4-N 100/8-T 100/8-N 150/12-T  150/12-N

(min) Til Nal Til Nal Til Nal
0 0 0 0 0 0 0
60 372 27.6 339 273 29.9 233
120 47.6 317 46.5 334 41.5 RS
180 547 37.4 35 412 482 33
240 597 44 682 59.5 545 40.1
300 652 50.6 82.6 72.9 60.5 47.5
360 70.3 38 857 82.7 67.2 56.4
420 742 60.8 93.1 90.9 849 789

[0112] The release values refer to tilidine or naloxone (line
2) and are given as percentages. The mean value for the
release of naloxone at e.g. 420 min is 78,87%. The maximal
deviation at 420 min 1s 20,4%. Til und Nal sfand for tilidine
and naloxone and indicate the active compound tested.

EXAMPLE 6

Structure Comparison of Tablets of Examples 1 and
2 with Valoron® N Tablets by Electron Microscopy

[0113] For clectron microscopy tablets were used that
comprised 20 mg oxycodone and 10 mg naloxone and were
produced either by spray granulation according to Example
1 (Ox/Nal-10) or by extrusion according to Example 2
(Oxy/Nal-Extr). Additionally, a Valoron® N tablet with 100
mg Tilidin and 8 mg Naloxone was used. FIGS. 5A and 5B
show different magnifications of scanning electron micros-
copy pictures of a Ox/Nal-10-tablet with a formulation
according to the invention which was produced by spray
granulation. FIGS. 6A and 6B show different magnifica-
tions of scanning electron microscopy pictures of a Oxy/
Nal-Extr-tablets with a formulation according to the inven-
tion, which was produced by extrusion. FIGS. 7A and 7B
show scanning electron microscopy pictures of the Val-
oron® N-tablet.

[0114] From a comparison of the figures one can clearly
see that tablets with a formulation according to the invention
have a surface which is substantially finer and more homo-
geneously structured and which shows fewer cracks than the
Valoron® tablet, regardless of whether the tablets have been
produced by spray granulation or extrusion. The structural
difference is possibly the reason for the different release
behaviours of the different preparations.

EXAMPLE 7

Production of Tablets with Different
Oxycodone/Naloxone Amounts in a Non-Swellable
Diffusion Matrix by Extrusion
[0115] The following amounts of the listed components
were used for the proguction of oxycodone/naloxone tablets

according to the nvention.

L0
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Preparation (designation)

OxN20/ OxN20/ OxN20/ OxN20/
1-Extr-A 1-Extr-B 1-Exir-C 10-Extr-A
Oxycodone 20 mg 20 mg 20 mg 20 mg
HCl
Naloxone HC] 1mg 1 mg 1mg 10 mg
Lactose Flow 3825 mg 38.25 mg 5825 mg 49.25 mg
Lac 100
Kollidon ® 30 6 mg ‘6 mg 6mg 6 mg
Ethylcellulose 10 mg 10 mg 10 mg 10 mg
Stearly alcohol 24 mg 24 mg 24 mg 24 mg
Taleum 125 mg 125 mg 125 mg 125 mg
Mg-Stearate 2.5 mg 2.5 mg 2.5mg 2.5 mg

[0116] Extrusion was performed as described above

(Example 2) with the following parameters:

OxN20/1-Extr-A: temperature: 53-63° C.
pm (screw): 150 rpm
feeding rate: 1.5 kg/h

OxN20/1-Extr-B: temperature: 55-63° C.
1pm (screw): 155 pm
feeding rate: 1.5 kgh

OxN20/1-Extr-C: temperature: 33-63° C.
pm (screw): 1505 pm
feeding rate: 1.5 kgh

OxN20/10-Extr-A: temperature: 55-63° C.
mm (screw): 160 rpm
feeding rate: 1.75 kgh

[0117] Tablet production was performed with a common
tabletting device with the following parameters:

OxN20/1-Extr-A: pm: 40 rpm
Pressure power: 9 kN
OxN20/1-Extr-B: pm: 42 pm
Pressure power: 8.9 kN
OxN20/1-Extr-C: pm: 36 mpm
Pressure power: 9 kN
OxN20/10-Extr-A: pm: 36 pm
Pressure power: 75 kN

[0118] The release of the active compounds was measured
over a time period of 12 hours, applying the Basket Method
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according to USP at pH 1.3 using HPLC. Tablets OxN20/
1-Extr-A, OxN20/1-Extr-B, OxN20/1-Extr-C and OxN20/
10-Extr-A were tested.

