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|54) Tio:  COMPOSICION FARMACEUTICA COMPRENDIENDO ACIDO 5-METIL-2{2'-CLORO-8’-FLUOROANILINO)FENILACETICO.

Retvindicacion(es):
1. Una formulacién llquida de dosificaciéon oral que comprende agua, acido 5-metil-
2-(2'-cloro-6'-fluoroanilino)fenilacético y un agente de suspensién, en donde e! pH

de dicha formulacién esta entre aproximadamente 4.3 y aproximadamente 5.5.

14. Un método para preparar una suspension oral llquida que comprende acido 5-
metil-2-(2'-cloro-6'-fluoroanilino)fenilacético, que comprende:

mezclar agua, substancia de medicamento y agente de suspensién, para
producir una primera mezcla y entonces mezclar los componentes de sistema
amortiguador; o

mezclar agua, agente de suspensién y componentes de sistema amortiguador
para producir una primera mezcla y entonces mezclar la substancia de

medicamento.
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RESUMEN

Se proporcionan composiciones que comprenden suspensiones
acuosas de acido 5-metil-2-{2'-cloro-6'-fluoroanilino)fenilacético adecuadas
5 para administracién oral. Se proporcionan métodos para hacer tales

composiciones y métodos para su estabilizacién.
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COMPOSICION FARMACEUTICA COMPRENDIENDO ACIDO 5-METIL-2-
(2’'-CLORO-6"-FLUOROANILINO)FENILACETICO

Esta invencién se refiere a composiciones para el tratamiento de
desdrdenes y condiciones mediados por ciclooxigenasa-2, que comprenden
écido 5-metil-2-(2’-cloro-8"-fluoroanilino)fenilacético o una sal
farmacéuticamente aceptable del mismo adecuado para administracion
oral, y métodos de tratamiento de desérdenes y condiciones mediados por
ciclooxigenasa-2 mediante la administracién oral de acido 5-metil-2-(2'-
cloro-6'-fluoroanilino)fenilacético.

Todas las patentes, solicitudes de patente y otras publicaciones
referidas en la presente son incorporadas aqul expresamente por
referencia en su totalidad. En caso de un conflicto entre la presente
especificacion y material incorporado por referencia, domina la presente
especificacion.

La presente invenciéon se dirige a una composiciéon para el
tratamiento de desérdenes y condiciones mediados por ciclooxigenasa-2,
comprendiendo la composicién una suspensién de acido 5-metil-2-(2'-
cloro-8'-fluoroanilino)fenilacético. La utilidad de este compuesto vy
meétodos para su sintesis se describen en l|la patente estadounidense
6,291,523.

La presente invencién también se dirige a métodos para tratar un
desorden o condicién dependiente de ciclooxigenasa-2 comprendiendo
administrar una cantidad efectiva de las composiciones de la invencion, es

decir, una formulacién liquida de dosificaciéon oral que comprende acido 5-
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metil-2-(2'-cloro-6'-fluoroanilino)fenilacético.

Como se discute en la patente estadounidense 6,291,523, un género
de compuestos, incluyendo dcido 5-maetil-2-(2'-cloro-6'-
fluoroanilino)fenilacético, es util para aliviar el dolor, fiebre e inflamacién
de una variedad de condiciones incluyendo fiebre reumatica, sintomas
asociados con influenza u otras infecciones virales, resfriado comun, dolor
de cuello y espalda baja, dismenorrea, dolor de cabeza, incluyendo dolor
de migrafia, dolor de dientes, dislocaciones y torceduras, miositis,
neuraigia, sinovitis, artritis, incluyendo osteoartritis y artritis reumatoide,
enfermedades degenerativas de articulaciones, gota y espondilitis
anquilosante, bursitis, quemaduras y lesiones siguiendo procedimientos
quirdrgicos y dentales. Algunos individuos, especialmente los nifios,
tienen dificultad para tragar formulaciones sélidas de dosificacién oral. De
esta manera, es deseable proporcionar formulaciones Iliquidas de
dosificacion oral comprendiendo acido 5-metil-2-(2'-cloro-6'-
fluorcanilino)fenilacético para el tratamiento de las condiciones antes
mencionadas en individuos que tienen dificultad para tragar formulaciones
sdlidas de dosificacion oral.

De manera sorprendente se ha encontrado que se puede preparar
una formulacion llquida de dosificacion oral de vida de anaquel estable
comprendiendo acido 5-metil-2-(2'-cloro-8'-fluoroanilino)fenilacético. La
substancia de medicamento de acido 5-metil-2-(2'-cloro-6'-
fluoroanilino)fenilacético es relativamente insoluble en agua y también se
degrada en agua, y asl la capacidad para producir una formulacién de vida

de anaquel estable era inesperada. De manera adicional,
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sorprendentemente se descubrié¢ que la capacidad de suspensién de |a
substancia de medicamento de dcido 5-metil-2-(2'-cloro-6'-
fluoroanilino)fenilacético puede ser altamente dependiente del orden de
adicién de los componentes de suspensidn, en particular el agente de
suspension y el amortiguador.

Las formulaciones llquidas de dosificaciéon oral comprendiendo acido
5-metil-2-(2'-cloro-8'-fluoroanilino)fenilacético  son, de preferencia,
suspensiones de acido 5-metil-2-(2°'-cloro-8’-fluoroanilino)fenilacético. Los
agentes de suspensién adecuados incluyen celulosa microcristalina,
carboximetilcelulosa de sodio, goma guar, goma xantana, goma gelana,
carragenina, glicolato de sodio almidén y mezclas de los mismos. Las
concentraciones de agente de suspension en las formulaciones de la
invencion pueden variar entre aproximadamente 0.1% hasta
aproximadamente 3%, o entre aproximadamente 0.5% y aproximadamente
2.5%, o0 entre aproximadamente 1% y aproximadamente 2%, o
aproximadamente 1.5%.

