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SLJPIRINTENDiNCIA DE INDUSTRL\ Y COMERCI() 
DIVISION DL NUEVAS CREACTONES 
E. S. D. 

Re: Expediente No. 05-091.231 
Solicitud de patente a nombre dc NOVARTIS AG 

Yo, JIMENA 1.SCE)BAR URIBE, identificada corno aparccc al pie de mi firma, 
dorniciliada en la carrcra 11 NO. 86-53 Piso 6, obrando Comb apodcrada de la 
sociedad NOVARTIS AG, dorniciliada en Basilea, Suiza, solicitantc dc la patente de 
Ia rcfercncia, en respucsla al oficto No. 10929 notificado pot fijacion en lista ci 29 dc 
agosto de 2008, rciacionado Con ci concept() tØcnico de fondo No. 2108, me 
permito manifestar lo siguicntc: 

1. Con fundamento en la facultad quc conticre ci articuio 34 de la Decision 486 
al solicitantc para modificar la solicitud de patcnte en cualquicr momcnto del 
trÆmtc, prescnto junto COfl este mcmonai flUCV() capitulo reivindicatorio clue consta 
de 20 rcivindicacioncs y en ci cual sc realizaron las siguientes mnodificacioncs: 

ii Se cancclaron las antiguas rcivindicaciones 21 y 22 quc haclan refcrcncia a 
matctia no patentable. 

1.2 Se suprirrncron todos los terminos aproximadamente a in largo de todo ci 
capItulo reivindicatorio. 

1.3 Se corrigiO la dependencia dc la antigua reivindicacitin 7. 

Para este efecto, mc permito acompaflar ci rccibo dc caja No. 08-83,351 dci 22 de 
octubre de 2008 con ci cual queda cuhierta la tasa corrcspondicntc a la modificaciOn 
de la solicitud. 

2. Claridad de la solicitud 

En cuanto a la descripciOn, atentamente mc permito deci.r quc la solicitud en 
estudio, claramente nmcstra cjue hay dos rutas aiternas para la prcparaciOn de 
formuiacioncs lIquidas. La primera de ellas se Ileva a cabo mediante un primer paso 
ciue es mezclar ci agua, ci fÆrmaco y suspender ci agcnte, seguido pot la adición y 



mezcla del componente arnortiguador. Otra aiternativa rncdiantc la mczcla dc agua, 
ci agente de suspension y los componentes del sisterna amortiguador, scguido pot la 
adiciOn y la mezcla del fÆrrnaco, Como Sc explica en la descripciOn, la mezcla del 
amortjguador y el fÆrmaco se evitarÆ toda vez que no hay agente de 
suspensión present. 

Lo anterior es totaimcntc claro cuando desdc la pÆgina 2, linea 19 hasta la pÆgina 3, 
lInca 5, se establcce que: "Dc manera sorprendenle se ha encontrado que sepuedepreparar una 
/miulación Ilopilda de dosz7icaci6n oral de vu/a de anaquel es/able comprendiendo Æcido 5-metil-2-
(2 ’-cloro-6 7iuoroanilino)/Łnilcicl/ico. L.a subs/ave/a c/c medicarnento de dc/do .5-me/il-2-(2 ’-cloro-
6 ’-/iuoroanilino)/ŁnilacØtico es rela/ivamente insoluble en a’uay tamblln se derada en qua, y asI 
la capacidad para producir una frrrnulación de vida de anaquel es/able era ine3perada. ll 
man era adicional. srprendenremenre se descubrió  que la capacidad de 
susDensión de Ia substancia ckjnedicaniento de Æcido5-rnetJl-2-j’2’-cloro-6’-

� 

uluoroanilino,Ifenilacºtico  puede ser altamente dependiente del orden de 
adición de los componentes de suspension, en particular el agente de 
suspensiOn y ci amorri’uador.". 

En ese orden dc ideas, lo antetiormente mencionado Si SC cncucntra relacionado con 
la composiciOn y su forma dc prepataciOn segtin lo revclado en ci capItulo 
reivindicatorio. Asi las cosas, el solicitante no considcra prudcnte realizar ninguna 
modificaciOn en la descripciOn, pucs en ella claramente se exponc ci avancc tØcnico 
logrado con Ia prescnte rnvcnclOn. 

Dc otra parte, respecto a la objeciOn sobre la descripciOn debido a que no contienc 
datos quc dernuestren la estabilidad dc la formulación rcclamada,  me permito dccir 
cjuc dcsde Ia linea 24 dc la pÆgina 5 hasta la linea 7 de Ia pÆgina 6 de la rncmoria 
descriptiva se mucstta quc un p11 cntrc 4.3 y 5.5 proporcionan una suspension con 
la mayor estabilidad de la sustancia fÆtrnaco. Adicionalrnentc, se estabiece que a pI-1 
pot dcbajo de 4,3 se encontraron niveles incrcmcntados de productos de 
dcgradaciOn cIcica, en tanto quc en un pH pot encima de 5,5 se hailan niveles 
aumentados dc un producto de dcgradaciOn oxidativa. Pot lo tanto, obviamente 
csto significa que en ci tango prcfcrido dc pI-1 csta entre 4,3 y 5,5, las cantidades de 
productos dc degradaciOn son mInimas o no Sc encuentran ptcscntes en la 
forniulaciOn y asI la fotmulacion es estable dentro de dicho tango. 

3. Nivel inventivo de la invenci6n 

Iii senor exarninador argumenta que la solicitud en cstudio se encuentra afectada en 
su altuta invcntiva pot dos documentos Dl y 1)2. Como prirnera medida, me 
permito decir quc ci documento seæalado como Dl en la tabia del folio 84 
(US2002/0028794) no cotresponde con los datos dc la copia mostrada en ci folio 
71. Aparcntemcnte cxiste un error en Ia trascripciOn de li, informaciOn y para 
cfectos de la siguicntc discusiOn se tcndrª en cuenta el docurnento seæalado en cl 
folio 71 (US 2002/0061932). 
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Una vez hecha esta aclaracion, me permito decir que ci documento Dl revcla una 
composición  que contlene Æcido 5-1-netil-2-(2’-cloro-6’-fluoroanilino)fenilac6tico a 
una Sal farmacØuticamcnte aceptable del rniSflTiO. Sobre ci particular, Cs necesario 
scæalar que Dl hace rcfercncia a que dicha cornposicion es una composición 
farmaØutica djjheación inmediata en la forma de una tableta. 
Contrario a las enseæan2as de dicha anterioridad, la J) Sente invención se rcfiere a 
una formulación de dosificación oral Jiquida que comprende ci acwlo 5-metil-2-
(2’-cioto-6’-fluoroanilina) fenilacØtico, la cual es adecuada para el tratamiento dc 
trastornos y condicioncs mediadas por la ciclo-oxigenasa 2 en individuos, cjue 
presentan dificultad en la degiución de formulaciones de dosificación sólid 
orales. 

Fn cfect-o, ci ingrediente acnvo de esta formulación Cs conocido porque es 
rclativamcnte insoluble en agua y porque es fÆcilmentc degradable pot la misma, 
coma asI Sc estabiece en la mernoria descriptiva de la solicitud, principalrncnte en ci 
ultimo pÆrrafo dc la pÆgina 2. Es en este sentido, la presente invcnción va mÆs allÆ 
de lo conocido en la tØcnica, pues tesulta sorprendente e inesperado que se puedan 
obtcncr formulaciones liquidas de doificacion oral de vida de anaquci estabic 

En esc order) de ideas, ci solicitante desca informar que durante ci trabajo 
experimental se observo que la accion de suspension del Æcido 5-metil-2-(2’-cioro-6’-
fluoroan1lino)fcn11ac66co depende en gran mcdida del orden dc la adicion dc los 
componentes de la suspension, en particular del agente de suspension y del 
amortiguador. EspecIficamentc, 

el 

solicitante encontró -_que  no se puede 
obtener una suspensión, silos cornponentes amortiguadores son mezclados 
con la sustanciafmco antes de la adición del agente de sus_pensión. 
TambiØn encontrO de rnancra sorprcndcnrc quc lo anterior ’inicamcnte sucede en 
un intcrvalo de pl-1 estrecho comprendido entre 4.3 y 5.5 en donde se proporciona 
un ambiente adecuaclo para la suspensiOn, ci cual es capaz de estabilizar la sustancia 
fÆrmaco. 