[0119] One recognizes from the values listed in the Table
that in the case of a non-swellable diffusion matrix based on
ethylcellulose, the release rates of different naloxone
amounts, independent of the oxycdone amount, remain
substantially equal. Correspondingly, the preparations pro-
vide for an independent and invariant release of the active
compounds.

OxN20/1-  OxN20/1- OxN20/1- OxN20/10-
Time Extr-A Bxtr-B Extr-C Exir-A

(min) Oxy Nal Oxy Nal Oxy Nal Oxy Nal

g 0 0 0 0 0 0 0 0
15 212 258 217 211 19.7 19.3 233 24.3
120 566 538 588 573 577 562 64.3 66.9
420 872 845 942 926 937 91.5 92.7 96.3
720 997 968 100.1 98 100.6 975 93.6 974

[0120] The release values refer to oxycedone or naloxone
(line 2) and are given as percentages. The mean value for the
release of naloxone at e.g. 420 min 1s 92.3%. The maximal
deviation at 420 min is 7.4%. Oxy and Nal stand for
oxycodone and naloxone and indicate the active compound
which has been measured.

[0121] Thus, once a preparation with the desired release
profile has been developed, one can change the amount of
the active compounds without significantly changing the
release profiles of the active compounds. The preparations
comprising different amounts of the active compounds still
provide for a sustained, independent an invariant release of
the active compounds.

EXAMPLE 8

Production of Tablets with Oxycodone/Naloxone in
a Non-Swellable Diffusion Matrix by Extrusion

[0122] In the following example it is set out that using
formulations according to the present invention, prepara-
tions comprising oxycodone and naloxone with particular
release behaviours may be obtained.

[0123] The following amounts of the listed components
were used for the production of oxycodone/naloxone tablets
according to the invention.

Preparation OxN20/1- OxN20/1- OxN20/10-  OxN20/10-  OxN20/10-  OxN20/10-
(designation)  Extr-D Extr-E Exu-B Extr-C Extr-D Extr-E
oxycodone HC! 20 mg 20 mg 20 mg 20 mg 20 mg 20 mg
naloxone HC] 1mg 1mg 10 mg 10 mg 10 mg 10 mg
Lactose Flow 5625 mg 5625 mg 35425 mg 6525 mg 60.25 mg 55.25
Lac 100

Kollidon ® 30 7 mg 6 mg 6 mg 7.25 mg 725 mg 7.25 mg
Ethylceliulose 11 mg 12 mg 10 mg 12 mg 12 mg 12 mg
Stearyl alcohol 24 mg 24 mg 24 mg 2875 mg 28.75 mg 28.75 mg
Taleum 125mg 125mg 125 mg 125 mg 1.25 mg 1.25 mg
Mg-Stearate 23 mg 2.5 mg 25 mg 2.5 mg 2.5 mg 25 mg

“



US 2005/0245556 Al

[0124] Extrusion was performed as described above
(Example 2) with the following parameters:

OxN20/1-Extr-D: temperature: 53-63° C.
pm (screw): 150 rpm
feeding rate: 1.5 kgh

OxN20/1-Extr-E: temperature: 55-63° C.
pm (screw): 150 1pm
feeding rate: 1.5 kg/h

OxN20/10-Extr-B: temperature: 33-63° C.
pm (screw): 160 rpm
feeding rate: 1.75 kg/h

OxN20/10-Extr-C: temperature: 53-63° C.
pm (screw): 160 rpm
feeding rate: 1.75 kg/

OxN20/10-Extr-D: temperature: 35-63° C.
pm (screw): 150 rpm
feeding rate: 1.5 kg/h

