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JOSt LUIS REVES VILLAMIZAR, mayor tie edad, identtficado como aparece al 
pie tie ml firma, abogado en ejerciclo, titular tie la taeta profesional nmeo 44655 
del Consejo Superior de la Judicatura, obrando en cØlidad de Æpoderado tie la 
sociedad TECNOQUIMICAS $.A.,dentro del trÆmite de la referenda, en ejerciclo 
tie lo .dispuesto por el articulo 42 inciso 20 tie la Decision 486 de 2000 por medlo 
del presente escrito, procedo a sustentar y complernentar la oposiciOn presentada 
con antelación, en los siguientes tØrminos: 

I. RATIFICACION 

Comedidamente me permito insistir en los argumentos planteados en la oposiciOn 
respetiva, los cuales, corno se dijo en su momenta, dernuestran qua la solicitud de 
la referenda incumpte los requisitos de patentabUidad establecidos par los 
articulos 14, 16 y 18 de la DecisiOn 486 tie 2000, y que por eDo no merece recibir 
el beneficlo patentarlo: 
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En un primer aspecto, la solicitud colombiana en trÆmite, especificamente en sus 

reivindicaciones 20 a 24 revela un mØtodo para mantener una concentración 

media de at menos 6,4 microgramos/mI en plasma de ibuprofeno en un paciente 

durante un periodo de tiempo de 2 a 8 horas, Jo cual a la Iuz de la Decision 486 de 

la Gomunidad Andina do Naciones es inaceptable, ya que en su aparte d) del 

articuto 20 del capitulo I, acerca de los requisitos de patentabilidad, expone 

explicitamente que no serÆn patentables "los mØtodos terapØuticos o quircirgicos 

para el tratamiento humano o animal, asi como los mØtodos de diagnOstico 

aplicados a los sores humanos y a los animales", y si tenemos en cuenta que la 

solicitud en trØmite Jo quo reivindica en las reivindicaciones seæaladas es 

precisamente un mØtodo de tratamiento, queda claramente expuesta la 

improcedencia .para otorgar el privileglo de patente a esta solicitud. 

En otro aspecto, dentro del mismo estado do la tØcnica se encuentran documentos 

que describen formulaciones sOlidas de administraciOn oral con liberaciOn 

modificada de Ibuprofeno con algunas de las caracterIsticas que se reivindican en 

la solicitud colombiana en trÆmite. Es el caso por ejemplo de la publicaciOn 

internacional WO 03/063825 (publicada el 07 de Agosto de 2003) en cuyo capitulo 

reivindicatorlo se hace menciOn at uso de agentes alcalinos, 

hid roxipropilmetilcelulosa y polimeros hidrosolubles dentro de la formulaciOn; en la 

patente americana US 4,877,620 (publicada el 31 de Octubre de 1989) por 

S 
ejemplo se hace menciôn de la inclusiOn de aminoªcidos; y por su parte la 

publicación internacional WO 88108299 (publicada el 03 de Noviembre de 1988) 

incluye excipientes como croscarmelosa, estereato de magnesio, acido esteÆrico, 

dióxido de siliclo (Silice), celulosa microcristalina y almidOn pregelatinizado, 

tambiØn, en formulaciones de IiberaciOn modificada de ibuprofeno. 

La patente Europea EP 0297866 publicada el 04 de Enero de 1987 y titulada 

"THERAPEUTIC AGENTS" revela el uso de un poilmero hidroflllco, - 

especlficamente hidroxipropllmetilcelulosa de alta viscosidad- en formulaciones de 

liberaciôn sostenida, en donde so dispersa uniformemente el ibuprofeno y el rango 

de cantidades en que so encuentra presente dicho pollmero, tal como se revela en 

la solicitud colombiana en trÆmite. 

Existen tambiØn documentos donde se revela que a travØs de formulaciones 

farmacØuticas del mismo tipo quo las descritas por la solicitud colombiana en 
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trÆmite (formulaciones sólidas tipo tableta de liberaciôn modificada de ibuprofeno 

para administración oral), se consigue modificar el tiempo de liberación de 

ibuprofeno dentro del mismo rango de tiempo en que lo consigue la formulaciOn de 

dicha solicitud colombiana, o en algunos casos, mas allÆ de dichos rangos. Por 

ejemplo la publicación internacional WO 99/12524 (publicada el 18 de Marzo de 

1999) revela en su capitulo reivindicatorlo que sus formulaciones sólidas tipo 

tableta de liberación modificada de ibuprofeno para administración oral consiguen 

dentro de 9 horas una liberaciôn del 50-100%, 60-98%, 65-95%, 70-90% o 70-80% 

de ibuprofeno, 10 que coincide con 10 expuesto por la formulaciôn colombiana en 

trÆmite que libera un 20% en las primeras 2 horas, con la posterior Iiberaciôn 

constante durante 8 horas y en donde al menos el 70% del ibuprofeno se libera a 

Jo largo de un periodo no superior a 14 horas. Por su parte la patente europea EP 

0313328 (publicada el 26 de Abril de 1989) menciona un periodo de liberación 

modificada de ibuprofeno de 12 horas y ademÆs incluye en la formulaciOn 

derivados de celulosa hidroxilados solubles en agua tal como la 

hid roxipropilmetilcelulosa. Finalmente la publicación internacional WO 98/01117 

(publicada el 15 de Enero de 1998) revela periodos de tiempo de 12 a 16 horas 

partiendo de 500 a 1000 mg de ibuprofeno, que ademÆs, es un rango de cantidad 

incluido o mencionado dentro del rango de cantidad de ibuprofeno reivindicado por 

la solicitud colombiana (300 a 800 mg). 

Si se tiene en cuenta que el nivel inventivo se define sobre el problema tØcnico a 

solucionar, en este caso la Iiberación sostenida de ibuprofeno, es evidente que las 

diferencias tØcniOas aportadas por Jo reivindicado en la solicitud colombiana en 

tramite dan una soluciôn a un problema tØcnico que ya habia sido resuelto en el 

mismo estado de la tØcrtica de manera apreciablemente similar yio superior. 

II. COMPLEMENTO DE JNFORMACIÔN 

Por si no fuesen suficientes los argumentos presentados en el respectivo escrito 

de oposiciOn, y teniendo en cuenta que la caracteristica fundamental que 

reivindica la solicitud colombiana en trÆmite es la liberaciôn modificada de 

ibuprofeno; es relevante mencionar que dichos comprimidos de Iiberaciôn 

modificada, se obtienen a travØs de diversas maneras, como cualquier persona 

medianamente versada en la materia reconoce, con la finalidad comin de que se 
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alcancen en el organismo concentraciones mantenidas durante periodos 

prolongados de tiempo. Se reconoce ademÆs que existen diversos tipos entre los 

que se encuentran los comprimidos de liberaciOn retardada, en los que el principio 

activo no se libera hasta un tiempo despuØs de la administraciOn o hasta que 

existan ciertas condiciones fisiológicas;  los de acciôn repetida, que liberan 

penódicamente una dosis completa del fÆrmaco en los fluidos gastrointestinales; y 

los de liberaciôn sostenida , que liberan de forma continua una cantidad de 

fârmaco, y que es la clase a la que finalmente pertenece la formulaciôn descrita 

por la solicitud colombiana. Como ya se mencionô, estos comprimidos pueden 

obtenerse por distintos mØtodos. Uno de los mÆs simples es la incorporación del 

principio activo en una matriz de naturaleza polimØrica que forme una barrera 

mucilaginosa que controle la difusiôn del principio activo o que se erosione 

lentamente permitiendo la liberación gradual del mismo1. Si miramos de manera 

detallada la composiciôn de la tableta que reivindica  la solicitud en cuestiôn, es 

claro y evidente que dicha composiciOn corresponde a esta clase de sistemas en 

donde el principio activo se incluye en una matriz de naturaleza polimØrica. 

En otro aspecto, pero en el mismo sentido, es relevante resaltar que se tambiØn 

suficiente informaciOn en el estado de la tØcnica, como por ejemplo los 

mecanismos implicados en dicha liberaciôn controlada, y que a partir de dichos 

mecanismos, cualquier persona medianamente versada en la materia reconoce 

que dichos sistemas de IiberaciOn controlada se pueden clasificar en sistemas 

monolIticos o matriciales; sistemas tipo reservorio; sistemas activados por el 

disolvente o sistemas controlados quimicamente2. Si observamos nuevamente la 

composicion de la tableta descrita en las reivindicacioæes de la solicitud 

colombiana, y a pesar de que no se mencione el mØtodo de preparación de dichas 

tabletas en las reivindicaciones, revisando el capitulo descriptivo de la solicitud 

encontramos una serie de ejemplos en donde se setlala que las formulaciones de 

ibuprofeno que alil se describen, corresponden a formulaciones denominadas all! 

como "tabletas monoliticas". Con esta información y con la menciôn, en el mismo 

capitulo descriptivo, de varios excipientes aptos para la compresión directa, 

podemos concluir que dicha tableta reivindicada corresponde a la clasificaciôn de 

los sistemas monollticos o matriciales, seæalada anteriormente. 