Las formulaciones de la invencién también pueden contener un
agente humectante, por ejemplo, polisorbato 80, poloxdmeros, incluyendo
poloxamero 188, aceite de ricino polietoxilado y aceite de ricino
hidrogenado polietoxilado y estearato de polioxilo 40. E| poloxdmero 188
tiene la estructura HO(CH,CH;0).(CH(CH3)CH20H),(CH2CH;0).H, donde a
es 75, b es 30'y c es 75, con un peso molecular promedio de
aproximadamente 8350. El agente humectane estad presente en cantidades
normalmente entre aproximadamente 0.1% y aproximadamente 5%, o entre

aproximadamente 0.18% y aproximadamente 1%, o entre aproximadamente
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0.18 y aproximadamente 0.25%, o entre aproximadamente 0.18 y
aproximadamente 0.22% o aproximadamente 0.2%.

El pH de la formulacién puede variar entre aproximadamente 4.3 y
5.5, de preferencia entre aproximadaments 4.5 y aproximadamente 5.5 o
entre aproximadamente 4.75 y aproximadamente 5.25. E| pH también
puede variar entre aproximadamente 4.9 y aproximadamente 5.0. Los
amortiguadores adecuados incluyen, por ejemplo, amortiguadores de
citrato de metal alcalino, tal como sales de citrato de metal alcalino con
4cido citrico, amortiguadores de acetato de metal alcalino, tales como
sales de acetato de sodio con acido acético y amortiguadores de succinato
de metal alcalino, tales como sales de succinato de sodio con acido
succinico y mezclas de los mismos.

Las formulaciones normalmente contienen un agente antiespumante,
por ejemplo, simeticona, normalmente adicionado como una emulsién, por
ejemplo, una emulsién al 30%. Tal emulsién al 30% puede ser adicionada
a una concentracién de aproximadamente 0.1% hasta aproximadamente
0.25% en la formulacion final. Pueden usarse endulzantes, tales como
sacarina, sacarina de sodio, aspartame, sucralosa, acesulfame potasio,
glucosa, fructosa, lactitol, maltitol, maltosa, sorbitol, sacarosa y xilitol.
Los agentes saborizantes también pueden ser adicionados para mejorar la
aceptacion.

Los conservadores adecuados para suspensiones orales son
conocidos para aquélios de habilidad en la técnica e incluyen, por ejemplo,
acido benzoico, &cido sdrbico, parabenos (butil, etil, metil, propil),

benzoato de sodio y propionato de sodio. Un conservador, tal como

[ ©
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aquéllos expuestos antes, o una mezcla de! mismo, pueden estar
presentes en cantidades entre aproximadamente 0.01% y
aproximadamente 0.3%; o entre apr?ximadamente 0.02% y 0.25%; o entre
aproximadamente 0.1% y aproximadamente 0.2%. En una modalidad, la
formulacién comprende aproximadamente 0.02% de propilparabeno y
aproximadamente 0.18% de metilparabeno. Otras modalidades incluyen
formulaciones que comprenden 0.03% de propilparabeno y 0.12% de
metilparabeno, 0.148% de metilparabeno y 0.016% de propilparabeno y
formulaciones comprendiendo 0.1% de metilparabeno y 0.1% de &cido
sdrbico.

Las suspensiones de la invencién pueden hacerse en equipo
convencional de formulacién de liquidos. En una modalidad, la suspensién
de Ia invencién es producida mediante un proceso que comprendes mezclar
agua, substancia de medicamento y agente de suspensioén, seguido por la
adiciéon y mezcla de componentes de amortiguador. De manera alternativa,
la suspension de la invencion puede ser preparada al mezclar agua,
agente de suspensién y componentes de sistema amortiguador, seguido
por la adicién y mezcla de la substancia de medicamento. De manera
sorprendente, se ha descubierto que una suspension no puede lograrse si
los componentes de amortiguador son mezclados con la substancia de
medicamento antes de la adicién del agente de suspensién, cuando el
agente de suspension es una mezcla de celulosa microcristalina y
carboximetilcelulosa de sodio.

Un pH de entre aproximadamente 4.3 y 5.5 proporciona una

suspensién con la substancia de medicamento mas estable. Las

I



formulaciones con un pH por abajo de 4.3 tienen un nivel incrementado de
un producto de degradacién ciclica, mientras que aquéllas por arriba de pH
5.5 tienen niveles incrementados de un producto de degradacién oxidante.
Adicionalmente, aumentar el pH de formulaciones de suspensién de #cido
5-metiI-2-(2'-cloro-é'-fluoroanilino)fenilacético por arriba de pH 5.5, resulta
en una solubilizacién incrementada indeseable de la substancia de

medicamento.

Ejemplos

Ejemplo 1: Formulacion

Tabla 1
Ingrediente Cantidad (mg/ml)

Acido 5-metil-2-(2’-cloro-8'-fluoroanilino)fenilacético 10.0

Propilparabeno 1.0

Poloxdmero 188 2.00

Acido sdrbico 1.0

Emulsion de simeticona al 30% 1.00

Sabor 4.0

Agente de suspensién: Avicel® RC591 18.00
Propilenglicol 25.00
Solucién de sorbitol al 70% 200.00

Acido citrico anhidro 0.71

Dehidrato de citrato de sodio 1.88

~Sacarina de sodio 0.50

{2
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Agua purificada, USP q.s.a1ml

El poloxamero 188 es disuelto en agua, seguido por dispersiéon de
simeticona y substancia de medicamento. Por separado, los metil y
propilparabenos son disueltos en propilenglicol para formar una solucién
conservadora. EI| dcido cltrico, citrato de sodio y sacarina de sodio son
disueltos en agua por separado. El| Avicel® RC591 es dispersado
entonces en la mezcla de poloxdmero 188/simeticona/substancia de
medicamento y se homogeneiza. La solucién conservadora es mezclada y
homogeneizada entonces, seguido por la solucién de sorbitol, solucién de
amortiguador y sabor. Alternativamente, el poloxamero 188 es disuelto en
agua, seguido por la dispersién de substancia de medicamento. Por
separado, los metil y propilparabenos son disueltos en propilenglicol para
formar una solucién conservadora. El| acido citrico, citrato de sodio,
simeticona y sacarina de sodio son disueltos/dispersados en agua por
separado. Entonces se dispersa Avicel® RC591 en la solucion de sorbitol
y se homogeniza. La solucion conservadora es mezclada entonces,
seguido por la solucidn de sorbitol, solucién de amortiguador y sabor. La
dispersién de poloxamero 188/substancia de medicamento es mezclada
entonces para formar la suspension final.