OxN20/10-Extr-E: temperature: 35-63° C.
pm (screw): 150 rpm
feeding rate: 1.5 keh

[0125] Tablet production was performed with a common
tabletting device with the following parameters:

OxN20/1-Extr-D: pru 39 1pm
Pressure power: 11 kN
OxNZ0/i-Extr-E: pm: 39 1pm
Pressure power: 10.5 kN
OxN20/10-Extr-B: rpm: 36 rpm
Pressure power: 9.5 kN
OxN20/10-Extr-C: pm: 36 1pm
Pressure power: 7.8 kN
OxNZ20/10-Extr-D: pm: 39 rpm
Pressure power: 9 kN
OxN20/10-Exir-E: pm; 39 rpm
Pressure power: 75 kN

[0126] The release of the active compounds was measured
over a time period of 12 hours, applying the Basket Method
according to USP at pH 1.2 using HPLC. Tablets OxN20/
1-Extr-D, OxN20/1-Extr-E, OxN20/10-Extr-B, OxN20/10-
Extr-C, OxN20/10-Extr-D and OxN20/10-Exir-E  were
tested.
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fatty alcohols are used as the matrix-components that essen-
tially influence the release characteristics of the prepara-
tions. Once a preparation with desired release characteristics
has been obtained the amount of the active compounds may
be changed. The preparations will still provide for a sus-
tained, independent and invariant release behaviour (see
example 7).

\
!

1. A storage stable pharmaceutical preparation comprising
oxycodone and naloxone in a substantially non-swellable
diffusion matrix comprising ethyl cellulose, characterized in
that the active compounds are released from the preparation
in a sustained, invariant and independent manner.

2. Preparation according to claim 1, characterized in that
oxycodone and/or naloxone are present in the form of
pharmaceatically acceptable and equally active derivatives
such as the free base, salts and the like.

3. Preparation according to claim 2, characterized in that
oxycodone and/or naloxone are present as their hydrochlo-
ride, sulfate, bisulfate, tatrate, nitrate, cifrate, bitatrate, phos-
phate, malate, maleate, hydrobromide, hydroiodide, fuma-
Tate or succinate. :

4. Preparation according to claim 3, characterized in that
oxycodone is present in excess referred (o the unit dosage
amount of naloxone.

5. Preparation according to claim 1, characterized in that
naloxone is present in an amount range of about 1 g to about
50 mg.

6. Preparation according to claim 1, characterized in that
oxycodone is present in an amount range of about 10 mg to
about 150 mg.

7. Preparation according to claim 1, characterized in that
oxycodone and naloxone are present in weight ratio ranges
of from about 25:1 to about 1:1. '

8. Preparation according to claim 7, characterized in that
the preparation comprises a substantially non-erosive diffu-
sion matrix.

9. Preparation according to claim 8, characterized in that
the diffusion matrix comprises at least ethylcellulose and at
least one fatty alcohol as the components that essentially
influence the release behavior of the active compounds.

OxNZ0/10-
Extr-E

Oxy  Nal

OxN20/1- OxN20/1-  OxN20/10- OxN20/10-  OxN20/10-
Time Extr-D Extr-E Extr-B Extr-C Extr-D
(min} Oxy Nal Oxy Nal Oxy Nal Oxy Nal Oxy Nal
0 0 0 0 0 0 0 0 0 0 0
15 166 162 174 172 261 268 21.8 219 185 182
120 476 469 496 497 711 730 612 618 328 528
420 827 845 846 837 943 966 932 0947 863 863
720 95 97 952 958 949 979 964 679 948 948
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[0127] The release values refer to oxycodone or naloxone
(line 2) and are given as percentages. Oxy and Nal stand for
oxycodone and naloxone and indicate the active compound
which has been measured.

[0128] The example shows that preparations with particu-
lar release profiles may be produced if ethylcellulose and

10. Preparation according to claim 9, characterized in that
the preparation does not comprise relevant parts of alkaline
andfor water-swellable substance.

11. Preparation according to claim 10, characterized in
that the preparation contains fillers and additional sub-
stances.