En contraste con lo anterior, se dcr.erminO quc las formulaciones que Sc encuentran 
par debajo de 4,3 mostraron niveles incrementados de un producto de degradación 
cIcico, en tanto que aqucilas formulacioncs con un pF-T pot encima dc 5,5 tienen 
nivcles incrcmcntados de un proclucto de Ia dcg.radaciOn oxidativa. ;\dicionalmcnte, 
t.arnbiØn se cstablcciO que CI inCrelTiento del valor del pH de la formulaciOn dc 
suspension par encima de 5.5 tarnbiØn dio coma resultado una solubilizaciOn 
incrementada no dcscada del agente activo. 

Sohrc este particular, me perrnito manifestar que la prcsente invcnciOn no sOlo 
reclama una agregación o yuxtaposicion de caracterIsticas sino una verdadera 
cornbrnacli)n, la cual Cs una intcraccion funcional entre la sustancia fÆrmaco o 
ingrcdicntc activo, cl agente de suspension y ci pI-I seleccionado, lo cual dc manera 
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sorprendentc e inesperada resulta en una forrnuiación liquida oral estabic en 
anaqueles quc comprende ci acido 5-rnetil-2-(2’-coro-6’-fluoroani1ino)fcnilac6tico. 

En consecuencia, ci documento Dl no proporciona ninguna indicación en cuanto a 
una formulación liquida gcnØrica, mucho menos con relación a una formulación oral 
liquida estable en anaqueles que comprenda ci 5-mctil-2-(2’-c1oro-6’ 
fluoroanilino)fcnilacctico CO1TIO la (jUC Sc rcvcia en la Irescnte invención. Es mÆs, la 
anterioridad Dl dc ninguna mancra aborda ci probicma de la insolubilidad y 
degradaciOn que sufrc ci compucsto activo al estar en contacto con ci agua, toda vez 
quc divulga una forma sólida  en tableta. 

En cste orden de ideas, esta dcficicncia rn()strada pot ci documcnto Dl no podria 
set complementada pot ci documento 1)2, toda vcz quc Østc iiltimo revcla 
suspensiones de ibuprofeno para la adrninistración oral. En este sentido, se hace 
nccesario seæaiar que ci hecho que ci ibuprfeno tambicn muestre una escasa 
solubthdad no significa quc se pudicra alcanzar algunas conclusiones pot simple 
analogIa o quc pudiera Ilevar a una persona medianamente versada en la tØcnica a 
reahzar prcdiccioncs en cuanto al comportamicnto del Æcido 5-rnctil-2- (2’-cloro-6’-
fluoroanilino) fenilacØtico, 

En efecto, al considerar ’a estructura qulmica dc arnbos compuestos, se puede 
conduit quc son completamente diferentes y al considerar adicionalmente quc 1)2 
no hace mención de la fAcil degradación  del ibprofeno en el agua, es claro 
que las cnseæanzas de esta anterioridad no pueden licvar de manera evidente a un 
sujcto medianamente versado en la tØcnica a la matcria objcto dc la presente 
rnvenCión. 

En este orden de ideas, la diferencia adicional se vuelve mÆs evidente cuando se 
. buscan los rangos preferidos dc pH enseflados pot ci document(-) D2 para las 

soluciones allI descritas y Sc comparan con ci tango específico divulgado en la 
presentc invenclon. 

Como ci examinadot podrÆ corroborat, ci pI-I divulgado en 1)2, especIficamcnte ci 
cnseæado en la columna 9, lInea 39 cntrc ci tango de 3,6 y 4,6 no serla adccuado 
para lievat una forrnulación liquida oral de larga vida en anaquelcs que comprendan 
ci fÆrmaco Æcido 5-met11-2-(2’-cloro-6’-fluoroani1ino)fcni1acØco. Aün mIs, como ya 
se discutió anteriormente, ci aimacenamiento de las forniulacioncs orales lIquidas de 
la presente invención a un valor de pH pot dcbajo dc 4.3 conducirIa a niveics 
incrcmentados de un producto de dcgradación cIclica y pot lo tanto a una 
formulaciO.n inestable. AsI las cosas, una persona rnediananicntc versada en la 
matcna no encontraria motivacion alguna a partir dc los tangos de p1-I mostrados en 
1)2 para liegar de manera evidcntc a las formulaciones liquidas y orales del Æcido 5-
metil-2-(2’-cloro-6’-fluoroanilino) fenilacØtico de acuerdo con la invención en 
estudio, pues D2 falla en sugerir o mencionar que se puedan obtener formulaciones 
de dicho agentc activo rnÆs cstablcs en otros intervalos de pH. 



En relacin Con Jo anterior, tambiØn cabe seæalar que debido a las diferencias 
estructurales y a los contrastes observados en las propiedades dc los compuestos 
fÆrrnacos revelados en 1)2 y la prcscnte invención, respectivarnente, una persona 
normalmente vetsada en la materia no habria cncontrado rnotivación alguna para 
combinar los documcntos Dl y 1)2. 

En este sentido, atentamente ditio kNatencion del senor examinador al "Manual para 
ci iixarnen c/c Solicitudes c/c Patentes de Invenceon en las 0/Icinces de Propiedad Industrial de los 
Raises c/c la Comunidaci Andina", pnncipalmente a! acapite 10.6 "combinación de 
documentos" pagina 81, donde se hace rcfercncia a que "(ontrariarnente a cuando se 
anaIia ici novedacl, al estucliar el lziml invcntic’o, estdpeernitido combinar dos o inÆs documentos o 
di/Łrentes ejempios c/c rcaliación o panes c/c un rnicmo docirncnto, pew so1arncnte di dicha 
corn binación fuere obvia_parauna persona verada en la materia tØcnica 

40 correspondiente. (El rcsaltado Cs nuestro). Pot lo tanto, en ic prescntc caso, no 
resulta procedente combinar los documentos DI y D2, principalmente las 
cnscæanzas dc D2, toda vc7 quc dicha combinación no tesulta evidente para una 
persona versada en la tØcnica. 

Con rc!ación  a lo anterior, tarnbiØn Sc considcta impottante scæalar quc la 
cornhinación de  documentos mencionada por ci senor exarninador, podrIa ser vista 
pot una persona vcrsada en la materia correspondientc ünicamente teniendo 
acceso al cpnocin.erito prpporcionado por I -a 12resente invención, cs decir, 
realizando un cstudio en retrospcctiva o de tipo Hindsight como al parecer fue 
reali7ado pot ci cxarninador. 