Otras formulaciones pueden ser preparadas como se indica antes,
substituyente los otros surfactantes por poloxamero 188, con los siguientes

ingredientes:

[3
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Tabla 2
Ingrediente Cantidad (mg/ml)
Acido 5-metil-2-(2'-cloro-8'-fluoroanilino)fenilacético 15.0
- Propilparabeno 0.20
Poloxamero 188 2.00
Metilparabeno 1.80
Emulsién de simeticona al 30% 1.00
Sabor 5.0
Agente de suspensién: Avicel® RC591 15.00
Propilenglicol 25.00
Solucién de sorbitol al 70% 250.00
Acido cltrico anhidro 0.71
Dihidrato de citrato de sodio 1.88
Sacarina de sodio 0.50
Agua purificada, USP q.s.a1ml

Tabla 3

Ingrediente Cantidad (mg/ml)

Acido 5-metil-2-(2'-cloro-8'-fluoroanilino)fenitacético 12.5

Propilparabeno 0.20

Polisorbato 80 2.00

Metilparabeno 1.80

Emulsién de simeticona al 30% 1.00

Sabor 5.0




Agente de suspension: Avicel® RC591 15.00
Propilenglicol 25.00

Solucién de sorbitol al 70% 250.00
Acido cltrico anhidro 0.71
Dehidrato de citrato de sodio 1.88
Acido ascérbico 10
Sacarina de sodio 0.50

Agua purificada, USP q.s. a1 ml

Tabla 4
Ingrediente Cantidad (mg/ml)
Acido 5-metil-2-(2'-cloro-8'-fluoroanilino)fenilacético 15.0
Propilparabeno 0.20
Metilparabeno 1.80
Emulsidn de simeticona al 30% 1.00
Sabor 5.0
Agente de suspension: Avicel® RC581 18.00
Propilenglicol 25.00
Solucion de sorbitol al 70% 250.00
Acido cltrico anhidro 3.47
‘Dehidrato de citrato de sodio 9.37
Hidroxietilcelulosa 1.25
Poloxamero 188 2.0
Agua purificada, USP g.s.a1ml

(5
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Tabla 5
Ingrediente Cantidad (mg/ml)
Acido 5-metil-2-(2'-cloro-68'-fluoroanilino)fenilacético 15.0
Propilparabeno 0.20
Metilparabeno 1.80
Emulsién de simeticona al 30% 1.00
Sabor 5.0
Agente de suspension: Avicel® RC591 12.00
Propilenglicol 25.00
Solucidn de sorbitol al 70% 250.00
Acido citrico anhidro 3.47
Dehidrato de citrato de sodio 9.37
Carboximetilcelulosa de sodio 1.25
Poloxamero 188 2.0
Agua purificada, USP q.s.a 1ml

Tabla 6

Ingrediente Cantidad (mg/ml)

Acido 5-metil-2-(2'-cloro-8’-fluoroanilino)fenilacético 15.0

Propilparabeno 0.16

Poloxdmero 188 2.00

Metilparabeno 1.48

Emulsion de simeticona al 30% 2.00

Sabor 4.0




Agente de suspensidn: Avicel® RC591 15.00
Propilenglicol 25.00
Solucidn de sorbitol al 70% 250.00
Acido cltrico anhidro 0.71
Dihidrato de citrato de sodio 1.88
Sacarina de sodio 0.50
Agua purificada, USP q.5.a1ml

Tabla 7
Ingrediente Cantidad (mg/ml)

Acido 5-metil-2-(2'-cloro-8'-fluorcanilino)fenilacético 15.0
Propilparabeno 0.16

Poloxémero 188 2.00

Metilparabeno 1.48

Emulsién de simeticona al 30% 1.00

Sabor 4.0

Agente de suspensién: Avicel® RC501 15.00
Propilenglicol 25.00
Solucion de sorbitol al 70% 250.00

Acido cltrico anhidro 0.71

Dihidrato de citrato de sodio 1.88

Sacarina de sodio 0.50

Agua purificada, USP

q.s.a1ml

[?
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REIVINDICACIONES

1. Una formulacién liquida de dosificacién oral que comprende agua, acido
5-metil-2-{(2'-cloro-8'-fluoroanilino)fenilacético y un agente de suspension,
en donde el pH de dicha formulacién estd entre aproximadamente 4.3 y
aproximadamente 5.5.

2. La formulacidon liquida de dosificacidon oral de la reivindicacién 1, en
donde dicho agente de suspension es un miembro selecionado del grupo
que consiste de celulosa microcristalina, carboximetilcelulosa de sodio,
goma guar, goma xantana, goma gelana, carragenina, glicolato de sodio
almidén y mezclas de los mismos.

3. La formulacién liquida de dosificacién oral de la reivindicacién 2, que
comprende ademas un agente humectante.

4. La formulacién liquida de dosificacién oral de la reivindicacién 3, en
donde dicho agente humectante es un miembro seleccionado del grupo que
consiste de polisorbato 80, poloxdmeros, aceite de ricino polietoxilado,
aceite de ricino hidrogenado polietoxilado, estearato de polioxilo 40 y
mezclas de los mismos.