“T
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12. Preparation according to claim 11, characterized in
that it comprises magnesium stearate, calcium stearate and/
or calcium laureate and/or fatty acids.

13. Preparation according to claim 11, characterized in
that it comprises a flowing agent selected from the group
consisting of highly-disperse silica, talcum, corn starch,
magnesium oxide and magnesium and calcium stearate.

14. A storage stable pharmaceutical preparation compris-
ing oxycodone and naloxone in a substantially non-
swellable diffusion matrix, characterized in that the matrix is
influenced with respect to its substantial release character-
1stics by ethylcellulose and at lease oue fatty alcohol and that
the preparation comprises oxycodone and naloxone in a
weight ratio of from about 25:1 1o about 1:1.

15. Preparation according to claim 14, characterized in
that the oxycodone and naloxone are present in the form of
pharmaceutically acceptable and equally active derivatives.

16. Preparation according to claim 15, characterized in
that oxycodone and naloxone are present as hydrochloride,
sulfate, bisulfate, tatrate, nitrate, citrate, bitatrate, phosphate,
malate, maleate, hydrobromide, hydroiodide, fumarate or
succinate.

17. Preparation according to claim 16, characterized in
that oxycodone is present in excess referred to the unit
dosage amount of naloxone.

18. Preparation according to claim 17, characterized in
that oxycodone is present in an amount range of about 1 mg
to about 50 mg.

19. Preparation according to claim 18, characterized in
that oxycodone is present in an amount range of about 10 mg
to about 150 mg.

20. Preparation according to claim 19, characterized in
that preparation comprises a substantially non-swellable and
non-crosive diffusion matrix.

21. Preparation according to claim 20, characterized in
that the diffusion matrix comprises at least ethylcellulose
and at least one fatty alcohol as the components that essen-
tially influence the release behavior of the active com-
pounds.

22. Preparation according to claim 21, characterized in
that the preparation does not comprise relevant parts of
alkaline and/or water-swellable substance.

23. Preparation according to claim 22, characterized in
that the fatty alcohols comprise lauryl, myrestyl, stearyl,
cetostearyl, ceryl and/or cetyl alcohol.

24. Preparation according to claim 23, characierized in
that the preparation comprises fillers and additional sub-
stances.

25. Preparation according to claim 24, characterized in
that it comprises magnesium Stearate, calcium stearate and/
or calcium laureate and/or fatty acids.

26. Preparation according to claim 24, characterized in
that it comprises a flowing agent selected from the group
consisting of highly-disperse silica, talcum, corn starch,
magnesium oxide, magnesium stearate and calcium stearate.

27. Preparation according to claim 26, characterized in
that commercially available polymer mixtures which com-
prise ethylcellulose are used instead of ethylcellulose.

Nov. 3, 2005

‘-

28. Preparation according to claim 27, characterized in
that the preparation has been formulated for oral, nasal,
rectal application or for application by inhalation.

29. Preparation according to claim 28, characterized in
that the preparation is in the form of a tablet, pill, capsule,
granule or powder.

30. Preparation according to claim 29, characterized in
that preparation or precursors thereof are produced by
build-up and/or break-down granulation.

31. Preparation according to claim 29, characterized in
that the preparation or precursors thereof are produced by
extrusion.

32. Preparation according to claim 31, characterized in
that the preparation can be stored over a period of at least 2
years under standard conditions (60% relatively humidity,
25° C)) in accordance with admission guidelines.

33. A preparation according to claim 6, characterized in
that oxycodone is present in an amount range of from about
10 mg to about 80 mg.

34. A preparation according to claim 7, characterized in
that oxycodone and naloxone are present in weight ratio
ranges of from about 5:1 to about 1:1.

35. A preparation according to claim 10, characterized in
that the preparation does not comprise relevant parts of
derivatives of acrylic acid and/or hydroxy alkyl celluloses.

36. A preparation according to claim 11, further compris-
ing one or more materials from the group consisting of
lubricants, flowing agents, plasticizers and the like.