’Vila Jato J.L. Teenologla Farmaceutica. Volumen II. pagina 145. 
2Vila  Jato J.L. Tecnologla Farmaceutica. Volumen II. pagina 383. 
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Profundizando un poco mas, cualquier persona medianamente versada en la 

materia reconoce que en dichos sistemas el principio activo se encuentra 

unhformemente distribuido en el seno de un polimero (tat y como se describe en la 

reivindicaciOn I de la solicitud en cuestiOn), ya sea en forma de solución o de 

suspension; y que segün la estructura de dicha matriz polimØrica, se pueden 

distinguir dos subtipos de sistemas: Homogeneos y heterogeneos3. Los sistemas 

homogØneos son sistemas matriciales no porosos formados por una fase continua 

en la que se difunde el principio activo, en el cual debe ser soluble. Esencialmente 

estos sistemas estÆn constituidos por matrices de carÆcter hidrOfobo o hidrogeles. 

Los sistemas heterogeneos en cambio son sistemas matriciales porosos en los 

que el proceso de IiberaciOn del fÆrmaco depende del coeficiente de difusiOn de la 

solución forrnada al interior de los poros, de Ia porosidad de la matriz polimerica y 

de la ramificación de las porosidades. Si miramos nuevamente la composiciOn 

reivindicada por la solicitud colombiana, podrIamos clasificar dicha tableta dentro 

de los sistemas homogØneos. 

Siendo mÆs especIficos aun, se reconoce tamblØn que en el estado de la tØcnica 

se encuentran descritos comprimidos que utilizan polimeros hidrofulicos con 

elevada capacidad gelificante como excipiente de base, con la finalidad que 

cuando dichas formulaciones entren en contacto con el medio acuoso gÆstrico, se 

produzca una rØpida hidratación de las macromolØculas situadas en  la interfaz 

sólido-liquido, seguida de la formaciOn de un lecho viscoso. Estas formulaciones 

se denominan matrices hidrofilicas. Dentro de dichos polimeros que se pueden 

utilizar en la elaboraciôn de estas matrices hidrofIlicas se pueden considerar los 

polimeros naturales o semisintØticos (agar-agar, alginatos, quitosanos, almidones 

modificados); Esteres de celulosa (con la mayor aplicaciôn en el campo de las 

matrices hidrofIlicas); y polimeros de atido acrilico (carb6meros)4. Revisando 

nuevamente la composiciOn de las tabletas reivindicadas por la solicitud 

colombiana en trÆmite, encontramos los excipientes que corresponden a las 

caracterIsticas descritas anteriormente (tales como almidOn pregelatinizado y 

HPMC), y que ubican a dichas tabletas en la categorla de matrices hidrofilicas. 

En otras palabras y resumiendo, las formulaciones reivindicadas por la solicitud 

colombiana carecen irrefutablemente de nivel inventivo, puesto que como quedó 

3ViIa Jato J.L. Tecnologia Farmaceutica. Volumen II. paginas 384 a 385. 
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en evidencia a travØs de los anteriores argumentos, corresponden a formulaciones 

ampliamente reconocidas y descritas en el estado de la tØcnica, y la inclusiOn de 

Ibuprofeno dentro de las mismas, no concierne mas quo a la aplicaciôn de los 

correspond ientes ensayos do preformulaciOn y formulación que se requieren 

(como para incluir cualquier otro principlo activo) en este tipo de formulaciones. 

Finalmente si la definición del problema tØcnico a solucionar (en este caso la 

liberación controlada de Ibuprofeno) sobre la base del estado de Ia tØcnica, so 

tiene que en dicho estado, y con anterioridad, se ha resuelto de diversas maneras 

dicho problema tØcnico, es decir Øxisten una gran cantidad de publicaciones y 

documentos quo contienen formulaciones donde se libera de manera controlada 

SIbuprofeno, tal y como lo demuestra una bUsqueda en la base do datos 

DELPHION5 con los tØnninos "tablet", "Ibuprofen", "release" y "modified" bajo los 

parÆmetros de büsqueda en las reivindicaciones "Claims". 

Par todo Ia anterior, ruego se analicen los argumentos expuestos con 01 rigor y 

detenimiento habituales y que en consecuencia se decrete, ademÆs do la 

negaciôn do la solicitud en comento, el archivo del expediente quo la contiene. 

lii. ANEXOS. 

4’ d:& Vila Jato J.L. TecnologIa FarmacØutica. Volumen II. Paginas 145, 383 a 

385y 399 a 402. 

L: Copias do la pÆgina de Internet de la bUsqueda en la base de datos 

DELPHION con los tOrminos "tablet", "Ibuprofen", "release" y "modified" 

baja los parâmetros de büsqueda en las reivindicaciones "Claims". 

Seæor Superintend 

JOSE LUIS REYES VILLAMIZAR 
C.C. 79.152.473 de Usaquen 
T.P. 44655 del C. S de la J. 

4ViIa Jato J.L. TecnologIa FarmacØutica. Volumen II. pagina 399 a 402. 
http://www.delphion.comlfcgi-binlpatsearch 
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Abstract 

li US20040185097A1 Solid, oral controlled release Glenmark 2004-09-23 2003-01-31 
composition, useful to gradually Pharmaceuticals 
release active drugs, over a long Ltd. 
period In the bloodstream at a 
uniform concentration, comprises 
an active ingredient and a 
controlled release modifying 
complex (gl) 

Controlled release modifying 
complex and pharmaceutical 
compositions thereof 

Disclosed is a controlled release 
modifying complex for solid oral 
controlled release pharmaceutical 
compositions suitable for once-a-day 

. administration. The composition 
comprises an active pharmaceutical 
ingredient, a release modifying 
complex and other required 
pharmaceutically acceptable 
excipients. The release modifying 
complex comprises a primary release 
modifying agent, a secondary release 
modifying agent and an auxiliary 
release modifying agent or varying 
combinations thereof, wherein said 
primary, secondary and auxiliary 
release modifying agents are present 
in amounts that synergistically effect 
and extend the release of active 
pharmaceutical ingredient 

I de 19 27/011/2009 05:12 p.m. 



(((((ibuprofen) <in> CLAIMS) AND ((tablet) <in> (CLAIMS) AND (... 

ç  W00406691OLk2 Solid, oral controlled release 
composition, useful to gradually 
release active drugs over a long 
period in the blood stream at a 
uniform concentration, comprises 
an active ingredient and a 
controlled release modifying 
complex snscoi 

CONTROLLED RELEASE 
MODIFYING COMPLEX AND 
PHARMACEUTICAL COMPOSITIONS 
THEREOF 
Disclosed is a controlled release 
modifying complex for solid suitable 
comprises modifying exciplents. The 
release modifying an auxiliary release 
thereof, wherein modifying agents 
effect and ingredient.oral controlled 
release pharmaceutical for an 
once-a-day administration. The active 
pharmaceutical ingredient, 
compositions composition a release 
complex and other required 
pharmaceutically acceptable release 
modifying complex comprises a 

� primary agent, a secondary release 
modifying agent and modifying agent 
or varying combinations said primary, 
secondary and auxiliary release are 
present in amounts that synergistically 
extend the release of active 
pharmaceutical ingredient. 
Disclosed is a controlled release 
modifying complex for solid suitable 
comprises modifying excipients. The 
release modifying an auxiliary release 
thereof, wherein modifying agents 
effect and ingredient.oral controlled 
release pharmaceutical for an 
once-a-day administration. The active 
pharmaceutical ingredient, 
compositions composition a release 
complex and other required 
pharmaceutically acceptable release 
modifying complex comprises a 
primary agent, a secondary release 
modifying agent and modifying agent 

. or varying combinations said primary, 
secondary and auxiliary release are 
present in amounts that synergistically 
extend the release of active 
pharmaceuUcal ingredient. 
(Show JnFrench] 

W004038428A2 Formulation useful for preparing 
medicament comprises core 
comprising an agent dispersed in 
controlled-release matrix of cross-
linked high amylose starch and 
coat comprising an agent in faster 
release matrix rDerwntRecord1 

CONTROLLED-RELEASE 
COMPOSITIONS 
A solid dosage formulation having a 
core with a pharmacological agent 

http://www.delphion.com/fcgi-bin/pa(searcli 

24* 
GLENMARK 2004-08-12 2003-01-31 
PHARMACEUTICALS 
LTD. 