I-tn este caso, Cs evidente que el exarninador no enfoca su anÆlisis en ci momento en 
ci que ci solicitante plantea un problema con ci fin de solucionar fallas tØcnicas 
existentes en los productos convencionales del campo tØcnico espccIfico, sino que 
se enfoca en la solucion dada al prohiema planteado y en Ia bisqueda de 
documentos con conceptos anÆlogos en otros campos de la tecnologIa. A este 
respecto dirijo la atención del examinador al "I’Vlanualpara LLvamcn de Solicitudes c/c 
Patenles 

c/c 

Invención en las 0/icinas c/c Propiedad industrial 
c/c los Pazices 

c/c 

la (.omunidad 
Andina, puhlicado en la pÆgina Web de la Comunidad Andina, donde se cstablece en 
la pÆgina 74 en cuanto al nivcl inventiv() "...cue la büsquecla de anterioridades se 
cfecti.a a postcrion/, tomando como purito de partida la rnisma invención, el 
exaniinador debe realizar el esfuerzo intelectual de colocarse en la situación 
que hatpido que afrontar el tØcnico con conocimientos medios en la 
materia en un momento en que la invención no era conocida, es decir antes de 
la invcnción".(ei subrayado es mb) 

En el presente caso, para el exarninador puede resultar "obvio" que ci ob)cto de la 
presente solicitud SC derive de la materia objeto de los documentos citados como 
referencia Dl y 1)2, sin dat mayor importancia al trabajo desplegado y a la capacidad 
inventiva del solicitante para lograr liegar a la solución del probiema planteado. Es 

5 



decir, que ci exarninador no hace su anÆlisis partiendo del problema mismo que 
existIa en la tØcnica en el momento en que el solicitante dirige todos sus 
esfuerzos para encontrar una so1uci6n sino que enfoca su estudio en el 
momento en gue eiproblema ya fue resuelto. 

Aim LT1aS, Si una persona medianamente versada en la tØcnica decidicra scguir las 
cnseæanzas prop orcionadas en D2 y no tuvicra presente las enscæanzas de la 
solicitud en cswdio, fallarla en obtener una forrnulación lliuida oral dc Æcido 5-
rnetil-2-(2’-cloro-6’-fluoroanilino)fcnilac6,tico que fucra cstable en anaqucles. Por 10 
tanto, sin una guIa , la persona versada en la materia no sabrIa cómo rectificar las 
fallas relacionadas con las formulaciones tIquidas orales de Æcido 5-rncril-2-(2’-cloro--
6’-fiuoroanilino) fenilacØtico. 

En conclusion, la prescnte invención cumpic a cahalidad con los requisitos de 
pa ten tabilidad cxigidos por la DecisiOn 486 de la Comunidad Andina, 
principalmcntc con lo estabiccido en el .ArtIculo 18, toda vez quc la corno ya se 
dernostrO la invenciOn en estudio no habrIa sido evidente o susceptible de 
derivaciOn c)bvia para una petona del oficio normalmcntc versada en la materia 
tØcnica correspondicnte a partir de la combinación de los documentos citados pot ci 
exarninador, principalmente porquc no era evidente la cornbinaciOn de lo divulgado 
en 1)2. 1 in atcnción a lo anterior, solicito de manera atenta se conceda ci privilegio 
de patente de invcnciOn a la solicitud en estudio. 

Seæor Superintendente, 

� 

J1M1NAiSCO AR URIBE 
C.C. 39.779.452 de UsaquØn. 
T.P. 68228 
COdigo 5376 
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R El VI N DI C AC 10 N ES 

1. Una formulación liquida de dosificación oral que comprende agua, âcido 

5metil-2-(2’-cloro-6’-fluoroanilino)feflhlaC6tiCO y un agente de suspension, 

5 en donde el pH de dicha formulaciOn estÆ entre 4.3 y 5.5. 

2. La formulaciOn liquida de dosificaciOn oral de la reivindicaciOn 1, en 

donde dicho agente de suspensiOn es un miembro selecionado del grupo 

que consiste de celulosa microcristalina, carboximetilcelulosa de sodlo, 

goma guar, goma xantana, goma gelana, carragenina, glicolato de sodio 

10  10 almidOn y mezclas de los mismos. 

3. La formulaciOn liquida de dosificaciOn oral de la reivindicación 2, que 

comprende ademÆs un agente humectante. 

4. La formulaciÆn lIquida de dosificaciÆri oral de la reivindicaciOn 3, en 

donde dicho agente humectante es un miembro selccionado del grupoque 

15 consiste de polisorbato 80, poloxªmeros, aceite de ricino polietoxilado, 

aceite de ricino hidrogenado polietoxilado, estearato de polioxilo 40 y 

mezclas de los mismos. 

� 5. La formulaciÆn lIquida de dosificaciÆn oral de la reivindicaciOn 2, en 

donde el pH de dicha formulaciOn estÆ entre 4.5 y 5.5. 

20 6. La formulación liquida oral de la reivindicaciOri 6, en donde el pH de 

dicha formulaciOn estÆ entre 4.75 y 5.25. 

7. La formulación  liquida oral de la reividnicaciOn a 5, en donde el pH de 

dicha formulación es 5.0 y dicho poloxÆmero es poloxÆmero 188. 

8. La formulación  liquida oral de la reivindicaciOn 1, en donde dicho 

25 agente de suspension es una mezcla de celulosa microcristalina 
y 

carboximetilcelulosa de sodio, 

9. La formulaciOn liquida oral de la reivindicación 8, que comprende un 
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sistema amortiguador. 

10. La formulación liquida oral de la reivindicación 9, en donde dicho 

sistema amortiguador comprende Lin miembro seleccionado del grupo que 

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

5 acetato de metal alcalino con Æcido acØtico, sales de succinato de metal 

alcalino con Æcido succinico y mezclas de los mismos. 

11. La formulación liquida oral de la reivindicación 9, que comprende 

ademÆs un agente antiespumante. 

12. La formulaciOn liquida oral de la reivindicaciOn 9, que comprende 

10 ademªs  Lin conservador. 

13. La formulación  liquida oral de la reivindicación 12, en donde dicho 

conservador es Lin miembro seleccionado del grupo que consiste de Æcido 

benzoico, Æcido sÆrbico, butilparabeno, etilparabeno, metilparabeno, 

propilparabeno, enzoato de sodlo, propionato de sodio y mezclas de los 

15 mismos. 

14. Un mØtodo para preparar una suspension oral liquida que comprende 

Æcido 5-metil-2-(2’-cloro-6’-fluoroanilino)fenilac6tico, que comprende: 

. 

mezclar agua, substancia de medicamento y agente de suspensiOn, 

para producir una primera mezcla y entonces mezclar los componentes de 

20 sistema amortiguador; a 

mezclar agua, agente de suspension y componentes de sistema 

amortiguador para producir una primera mezcla y entonces mezclar la 

substancia de medicamento. 

15. El mØtodo de la reivindicaciOn 14, en donde dicho agente de 

25 suspensiOn es una mezcla de celulosa microcristalina y 

carboximetilcelulosa de sodlo. 

16. El mØtodo de la reivindicaciOn 15, en donde dicha suspensiOn oral 

9 
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liquida tiene un pH de entre 4.3 y 5.5. 

17. El mØtodo de la reivindicaciOn 16, en donde dichos componentes de 

sistema amortiguador son Æcido cItrico y citrato de sodlo. 

18. El metodo de la reivindicación 17, en donde dicha suspensiOn oral 

5 lIquida tiene un pH de 5.0. 

19. Un mØtodo pars minimizar la disoluciOn y degradaciOn de una 

suspension acuosa de Æcido 5-metil-2-(2’-cloro-6’-

f!uoroanilino)fenilac6tico, que comprende proporcionar una suspensiOn 

acuosa de âcido 5-metil-2-(2’-cloro-6’-fluoroanilino)fenilac6tico y ajustar el 

0 pH de dicha suspensiOn hasta entre aproximadmente 4.3 y 5.5. 

20. El mØtodo de la reivindicaciôn 19, en donde dicho pH es ajustado 

hasta 5.0. 