5. La formulacion liquida de dosificacién oral de la reivindicacién 2, en
donde el pH de dicha formulacién esta entre aproximadamente 4.5 y 5.5.

8. La formulacidn liquida oral de la reivindicacion 6, en donde el pH de
dicha formulacidn estad entre aproximadamente 4.75 y aproximadamente
5.25.

7. La formulacidn liquida oral de la reividnicacién 7, en donde el pH de

dicha formulacién es aproximadamente 5.0 y dicho poloxamero es

(%
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poloxamero 188.

8. La formulacion liquida oral de la reivindicacién 1, en donde dicho

agente de suspensién es una mezcla de celulosa microcristalina y

carboximetilcelulosa de sodio.

9. La formulacién liquida oral de la reivindicacion 8, que comprende un

sistema amortiguador.

10. La formulacién liquida oral de la reivindicaciéon 8, en donde dicho

sistema amortiguador comprende un miembro seleccionado del grupo que

consiste de sales de citrato de metal alcalino con acido citrico, sales de

acetato de metal alcalino con Acido acético, sales de succinato de metal

alcalino con acido succlnico y mezclas de los mismos.

11. La formulacioén liquida oral de la reivindicacién 9, que comprende

ademas un agente antiespumante.

12. La formulacidén liquida oral de la reivindicacién 8, que comprende

ademas un conservador.

13. La formulacién liquida oral de la reivindicacién 12, en donde dicho

conservador es un miembro seleccionado del grupo que consiste de acido

benzoico, - 4cido sérbico, butilparabeno, etilparabeno, metilparabeno,

propilparabeno, benzoato de sodio, propionato de sodio y mezclas de los

mismos.

14. Un método para preparar una suspensioén oral liquida que comprende

acido 5-metil-2-(2'-cloro-6'-fluoroanilino)fenilacético, que comprende:
mezclar agua, substancia de medicamento y agente de suspensioén,

para producir una primera mezcia y entonces mezclar l1os componentes de

sistema amortiguador; o
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mezclar agua, agente de suspensidon y componentes de sistema
amortiguador para producir una primera mezcla y entonces mezclar la
substancia de medicamento.
15. El meétodo de la reivindicaciéon 14, en donde dicho agente de
suspension es una mezcla de celulosa microcristalina y
carboximetilcelulosa de sodio.
16. E! método de la reivindicacién 15, en donde dicha suspensién oral
liquida tiene un pH de entre aproximadamente 4.3 y 5.5.
17. El método de la reivindicacién 16, en donde dichos componentes de
sistema amortiguador son écido citrico y citrato de sodio.
18. El método de la reivindicacion 17, en donde dicha suspension oral
liquida tiene un pH de aproximadamente 5.0.
19. Un método para minimizar la disoluciéon y degradacion de una
suspensién acuosa de acido 5-metil-2-(2'-cloro-6'-
fluoroanilino)fenilacético, que comprende proporcionar una suspensién
acuosa de dcido 5-metil-2-(2'-cloro-8'-fluoroanilino)fenilacético y ajustar el
pH de dicha suspensiébn hasta entre aproximadmente 4.3 vy
aproximadamente 5.5.
20. EIl meétodo de la reivindicacién 18, en donde dicho pH es ajustado
hasta aproximadamente 5.0.
21. Un n?etodo para tratar un desorden o condicién dependiente de
ciclooxigenasa-2, que comprende administrar una cantidad efectiva de una
formulacién liquida de dosificacién oral comprendiendo acido 5-metil-2-(2'-
cloro-6'-fluoroanilino)fenilacético, en donde el pH de dicha formulacion

esta entre aproximadamente 4.3 y 5.5.
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22. E| método de la reivindicacidn 22, en donde el

formulacién es aproximadamente 5.0.

pH de dicha

A
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Form PCTABAR10 (weoand shesl) {Jemmyy 2004)




Intemational appiication No.
INTERNATIONAL SEARCH REPORT PCT/EP2004/002528 @

Box i Obsarvations whare certain claims were found unsearchable (Continuation of item 2 of first sheet)

This Imamational Search Raport has net been satabllshed In reahoct of cartln ciaime under Articie 17{2){a) for the following reasons:

1. m Claims Noa.:
becaves they relats to subject mattsr not required io be ssarchad by this Authorily, namely:

Although claims 21,22 are directed to a method of treatment of the

human/animal body, the search has been carried out and based on the alleged
effects of the formulation.

2. D Claima Nos.:
bacause they relate to parts of the intemational Application that do not comply with the prescribed requiremaents to such
an extant that no meaningful inlemational Search can be carried aut, speciically:

a. Claims Noe.:
D becausa they are dapencdsnt clalms and are not drafied in accordance with the second and thind sentances of Rule 8.4{a).

Box 11 Observations whare unity of invention s lacking (Continustion of iem 3 of first shest)

This inmtemational Ssarching Authority found muitipls inventions in this intemadional application, u.hluws:

1. D n-mmwmuummmwmmmnmlmmmmmm

2, D As al saarchabie ciaims coukd bs saarchad without sfiort justifying an additional foa, this Authorly did not Invite payment
of any additional foa.