LABOPHARM INC. 2004-05-06 2002-10-25 

2 de 19 27/0l/2009C5:2 
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dispersed in a first controlled-release 
matrix from which release of the agent 
is relatively slow; and a coat formed 
over the core and having the agent 
dispersed in a second controlled-
release matrix from which release of 
the agent is relatively fast. The first 
matrix can be a cross-linked high 
arnylose starch and the second matrix 
can be a mixture of polyvinyl acetate 
and polyvinyl pyrrolidone. 
A solid dosage formulation having a 
core with a pharmacological agent 
dispersed in a first controlled-release 
matrix from which release of the agent 
is relatively.slow; and a coat formed 
over the core and having the agent 
dispersed in a second controlled-
release matrix from which release of 
the agent is relatively fast The first 
matrix can be a cross-linked high 
amylose starch and the second matrix 
can be a mixture of polyvinyl acetate 
and polyvinylpyrrolidone. 
(Show in French] 

1j W004028512Ai. Dosage form useful for modified MCNEIL-PPC, INC. 2004-04-08 200209-28 
T release of active ingredients, 

comprises two cores containing 
the ingredients and a shell 
surrounding or separating the 
cores t1erwentRecord] 

MODIFIED RELEASE DOSAGE FORM 
WITH TWO CORES 
The invention provides a dosage form 
comprising at least one active 
ingredient, and first core and second 
cores surrounded by and separated by 
a shell. The dosage form providØsa 
delay of at least one hour between the 
Initial release of active ingredient 
contained in said first core and the 
initial release of active ingredient 
contained in said second core after 
contacting of the dosage form with a 
liquid medium. 
[Show in French] 

W0040208A1 Composition, useful for modified 
release of at least one active 
ingredient upon contact with a 
liquid medium, comprises at least 
one active ingredient, a first core 
and a second core Eperwent aecord 

MODIFIED RELEASE DOSAGE 
FORMS WITH TWO CORES AND AN 
OPENING 
A modified release dosage form 
comprising at least one active 
ingredient and at least two cores 
surrounded by a shell is provided. The 
shell comprises at least one opening 
and provides for modified release of 
active ingredient upon contacting of 
the dosage form with a liquid medium. 
At least one of the cores is distal from 

MCNEIL-PPC, INC. 200404-08 2002-09-28 

3de19 27/01/20090512p.m, 
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x) <in> (CLAIMS) AND ((tablet) <in> (CLAIMS) AND (... 

the opening. In a preferred 
embodiment, the dosage form has a 
pulsatile release profile. 
JSiiow in French] 

W00303357A1 Aqueous coating composition for, 
e.g. medical device, comprises 
multifunctional polymeric carrier, 
hydrophilic water-soluble organic 
monomer, oligomer, prepolymer, 
polymer or copolymer, and 
multifunctional crosslinker 
Record) 

US20030203991j. 

U520030235616A1 

COATING COMPOSITION FOR 
MULTIPLE HYDROPHILIC 
APPLICATIONS 
A coating composition is disclosed 
which comprises an aqueous polymeric 
matrix, a hydrophilic polymer, a 
colloidal metal oxide and a crosslinker. 
The coating composition when applied 
on medical devices is hydrophilic, 
shows improved lubricity, abrasion 
resistance and substrate adhesion on 
metallic or plastic substrates. The 
coating also shows improved water 
sheeting thus providing the coated 
substrates with anti -fog properties. 
The coating absorbs aqueous dye or 
stain solutions making the substrate 
suitable for printing. 
[Show in French] 

http://www.delphion.com/fcgi-bitVpatsearth 
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HYDROMER, INC. 

Aqueous coating composition for, Hydromer, Inc. 
e.g medical device, comprises 
multifunctional polymeric carrier, 
hydrophilic water-soluble organic 
monomer, oligomer, prepolymer, 
polymer or copolymer, and 
multifunctional crosslinker EOorwent 

Coating composition for multiple 
hydrophilic applications 

A coating composition is disclosed 
which comprises an aqueous polymeric 
matrix, a hydrophilic polymer, a 
colloidal metal oxide and a crosslinker. 
The coating composition when applied 
on medical devices is hydrophilic, 
shows improved lubricity, abrasion 
resistance and substrate adhesion on 
metallic or plastic substrates. The 
coating also shows improved water 
sheeting thus providing the coated 
substrates with anti -fog properties. 
The coating absorbs aqueous dye or 
stain solutions making the substrate 
suitable for printing. 
Dosage form for delivering active 
Ingredient such as 
pharmaceuticals, comprises active 
ingredient, fist core, and second 
core surrounded by shell 
comprising openings provided for 
modified release of active 

2003-11-13 2002-04-30 

2003-10-30 2002-04-30 

SOWDEN HARRY S. 2003-12-25 2001-09-28 

4 do 19 27/01/2009 05:12 p. 
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Modified release dosage form 

A modified release dosage form 
comprising at least one active 
ingredient and at least two cores 
surrounded by a shell is provided. The 
shell comprises at least one opening 
and provides for modified release of 
active ingredient upon contacting of 
the dosage form with a liquid medium, 
At least one of the cores is distal from 
the opening. In a preferred 
embodiment, the dosage form has a 
pulsatile release profile. 

US20030232-083Al Dosage form for modifying release WYNN DAVID 2003-12-18 2001-09-28 
of active ingredients, comprises 
first core containing first active 
ingredient and second core 
containing second active 
ingredient, and cores being 
surrounded and separated by shell 

Modified release dosage form 

The Invention provides a dosage 
form comprising at least one active 
ingredient, and first core and second 
cores surrounded by and separated by 
a shell, The dosage form provides a 
delay of at least one hour between the 
initial release of active ingredient 
contained in said first core and the 
initial release of active ingredient 
contained in said second core after 
contacting of the dosage form with a 
liquid medium. 

US20040228528 Drug delivery device for controlled CHOPRA SHAM 2004-02-05 2001-05-25 
release of an active agent 
comprises a composition having a 
core and a coating having 
pore-forming element having 
dissolution rate slower than the 
release rate the active ingredients 

Chemical delivery device 

The invention provides a controlled 
release dissolution and diffusion 
devices which can deliver an active 
ingredient at a constant or controlled-
variable rate comprising an active 
ingredient and dissolution modifiers 
and/or an insoluble matrix. The 
compressed core is coated, except for 
at least one exposed face, with a 
coating containing an insoluble 
polymer or a mixture of an insoluble 
polymer and pore-forming elements 
said pore-forming elements having a 
dissolution rate slower that the release 
rate so that the pore formation is 
completed after release of the active 

5  d 19 27/01/2009 05:12 p.m. 



<in> (CLAIMS) AND ((tablet) <in> (CLAIMS) AND (.. http://www.delphion.com/fcgi-binfpatsearch 

S 

- 2030003151A1 

IE 

EL 

W002094227A1 

ingredients and the residual inert 
structures disintegrate. 
Drug delivery device for controlled 
release of an active agent 
comprises a composition having a 
core and a coating having 
pore-forming element having 
dissolution rate slower than the 
release rate the active ingredients 
[Dint Record] 

Chemical delivery device 

The invention provides a controlled 
release dissolution and diffusion 
devices which can deliver an active 
ingredient at a constant or controlled -
variable rate comprising an active 
ingredient and dissolution modifiers 
and/or an insoluble matrix The 
compressed core is coated, except for 
at least one exposed face, with a 
coating containing an insoluble 
polymer or a mixture of an Insoluble 
polymer and pore-forming elements 
said pore-forming elements having a 
dissolution rate slower that the release 
rate so that the pore formation is 
completed after release of the active 
ingredients and the residual inert 
structures disintegrate. 1 
CONTROLLED RELEASE DRUG 
DELIVERY DEVICE 
The invention provides a controlled 
release dissolution and diffusion 
devices which can deliver an active 
ingredient at a constant or controlled -
variable rate comprising an active 
Ingredient and dissolution modifiers 
and/or an insoluble matrix. The 
compressed core is coated, except for 
at least one exposed face, with a 
coating containing an insoluble 
polymer or a mixture of an insoluble 
polymer and pore-forming elements 
said por-forming elements having a 
dissolution rate slower that the release 
rate so that the pore formation is 
completed after release of the active 
ingredients and the residual inert 
structures disintegrate. 
[Show in French] 

US6607748 New cross-linked high amylose 
starch useful as a controlled 
release excipient is prepared by 
cross-linking and chemically 
modifying high amylose starch, 
gelatinizing and drying [Derwent 
Reno rd] 

Cross-linked high amylose starch 
for use in controlled-release 
pharmaceutical formulations and 
processes for its manufacture 
The present invention relates to a 
novel form of cross-linked high 

CHOPRA SHAM 

SAV1T 
CONSULTING INC. 