C] 
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(57) ABSTRACT 

An oral pharmaceutical composition in the form of a stable 

suspension in water, said composition comprising: 

(a) about It) to 200 mg per ml of micronized megestrol 
acetate; 

b) about 0.04 to 0,4% weight/volume of a wetting 
agent; and 

(c) about 1.2 to 1.8% weight/volume of a suspending 
agent, 

wherein said composition contains less than about 1.0% 
weight/volume of propylene glycol and does not contain 
polysorbate, polyethylene glycol, glycerol or sorbitol. The 
pH of the suspension can he controlled with an appropriate 
buffer system. In a preferred embodiment, the suspension 
has a p11 of greater than about 3.3. The oral pharmaceutical 
composition is useful in the treatment of anorexia, cachexia 
or significant weight loss resulting from or associated with 
acquired immunodeficiency syndrome (AIDS). 
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[0051] The term "about" as used in the present specifica-
tion and claims has the following meanings. When used in 
connection with a mg/mL value, the term "about" means 
within the range between 10% above and 101/lo below the 
noted value, inclusive (i.e., "about 40 mg/ml," means 36 to 
44 mg/mL). When used in connection with a percent by 
weight/volume value, the term ’about" means within the 
range between 101/(.  above and 10% below the noted value, 
inclusive. When used in connection with a p14 value, the 
term "about" means within the range between 0.1 p’-1 units 
above and 0.1 pH units below the noted pH value, inclusive 
(i.e., "a p11 of about 3.3" means a pit of 3.2 to 3.4). In 
addition, when the term "about" precedes a range of values, 
e.g., "about 10 to 200 mg per ml", the term "about" modifies 
the indicated values at both ends of the range, e.g., "about 10 
to 200 mg per ml" is equivalent to "about 10 to about 200 
mg per ml". 

[0052] Exemplary formulations within the scope of the 
present invention are as set forth in the table below: 

I ngreclie itt Function Each ML contains 

Megestiol acetate liSP Active ingredient 40 tog 
(In) ctonizcd) 
PoIxyl 35 castor oil, 5T Wetting agent J.040,4% w/v 
Microcrysiallirie cellulose and Suspending agent 1.7�IS’S W/v 
carboxyme thylcellulose indium, 
NF 
Sodium hcn/.oate, NF (powder) Preservative 0.15-0,25% w/v 
Citric acid, USE Buffer amount adjusted to 
(anhydrous, rote granular) target pH 
Sodium citrate, USE (granular) ttoffer amount adjusted to 

target pH 
Sugar, hoe granular Sweetening ige,lt/ q.s. to taste/ 
(sucrose, F) Density Adjuster density 
Flavor Flavorairt q.e. to taste 
Waten pit r fiod. tiSt> Solvrtrl/Vc heir cl.s. 

[0053] The pharmaceutical composition of the present 
invention as a stable suspension in water can be prepared 
using conventional techniques well known to those having 
ordinary skill in the art. 

[0054] An exemplary manufacturing process is set forth 
below: 

[0055] 1) Add the suspending agent to a portion of 
water, purified, USP and mix well. 

[0056] 2) Add the wetting agent and active ingredient 
to another portion of water, purified, USP and mix 
well. 

[0057] 3) Add the preservative to another portion of 
water, purified, USP and mix well. 

[0058] 4) Add the sweetening agent and buffers to 
another portion of water, purified, USP and mix well. 

[0059] 5) Add Step 3 to Step 1 and mix well. 

[0060] 6) Add Step 4 to Step 5 and mix well. 

[0061] 7) Add the fiavorant to Step 6 and mix well. 

[0062] 2) Add Step 2 to Step 7 and mix well. 

[0063] 9) Bring Step 8 to volume with water, purified, 
USP and mix well. 
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[0064] 10) Pass Step 9 through a mill or homogenizer 
into a storage tank. 

[0065] Further exemplary manufacturing processes are set 
forth in the specific examples below. 

[0066] The oral pharmaceutical composition of the present 
invention is useful in the treatment Of anorexia, cachexia or 
significant weight loss resulting from or associated with 
acquired immunodeficiency syndrome (AIDS). 

[0067] The appropriate dosage levels and requirements for 
niegcstrol acetate in these indications are well -recognized in 
the art and may be selected by those of ordinary skill in the 
art from available methods and techniques suitable for a 
particular patient. A suitable adult oral dosage of inegestrol 
acetate might be in the range from about 100 to 1.000 
mg/day, depending on the particular patient. The required 
daily dosage of megestrol acetate may he administered in 
single or multiple doses. It should he understood, however, 
that the dosage administration from patient to patient will 
vary and the dosage for any particular patient will depend 
upon the clinician’s judgment, who will use as criteria for 
fixing a proper dosage the size and condition of the patient 
as well as the patient’s response to the treatment regimen. 

[0068] In-vitro dissolution studies of megestrol acetate 
have shown that it is properly soluhilized with the pharma-
ceutical composition of the present invention. Physical 
stability on a representative sample of the composition of the 
present invention was studied at 40° C. and 75% relative 
humidity. The physical stability of the product after storage 
for 3 months was acceptable. 

[0069] The present invention is illustrated in further detail 
by the following non -limiting examples: 

EXAMPLE 1 

[0070] A lemon-lime flavored oral suspension containing 
40 mg of mcgcstrol acetate per milliliter was prepared with 
a list of ingredients according to the below table. 

Formulation for Megestrol Acetate Suspension 

[0071] 

Ingredient Each mL contains 

Megearrot acetate USE 40 tog 
(micro nized 
Polyoxyl 35 Castor Oil, NF 0.04% w/v 
Microcrystalline cellulose and 1.5% wry 
carboxymethytcclluloae 
sodium, NF 
Sodium benzoate, NE (powder) 0.20% w/v 
Citric acid, USP 0.244% w.v 
(anhydrous, fine granular) 
Sodium citratc. USP (granular) 0.11% w/v 
Sugar, fine granular (sucrose, 5.0% w/v 
NF) 
lemon--I,) ire I- tivor 0. 3 wv 
Water, purified, USP 

o� 

to volume 

[0072] Preparation of the megestmol acetate suspension 
using the above proportional amounts of ingredients is 
carried out as follows. The microcrystalline cellulose/car-
boxymethylccllulosc sodium (MCC. CMC) powder is toni-
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formly hydrated in a portion of water using a colloid mill or 

homogenizer. The sodium benzoate is dissolved in a portion 

of water and added to the MCC/CMC dispersion. The Citric 

acid and sodium citrate are dissolved in another portion of 
water. The sugar is then added to the citric acid/sodium 

suceinate solution and dissolved. The resultant citric acid, 

sodium citrate, and sugar solution is added to the MCC/ 

CMC dispersion. The lemon -lime flavor is added to the 

MCC/CMC dispersion. The polyoxyl 35 castor oil is added 
to a portion of water to form a solution. The niegestrol 

acetate is then dispersed in the polyoxyl 35 castor oil 
solution, The megestrol dispersion is added to the MCC/ 
CMC dispersion. The entire suspension is passed through a 
colloid mill or homogenizer until a uniform suspension is 
obtained. 

EXAMPLE 2 

[0073] A lemon-lime flavored oral suspension containing 
40 mg of megestrol acetate per milliliter was prepared with 
a list of ingredients according to the below table. 