37. A preparation according to claim 12, characterized in
that it comprises stearic acid.

38. A storage stable pharmaceutical preparation according
to claim 14, comprising oxycodone and naloxone in a
substantially non-swellable diffusion matrix, characterized
in that the matrix is influenced with respect to its substantial
release charactenistics by ethylcellulose and at lease one
fatty alcohol and that the preparation comprises oxycodone
and naloxone in a weight ratio of from about 5:1 to about
1:1.

39. A preparation according to claim 19, characterized in
that oxycodone is present in an amount range of about 10 mg
to about 80 mg.

40. A preparation according to claim 22, characterized in
that the preparation does not comprise relevant parts of
derivatives of acrylic acid and/or hydroxy alkyl celluloses.

41. A preparation according to claim 24, further compris-
ing one or more materials from the group consisting of
lubricants, flowing agents, plasticizers and the like.

42. A preparation according to claim 25, characterized in
that it comprises stearic acid.

43. A preparation according to claim 27, characterized in
that the commercially available polymer mixture is Sure-
lease® E-7-7050.

44. A preparation according to claim 15, characterized in
that the pharmaceutically acceptable and equally active
derivatives are the free-base, salts and the like.
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Superintendencia de Industria y Comercio

E. S. D.

Referencia : Expediente N° 09 70292

Asunto : Oposicién a la solicitud de patente de Invencion titulada
“PREVENCION DE LA SEPARACION DEL AGONISTA
OPIOIDE DEL ANTAGONISTA OPIOIDE DESDE
FORMAS DE DOSIFICACION QUE COMPRENDEN EL
AGONISTA OPIOIDE Y EL ANTAGONISTA OPIOIDE”

Solicitante : EURO CELTIQUE S.A.

Opositora : PROCAPS S.A.

Publicada en la Gaceta de la Propiedad Industrial
N° 622 del 19 de noviembre de 2010

Yo, ELIANA ISAURA MORENO BOHORQUEZ, abogada en ejercicio, identificada
como aparece al pie de su firma, con tarjeta profesional No. 83823 del Consejo
Superior de la Judicatura, en mi condicién de apoderada de la sociedad PROCAPS
S.A. Conformada bajo las leyes de la Republica de Colombia y domiciliada en la
ciudad de Barranquilla, Colombia, atentamente manifiesto que estando dentro del
término de ley y por orden expresa de mi representada, presento oposicién a la
concesion del registro de la Patente de Invencion titulada “PREVENCION DE LA
SEPARACION DEL AGONISTA OPIOIDE DEL ANTAGONISTA OPIOIDE
DESDE FORMAS DE DOSIFICACION QUE COMPRENDEN EL AGONISTA
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OPIOIDE Y EL ANTAGONISTA OPIOIDE”, cuyos titulares son EURO
CELTIQUE S.A., y pide a Usted declarar fundada esta oposicion y en consecuencia

negar el registro de la patente solicitada.

1. INTERES PARA ACTUAR

Conforme a lo dispuesto en el articulo 42 de la Decisién 486 de 2000 de la
CAN;, estando dentro del término esripulado por la ley, manifiesto el legitimo interés
de nuestra representada para oponerse al registro de la patente de la referencia,
atendiendo a que la solicitud pretendida no cumple con los requisitos dispuestos en la
ley como se analizard mas adelante y de ser concedida afectaria directamente la
comercializacion de algunos productos de mi representada, que contienen, en
particular HIDROCLCRURO DE OXICODONA. Por lo tanto, solicito
respetuosamente a ese Despacho se sirva tener en cuenta la presente oposicion dentro

del tramite adrainistrativo que se surte en esta Supevintendencia.