LENAERTS 
VINCENT 

2003-01-02 2001-05-25 

2002-11-28 2001-05-25 

2003-08-19 2000-06-29 
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CAP1TULO 2: FORMAS SOUDAS oRAtRI. .146 PARTE 1: FORMAS FARMACEIJflCAS 

! f) 
Comprznud03 de unplantacwlz 

Los comprimidos de implantaC0 estan disefladoS para ser deposita 

pie1 Su objetiVO es conseguit una acciofi prolongada (la duraciófl  del efeq 

a entre un ines y tin aflo), deben pues presentar bajas velocidades de c1 

� zion disolUCiOfl en los fluidos tisulareS. Elm se consigue utilizando una 

,I-

presió1  de compreSidfl o recurriendo a la fusion conjUflta del principio act 

1.. ciertos coad ,anteS grasOs (grasas hidrogefladaso polietilenOx0 6000). E 

ral, si es osib1e se prefiere su fabricaciOtt sin la adiciOn de excipiefltes e 

de ser preciS0S ØstOs deben ser totalniente solubles. Otros requisitoS de I 

’ prixnidos de irnplantaclOfl son un reducido tarnaæQ (2-3 mm de diÆmetro) 

: caciO en condiciones de asepsia y el envasado en recipientes estØriles. I. 

istraciOT de este tipo tic comprimidos debe realizarSe inediante tØcnicas qui 

es (inyector de Kern). Su utilizaciOfl en el 
()tiliZafldO inyectOreS especial  

ha caido en desuso han sido sustituidOs por otras formas tie dosificaCiOfl, ç 

tubos de silicona tie difusiOn controlada. No obstante, aunque su einpleo c 

ticam&te restringido ala achninistraciOtl tie hormonaS estirnulanteS del cm 

un ejempIO caracterfstico del uso tie este tipo de corn 
animal, 

priinidos 

humanos lo constituYe ci disulfiram (Esperal Rfi, 100 mg), utilIzado en 

iniento crónicO  del alcoholisrno. 

, 

est 
? jün  
- fic  

ib1e’ 
:cidt 
pro". 

. ,.te :-

rsU 
la 

icte; 

G) ConlpTi)rUdO5 de (iberaciOn .cofltrOifl.da 

2.2.12. Comprimidos recubi&os 

Aunque ci recubrimiento tie formas sOlidas ya era practicado en ci antig 
gipto una tie las pimeras referencias escritas a las formas recubiertas apare ct 

la iiteratura is1Æmicay se debe a Rhaces (850-923). Tal como se conoce actua?, 
1nent ci recubrimiento data tie fines del siglo xiv, Øpoca en La que ya se elabor 
ban "grageas". En Francia, en el siglo xvir, este rnØtodà.se utilizaba para enrna 
carar ci sabor tie algunos medicamentos; con este fin, Derenou revestia las pu1dor 
pastillas con metales (oro y plata); de aquf prOviene el dicho castellano "dorar i 
iIdora". Los recubrimientos azucarados se desarroliaron considerablemente e 
rancia a mediados del siglo xix; en 1837y 1840 se registraron dos patentes de esta 

tØcnica. Sin embargo, los recubrimientos pelicular (el mØtodo mÆs empleado enia 
actualidad) y por compresidn son tecnologIas relativamente nuevas, introducidas 
en la dØcada tie los aæos 50 del presente siglo. - 

El recubrimiento tie comprimidos, paso adicional en ci proceso tie fabricación,  
aumenta ci costo del producto; asl, la decisiOn tie recubrir un comprimido debe 
gstarjustificada por La consecuciOn de uno o mÆs tie los siguientes objetivos: 

Enmascarar ci color, saber u olor desagradabics. 
acilitar la adinimstraciO I 

- Proporcionar una
 presentar una
 uP:rficie 

mÆs stave y deslizante. 

mulaciOn frente a agentes externos (humecl:d 
e 17 coniponentes de la for-

- Evitar incompatibilidades 
iuz...). 

principios activos no compatibles entre Si. 

- .onseguir una liberaciOn controlada del f’ 
- trorresistentes, que sOlo permitan La liberacid � 

cubiertas gas-

prolongados de tiempo. Existen diversos tipos entre los que se 
especiales que regulen la vefocidad tie cesiOn 

a mvet intestinal o cubirtas 

ctivo no se libel 
primidos de liberaciófl  retardada en los que el principio a  

un tiempo despuds de Ia administtaCiOli o hasta que existan ciertas con Los comprimidos reciibiertos por sus es ec’ i 

io1Ogicas los de acción repetida. que liberan periOdicameflte una dosis accionados, triturados 0 machacados 
P ia es caracteristicas, no deben ser 

ti,  del fÆrmaco en los liquidos gastrointeStiflales. y los de !iberacidfl soste ad del fÆrmaco, su grado de absorciOn
 ya  puede comprometerse la estab iii-

liberan de forma continua una cantidade frmacO. Estos compæmid9s Los t!pOS tie recubrimiento tie comprimid 
gun ad del tratamiento. 

obtenerse por distintos mtodos. Uno de los mÆs simples es la inco0ra 

OS incluyen. 

que forme una Recubrimiento con azücar o gracieado 

principio activo en una matniz de naturaleZa polirridrica  

mucilaginosa que controle La difus.in del principio activo o que se eTOSIOC Recubrimiento pelicular. 

mente permitiendo la liberaciOfl gradual del mismo. Otra forma de con Recubrimiento por compresiOn.

 

liberaciOn consiste en ci recubrimiento tie los comprimidos con cubiertas -  - 

stoS Co etc E Dc eilos, ci menos empleado I 

ad 
tos:??re=quierenahzaclon tie ensayos de dtSOIdCiOfl adecuª  tea( 

que penritan demostrar si la 1iberacOfl del principio activo se reahza de CUbrimiento pelicular. Dc hech 
embargo,en a actualidad, ea s’endo sustituido per 

con la emetica orevista en su diseær tipo de fÆrmacOS dada su CreC1e Imiento se I esarra1lado para 
rnayorla do I CS materiales de recu 

res sera revisado en detalle en otri .itu10 
’P1 y

 me
stoso

 tipo C col:4 que ademas, es ci 

Los comprimidos se pueden formulal para liberar ci principiO activo de 

.1rnren en ci organismo concentraciofles mantenid2.S, durante p 
- 1 
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>k’ Disrnrnucion de trastornns asociadoson Ta tntcjlerancia gistrica rUaI.d 
de Ia phrnr c se puedeadistnguirJo5 ip c SLrp 

rdurre aia admrnistracior oral gØneosyheteiagenens t 

- Paso de fÆrmcos a travs tIe barreras fsiologicas poco per eaW 
P  ejemplo Ia piel 

- Mej era de las earacterfsticas de hbcraczon para pnnipios actwo I Saternas homogeneos 

I por botecnoogfa Os 

Sosteia niatricra1e no porosos formados p ory na ease cxmtmua e 
I 

Freflte a estas ventajas, tambiØn se pueden seæalar ]as siguientes desv &nde el ohitoeLcua1debescr soiubIo Esenu’lrnente, o&temas 
titwdos per matrices de caikter hidrófobo o hidrogles 

- Reduccion en la cantodad tIe principio actwo absorbido por via o- El tratanuzento matemÆtico de Ia cinbca do hberici6n del princlpio ac t-
cularmente en aqueHos que presentan una ventana de absorciôn ’ partir do estos sistemas matricLales es coonpiejo, pero es posible obtener eXpr. 