3. Aluiylumdmlnq.lluduﬂlond-lrmMmmwmuwmml.mlommmmSQrulanm
covars only thoss ciaims for which fees were pald, apecifically claims Nos

4, No required additional search feas the applicant. C mmhlmwmnupmu
D mbhlmnﬂmllmmmh ”%ﬁlbmw:m

Remark on Protast DMWMMHNMIP!M“MHMM

I:I No protest accompanied the payment of additional ssarch fess.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004)




INTERNATIONAL SEARCH REPORT

Internattonal Application No
lnformetion on peters femly members PCT/EP2004/002528
Patent document Publication Patortt tamily Publication

dted In search raport dals mamber(s) dam

US 2002061932 Al  23-05-2002 AU 1390002 A 22-03-2002
BR 0113809 A 29-07-2003
CA 2416771 Al 14-03-2002
CN 1455691 T 12~11-2003
CZ 20030673 A3 18-06-2003
W0 0220090 A2 14-03-2002
EP 1331972 A2 06—08-2003
HU 0301128 A2 28-10-2003
NO 20031095 A 10-03-2003
sK 2902003 A3 07-10-2003

US 6291523 BL  18-09-2001 US 2002183391 Al 05-12-2002
us 6310099 Bl 30-10-2001
US 2004122254 Al 24-06-2004
US 2002013369 Al 31-01-2002
AT 237580 T 15-05-2003
AU 743371 B2 24-01-2002
AU 9534098 A 22-03-1999
B8R 9812010 A 12-12-2000
CA 2298033 Al 11-03-1999
CN 1140500 C 03-03-2004
DE 69813570 D1 22-05-2003
DE 69813570 T2 12-02-2004
DK 1007505 T3 21-07-2003
W0 9911605 Al 11-03-1999
EP 1007505 Al 14-06-2000
ES 2197508 T3 01-01-2004
1D 23953 A 08-06-2000
0P 2001514244 T 11-09-2001
NO 20000943 A 25-02-2000
NZ 502669 A 01-02-2002
PL 338357 Al 23-10-2000
PT 1007505 T 29-08-2003
RU 2186762 C2 10-08-2002
SI 1007505 T1 31-10-2003
sK 2472000 A3 12-09-2000
TR 200000447 T2 21-07-2000
ZA 9807785 A 01-03-1999
HU 0002514 A2 28-12-2000

Fown PCTABA/ZO (patent famlly SN (iamaky 2004)
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From the
INTERNATIONAL SEARCHING AUTHORITY
PCT
WRITTEN OPINION OF THE
see form PCTASA220 INTERNATIONAL SEARCHING AUTHORITY
(PCT Rule 43bis.1)
Date of maling
(dayinonthiear) sea form PCTASA210 (second shest)
Appllcants or agant's fle raference FOR FURTHER ACTION
see form PCTASA220 See pamgraph 2 below
intemational application No. Inemational fing date fdawinonthjear) Priority daie {dayinonthimar)
PCTEP2004002528 11.03.2004 12.03.2003

AB1K31195, AG1K908

imsmational Patent Classificanon (IPC) or both national ciassification and IPC

Applcant
NOVARTIS AG

B BoxNo.|  Basis of the opinion
& BoxNo.ll Prorty

[J Box No.lV  Lack of unity of Invention
B BoxNo.V

[0 Box No.Vl Certaln documents ched

2. FURTHER ACTION

will not be so conaiderad.

whichever expires laier.
For further options, see Form PCTASAZ20.

1. This apinion contains indications relating to the following items:

B Box No.lll Non-sstablishment of opinion with regard o novelty, inventive step and Industrial applicablity

Reasoned statermnent under Rule 43bis.1(a)(]} with regard to novelty, inventive atep or indusatrial
applicablity; ciations and explanations supporting such statement

0 Box No.VIl Certain defects in the intemational application
[0 Box No. Vill Cartain ohservations on the intemational application

if a demand for international preliminary examination is made, this opinion will usunlly be considered to be a
written opinion of the Intemational Preliminary Examining Authority {"IPEA"). However, thia does not apply where
the applicant choosaes an Authorlty other than this one to be the IPEA and the chosen IPEA has notifed the
International Bureau under Rule 66.1bis(h) that written opinions of this Inlemational Searching Authority

If this opinion s, as provided above, considered to be a written opinlon of the IPEA, the applicant Is invited 1o
submit to the IPEA a wiitten reply together, where appropriata, with amendments, before the expiration of three
months from the date of malling of Form PCTASAZ20 or before the explration of 22 months from the priority dats,

3.  Forfurther detalle, see notes io Form PCTASAZ20.

Neme and malling sddress of the ISA:

European Peient Office - P.B. 5818 Padentiaan 2
NL-2280 HV ~ Pays Bas

Tel. 431 70 340 - 2040 Tx: 31 651 spo nl

Fax: +31 70 340 - 3018

Authortzed Ofiicer

.»‘3‘\
Muiier, S {
Telsphone No. +31 70 340-2080 ‘\-‘j

Farm PCTASAR23S7 (Cover Sheet} {(January 2004)
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTEP2004002528

Box No.| Basis of the opinlon

1. With regard to the language, this opinion has been established on the basis of the intemational application in
the language in which it was field, unleas otherwise indicated under this item.

O This opinion has been establighed on the basis of a transiation from the original language into the following
language , which is the lenguage of a translation fumished for the purpages of intarnational search
{(under Rules 12.3 and 23.1(b)).

2. With regard to any macleotide andor amino acid sequence disclosed n the international application and
necsessary 1o the claimed invention, this opinion has been established on the basis of:

a. type of material:

O assquence listing
O tabie(s) relatad o the sequence listing
b. format of material:
O  in written format
J in computer readable form
c. time of fllingfumishing:
O contained in the Intemational application as filed.
‘0 fed iogether with the Intemational application in computer readable form. iy
0 tumished subsequently o this Authority for the purposes of search.
3. O In addition, in the case that more than one version or capy of a sequence listing andbr table relating thereto
has been filed or fumished, the required statements that the information in the subsequent or additional

copies is identical to that in the application as filed or does not go beyond the application as filed, as
appropriate, were furnished.

4. Additional commenis:

Form PCTAPEAN 237 (Jarwary 2004)
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTEP2004002528

Box No. 1l Priority

1. 8 The foliowing document has not been fumished:
X copy of the earlier application whose priority has been claimed (Rule 43bis.1 and 66.7(g)).

0 translation of the eariler application whose priority has been claimed (Rule 43bis.1 and 66.7(b)).

Consequently it has not besn possible to consider the validity of the priority claim. This opinion has
nevertheless been established on the assumption that the relevant date is the claimed priority date.