Formulation for Mcge.strol Acetate Suspension 

[0074] 

Ingredient Each nil. contains 

Me5el acetate US? 40 tng 
(niicroaized) 
Ptdyoxvl 35 Castoi Oil, NF 0.1% w.v 
Micro crystal line cellulose and 1.3% wv 
carhuxyrnerhylcettuloar 
sodium, NI’ 
Sodium benzoate, NE (powder) 0.20% wfv 
Citric: cid, USP 0.244% w/v 
(an hydrous, fine granular) 
Sodium citrate. US? (granular) 0.015% w/v 

Sugar, fine gre euler (sucrose, 5.00. w/v 
NF) 
Letnon-t ,imu Flavom 0.355. w/v 
Water, purified, USp q.s. to volume 

[0075] Preparation of the megestrol acetate suspension 
using the above proportional amounts of ingredients is 
carried out as follows. The microcrystalline cellulose/ear.. 
hoxyrnetlivlcellulose sodium (MCCCMC) powder is uni-
formly hydrated in a portion of water using a colloid mill or 
homogenizer. The sodium benzoate is dissolved in a portion 
of water and added to the MCC/CMC dispersion. The citric 
acid, sodium citrate, and sugar are dissolved in another 
portion of water. This solution is added to the MCC/CMC 
dispersion. The lemon -lime flavor is added to the MCC/ 
CMC dispersion. The polyoxyl 35 castor oil is added to a 
portion of water to form a sohttion. The megestrol acetate is 
then dispersed in the polyoxyl 35 castor oil solution. The 
megestrol dispersion is added to the MCC/CMC dispersion. 
The entire suspension is passed through a colloid mill or 
homogenizer until a uniform suspension is obtained, 

EXAMPLE 3 

[0076] An oral suspension containing 40 mg of megestrol 
acetate per milliliter was prepared with a list of ingredients 
according to the below table. 
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Formulation for Megestrol Acetate Suspension 

[0071] 

Ingredient Each tnL contains 

Megestrol acetate USP 40 mg 
(micronized) 
Potyoxyl 35 Castor Oil, NF 0.4% w/v 
Microcrystalline cellulose and 1.8% w,’v 
carboxymethyleetlulose 
sodium. NT 
Xanthart gent, NE 0.18% wv 
Sodium benzoate, NT(powder) 0.20% w/v 
Citric acid. USP 0.244% WV 

(anhydrous, fine granular,) 
Sodium citrate, US? (granular) 0.01570 w/v 

Sugar. Car girmaular (sucrose. 5.0% wv 

Water, purified, USP p.s. to volume 

[0078] Preparation of the megestrol acetate suspension 
using the above proportional amounts of ingredients is 
carried out as follows. The microcrystalline cellulose/car-
boxymethylcellulose sodium (MCC/CMC) and xanthan 
gum powders are uniformly hydrated in a portion of water 
using a colloid mill or homogenizer. The citric acid, sodium 
citrate, and sugar are dissolved in another portion of water. 
This solution is added to the MCC/CMC dispersion. The 
sodium henzoatc is dissolved in a portion of water and added 
to the MCC/CMC dispersion. The polyoxyl 35 castor oil is 
added to a portion of water to form a solution. The megestrol 
acetate is then dispersed in the polyoxyl 35 castor oil 
solution. The megestrol dispersion is added to the MCC/ 
CMC dispersion. The pH of the suspension is adjusted with 
hydrochloric acid as necessary. The product is brought to 
volume with water. The entire suspension is passed through 
a colloid mill or homogenizer until a uniform suspension is 
obtained. 

What is claimed is: 
1. An oral pharmaceutical composition in the form of a 

stable suspension in water, said composition comprising: 

(a) about 10 to 200 mg per ml of inicronized megestrol 
acetate: 

(h) about 0.04 to 0.4% weight/volume of a wetting agent; 
and 

(e) about 1.2 to 1.8% weight/volume of a suspending 
agent, 

wherein said composition contains less than about 1.0% 
weight/volume of propylene glycol and does not con-
tain polysorbate, polyethylene glycol, glycerol or SON 
bitol. 

2. A composition according to claim 1, wherein the 
concentration of micronized megestrol acetate is about 40 
mg per ml. 

3. A composition according to claim 1, wherein the 
wetting agent comprises a hydrophobic moiety having a 
straight carbon chain of up to 20 atoms. 

4. A composition according to claim 1, wherein the 
wetting agent is non-ionic. 

5. A composition according to claim 4, wherein the 
wetting agent is selected from the group consisting sorhitan 
fatty esters, polyoxyethylenc stearates, polyoxyethylenc 



I’ 

US 2002/0028794 Al 
6 

alkyl ethers, polyethylene -propylene glycol copolymer, and 
polyoxyetbylene castor oil derivatives. 

6. A composition according to claim 5, wherein the 
wetting agent is selected from the group consisting of 
polyoxyl 5 castor oil, polyoxyl 9 castor oil, polyoxyl 35 
castor oil, polyoxyl 40 castor oil, polyoxyl 40 hydrogenated 
castor oil and polyoxyl 60 hydrogenated castor oil. 

7. A composition according to claim I, wherein the 
wetting agent is anionic. 

8. A composition according to claim 7, wherein the 
wetting agent is selected from the group consisting of salts 
of sulphonic acids, fatty alkyl sulphosuccinaies, fatty alkyl 
ether suiphosuccinates, acyl sarcosinates, acyl taurides, par-
affin suiphonates, salts of alkali metals and salts of alkaline 
earth metals. 

9. A composition according to claim 7, wherein the 
wetting agent is selected from the group consisting of 
sodium lauryl sulfate, docusate sodium and docusate cal-
cium. 

10. A composition according to claim 1, wherein the 
suspending agent is selected from the group consisting of 
xanthan gum, acacia gum, carrageenan, carbomer, sodium 
carhoxymethylcellulose, hydroxyethyl cellulose, hyclrox-
ypropyl cellulose, hydroxypropylmethyl cellulose, and a 
mixture of microcrystalline cellulose and carboxymethyl-
cellulose sodium. 

11. A composition according to claim 1, wherein said 
composition has a pH of at least about 3.3. 

12. A composition according to claim ii, wherein said 
composition has a pH of about 3.3 to 5.0. 

13. A composition according to claim 1, further compris-
ing a protective colloid in an amount of less than about 0,2% 
by weight/volume. 

14. A composition according to claim .13, wherein the 
protective colloid is selected from the group consisting of 
gelatin, acacia, carrageenan, carhomer, sodium carhoxym-
ethylcellulose, hydroxypropyl cellulose, hydroxypropyim-
ethyl cellulose and xanthan gum. 
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15. A composition according to claim �l, wherein the 
wetting agent is polyoxyl 35 castor oil and wherein the 
suspending agent is a mixture of microcrystalline cellulose 
and carboxymethylcellulose sodium. 

16. An oral pharmaceutical composition in the form of a 
stable suspension in water comprising about 40 mg of 
micronized rnegestrolâetàte, about 0.04 to 0.4% weight/ 
volume of polyoxyl 35 castor oil, about 1.2 to 1.8% weight/ 
volume of mixture-of microcrystalline cellulose and car 
hoxymethylcelllose sodium, about 0.15 to 0.25% weight/ 
volume of sodium b.n_rntue, about 0.24% weight/volume of 
citric acid, bout 0.015 to 0.11% weight/volume of sodium 
citrate, about 517e. weight/volume of sucrose, about 0.35% 
weight/volume of flavor, and the remainder water, wherein 
said composition contains less than about 0.35% weight.’ 
volume of propylene glycol and does not contain polysor-
hate, polyethylene glycol, glycerol or sorhitol, 

17. A composition according to claim 16, wherein said 
composition has a pH of at least about 3.3. 

18. A composition according to claim 17, wherein said 
composition has a p11 of about 3.3 to 5.0. 

19. A method for the treatment of anorexia, cachexia or 
significant weight loss resulting from or associated with 
acquired immunodeficiency syndrome, which comprises 
administering to a host in need of such treatment a thera-
peutic amount of the oral pharmaceutical composition 
according to claim 1. 