- Posibilidad do una sobredosaficacton per alteración del sutema delib erac nes sencillas que Sc cuinpien hasta que se ha Iibei ado aproximadamente U 
- Posible desarroilo de tolnrancia cuando un medocarnento so adinuij del principio active 

forma continua durante un large periodo de tiempo 

FRUna revision de Ta literatura perimte concluir quo las formas do hberacij1 Qt 2 S [811 £ 
trolada pueden suponco, en rnuchos cases, una ntab1e ventaja, Ia cual deb e Set 

t-- deniostvda, fiente a las formulaciones cidsicas Par otro lade, tambiri P1ed dQt ,. j D 
presentarse desventajas, cuya ausencia debe er igualmente demostrada dt "4 

donde Qt es la cantithd do medicamento hberado Dara un tiempo S la 
3.1. stemcde iibeio CVT2tTOICdCcie fel siste Co, la concentrac5n mia1 do me&camento, y i su cocoente oi 

difusun en el medio considerado 
8 1 1 Mecarnsmas iniplicados en Ia Iiberacon contro!adci Coma so puede apreciar ala vista do Ia ecuacidn 81, una representaci5n tIe Ta 

raizcuadrada del tiempo frente a la cantidacl’ do prrncipio active liberarlo, di iuia La puesta a punto do un sistema tIe hberacion controlada prcisa, a una lfnea recta, siempre quo los restantes factorea permanezoan consti,,ntes L cualquier otra forma de dosthcacidn, un profundo conocimiento de los thferetos forna  gpmthca del sistenia desempefia un importaute papel en el peril do lice 

I mecamsmos maplicados en la liberacion de un pnncipio active a partir do una for ración, para aistemas con igual superfici; la forma en film es la quo preserta uric 
made dosificacion hberación xnÆslenta, nuentras que la fonna esfØnca posee una Tiberacidn mÆs rapi El proceso quo interviene con mayor frecuencia en estas forinas tIe da, tal coma so puede observar en las curvas do Ta figora 84 ción Os la thfusión, pore puesto quo los mecanismos capaces do controlarla sm.Si el prnxipio activo so encuentra en la matnz poIm&ica en forma do sspn’ V , multiples, es couvemente establecer la.siguiente clasificacion sión, la cm&aca do hberacitIn puede expresarse mediante Ia siguiente ecuaclon, la quo C es ci coeficiente do solubthdad en Ia metnb"ana a) Sistemas inonoUticos o nratnciaies in b) Sistemas reservono c) Sistemas activados pare! disolvente Qt� S2 D Co I d) Sisternas controlados quixnicamente 2 Sistemas heterogneos - &rn sistemas matnciales pot osos en los que el proceso do hbracion depoi1d Son aquollos on los que, el prrncrpio actl\ o estJ unifo mene distribind0 del coe ciente do difusión do la soiuciOn foimada en ’el interior do los poros, deiJ 01 se’ro dc on pohmoro, ya sea en form sol& o sspi er do la matrxz poluuo mØiaca  y de Ta tortuosidad do ins pores 
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amylose starch and processes for its 
manufacture. Such cross-linked high 
amylose starch is useful as an 
exciplent In a controlled-release 
pharmaceutical formulation when 
compressed with pharmaceutical 
agent(s) in a tablet. Such cross-linked 
high amylose starch is prepared by (a) 
cross-linking and chemical 
modification of high amylose starch, 
(b) gelatinization, and (c) drying to 
obtain a powder of said controlled 
release excipient. In a preferred 
embodiment, such cross-linked high 
amylose starch is prepared In the 
following steps: (1) granular cross-
linking and additional chemical 
modification (e.g., 
hydroxypropylation) of high-amylose 
starch; (2) thermal gelatinization of 
the starch from step (1); and (3) 
drying the starch from step (2) to yield 
a powder capable of being used as a 
controlled release excipient. 

U W00202084A1 New cross-linked high amylose LENJAERTS, Vincent 2002-01-10 2000-06-29 
. starch useful as a controlled 

release excipient is prepared by 
cross-linking and chemically 
modifying high amylose starch, 
gelatinizing and drying [Derwent 
Record] 

S 

CROSS-LINKED HIGH AMYLOSE 
STARCH FOR USE IN CONTROLLED-
RELEASE PHARMACEUTICAL 
FORMULATIONS AND PROCESSES 
FOR ITS MANUFACTURE 
The present invention relates to a 
novel form of cross-linked high 
amylose starch and process for its 
manufacture. Such cross-linked high 
amylose starch is useful as an 
excipient in a controlled-release 
pharmaceutical formulation when 
compressed with a pharmaceutical 
agent(s) in a tablet. Such cross-linked 
high amylose starch is prepared by (a) 
cross-linking and chemical 
modification of high amylose starch, 
(b). gelatinization, and (c) drying to 
obtain a powder of said controlled 
release excipient. In a preferred 
embodiment, such cross-linked high 
amylose starch is prepared in 
following steps: (1) granular cross-
linking and additionally chemical 
modification (e.g., 
hydroxypropylatlon) of high- amylose 
starch; (2) thermal gelatinization of 
the starch from step (1); and (3) 
drying the starch from step (2) to yield 
a powder capable of being used as a 
controlled release excipient. 
[show in French] 
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US20030049318A1 

-; US569463 

Modified release formulation for 
preventing and treating cough, 
comprises delayed release portion 
containing guaifenesin with 
preset Cmax, drug additive and 
release delaying matrix and 
immediate release portion [Derwent 
ecprd] 

Sustained release formulations of 
guaifenesin and additional drug 
ingredients 

bttp://www.delphion.com/fcgi-bin/patsearch 

DAVIS ROBERT D. 2003-03-13 2000-04-28 

The invention relates to a novel 
pharmaceutical sustained release 
formulation of guaifenesin and at least 
one additional drug ingredient. The 
formulation may comprise a 
yrophilic polymer, preferably a 

droxypropyl methylcel lul ose, and a 
water-insoluble polymer, preferably an 
acrylic resin, In a ratio range of about 
one-to-one (1:1) to about nine-to-one 
(9:1), more preferably a range of 
about three-to-two (3:2) to about 
six-to-one (6:1), and most preferably 
in a range of about two-to-one (2:1) 
to about four-to-one (4:1) by weight. 
This formulation capable of providing 
therapeutically effective bioavailability 
of gualfenesin for at least twelve hours 
after dosing in a human subject. The 
invention also relates to a modified 
release product which has two 
portions: a first portion having an 
immediate release formulation of 
guaifenesin and a second portion 
having a sustained release formulation 
of guaifenesin, wherein one or both 
portions has at least one additional 
drug ingredient. The modified release 
product has a maximum guaifenesin 
serum concentration equivalent to that 
of an immediate release guaifenºsin 
tablet, and is capable of providing 
therapeutically effective bioavai lability 
of guaifenesin for at least twelve hours 
after dosing In a human subject. 
Solid composition for delivery of Lipocine, Inc. 
active agents e.g.. glyburide 
comprises carrier optionally 
containing a substrate having an 
encapsulation coat containing 
hydrophilic surfactants e.g. 
polyoxyethylene alkylethers 
[Derwent Record] 

Solid carriers for improved 
delivery of hydrophobic active 
ingredients in pharmaceutical 
compositions 
The present invention provides solid 
pharmaceutical compositions for 
improved delivery of a wide variety of 
pharmaceutical active ingredients 
contained therein or separately 
administered. In one embodiment, the 

2003-05-27 1999-11-23 

8th19 27/01/200905:12:).m 
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solid pharmaceutical composition 
includes a solid carrier, the solid 
carrier including a substrate and an 
encapsulation coat on the substrate. 
The encapsulation coat can include 
different combinations of 
pharmaceutical active ingredients, 
hydrophilic surfactant, lipophilic 
surfactants and triglycerides. In 
another embodiment, the solid 
pharmaceutical composition includes a 
solid carrier, the solid carrier being 
formed of different combinations of 
pharmaceutical active ingredients, 
hydrophilic surfactants, lipophilic 
surfactants and triglycerides. The 
compositions of the present invention 
can be used for improved delivery of 
hydrophilic or hydrophobic 
pharmaceutical active ingredients, 
such as drugs, nutrionals, 
cosmeceuticals and diagnostic agents. 

US20030064097A1 Solid composition for delivery of 
active agents eg glyburide 
comprises carrier optionally 
containing a substrate having an 
encapsulation coat containing 
hydrophilic surfactants e.g 
polyoxyethylene alkylethers 
[rwent Recordl 

SOLID CARRIERS FOR IMPROVED 
DELIVERY OF HYDROPHOBIC 
ACTIVE INGREDIENTS IN 
PHARMACEUTICAL COMPOSITIONS 

The present invention provides 
solid pharmaceutical compositions for 
improved delivery of a wide variety of 
pharmaceutical active ingredients 
contained therein or separately 
administered. In one embodiment, the 
solid pharmaceutical composition 
includes a solid carrier, the solid 
carrier including a substrate and an 
encapsulation coat on the substrate. 
The encapsulation coat can include 
different combinations of 
pharmaceutical active ingredients, 
hydrophilic surfactant, lipophilic 
surfactants and triglycerides. In 
another embodiment, the solid 
pharmaceutical composition includes a 
solid carrier, the solid carrier being 
formed of different combinations of 
pharmaceutical active ingredients, 
hydrophilic surfactants, lipophilic 
surfactants and triglycerides. The 
compositions of the present invention 
can be used for improved delivery of 
hydrophilic or hydrophobic 
pharmaceutical active ingredients, 
such as drugs, nutrionals, 
cosmeceuticals and diagnostic agents. 