2. FUNDAMENTOS DE HECHOS

2.1. La solicitud objeto de la presente fue presentada el 08 de julio de 2009
reivindicando orioridad bajo la solicitad EP20060001754 del 2006-01-27; vy fue
publicada en Colombia, en la Gace:a de la Propiedad Industrial N° 622 del 19 de
noviembre de 2010, cuya publicacién internacional corresponde a la

WO2007085637 del 2007-08.072.
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2.2.La solicitud colombiana 09 70292 objeto de la presente oposicion se refiere al uso
de una cantidad de un antagonista opioide en una cantidad que al menos sea
suficiente para antagonizar sustancialmente una cantidad terapéutica de agonista
opioide cuando ambos, el agonista opioide y el antagonista opioide se administran
por via intravenosa al mismo tiempo, en forma de una forma de dosificacion de
liberacién controlada que comprende una formulacion de matriz de liberaciéon
controlada homogénea que comprende un material hidrofébico, incluyendo al
menos un polimero hidrofébico y al menos un alcohol graso o un 4cido graso y la
cantidad declarada terapéutica de un agonista opioide y la cantidad declarada
suficiente de antagonista opioide, para prevenir la formacion de una extracto de
dicha formulacion de matriz de liberacion controlada que comprende el agonista
opioide mediante el procedimiento de extraccién de un solo paso que comprende
el triturar la formulacion de una forma de dosificacion usando un triturador de
tabletas o un mortero, o usando dos cucharas, donde Ia trituracion se lleva a cabo
al menos 4 veces usando las cucharas, extraer la formulacién triturada de una
forma de dosificacion en una cuchara usando 2 ml de agua de la llave hirviendo
como agente extractor y un encendedor de cigarrillos como medio para calentar por
un periodo necesario para hervir el agua, y filtrar la solucién usando algodon,
donde el antagonista opioide esta presente en dicho extracto en una cantidad de
peso porcentual basada en la cantidad total de antagonista opioidé en la forma de
dosificacion, que es mayor que 20 puntos porcentuales menor que la cantidad de
peso porcentual de agonista opioide presente en el extracto, basado en la cantidad

total de agonista opioide en la forma de dosificacion.

2.3.En primera instancia, se debe advertir que en el capitulo reivindicatorio de la

solicitud objeto de la presente oposicion, se hace referencia a los usos de la

composicion en la medicina, no solo a la composicién farmacolégica o a un

método de fabricacién mediante la cual se obtenga un producto tangible y segun la
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legislacion, decision 486 de la Comunidad Andina de Naciones, Articulo 14.- “Los
Paises Miembros otorgardr, patentes para las invenciones, sean de producto o de
procedimiento (...)”, los usos no estdn contemplados como patentables; y, Articulo
20.- “No serdn patentables {...) d) los métodos terapéuticos o quirirgicos para el tratamiento
humano o animal, asi como los métodos de diagnéstico aplicados a los seres humanos o a
animales”. Solo seran ,patentables los productos o procedimientos. Por lo tanto a luz

de la norma, dicha materia referente al uso no seria patentable.

2.4.Con base en el articule 14 de la Decision 486 de la CAN que consagra: “Los paises
miembros ctorgardn patentes para las invenciones, sean de producto o procedimiento, en
todos los campos de la tecnologia, siempre gue sean nuevas, tengan nivel inventivo y sean
susceptibles de aplicacion industrial”, tenemaos que las invenciones objeto de patente
deben ser nuevas y tener nivel inventivo. Bien, pues antes de la fecha de prioridad
3

de esta solicitud se encuentran los siguientes documentos que afectan la

patentabilidad de la presenre solicitud:
e DI:. US2005245556 publicada el 03 de noviembre de 2005.

‘ 2.5. Ahora bien, e! documento D1, se refiere 2 una preparacion farmacéutica de
almacenamiento estable que comprende la oxicodona y naloxona para su uso en el
tratamiento del dolor con los compuestos activos siendo liberados de la
preparacion en una maners sostenida, invariable e independiente. El mismo
documento D1 revela mas particularmente en la descripcion formas de dosificacion
de liberacion confrolada que comprender una formulacion de liberacion
controlada de matriz homogénea que comprende por lo menos un polimero
hidrofébico, por lo menos un alcohol graso o 4cido graso, una cantidad terapéutica

de agonistas opioides, una cantidad de antagonista opioide suficiente para
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antagonizar la cantidad de agonista cuando tanto el opioide agonista y el
antagonista se administran por via intravenosa, al mismo tiempo. Adicionalmente
dicho documento D1 subraya la utilidad de esta preparacion para prevenir el abuso
de la misma debido a la extraccién del agonista. Es de notar que teniendo en
cuenta que las composiciones descritas en el documento D1 son las mismas que las
descritas en el capitulo reivindicatorio de la solicitud objeto de la presente
oposicion, cuando se extraen, se espera obtener la misma composicion extraida de
las dos. Finalmente, el documento D1 ademds divulga las formas de dosificacion
descritas, que son preparados por extrusiéon para preparar una matriz homogénea y
en donde el opioide agonista se selecciona de un grupo de compuestos que se

incluyen los presentados en la solicitud colombiana 09 70292.