2. 0 This opinion has been established as If no priority had been claimed due to the fact that the priority claim
has been found invalid (Rules 43bis.1 and 64.1). Thus for the purposes of this opinion, the intemational
fiing date indicated above is considered to be the relevant date.

3. Additional observations, ¥ necessary:

Form PCTAPEA/ 237 (January 2004)
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WRITTEN OPINION OF THE Intemational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTEP2004002528

Box No. il Non-estmblishment of opinion with regard to noveity, Inventive step and Iindustrial
applicabliity

The questions whether the claimed invention appears to be novel, o involve an inventive step (to be non
obviocus), or to be industrially applicable have not been examined in respect of.

O
®

the entire international application,
claims Nos. 21,22, with respect to Industrial applicabitity

bacause:

the said international application, or the said claims Nos. 21,22, with respect to industrial applicability
;elata m)the following subject matter which does not require an international preliminary examination

see soparate shoot

the description, claime or drawings (indicate particular siements beiow) or gaid claime Nos.  are 80
unclear that no meaningful opinion could be farmed (specify).

the claims, or said claims Nos. are so inadequetely supported by the description that no meaningful opinion
coukl be formed.

no international search report hag been established for the whole application or for said claima Nos. 21,22,
with respact to industrial applicabiiity

the nucleotide andbr amino acld sequence listing doas not comply with the standard provided for in Annex
C of the Administrative Instructions in that:

the written form O has not been furmnished

O does not comply with the standard
the computer readable form O has not been fumished

O does not comply with the standard

the tables related to the nucleatide andbr amino acid sequenca listing, if in computer readable form only, do
not comply with the technical requirements provided for in Annax C-bis of the Administrative Instructions.

See separate sheet for further detalls

Ferm PCTAPEA/237 (Jarwary 2004)



WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

36:

International application No.
PCTEP2004/002528

Box No.V Reasonsd statement under Rule 43bis.1{a){l) with regard to novelty, inventive step or
Industrial applicabllity; ciiations and explanations supporting such statement

1. Statement

Novelity (N)

Inventive step (IS)

Industrial applicability (1A)

2. Citations and explanations
soe separats sheet

Form PCTAPEA/237 (January 2004)

Yes:

Yes:

Yeos:

Claims
Claims

Claims
Claims

Claims
Claims

3,4,7,9-20
1,2,5,6,8,21,22

3,4,7,8-20
1,2,5,6.8,21,22

1-20
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WRITTEN PINION OF THE Intemational application No.
INTERNATI NAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/EP2004/002528
Re item Ill

Non-establishment of opinion with regard to novelty, Inventive step and Industrial
applicabliity

For the assessment of the present claims 21 and 22 on the question whether they are
industrially applicable, no unified criteria exist in the PGT Contracting States. The
patentability can also be dependent upon the formulation of the claims. The EPO, for
example, does not recognize as industrially applicable the subject-matter of claims to
the use of 2 compound in medical treatment, but may allow, however, claimsto a
known compound for first use in medical treatment and the use of such a compound for
the manufacture of a medicament for a new medical treatment.

Be ltam V
1. Cited Document

The following document is referred to in this communication:
D1 : US-A-2002/0061932

2. Novelty

D1 discloses (see example 1 on pages 4 and 5) tablets which are prepared by
wet-granulating a drug mixture comprising the drug
5-methyl-2-(2'-chloro-6'-fluoroanilino)phenylacetic acid and the suspending agents MCC
and CMC Na with an aqueous suspension. } is believed that the resulting mixture is in
the form of a suspension and has a pH of between 4,75 and 5,25. The subject-matter
of claims 1,2,5,6,8,21,22 is therefore not new (Article 33(2) PCT).

3. Inyentive Stap

Should the applicant overcome the abovementioned novelty objection, he should note
that the present application appears to be inventive over the prior art (Article 33(3)
PCT).

Form PCT/Separeie Sheet’237 (Eheet 1) (EPO-January 2004)
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WRITTEN OPINION OF THE International application No.
INTERNATI NAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/EP2004/002528
4. Industrial applicabliity

Claims 21 and 22 relate to subject-matter considered by this Authority to be covered by
the provisions of Ruie 67.1({iv) PCT. Consequentiy, no opinion wiil be formulated with
respect to the industrial applicabillity of the subject-matter of these claims (Article
34(4)(a)()) PCT).

Claims 1-20 satisfy the criterion of industrial applicability set forth in Article 33(4) PCT.

Form PCY/Seperate Sheet'237 {Sheet 2) (EPO-Janusry 2004)



PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY
(Chapter Il of the Patent Cooperation Treaty)

(PCT Article 36 and Rule 70)
Applicant's nt's flle reference
P":L_azsg'.,‘::’s; ° FOR FURTHER ACTION Soe Form PCTAPEA1S
Intemational application No. intsmational Ming date (dayfnonthear) Prionty date (dayinonthyear)
PCT/EP2004/002528 11.03.2004 12.03.2003

international Patent Classification (IPC) or national classification and IPC
AB1K31/195, A61K9.08

Applicant
NOVARTIS AG

1.

This report is the International preliminary examination report, established by this International Preliminery Examining
Authority under Article 35 and franamitted to the applicant according to Article 36.

This REPORT consists of a total of 8 shests, including thie cover sheet.
This report Is also accompanied by ANNEXES, comprising: .
a. [1 sent to the applicant and to the Intemational Bureau) a total of sheets, as follows:

[0 sheets of the description, claims andbr drawinga which have been amended and are the basis of this report
andbr sheets contalning rectifications authorized by this Authority (686 Rule 70.18 and Section 807 of the
Adminlistrative Instructions).

O sheets which supsrsede earller sheats, but which this Authority considers contain an amendment that goes
beyond the disclosure In the International application as filed, as Indicated in tem 4 of Box No. | and the
Supplemental Box.

b. O] (sent o the intsrnational Bureau only) a total of (Indicais type and number of alectronic carrier(s)) |, conmaining a
sequence listing andbr tables related thereto, in computar readable form only, as indicated In the Supplemental
Box Relating to Sequence Listing {see Section 802 of the Adminlstrative Instructions).