PATEL MAHESH V. 2003-04-03 1999-11-23 

9de19 27/01/2009 05:12 p.m. 
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W0013788A1 Solid composition for deliveryof 
active agents eg glybu ride 
comprises carrier optionally 
containing a substrate having an 

� encapsulation coat containing 
S hydrophilic surfactants eg 

polyoxyethylene alkylethers 

SOLID CARRIERS FOR IMPROVED 
DELIVERY OF ACTIVE 
INGREDIENTS IN 
PHARMACEUTICAL COMPOSITIONS 
The present invention provides solid 
pharmaceutical compositions for 

S improved delivery of a wide variety of 
pharmaceutical active ingredients 
contained therein or separately 

� administered. In one embodiment, the 
solid pharmaceutical composition 
includes a solid carrier, the solid 
carrier including a substrate and an 
encapsulation coat on the substrate. 
The encapsulation coat can include 
different combinations of 

-pharmaceutical active ingredients, . hydrophilic surfactant, lipophilic 
surfactants and triglycerides. In 
another embodiment, the solid 
pharmaceutical composition includes a 

� solid carrier, the solid carrier being 
� formed of different combinations of 

pharmaceutical active ingredients, 
hydrophilic surfactants, lipophilic 
surfactants and triglycerides. The 
compositions of the present invention 
can be used for improved delivery of 
hydrophilic or hydrophobic 
pharmaceutical active ingredients, 
such as drugs, nutrionals, 
cosmeceuticals and diagnostic agents. 
[Show in French] 

U520020044968A1 Continuous encapsulation or 
embedding of component in 
matrix - used in antibiotics, 
analgesics, vaccines, 
anti-inflammatory agents, enzyme 

inhibitors, 

dairy products, sweets, 
beverages, animal feed and 
special-purpose foods toerwent F4eC] 

Embedding and encapsulation of 
sensitive components into a 
matrix to obtain discrete 
controlled release particles 

Controlled release, discrete, solid 
particles which contain an 
encapsulated and/or embedded 
component such as a heat sensitive or 
readily oxidizable pharmaceutically, 
biologically, or nutritionally active 
component are continuously produced 
without substantial destruction of the 
matrix material or encapsulant. A 
release-rate controlling component is 

http://www.delphion.com/fcgi-bin/patsearch 

7S4? 
LIPOCINE, INC. 2001-05-31 1999-1123..4" 

General Mills, Inc. 2002-04-18 1999-05-17 
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incorporated into the matrix to control 
the rate of release of the encapsulant 
from the particles. The additional 
component may be a hydrophobic 
component or a high water binding 
capacity component for extending the 
release time. The plasticizable matrix 
material, such as starch, is admixed 
with at least one plasticizer, such as 
water, and at least one release-rate 
controlling component under low shear 
mixing conditions to plasticize the 
plasticizable material without 
substantially destroying the at least 
one plasticizable material and to 
obtain a substantially homogeneous 
plasticized mass. The plasticizer 
content is substantially reduced and 
the temperature of the plasticized 
mass are substantially reduced prior to 
admixing the plasticized mass with the 
encapsulant to avoid substantial 
destruction of the encapsulant and to 
obtain a formable, extrudable mixture. 
The mixture is extruded through a die 
without substantial or essentially no 
expansion and cut into discrete, 
relatively dense particles. Release 
Properties may also be controlled by 
precoating the encapsulant and/or 
coating the extrudate particles with a 
film-forming component. 

W00028974A1 Compositions or drug-delivery DEXXON LTD. 
devices for localized colonic drug 
release to treat e.g. colonic polyps 
comprise drugs in core surrounded 
by coating so that drugs are 
released into the colon [Prwit 
R  

LOCAL DELIVERY OF DRUGS TO 
THE COLON FOR LOCAL 
TREATMENT OF COLONIC 
DISEASES 

A composition and method for the 
treatment of polyp and colon cancer is 
described, such composition and 
method providing for the colonic 
delivery and/or preferential 
metabolism of a drug.or desired agent, 
especially an NSAID, in the colon of 
the patient in need of such treatment. 
[Show in French] 

W00007570A1 Composition used for treating THE BOOTS 
migraine comprises ibuprofen COMPANY PLC 
medicament,domperidone 
medicament and carrier material 
comprising diluent combined with 
release modifying agent [&en 
Reco] 

PHARMACEUTICAL COMPOSITIONS 
COMPRISING IBUPROFEN AND 
DOMPERIDONE 

A stable pharmaceutical 
composition comprising a mixture of 

2000-05-25 1998-11-12 

2000-02-17 1998-08-05 

11 de 19 27/01/2009 05:12 p.m. 
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(i) an ibuprofen medicament; (ii) a 
domperidone medicamement; and (iii) 
a carrier material characterized in that 
the carrier material is substantially 
free of povidone and comprises at 
least one diluent combined with at 
least one release modifying agent. 
[Show in French] 

W09953934A1 Formulations for treating or 
preventing inflammation 
conditions such as arthritis [perwent 
Record] 

� ROSE-HIP FORMULATIONS AS 
ANTI-INFLAMMATORY NATURAL 
MEDICINE FOR 
ALLEVIATING/ REDUCING 
SYMPTOMS ASSOCIATED WITH 
INFLAMMATION AND ARTHRITIS 

A formulation having a rose-hip 
concentrate is used to treat and/or 
alleviate the symptoms associated with 
inflammation including arthritis or to 
prevent development of arthritis. The 
rose-hip concentrate has a high 
vitamin content relative to 
conventionally dried material, and is 
shown, in vitro, to inhibit the 
chemotaxis and oxidative burst 
response of human peripheral blood 
inflammatory cells, as well as the 
chemotaxis of monocytes. The 
formulation, in vivo, was found to 
inhibit chemotaxis of human peripheral 
blood inflammatory cells and to reduce 
the level of C-reactive protein, to 
alleviate pain and reduce inflammation 
in patients with arthritis. 
[Show in Frenchi 

HANSEN, Marianne 1999-10-28 1998-04-17 

F210.17370131 Oral modified-release, Nycomed Danmark 2003-10-29 1997-09-11 
multiple-unit composition for ApS 
administration of non steroidal 
antiinflammatory drug [Dewent 
Record] 

MODIFIED RELEASE 
MULTIPLE-UNITS COMPOSITIONS 
OF NON-STEROID 
ANTI-INFLAMMATORY DRUG. 
SUBSTANCES (NSAXDs) 

[From equivalent 
EP1017370A1] An oral pharmaceutical 
modified release multiple-units 
composition for the administration of a 
therapeutically and/or prophylactically 
effective amount of a non-steroid 
anti-inflammatory drug substance (In 
the following abbreviated "an NSAID 
substances) to obtain both a relatively 
fast or quick onset of the therapeutic 
effect and the maintenance of a 
therapeutically active plasma 
concentration for a relatively long 
period of time. The modified release 
multiple-units composition comprises 
at least two fractions of multiple units 

12 de 19 27/01/2009 05:12 1).m 
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such as a first and a second fraction. 
The first fraction comprises individual 
units which are designed to quickly 
release the drug substance and the 
second fraction comprises individual 
units which are designed to slowly 
release the drug substance to enable a 
delayed and extended release of the 
drug substance. Typically, the second 
fraction comprises multiple units 
which are coated with a sustained 
release coating designed to release the 
drug substance in such a manner that 
the maintenance of a therapeutically 
active plasma concentration for a 
relatively long period of time are 
obtained. By suitable adjustment of 
the release pattern of the at least first 
and second fraction a composition is 
obtained which is adapted to once- or 
twice-a-day administration. 
[Show in French] 

US6599529 Oral modified-release, 
multiple-unit composition for 
administration of non steroidal 
antiinflammatory drug [rwent 
Record] 

Modified release multiple-units 
compositions of non-steroid 
anti-inflammatory drug 
substances (NSAIDs) 
An oral pharmaceutical modified 

release multiple-units composition for 
the administration of a therapeutically 
and/or prophylactically effective 
amount of a non-steroid 
anti-inflammatory drug substance to 
obtain both a relatively fast onset of 
the therapeutic effect and the 
maintenance of a therapeutically active 
plasma concentration for a relatively 
long period of time is disclosed. 