20. A method for the treatment of anorexia, cachexia or 
significant weight loss resulting from or associated with 
acquired immunodeficiency syndrome, which comprises 
administering to a host in need of such treatment a thera-
peutic amount of the oral pharmaceutical composition 
according to claim 16. 
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(57) ABSTRACT 

A method of treating a cyclooxyge�nase-2 dependent disorder 
or condition comprising administering 5-inethy1-2-(2-
chloro-6-fluoroanilino)phenylacetic acid or a pharmaceuti-
cally acceptable salt thereof in an amount effective to treat 
such a disorder or condition for about 24 hours, comprising 
administering orally once a day to a human in need of such 
treatment one or more immediate release pharmaceutical 
compositions comprising 5-met.hyl72-(2-chlnro-O’Iluoroa-
nilino)phenyiacetic acid or a pharmaceutically acceptable 
salt thereof, and compositions suitable for use in such 
methods. 
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[0021] (a) high potency for the inhibition of 
cyclooxygenase-2 as measured by the ability of a 
single therapeutic dose of the compound to provide 
relief from osteo arthritis pain; 

[0022] (h) a hall-life 3 to 6 hours; and 

[0023] (c) a high degree of specificity for inhibiting 
e’yclooxygenase-Z in preference to cyclooxyge - 
nase-1 as measured by in vitro cellular assays as 
described in WO 99/11605. 

[0024] One such compound is 5-methyl-2-(2’-chloro.-6’-
tluoroanilino)phcnylacctic acid, 5-methyl-2-(2’-ehloro-6’-
lluoroanilino)phenylacetic acid, its utility and methods for 
its synthesis are disclosed in WC) 99/11605. 

[0025] Thus, the present invention is directed to a com-
position for treating a cyclooxygenase-2 dependent disorder 
or condition comprising one or more immediate release 
pharmaceutical compositions comprising 5-met
chloro-6’-fluoroa nil ino)phenylacetic acid oi’i pharmaceuti-
tiiIIy acceptable salt thereof, the one or more immediate 
release compositions comprising an effective amount of 
5 - meth vl-2-(2chIoro-6-fluoroaniIino)p tic nylaeetic acid to 
treat the disorder for about 24 hours and printed instructions 
directing that the one or more immediate release pharma-
ceutical compositions comprising 5-methyi-2-(2-chloro-6’-
fluoroanilino)phcriylacctic acid he administered orally once 
a clay. Preferably, the immediate release composition(s) does 
not comprise sufficient water-insoluble or polymeric com-
ponents to impart extended release characteristics to the 
Composition 

[0026] As discussed in WO 99/11605, a genus of com-
pounds, including 5-methyl-2-(2’-ehloro-6-flu(iroanili-
no)phenylacetic acid, is useful for the relief of pain, fever 
and inflammation of a variety of conditions including rheu-
matic fever, symptoms associated with influenza or other 
viral infections, common cold, low back and neck pain, 
ctysmcnorrhea, headache, including migraine headache, 
toothache, sprains and strains, myositis, neuralgia, syrlovitis, 
arthritis, including osteoarthritis and rheumatoid arthritis, 
degenerative joint diseases, gout and ankylosing spondylitis, 
bursitis, burns, and injuries following surgical and dental 
procedures. 

[0027] By virtue of its high cyclooxygenase-2 (COX-2) 
inhibitory activity and/or its selectivity for inhibiting COX-2 
over cyclooxygenase-i (COX-1), 5-methyl-2-(2’-chloro-6’-
lluoroanilino)phenylacetic acid is also useful as an alterna-
tive to conventional non-steroidal anti-inflammatory drugs 
(NSAID’S) particularly where such NSAIDS may be contra-
indicated such as in patients with peptic ulcers, gastritis, 
regional enteritis, ulcerative colitis, diverticulitis or with a 
recurrent history of gastrointestinal lesions; Cl bleeding, 
coagulation disorders including anemia such as hypopro-
lhrcmbinemia, haernophilia or other bleeding problems 
(including those relating to reduced or impaired platelet 
function); kidney disease (e.g, impaired renal function); 
those prior to surgery or taking anticoagulants; and those 
susceptible to NSAID induced asthma, 

[0028] The immediate release pharmaceutical composi-
tions for use in the kits and methods of the invention 
containing the active ingredient may be in a form suitable for 
oral use, for example, as tablets, troches, lozenges, aqueous 
’idily suspensions, dispersible powders or granules, eniul-
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sions, hard or soft capsules Lr , or supsorelixirs. The 
pharmaceutical thosctions’i1 

in 

the practice of the 
invention are for oral administration and are "immediate 
release" dosage forms. That is, the pharmaceutical compo-
sitions useful in the practice of the invention have neither the 
pharmacokinctic nor physical characteristics of extended 
release pharmaceutical dosage forms. Thus, a pharmaceuti-
cal composition useful in the practice of the invention, if in 
solid form, will disintegrate or dissolve rapidly, preferably 
within one hour of administration, and administration of a 
pharmaceutical composition useful in the practice of the 
invention will result in a rapid rise in the blood plasma 
concentration of 5-methyl-2-(2’-chloro-6’-tluoroanili-
no)phenylacetic acid. Preferably, the blood plasma concen-
tration of .5 -methyl -2-(2’-chloro-6’-fluoroaniino)phenylace-
tic acid will reach a maximum within two to six hours after 
oral administration and will then fall rapidly due to the 
relatively short (3 to 6 hour) half life of 5-methyl-2-(2-
ch] Oro -6’-fiuoroanilino)pbenylacetic acid, 

[0029] Non -immediate release drug formulations, which 
are not within the scope of the present invention or used 
therein, include, inter alia, delayed release and sustained 
release formulations. Sustained release formulations may be 
further subdivided into prolonged release and controlled 
release formulations. Delayed release systems are those that 
use repetitive, intermittent dosing of a drug from one or 
more immediate -release units incorporated into a single 
dosage form. Examples of delayed release formulations 
include repeat -action tablets and capsules, and enteric -
coated tablets where timed release is achieved by a barrier 
coating. Delayed release formulations do not produce or 
maintain uniform blood plasma concentrations of drug, but 
rather produce intermittent peaks and troughs in the blood 
plasma concentration of a drug, which are both desirably 
within the therapeutic range for the drug. 

[0030] Sustained release drug formulations include drug 
formulations that achieve slow release of a drug over an 
extended period of time, If a sustained release formulation 
can maintain a constant drug concentration in the blood 
plasma, it is referred to herein as a "controlled release" 
formulation. If it does not maintain a constant concentration 
of drug in the blood plasma, but maintains the concentration 
of the drug in the therapeutic range for a longer period of 
time than would be achievable with an immediate release 
formulation, it is referred to herein as a "prolonged release" 
formulation, l’bus, controlled release formulations maintain 
a relatively constant, peak blond plasma concentration of 
drug over an extended period of time, typically twelve to 
twenty four hours; the compositions of the present invention 
do not. 

[0031] Typically, sustained release oral dosage formula-
tions are based on a diffusion system, a dissolution system, 
and osmotic system, or an inn-exchange system. 

[0032] In diffusion systems, the release rate of the drug is 
determined by its diffusion through a water-insoluble poly-
mer. There are two types of diffusion devices: reservoir 
devices, in which a core of drug is surrounded by a poly-
meric membrane, and matrix devices, in which dissolved or 
dispersed drug is distributed uniformly throughout an inert 
polymeric matrix. Typical methods used to make reservoir-
type devices include microencapsulation of drug particles 
and press-coating of whole tablets or particles. Generally, 
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particles coated by mieroencapsulation form a system where 
the drug is contained in the coating film as well as in the core 
of’ the niicrocapsule Some materials typically used as the 
water  -insoluble coating, alone or in combination, are hard-
ened gelatin, methyl or ethylcelluloses, polyhy-
droxymethacrylate, hydroxypropylcellulose, polyvinylac-
etate, and waxes. 