This report contains indications relating to the following ltems:

B BoxNo.l  Basis of the opinion

00 BoxNo.!l  Priotity

B4 BoxNo.Il  Non-sstablishment of opinion with ragard to novelty, inventive step and Industrial applicability
0O BoxNeo.IV Lack of unity of Invention

B BoxNo.V  Reasoned statemnent under Article 35(2) with regard to novelty, inventive step or industrial
applicabliity; cltations and axplanations supporting such atatement

[0 BoxNo.VI Certaln documents clted
0 Box No. VIl Cerlain defects In the International application
O Box No. VIl Certain observations on the intarnational application

Date of submiasion of the demand Date of completion of this report

24.09.2004 08.03.2005

Name and malling address of the intemational Authorized Officer

preliminary sxamining authority: f"\.
European Patent Office - P.B. 5818 Patentiaan 2 : \

’ NL-2280 HV Rlijswik - Paya Bas Muller, S {

Tel. +31 70 340 - 2040 Tx- 31 851 epo i /]
Fax: +31 70 340 - 3016 Telephone No. +31 70 340-2080 \\_-"'

Form PCTAPEA/409 (Cover Sheef) (January 2004)
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INTERNATIONAL PRELIMINARY REPORT International application No.
ON PATENTABILITY PCT/EP2004002528

Box No.| Basis of the report

1. With regard to the language, this report is based on the intemational application in the language in which it was
filed, uniess otherwise indicated under this item.

O This report is based on translations from the original language into the following language ,
which is the language of a translation fumished for the purposes of:

0O intemational search (under Rules 12.3 and 23.1(b))
O publication of the intemational application (under Rule 12.4)
O intenational preliminary examination (under Rules 55.2 andbr 55.3)

2. With regard to the elements” of the intemational application, this report is based on (replacement sheets which
have bean furnished to the receiving Office in response to an Invitation under Article 14 are referred to in this
report as "originally filed" and are not annexed to this report).

Description, Pages
1-7 as originally filed

Claime, Numbers
1-22 as originally fllad

O asequencs listing andbr any related table(s) - see Supplemental Box Relating to Sequence Llsting

3. 0 The amendments have resulted in the cancellation of:

O the description, pages
O the claims, Nos.
[1 the drawings, sheetsfigs

O the sequence listing (specify):
O any tabie(s) related to sequence listing (specify):

4, 0 This report has been astablished as if (some of) the amendments annaxed to this report and listed below
had not been mads, since they have been considered to go beyond the disclosure as filed, ag indicated In the
Supplemental Box (Rule 70.2(c)).

O the description, pages

O the claims, Nos.

O the drawings, sheetsfigs

O the sequence listing (speclfy)'

O any table(s) related to sequence listing (specify):

* If item 4 applies, some or all of thesa sheets may be marked "superseded."

Form PCTAPEA/400 (January 2004)



INTERNATIONAL PRELIMINARY REPORT

ON PATENTABILITY

Ty

International application No.
PCTEP2004002528

Box No. lll Non-establishment of opinion with regard to noveity, Inventive step and Industrial

applicabillty

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-

obvious), or to be industrially applicable have not been examined in respect of:

{1 the entire intemational application,

B claims Nos. 21,22, with respect to industrial applicability

bacause:

B the said intemational application, or the said claima Nos. 21,22, with respect to Industrial applicability relate
to the following subject matter which does nat require an International preliminary examination (specify):

sue separate aheet

O the description, claims or drawings (indicale particular elsments beiow) or said claims Nos. are so unciear
that no meaningiul oplnion could be formed (specify).

O the claims, or said claims Nos. are sc inadequately supported by the description that no meaningful opinion

could be formed.

B no intemational search report has been established for the said claims Nos. 21,22, with respect to industrial

applicability

O the nucleotide andbr amino acid sequence listing does not compty with the standard provided for in Annex
C of the Administrative instructions in that:

the written form

the computer readable form

0 the tables related to the nuclectide andbr amino acid sequence listing, if in computer readable form only, do

O
a
O
a

has not been fumnished
does not comply with the standard
has not been fumished
does not cornply with the standard

not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions.

O See separate sheet for further detalls

Form PCYAPEA/400 (January 2004)



INTERNATIONAL PRELIMINARY REPORT

ON PATENTABILITY

G2

intemational application No.
PCTEP20040002528

Box No. V Reasoned etatement under Article 35(2) with regard to novelty, Inventive step or Industrial

applicabliity; citations and explanations supporting such statement

1. Statenent
Novelty (N) Yos:
No:
Inventive step (I1S) Yes:
No:
Industrial applicability (IA) Yas:
No:

2. Citations and axplanations (Rule 70.7):
aoe soparate shoot

Form PCTAPEA/400 {January 2004)

Claims
Claims

Claims
Claims

Claims
Claims

3,4,7,9-20
1,2,5,6,8,21,22

3,4,7,8-20
1,2,5,6,8,21,22

1-20
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INTERNATIONAL PRELIMINARY International application No.
REPORT N PATENTABILITY

{SEPARATE SHEET) PCT/EP2004/002528
Re ltem [l

Non-establishment of opinion with regard to novelty, inventive step and industrial
applicability

For the assessment of the present claims 21 and 22 on the question whether they are
industrially applicable, no unified criteria exist in the PCT Contracting States. The
patentability can also be dependent upon the formulation of the claims. The EPOQ, for
example, does not recognize as industrially applicable the subject-matter of claims to
the use of a compound in medical treatment, but may allow, however, claims to a
known compound for tirst use in medical treatment and the use of such a compound for
the manufacture of a medicament for a new medical treatment.