Nycomed Danmark 2003-07-29 1997-09-11 
A/S 

W09912524A1 Oral modified-release, NYCOMED 
multiple-unit composition for DANMARK A/S 
administration of non steroidal 
antiinflammatory drug [oerwert 
.Pe] 

MODIFIED RELEASE 
MULTIPLE-UNITS COMPOSITIONS 
OF NON-STEROID 
ANTI-INFLAMMATORY DRUG 
SUBSTANCES (NSAIDs) 

An oral pharmaceutical modified 
release multiple-units composition for 
the administration of a therapeutically 
and/or prophylactically effective 
amount of a non-steroid 
anti -Inflammatory drug substance (in 
the following abbreviated "an NSAID 
substance) to obtain both a 
relativelyfast or quick onset of the 
therapeutic effect and the maintenance 
of a therapeutically active plasma 
concentration for a relatively long 

1999-03-18 199709-11 
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period of time. The modified release 
multiple-units composition comprises 
at least two fractions of multiple units 
such as a first and a second fraction. 
The first fraction comprises individual 
units which are designed to quickly 
release the drug substance and the 
second fraction comprises individual 
units which are designed to slowly 
release the drug substance to enable a 
delayed and extended release of the 
drug substance. Typically, the second 
fraction comprises multiple units 
which are coated with a sustained 
release coating designed to release the 
drug substance in such a manner that 
the maintenance of a therapeutically 
active plasma concentration for a 
relatively longperiod of time are 
obtained. By suitable adjustment of 
the release patternof the at least first 
and second fraction a composition is 
obtained which is adapted to once- or 
twice-a-day administration. 
[Show in French] 

P0868915A1 Antispasmodic composition - PANACEA BIOTEC 199810-07 1997-04-02 

0 comprising non-steroidal LIMITED. 
antiinflammatory drug(s), and 
pitofenone hydrochloride and 
fenpiverinium bromide FOerwent 
Record] 

An anti-spasmodic and 
antiinflammatory composition 
containing a NSAID, pentifanone 
and fenpiverinium 

A composition comprising at least 
one non-steroidal anti inflammatory 
drug, their salts, their chirally pure 
forms, Isomers and derivatives, 
analogues and adducts thereof and 
two drugs pitofenone hydrochloride 
and fenpiverinium bromide in a 
pharmaceutically acceptable 
combination. 

US20020025971A1 Composition for combating nausea The Boots 
and vomiting in acute migraine - Company PLC 

. and hastening analgesic and 
anti-inflammatory response, 
comprises domperidone, a NSAID 
and optionally a narcotic analgesic 
[Derwent Reco] 

Analgesic and anti-inflammatory 
compositions comprising 
domperidone and methods of 
using same 

The present invention provides a 
method for eliciting an onset hastened 
analgesic and anti-inflammatory 
response and combating nausea in 
acute migraine attacks. This method 
comprises administering a 
pharmaceutical composition 
comprising more than one active 

2002-02-28 1996-06-26 
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ingredient, wherein said more than 
one active ingredient consist 2 
essentially of: 
(I) domperidorie or an analogue 
thereof in an amount sufficient to 
hasten the onset of the analgesic and 
anti-inflammatory response and to 
combat nausea in an acute migraine S 

attack, and 
(ii) a NSAID, a pharmaceutically 
acceptable salt thereof or a pure (�) 
or pure (+) optical isomeric form 
thereof in an analgesically and 
anti-inflammatory effective amount, 
wherein said NSAID is selected from 
the group consisting of proprionic acid 
derivatives, acetic acid derivatives, 
fenamic acid derivatives, 
biphenylcarboxylic acid derivatives and 
oxi cams. 

fl WQ9731007A1 New sialyJ Lewis mimetics GLYCOMED 1997-08-28 1996-02-21 
containing flavanoid backbones 

- INCORPORATED 
have selectin binding activity, 
useful in treatment of e.g. cancer, 
auto-immune diseases and 
inflammatory disorders and in 
selectin detection assays [ienl 

SIALYL LEWISx MIMETICS 
CONTAINING FLAVANOID 
BACKBONES 

Compounds that possess selectin 
binding activity are described that 
have athreedimensionally stable 
configuration for sialic acid and 
fucose, or analogs, derivatives, or 
mimics of these groups, such that 
sialic acid and fucose or their mimics 
are separated by a linker that permits 
binding betweenthose groups and the 
selectins, such compounds being 
represented by general structural 
formulae (I) and (II) 
[Show in French] 

W09731006A1 Sialyl Lewis x mimetics with a GLYCOMED 1997-08-28 1996-02-21 
naphthy) instead of a lactose core INCORPORATED 

- are selectin Ilgand mimetics, 
. used in treatment or prevention of 

e.g. auto:immune disorders, 
arthritis, multiple sclerosis, 
inflammation (Q enLRedI 

SIALYL LEWXSx MIMETICS 
CONTAINING NAPHTHYL 
BACKBONES 

Compounds that possess selection 
binding activity are described that 
have a threedimensiorially stable 
configuration for sialic acid and 
fucose, or analogs, derivatives, or 
mimics of these groups, such that 
sialic acid and fucose or their mimics 
are separated by a linker that permits 
binding between those groups and the 
selectins, such compounds being 

15de19 271011200905:12p.rn. 
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represented by general structural 
formula (I). 
[Show in French) 

W09730984A1 Selectin binding aryl derivatives - 
are useful for treatment of cancer, 
auto-immune disorders and 
inflammation 

http://www.delphion.com/fQgi-bin/patsearch 

GLYCOMED 1997-08-28 1996-02-21 
INCORPORATED 

SIALYL LEWISX MIMETICS 
CONTAINING PHENYL BACKBONES 

Compounds that possess selectin 
binding activity are described that 
have athreedimensionally stable 
configuration for sialic acid and 
fucose, or analogs, derivatives, or 
mimics of these groups, such that 
sialic acid and fucose or their mimics 
are separated by a linker that permits 
binding betweenthose groups and the 
selectlns, such compounds being 
represented by general structural 
formula (I). 
[Show in French] 

W971441 New quinoline-4-carboxylic acid THE DU PONT 1997-02-20 1995-08-03 
cpds with 2-substit. e.g. MERCK 
naphthyl, indolyl - for treating PHARMACEUTICAL 
skin or muco-epithelial disease, COMPANY 
rejection, graft v host disease, 
psoriasis, rheumatoid arthritis and 
autoimmune diseases. Eaaom= 

2CARBOCYCLXC AND 2-
HETEROCYCLIC QUZNOLINE4-
CARBOXYLIC ACIDS AND SALTS 
THEREOF USEFUL AS 
IMMUNOSUPPRESSIVE AGENTS 

This Invention relates to 2 
carbocyclic and 2heterocyclic 
quinoline4carboxylic acidcompounds, 
and salts thereof, to pharmaceutical 
compositions comprising such 
compounds, and to methods of using 
such compounds for the treatment 
and/or prevention of organ 
transplantation rejection, graft versus 
host disease, and chronic 
Inflammatory diseases, including but 
not limited to psoriasis and 
rheumatoid arthritis, in a mammal. 
[show inirench] 

W09501096A1 Compsns comprising a primary SHAPIRO, Howard, 1995-01-12 1993-06-29 
agent and a co-agent - used for K. 
the treatment of a neurological 
disease or path o-physiologicafly 
related symptomology (Oen&ent 

EeQra] 

PHARMACEUTICAL COMPOSITIONS 
AND USE THEREOF FOR 
TREATMENT OF NEUROLOGICAL 
DISEASES AND ETIOLOGICALLY 
RELATED SYMPTOMOLOGY 

Pharmaceutical compositions for 
treatment of several neurological 
diseases and pathophyslologically 
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related symptomology in other body 
tissues, including peripheral 
neuropathles, secondary 
symptomology of diabetes, Alzheimer’s 
disease, Parkinson’s disease, alcoholic 
polyneuro.pathy and age-onset 
symptomology, as well as analogous 
veterinary disease states, are 
dislcosed. Spurious pathological 
chemical crosslinking of normal 
intracellular structures is a 
fundamental aspect of these 
neurological diseases. Covalent bond 
crosslinking of protein and lipid 
subcellular elements appear to 
underlie the formation of polymerized 
aggregates of neurofilaments and 
other structural proteins, and 
lipo-fuscin. Pharmacological 
intervention in some neurological 
diseases using water soluble, small 
molecular weight primary amine 
agents and derivatives thereof, as oral 
therapeutic agents, may compete with 
cellular protein and lipid amine groups 
for reaction with disease-induced 
carbonyl-containing aliphatic and 
aromatic hydrocarbons. Primary 
pharmacological agents include 
4-aminobenzoic acid and derivatives 
thereof to facilitate kidney recognition 
and removal. This invention also 
includes: (1) oral use of 
non-absorbable polyamine polymers 
and amine-related co-agents such as 
chitosan to covalently bind and 
sequester potentially toxic carbonyl 
compounds present in the diet, (2) 
oral use of known antioxidant 
co-agents and related nutritional 
factors and (3) use of the primary 
agent and co-agents in combination 
with known medicaments for treatment 
of these neurological diseases. 
{ho.wJn French 

US5560926 Rapid release tablet contg. Merck Patent 1996-10-01 1993-02-10 
5-ibuprofen - prepd. by pressing Gesellschaft mit 
compactate contg. drug with dry beschrankter 
binder, used as antiinflammatory, Haftung 
analgesic and antipyretic [Qeiej 
Ec1 