[0033] Matrix devices are typically made by mixing drug 
with matrix material and then compressing the mixture into 
tablets. When using wax matrices, drug is generally dis-
persed in molten wax, which is then congealed, granulated, 
and compressed into cores. Matrix systems typically have a 
priming dose of drug coated onto the drug-matrix core. The 
major types of materials used in the preparation of matrix 
devices are insoluble plastics, hydrophilic polymers and 
fatty compounds. Plastic matrices include methyl acrylate-
methyl methacrylate, polyvinyl chloride and polyethylene. 
Hydrophilic polymers include rncthylccllulosc, hydroxypro-
pylmethyleellulose and sodium carboxymethylcellulose. 
Fatty compounds include waxes such as carnauha wax and 
glyceryl tristcarate. 

[0034] Most dissolution type sustained release formula-
tions are either encapsulated dissolution systems or matrix 
dissolution systems. Encapsulated dissolution formulations 
can be prepared either by coating particles or granules of 
drug with varying thicknesses of slowly soluble polymers or 
by microencapsulation. A common method of nhicroencap-
sulation is coacervation, which involves the addition of a 
hydrophilic substance to a colloidal dispersion. The hydro-
philic substance, which coats the suspended particles, can be 
selected from a wide variety of natural and synthetic poly-
mers including shellacs, waxes, starches, cellulose acetate 
phthalate (or butyrate) or polyvinylpyrrolidone. Once the 
coating material dissolves, all of the drug inside the micro -
capsule is available immediately for dissolution and absorp-
tion, allowing drug release to be controlled by adjusting the 
thickness and dissolution rate of the coat. If three or four 
coating thicknesses are used in the mierocapsules that com-
prise a formulation, drugs will he released at different, 
predetermined times to give a delayed-release, pulsatile 
effect. If a spectrum of thicknesses is employed, a more 
constant blood concentration of the drug can be achieved. 
Incapsulated particles can be compressed into tablets or 
placed into capsules. 

[0035] Matrix dissolution sustained release formulations 
are prepared by preparing particles comprising drug and 
slowly soluble polymer particles. Such particles can be 
prepared by congealing drug with a polymer or wax and 
spray-congealing the particles or by cooling the drug-coat-
ing mixture and screening it. Alternatively, an aqueous 
dispersion method can he used, where a drug-polymer 
mixture is sprayed or placed in water and the resulting 
particles are collected. The drug-polymer particles are then 
compressed into tablets. 

[0036] Formulations that rely on osmotic gradients have 
also been used to provide sustained release of drug, Typi-
cally, such formulations involve a membrane, permeable to 
water but not drug, that surrounds a core of drug. The 
membrane has a small delivery aperture. Water flows 
through the semipermeable membrane, dissolves drug, 
which is then pumped out of the formulation through the 
delivery aperture. Materials that can be used as a semiper-
meable membrane are polyvinyl alcohol, polyurethane, cel-
lulose acetate, cthylcellulose, and polyvinyl chloride. 
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[0037] The immediate release formulations useful in the 
practice of the invention are intended for oral use and may 
be prepared according to any method known to the art for the 
manufacture of immediate release pharmaceutical composi-
tions. Such compositions may contain one or more agents 
selected from the group consisting of sweetening agents, 
flavoring agents, coloring agents and preserving agents in 
order to provide pharmaceutically elegant and palatable 
preparations,/Tablets contain the active ingredient in admix-
ture with non-toxic pharmaceutically acceptable excipients 
which are suitable for the manufacture of tablets. These 
excipierits may be for example, inert diluents, such as 
calcium carbonate, sodium carbonate, lactose, calcium phos-
phate or sodium phosphate; granulating and disintegrating 
agents, for example, corn starch, or alginie acid; binding 
agents, for example starch, gelatin or acacia, and lubricating 
agents, for example, magnesium stearate, stearic acid or talc. 
The excipients cannot he water soluble, water insoluble, or 
water permeable polymers or waxes where such water 
soluble, water insoluble, or water permeable polymers or 
waxes are present in an amount sufficient to impart a 
sustained release property to the formulation. In a most 
preferred embodiment, the immediate release pharmaceuti-
cal composition is a tablet. 

[0038] 5-mclhyl-2-(2’-chloro-ó-tluoroaniino)phenyl ace -
tic acid has surprisingly been found to possess a duration of 
action in humans of sufficient length that a single oral dose 
of between about 200 and about 1200 mg, preferably 
between about 200 and 800, and most preferably about 4(K) 
mg of drug per day in an immediate-release formulation will 
provide effective safe anti-inflammatory treatment over a 24 
hour period. Without being bound by theory, clinical data 
suggest that the effect of 5-rnethyl-2-(2-chluro-6-fluoroa-
nilino)phenylacetic acid on pain is not directly related to 
plasma concentration, but rather may he governed by the 
concentrations of drug in an effect compartment. The rela-
tively constant pain reduction reported by patients receiving 
a single daily dose of 5-methyl-2-(-chloro-6-fluoroanili-
no)pbenylaeetic acid indicates that the response is not 
greatly influenced by frequency of closing (e.g., twice daily 
dosing with 200 mg versus once daily dosing with 400 mg). 
Such an agent is particularly useful in the treatment of 
chronic indications, such as rheumatoid arthritis and 
osteoarthriiis as well as Alzheimer’,.,, Disease and prophy-
laxis of colon cancer where the drug needs to be taken every 
day for the duration of a subject’s life, because compliance 
is much easier with once a day dosing. 

[0039] Oral dosage levels for 5-methyl-2-(2-chloro-6-
fluomoanilino)phenylacetie acid are of the order of between 
about 200 and about 1200 mg per patient per clay. In a 
preferred embodiment, the effective amount is between 
about 200 and about 800 mg. In a more preferred embodi-
ment, the effective amount is between about 200 and about 
600 mg. In an even more preferred embodiment, the effec-
tive amount is between about 200 and about 400 tng. In the 
most preferred embodiment, the effective amount is about 
400 mg. 

[0040] The amount of drug that may be combined with the 
carrier materials to produce a single dosage form will vary 
depending upon the size and weight of the recipient, the 
body composition of the recipient, and the particular mode 
of administration. For example, a formulation intended for 
oral administration by human recipients may contain 
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Como resultado del examen de fondo, realizado con fundamento en el artIculo 45 
de la DecisiOn 486 de la ComisiOn de la Comunidad Aridina, se le comunica: 

1. Documentos estudiados 

1.1. Descripción: Folios: 7 a 17 como se radicó inicialmente. 

1.2. Reivindicaciones: Folios: 18 a 21 como se radicó inicialmente. 
Folios: 94-96 como se radicO en fecha 

2008/11/24. 

1.3. Prioridad: Marzo/1 2/2003,US,60/454, 145 

1.4 Respuesta del solicitante Folios: 82 a 91 de fecha 2008/11/24. 



____1 - 
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2. Objeto de la invención 

Titulo de la invención: COMPOSICION FARMACEUTICA COMPRENDIENDO 
ACIDO 5-METIL-2-(2’- CLORO-6’-FLUOROANILINO) FENILACETICO. 

Problenia TØcnico Plariteado: obtener formulaciones liquidas estables 
(suspensiones) que contienen acido 5-metil-2-(2’- cloro-6’-fluoroanilino) 
fen ilacØtico. 