2.6. Tomando el documento D1 como el estado del arte mas cercano a la solicitud
objeto de la presente oposicion, no es posible reconocer altura inventiva, ya que
serfa obvio para un experto en la materia a partir de dicho documento D1 por si
solo, concebir el uso de una cantidad de un antagonista opioide en una cantidad
que al menos sea suficiente para antagonizar sustancialmente una cantidad
terapéutica de agonista opioide cuando ambos, el agonista opioide y el antagonista
opioide se administran por via intravenosa al mismo tiempo, en forma de una
forma de dosificacion de liberacion controlada que comprende una formulacion de
matriz de liberacion controlada homogénea que comprende un material
hidrofébico, incluyendo al menos un polimero hidrofébico y al menos un alcohol
graso o un écido graso y la cantidad declarada terapéutica de un agonista opioide y
la cantidad declarada suficiente de antagonista opioide, para prevenir la formacion
de una extracto de dicha formulacién de matriz de liberacion controlada que

comprende el agonista opioide, mediante un proceso de extrusion en un solo paso.
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2.7. En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la

solicitud colombiana 09 70292 no puede pretender un monopolio por patente

toda vez que lo que pretende no cumple con ninguno de los tres requisitos

necesarios para su proteccion.

2.8. Que por consiguiente, respecto a la solicitud pretendida se tiene que:

2.8.1.

CARENCIA DE NOVEDAD: Segun la decision 486 de la Comunidad

Andina de Naciones, Articulo 16.- “Una invencién se considerard nueva cuando no
estd comprendida en el estado de la técnica. El estado de la técnica comprenderd todo lo
que haya sido accesible al publico por una descripcion escrita u oral, utilizacién,
comercializacion o cualquier otro medio antes de la fecha de presentacién de la solicitud
de patente o, en su caso, de la prioridad reconocida.”. A la fecha de prioridad, 27 de
enero de 2006 ya era conocido, pues como se demostrd, eran parte del arte
anterior con base en el documento D1, al el uso de una cantidad de un
antagonista opioide en una cantidad que al menos sea suficiente para
antagonizar sustancialmente una cantidad terapéutica de agonista opioide
cuando ambos, el agonista opioide y el antagonista opioide se administran por
via intravenosa al mismo tiempo, en forma de una forma de dosificacion de
liberacion controlada que comprende una formulacién de matriz de liberacién
controlada homogénea que comprende un material hidrofobico, incluyendo al
menos un polimero hidrofébico y al menos un alcohol graso o un scido graso y
la cantidad declarada terapéutica de un agonista opioide y la cantidad declarada
suficiente de antagonista opioide, para prevenir la formacién de una extracto de
dicha formulacién de matriz de liberacién controlada que comprende el

agonista opioide; sobre lo cual busca proteccion en el capitulo reivindicatorio.

Carrera 13 N° 119-95, Of. 104 Tel. (571)2 1312 13- 6205021 - Fax. (571)6 12 19 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
Bogotd Colombia



2.8.2.

2.8.3.