Process for the production of an 
S-ibuprofen-containing tablet 

The invention relates to a process 
for the production of a tablet 
containing �S-ibuprofen which rapidly 
releases the active compound, and to 
S-ibuprofen-containing tablets 
prepared by this process. 

o W09203124j. CONTROLLED RELEASE ORAMED, INC. 
FORMULATIONS AND METHOD 

A polymeric complex composition 
comprising a reaction complex formed 
by the interaction of a polycarbophil 

1992-03-05 1990-08-21 
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Y’IES alginic acid or a salt 
sal �nteraction being 

B 0 G A ijrforied irthe presence of a 
divalent cation and in the presence of 
an active agent selected from the 
group consisting of medicinal agents 
and cosmetic agents. Also disclosed is 
a polymeric delivery system which is 
formed by a polycarbophil type 
composition with an active agent, 
optionally in the presence of water 
and/or other cosolvent. There is also 
described a method of controlled 
release treatment comprising the steps 
of providing such a polymeric complex 
and an effective amount of an active 
agent selected from the group 
consisting of medicinal agents and 
cosmetic agents contained within said 
complex, and contacting an area of 
skin or mucous membrane to be 
treated with said composition for a 
sufficient period of time to allow a 
therapeutically effective amount of 
said active agent to be released from 
the complex. A composition and 
method for the treatment of 
xerostomia is also disclosed, 
comprising polycarbophil in the form 
of an article having a shape suitable 
for insertion into the mouth. 
[winench] 

i,45829 Extended release oral KV Pharmaceutical 1995-08-29 1989-05-05 
pharmaceutical compsn. 

- Company 
comprising immediate release and 
extended release particles rperwp-
BecQrd)

Extended release pharmaceutical 
formulations 
An extended release pharmaceutical 
formulation adapted to approach zero 
order release of drug over a 12 to at 
least 24 hour period, comprised of a 
mixture of 0 to about 50% of an 
immediate release particle containing a 
drug, inert substrate and binder, 
coated with talc and up to 100% of an 
extended release particle comprising 
the immediate release particle coated 
with a dissolution modifying system 
containing plasticizers and a film 
forming agent. 

15133974 Extended release oral KV Pharmaceutical 1992-07-28 1989-05-05 
pharmaceutical compsn. 

- Company 
comprising immediate release and 
extended release particles [rrwen 

Extended release pharmaceutical 
formulations 
An extended release pharmaceutical 
formulation adapted to approach zero 
order release of drug over a 12 to at 
least 24 hour period, comprised of a 
mixture of 0 to aobut 50% of an 
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immediate release particle containing a 
drug, inert substrate and binder, 
coated with talc and up to 100% of an 
extended release particle comprising 
the immediate release particle coated 
with a dissolution modifying system 
containing plasticizers and a film 
forming agent. 

4308251 Sustained-release pharmaceutical 
tablets - contg. active ingredient, 
release regulator and erosion 
promoter in defined ratio 

Controlled release formulations of 
orally-active medicaments 
An improved tablet formulation is 
provided comprising an effective 
amount of an active therapeutic agent, 
especially an acidic therapeutic agent 
such as aspirin, a release-controlling 
agent, and an erosion-promoting agent 
in relative amounts to provide a 
criticality factor of less than 450, and 

� in proportions of release-controlling 
and erosion-promoting agent, 

� respectively, between 0.8-1.6 and 
1.0-7.5 weight percent per tablet. The 
tablets of this invention exhibit zero 
order release in vitro and closely 
approximate zero order absorption in 
vivo. The aspirin tablets of the 
Invention produce minimal epigastric 
distress and can be administered 
twice-a-day to provide the desired 
therapeutic effect. The preferred 
release-controlling agent is cellulose 
acetate phthalate and the preferred 
erosion-promoting agent is corn 
starch. 

Order selected items as [kDco 

Boots 1981-12-29 198001-11 
Pharmaceuticals, 
Inc. 
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 ICAPITULO 8 NUEVAS FORMAS DE ADMft41STRAaON OE MOCM, 

31 Fonrnflac1ones pH.-independientes 

puesto que ci valor del pH varia de forma considerable a To iargo del 
g4tr9iflteSt1flal las fonnulaciones pH-independientes e presentan conlO ulla 
ativa xnuy interesantes para su uso por via oral Estas forrnulacioxies se Ota 

xnezclando un prtncipo activo, Æcido a base, con agentes buffer (sales de 
cc) y excipientes que pernuten obtener unos grÆnuios que se recubrezi c 
vados de la celulosa que dan lugar a cubiertas semipermeable s Cuancj0 
jiulos se encuentran en ci aparato digestivo, penetra fluido a su interior y, porj 
del sistema buffer, el pH adquiere un valor adec’uado, segün ci tipo de pjJ active, se disuelve este 

y 

difunde a traves de la membrana polirnrica a vj 
constant. .,: i 

’kt 

1sj 
i. 

ih 

4. Matrices hidrofflicas 

La forniulaciOn de principios activos en cÆpsuias gelatinosas a encornp 
utijizando poifmeros hidrofulicos con elevada capacidad gelificante comb excipj 
’base; representa una aiternath’a de indudable inters en ci campo de la Jiberacj 
trolada oral. Cuando estas formuiiiiones entran on contacto con un rnØdjó acuo 
produce una rÆpida hidratación de las macromolcuIas situadas en la interfaz 
lIquido, seguida de la formación de un lecho viscoso.Tal como se recoge en la.fi 
8:16, a medida que el agua va penetrando en ci sisteina 

con una velocidad que d 
de en gràn medid’a de la naturaleza del poilmero, la capa de gel experimenta 
expansión progresiva que extemarnente se maniflesta en un incremento de sue 
sot Al mismo tiempo, los estratos exteriores ya completamente hidratados se van 
persando en un proceso de erosión que lieva consigo la posibilidad de que ci pr 
so de penetraciOn de agua se prolongue hasta la total disperalón del sisteina 

CnWmdio astido,: 

M3tzizsa I 
AM OWN 

J ZGO%,óIid,i I 70% óiida. 0% jMcs 

El peodo final a tie agotamiento cofthenza cndo ei.frente ha a1cn2 
Fr-URA 8 16 epresentaa6n esqbemctca del p4’’do hdrdacion do un compnmido el centro del ma y la concentraciOn de prrncipio activo ha cafda matrizhidr . " ’’’ . . �. 

PARTE I FC%AS FAMAC�UT1CAS I 
a liberación de ptincipio actio a partir de un sistema matriiaI hidroffli 
0ducws par dos procesos simultÆneos, tal coma se recoge en la figura 817 

- Brosión o desgaste de las capas mÆs externas y de menor conszstencla dc 
gel. ,. , �’ , ’.: ., -. .’ 

- Disoluci6n del principio activo en ci medio IIquido y d3fusión a trav5 dc 
gel barrera, una vez que este. se ha forniado. 

Medicarnento soiuble. 
Diiusión 

Ingestiórz  ___ 

Coxnprimido Humectación Expansión de  la Medicaznento iusotu. 

inicial, inicial capa de gel bye: Erosion 

IIGLJRA 8.17. Liberaciôn do un principio acrivo a pariir do una motriz hidrotica. 

preclominio. de uno u otro mecanismo estÆ directamente relacionado coil la 
olubilidad del principio activo. Si dsta es reducida,ias posibilidades de cesj5 
fusiOn serÆn prÆcticamente nujas y la liberaciOn se producirÆ casi exciusiva.. 
par erosiOn superficial, con lo que Se obtendrÆn perfiles caracterIsticos de 

itica de orden 0. En cambio, si ci principio activo es moderada a mareada. 
hidrosoluble, ci mecanismo implicado on la liberación serÆ la difusiOn; en 

,timo caso, pueden distinguirse tres etapas en el poceso global de liberaci& 

En la fase inicial ci agua disuelve el principio activo que se encuentra en II 
superficie, To quo provoca su iiberâciOn inmediata. El  agua penetra en 
matriz a travØs de los poros yse produce la gelificaciOn del poilmero. E 
esta primera àtapa la velocidad de penetraciOn del Ifquido deptnde de 
porosidad del sistema y la capa de gel no constituye necesariamente uiia 
capa do gel continua, especialmente cuando las particulas 4on relativamen’ 
te grandes. ’ 
En la segunda etapa 0 estacionaria, que abarca del 60 al 70% del proceSO1 
el frente de agua penetra de forma continua en-el sistema, al tiempo quei 
produce la expansiOn de la capa de gel. Durante la rnisma,.la Ii’beraci6n del 
principio activo estÆ coætrolada per ci proceso tie diftisiOn y no par el d 

disoluci6ndel principio, activo o por Ia velocidad de penetración del REM 1L 
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