Solución: En las reivindicaciones 1-20, proporciona una formulaciôn liquida de 
dosificaciOn oral (suspensiOn) que comprende: agua, acido 5-metil-2-(2’ - cloro-6’ - 
fluoroanilino) fenilacØtico y un agente de suspensiOn, obtenidas per un 
procedimiento en cuyas etapas no esta en contacto el medicamento (principle 
activo) con el amortiguador. 

IPC: A61 K31/195, A61 K9/00; A61 K9/08; A61 K9/00; A61 K9108; A61 K31/185. 

3. Determinación del Estado de la TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

Fecha de presentaciOn de la solicitud prioritaria: Maize/12/2003. 

Teniendo en cuenta Ia fecha indicada Se realizô  la btsqueda en el estado de la 
tØcnica de documentos relacionados con la solicitud encontrÆndose los siguientes 
documentos mâs relevantes: 

No Documento Ttulo Fecha de
p  ubli . cacuo ..n * 

LD3 20020061932 Pharmaceutical composition Mayo/23/2002 
Dl US2002/0028794 Megestrol acetate suspension Enero/27/1 998 

03 US20020061932 (folios: 101-103) Dl tJ32002/0028794 (folios: 71-74 y 97-100) 

4. AnÆlisis de patentabilidad (artIculo 14 D486) 

4.1 Nivel inventive (artfcu/o18 D486) 

La reivindicaciOn 1 y sus dependientes 2-13, se refieren a suspensiones estables 
que incluyen el principio active acido 5-metil-2-(2’- cloro-6’-fluoroanilino) 
fenilacØtico. 

Caracteristicas esenciales de la D3 Dl 
Soficitud US2002006 1932 US2002/0028794 

Reivindicación 1: Suspensiones estables 
utiHzadas como 

Una formulación en forma de suspensi6n Suspensiones estables antlinflamatorias 

utilizada que coritiene: utilizadas 
como anti infiamatorias  

a) 5-metil-2-(2’- cloro-6’-fluoroanilino) 5-metil-2-(2- cloro-6- NO 
fenilacOtico fluoroanilino) fenilactico 

b) agua 
SI (folio 102,pag 2, pragrafo Agua, (folio 98, p94 

28) pargrafo 071) 



c) Un agente de suspensiOn 

pH= 4.3-5.5 

SI (folio 102,pag 2, pragrafo 
28) 

Celulosa microcristaliria, 
y carboximehtylcellulose 
(folio 98, pg4 parOgrafo 
071 

NO 3.6-4.6 

El documento del Estado de la TØcnica ms prOximo es D3, el cual menciona 
composiciones farmacØuticas tales como suspensiones acuosas u oleosas, que 
contienen el principio activo: acido 5-metil-2-(2’- cloro-6’ -fluoroanilino) fenilacØtico 
(folio:101 abstrac); las formulaciones citadas en D3 (suspensiones, folio 102,pg 2, 
parâgrafo 28) pueden ser preparadas por mØtodos conocidos en el estado de la 
tØcnica (folio: 103, pg 3, parâgrafo 37); ademÆs no se divulga que las 
suspensiones presenten problemas de estabilidad. 

La diferencia entre la solicitud y D3 es que esta solicitud, muestra una 
formulación especIfica de suspension con un pH entre 4.5 y 5.5. 

. El efecto tØcnico que logra la diferencia es obtener otras suspensiones que 
incluyen el principio activo de D3. 

El problema tØcnico planteado en esta solicitud: que es obtener formulaciones 
liquidas estables (suspensiones) que contienen acido 5-metil-2-(2’- cloro-6’-
fluoroanilino) fenilacØtico, se habla resuelto previamente mediante Is 
suspensiones ensenadas par D3. 

Dl divulgaba previamente, suspensiones estables en agua para administración 
oral (folio 72, pg 1 paràgrafo 0002, que contienen un principio activo poco soluble 
(megestrol acetate) coma el de la formulaciOn reclamada [(acido 5-metil-2-(2’ - 
cloro-6’-fluoroanilino) fenilacØtico], que se proporcionan a pacientes con dificultad 
para la degluciôn de tabletas (folio: 72, pg 1, paragrafo 0003), que contienen los 
excipientes comCinmente conocidos que Se muestran en la tabla comparativa de 
arriba y que se les puede ajustar el pH si es necesario (folio 99, pg 5, parÆgrafo 
78). 

Par (a anterior y teniendo en cuenta que D3 no muestra un problema de 
estabilidad en las suspensiones divulgadas y que en (a descripcion tampoca se 
detecta un problema de estabilidad, que muestre claramente el problema y la 
solución propuesta, ya que no se presentan los parÆmetros y datos obtenidos 
para demostrar una mejora en (a estabilidad de las formulaciones reivindicadas, 
comparadas con las del estado de la tØcnica; se concluye que un experto podrIa 
guiarse par las enseæanzas de D3 y Dl para obtener la formulaciOn reivindicada, 
considerÆndose una suspension alternativa a las ya divulgadas. 

Par Ia cual las reivindicaciones 1-13, no tienen Nivel lnventivo. 

La reivindicación 14 y sus dependientes 15-20: Se refieren al mØtodo de 
preparación de las suspensiones reclamadas en las reivindicaciones 1-13, en 
donde el principio activo nunca esta en contacto directo con el amortiguador, sino 
al hacer (a mezcla final. 

Dl, enseæa mØtodos de manufactura en los pasos 1-10, en donde el principio 
activo nunca esta en contacto directo con el amartiguador, sino al hacer la mezcla 
final, para obtener las suspensiones divulgadas (folio 98, pagina 4, parªgrafos 54-



64), en donde se prepara una mezcla: humectante, principio active y agua; y otra 
otra mezcla: saborizante, endulzante, buffer, preservante, agente de suspensiOn y 
agua; para luego mezclar las dos anteriores y completar a volumen con agua. 
Con este mØtodo de fabricación, se obtienen suspensiones que mostraron ser 
estables durante el almacenamiento (folio 98, pagina 4, parÆgrafos 68). 

De acuerdo con lea anterior, el mØtodo de preparación reclamado en Ia-
reivindicaciôn 14 y sus dependientes 15-20, no se considera que tiene Nivel 
i nventivo. 

5. Conclusion: 

Los requisites de patentabilidad de la presente solicitud Se encuentran afectados 
asi: 

N° Documento N° Reivindicaciones I 
Requisito que afect afectadas 

D3 US20020061932 j 1-20 Nivel Inventivo H LDI US2002/0028794 1-20 Nivel Inventivo 
D3 US20020061932 (folios: 101-103) Dl U5200210028794 (folios: 71-74 y 97-100) 

6. Respuesta a los argumentos del solicitante: 

Se tendrÆ en cuenta el capitulo reiviridicatorio modificado (89 a 91), para efectuar 
el anÆlisis de patentabilidad ya que no adicioria materia a ía presente solicitud. 

En cumplimiento del artIculo 45 de la DecisiOn 486 de la ComisiOn de la 
Comunidad Andina, se le indica que debe dar respuesta dentro del tØrmino de 
sesenta dIas contados a partir de la fecha de notificaciOn de la presente 
comunicaciOn. En caso de no dar respuesta al presente requerimiento, 0 Si a 
pesar de la respuesta subsistieran los impedimentos para la concesiOn, se 
denegarÆ la patente. 

NotfIcue,s el presnte oficio conforme a lo dispuesto en el numeral 5.2, literal e), 
itulo rimero de Ia Circular (Jnica NO 10 de 2001. v\/o,I

b- U 
DO IS ELENA POLO CORDOBA 
Jef de DivisiOn de Nuevas Creaciones (E) 

El [anterior reat.rFEiniiento fue notificado por fijación en lista, de fecha 
I 8. 2009 
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