Be tem V
1. Cited Document

The following document is referred to in this communication:
D1: US-A-2002/0061932

2. Novelty

D1 discloses (see example 1 on pages 4 and 5) tablets which are prepared by
wet-granulating a drug mixture comprising the drug
5-methyl-2-(2'-chloro-6'-fluoroanilino)phenylacetic acid and the suspending agents MCC
and CMC Na with an aqueous suspension. It is believed that the resuiting mixture is in
the form of a suspension and has a pH of between 4,75 and 5,25. The subject-matter
of claims 1,2,5,6,8,21,22 is therefore not new (Article 33(2) PCT).

3. Inventive Step

Should the applicant overcome the abovementioned novelty objection, he should note
that the present application appears to be inventive over the prior art (Article 33(3)

PCT).

Form PCT/Separaie Shest/408 (Sheet 1) (EPO-January 2004)
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INTERNATIONAL PRELIMINARY Intemational application No.
REPORT ON PATENTABILITY

(SEPARATE SHEET) PCT/EP2004/002528
4. Industrial licabilit

Claims 21 and 22 relate to subject-matter considered by this Authority to be covered by
the provisions of Rule 67.1(iv} PCT. Consequently, no opinion will be formulated with
respect to the industrial applicability of the subject-matter of these claims (Article
34(4)(a)(i) PCT).

Claims 1-20 satisfy the criterion of industrial applicability set forth in Article 33(4) PCT.

Form PCT/Separaie Sheet/408 (Sheet 2) (EPO-January 2004)



intemmational Patent lication with Intemnational flling date on or after 01.01.04
Actlvities In connection with entry into the national phase according to PCT

Case:

Instructions to Filing/Formalities Group
A Entry into the national phase according to PCT

The Fliing/Formaitties Group Is Instructed to Initiate national action in good time

(] in the countries listad In variant
(m] amendments io the variant as follows (plaasa siso stris exienslon steies I appficable)

The following documents are to form the basis of the netional phase at the seiecied Office

The original wording of the intemational application (dascription, claims and drawings);

If amendments were made in the courss of the Intemational phase, the version of the application prevalling
after concluglion of intemational examination.

A copy of all replacament pages flled In the course of the Intemational phase.

Any claime end/or shortened descriptions which should be flled in specially designated countries (pleass
define preciselyl) for further proceduros.

Raqueast for axamination in Japan/South-Korea to be made at the same time as entry into national phase.
Earty request required for NCE's, sae CRM 03/01, please identlfy the claims salected for request for
axamination. (The PRA dsadiines will nevertheless be genersted automaticefly and can be ignored by tha PS or delatad -
they will automatically disappear 25 months sfter the intamationa! filing dats).

Request examination for the following clalms:
No requeat for early examination has to be made.

Fliing In Indla as follows:

O Regular Application for Process Inventions

) Black Box Application for other Inventions

O A copy of the application for the nallonal phass may be found on the g:Drive under “Flling Texts".

O OO go

aoa

B Non-antry into the national phase according to PCT

m| B1 The above-mentioned PCT application is to be abandoned through Inactivity
(Flling/Formalities Group by sattiement of PCT 30 deadline)
w| B2 Al priority applicationa are to be aclively withdrawn by Patant Attomey
(Meil/Data Input Group: for PCT record store “PRIO. WITHDRAWN" and change identiying
code to "AO", and
Fliing/Formailties Group: extand PCT deadlines {calculats from application dats])
By withdrawing the earilest priority claim(s), 12 months time s gained untll the final sbandonment, since
the 30-month term I3 calculated from tha flling dats of the PCT application.

If the application falls under the German law of employees’ Invention rights:
O The walver of the Inventor(s) ls enclosed (instructions to abandon may only be given If the inventor(s) has
(have) walvad the same.)

Enclosures by Patent Attomey to Flling/Formalitiss Group after recelpt of the Intemational Prefiminary
Examination Report, st latest by x + 28 (PCT28)
- PCT country file
- Description, clalms (f emanded, oid claims as originally filed and new amendad claims) as well as
any declaration made according to Article 18 PCT
- Upon entry into the national phase: optional receipi{s) of deposited microorganiem(s) and viability

statement(s)
- Optional shortened llst of claims and/or description for specially designated countries

Signature: Visum Section Head or Group Head:

FORM 97ANT 1204

2.4
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REPUBLICA DE COLOMBIA
SUPERINTENDENCIA DE INDUBTRIA Y COMERCI

Bogoté,
2020

Doctor (a)

ESCOBAR URIBE JIMENRA

Apoderado(a) y/o Representante de
ROVARTIS AG

REFERENCIA Radicacién No. 5 91231
Solicitud internmacional PCT/EP2004/002528
Fecha iniclo fase nacional 12/10/2005

Trémice 11
Evento 379
Actuacibn 430
oficio No. _~ 10663

Como resultade del examen de forma, realizado con fundamento en el articulo 38 de
la Declelén 486 de la Comisisn de la Comunidad Andina, articulo 27 del Tratado de
Cooperacifn Materia de Patentes (PCT), regla 51 bis del Reglamento y Circular
Onica de la Superintendencia de Industria y Comercio, se le comunica que:

1. La solicitud no contiene la copla del documento en que consta la cesifm del
derecho a 1la patente del inventor al solicitante o a su causante. (Art. 26-k)
Decisién 486.

En cumplimiento de lo dispuesto pcr el articulo 39 de la Decisifn 486, se le
requlere para que dentro del término de dos meses siguientes a la fecha de
notificacién del presente oficlo, complete los requlsitos anteriormente enunciados.
En caso de no dar cumplimiento al presente requerimiento, 1la solicitud se
considerari abandonada y perder& su prelacidn.

Notifigquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal
e), del capitulo quinto del titulo primero de la Circular Unica No.10 de 200l.

ALIX CARMEN. SPEDES DE VERGEL
Jefe de la vislén de Nuevas Creaciones

El anterior requerimiento fue notificado por fljacién en 1lista de
fecha
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