CARENCIA DE ALTURA INVENTIVA. Segun la Decision 486 de la

Comunidad Andina de Naciones, Articulo 18.- “Se considerard que una invencion
tiene nivel inventivo, si para una persona del oficio normalmente versada en la materia
técnica correspondiente, esa invencion no hubiese resultado obvia ni se hubiese derivado
de manera evidente del estado de la técnica.”. A la fecha de prioridad, 27 de enero
de 2006, a partir del documento D1 por si solo, un experto en la materia puede
llegar de manera evidente a el uso de una cantidad de un antagonista opioide
en una cantidad que al menos sea suficiente para antagonizar sustancialmente
una cantidad terapéutica de agonista opioide cuando ambos, el agonista
opioide y el antagonista opioide se administran por via intravenosa al mismo
tiempo, en forma de una forma de dosificacion de liberacion controlada que
comprende una formulacién de matriz de liberacion controlada homogénea
que comprende un material hidrofobico, incluyendo al menos un polimero
hidrofobico y al menos un alcohol graso o un acido graso y la cantidad
declarada terapéutica de un agonista opioide y la cantidad declarada suficiente
de antagonista opioide, para prevenir la formacién de una extracto de dicha
formulacion de matriz de liberacién controlada que comprende el agonista
opioide, mediante un proceso de extrusién en un solo paso; sobre lo cual

busca proteccion en el capitulo reivindicatorio.

CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN

consagra en su articulo 14 lo siguiente: “Los paises miembros otorgardn patentes
para las invenciones, sean de producto o procedimiento, en todos los campos de la
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de
aplicacion industrial”. La presente solicitud carece de aplicacion Industrial ya que
como se demostré anteriormente, en el capitulo reivindicatorio se reclaman
usos y estos no son aplicables industrialmente porque primero no se obtiene un

producto o proceso; v segundo no es reproducible o repetible a escala
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industrial. Por lo tanto, el objeto de la presente invencion referido a los usos,

no cumple con el requisito de la aplicacion industrial.

2.9. Dado lo anterior, es posible deducir que la solicitud y lo reivindicado no es objeto
de patentabilidad pues es contrario a lo que dicta la Decisién 486 de la Comunidad
Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn patentes para las
invenciones, sean de producto o de procedimiento, en todos los campos de la tecnologia,
siempre que sedn nuevds, tengan nivel inventivo y sean susceptibles de aplicacion industrial.”.
La solicitud pretendida no cumple con ninguno de los tres requisitos de

patentabilidad.

2.10. Por todo lo anterior, atentamente solicito a usted que se sirva declarar
fundada la presente oposicién y en consecuencia negar el registro a la solicitud
de patente titulada “PREVENCION DE LA SEPARACION DEL AGONISTA
OPIOIDE DEL ANTAGONISTA OPIOIDE DESDE FORMAS DE
DOSIFICACION QUE COMPRENDEN EL AGONISTA OPIOIDE Y EL
ANTAGONISTA OPIOIDE”, cuyos titulares son EURO CELTIQUE S.A.,
solicitud Colombiana que aparecié publicada en la Gaceta de la Propiedad

Industrial N° 622 del 19 de noviembre de 2010.

3. PRUEBAS

De conformidad con lo dispuesto por las normas vigentes, solicito a usted tener

como prueba en este asunto los siguientes:
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e DI: US2005245556 publicada el 03 de noviembre de 2005.

4. FUNDAMENTO DE DERECHO

Fundamento esta observacién en las normas legales siguientes:

4.1. Numeral 1 del articulo 586 del Cédigo de Comercio.

4.2.  Articulo 42 de la Decisién 486 de la Comision del Acuerdo de Cartagena.

4.3, En las demas normas concordantes.

5. ANEXOS

Para los efectos correspondientes anexo al presente escrito los siguientes documentos:

1. Poder para actuar en el presente.

Documento que acredita al representante legal de PROCAPS S.A.

Recibo de caja del respectivo pago de tasa.

B

Copias de los documentos:

e DI: US2005245556 publicada el 03 de noviembre de 2005.
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6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del articulo 50 del Decreto
01 de 1984 debe hacer su Despacho, informo que mi representada y la suscrita
recibiremos notificaciones en la Secretaria de su Despacho o en mis oficinas situadas

en la Carrera 13 Ne 119-95, Of. 104 de esta ciudad de Bogots.

Senor Superintendente,

ELIANA ISAURA MORENO BOHORQUEZ
C.C. 51’975.664 de Bogota
T.P.A. 83823 del C.S. de la].
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