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Seiiora Jefe,
DIVISION DE NUEVAS CREACIONES
Superintendencia de Induatria y Comercio

E. CR D.

Referencia 1 Expediente N° 04 056.453

Asunto ¢+ Oposicién a la solicitud de patente de Invencién titulada
“SUSPENSION FARMACEUTICA PARA
ADMINISTRACION ORAL.”.

Solicitante : PHARMACIA CORPORATION.

Opositora 1 PROCAPS S.A.

Publicada en la Gaceta de la Propiedad Industrial
N° 559 del 30 de Diciembre de 2005

Yo, REINALDQ PINILLA MORENQO, abogado con tarjeta profesional N® 91563 del
consejo superior de la judicatura, en mi condicién de apoderado de la sociedad
PROCAPS S.A. conformada bajo las leyes de la Republica de Colombia y domiciliada
en la ciudad de Barranquilla, Colombia, atentamente manifiesto que estando dentro
del término de ley y por orden expresa de mi representada, presento oposicién a la
concesion del registro de la patente de Invencién timlada “SUSPENSION
FARMACEUTICA PARA ADMINISTRACION ORAL®, soliciada por
PHARMACIA CORPORATION., y pido a Usted declarar fundada esta oposicion y

en consecucncia negar el registro de la patente solicitada.

Transversal 13* N= 11995, Of, 104 TeL (571}2 131213 -6205021 - Fx (571)6 1219 79
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1. INTERES PARA ACTUAR

Conforme a lo dispuesto en el articulo 42 de la Decisién 486 de 2000 de la
CAN, estando dentro del término estipulado por la ley, manifiesto el legitimo interés
de nuestra representada debido a que la soliciud pretendida no cumple con los
requisitos dispuestos e 2 ley como se analizardA m4s adelante y de ser concedida
atentaria directamenty'a la comercjdlizacién que pretende mi representada, en materia
de IBUPROFENO SUSPENSION en particular. Por lo tanto, solicito respetuosamente
a cse Despacho se sirva tener en cuenta la presente oposicion dentro del trimite

administrativo que se surte en esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1.1a solicitud objeto de la prescnte fue presentada el 17 dc junio de 2004,
reivindicando prioridad bajo las solicitudes US60/342.599 del 2001-£2-20 y fuc
publicada en Colombia, en la Gaceta de la Propiedad Industrial N° 559 del 30 de
diciembre de 2005, pdgina 362, Ne publicacién 886, cuya publicacién internacional
corresponde a la W003/053403 del 2003-07.03.

2.2.La solicitud colombiana 04056453 objeto de la presente oposicién, sc refiere a una
composicién farmacéutica adecuada para administracién oral, comprendiendo 1a
composicion un medio acuoso que riene suspendida en ¢l mismo una sustancia
solida de baja solubilidad en agua en forma particulada, y que comprende ademais
un agente de suspension y al menos un polimero no tensioactivo soluble o

hinchable en agua farmacéuticamente aceptable, siendo la cantidad total de rodos

dichos polimeros presentes menor de un 1 9% en peso de la composicion; donde 1a

Transversal 132 Ne 11995, Of. 104 TeL (571)2 13 1213-62050 21 - Fex. (571}6 1219 79
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cantidad towal de todos los polimeros no tensioactivos solubles o hinchables en
agua farmacéuticamente aceptables presentes no es mayor de aproximadamente un
0,5% cn peso de la composicién; donde la sustancia sélida de baja solubilidad en
agua es un firmaco en una cantidad terapéutica y/o profilacticamente eficaz; donde
la sustancia s6lida de baja solubilidad cn agua cs un cxcipiente y la composicién es
una suspensién placebo; donde la que dicho excipiente se selecciona del grupo
constituido por talco, diéxido de silicio, didxido de tianio y éxido de cinc; donde
tiene una viscosidad a una baja welocidad de cimllamiento de menos de
aproximadamente 5 Pay; dondc tiene una viscosidad a una baja velocidad de
clallamiento de menos de aproximadamente; y, donde es una suspension
floculada; donde al menos un polimero no tensioactivo soluble o hinchable en
agua sc sclecciona del grupo constituido por carbémero, carragenina, gelatina,
hidroxictilcelulosa, hidroxipropilcclulosa, HPMC, metilcelulosa, povidona,
polietilenglicol y carboximetilcelulosa de sodio; donde al menos un polimero no
tensioactivo soluble o hinchable en agua se selecciona del grupo constiruido por
gelating, HPMC, povidona y polictilenglicol. Esta solicitud también se refiere al
proceso de preparaciéon de dicha composicién farmacéutica; y, 8 un método de
diagnosis.

2.3. En primem instancia, se debe advertir que la reivindicacion 18 cn adelante sc
refieren al método terapéutico y segin la legislacidn, decision 486 de Ia
Comunidad Andina de Naciones, Ardculo 20.- “No serdn patentables (...) d) los
métodos terapéuticos o quinirgicos para el tratamiento humano o animal, asi como los
métodos de diagndstico aplicados a los seres humanos o a animales”.

2.4.De otra parte el articulo 14 de la Decision 486 de la CAN consagra lo siguiente:
“Los paises miembros otorgardn patentes para las invenciones, sean de producto o
procedimiento, en todos los campos de la tecnologla, siempre que sean nuevas, tengan nivel

inventivo y sean susceptibles de aplicacién industrial”. Asi las cosas, las invenciones
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objeto de patente deben ser nuevas y tener nivel inventivo. Bien, pues antes de Ia
fecha de prioridad de esra solicitud se encuentran los siguicntes documentos que

afectan la novedad y cl nivel inventivo de la presente solicitud:

o DI: US2904469, 1509-1959.
o D2:US3041239, 26-06-1962
s D3: EP0052085, 10.05-1982

e D4: US5455049, 03-10-1995

2.5.Ahora bien, el documento D1, particularmente en la descripcion, columna | linea
31 a columna 4 linea 18 y reivindicaciones, que relaciona con suspensioncs acuosas
estables de salicilamida solida finamente dividida, particularmente con
suspensiones quc contiene una solucion acuosa de polivinilpirrolidona y un jarabe
acuoso azucarado. Segin dicho documento D1, el método revela la forma para
preparar una suspensidén acuosa estable que contiene de 2 a 15% por peso de
salicilamida sélida finamente dividida en un vehiculo acuoso para preparar una
pasta s6lida en una solucién acuosa que contiene al menos 0,029% por peso de la
suspensién final de polivinilpirrolidona y mexclar completamente dicha pasm con
una solucién de jamabe acuosa azucarada para obtener una composicion
farmacéutica estable que contiene de 2 a 15% por peso de salicilamida sélida
finamente dividida y al menos 0,0149% de polivinilpirrolidona basada en el peso
final de la suspension. Asl las cosas, este documento D1, revela igualmente una
solucién que comprende una composicion farmacéutica adecuada para
administracion oral, de un medio acuoso que tiene suspendida en el mismo una
sustancia solida de baja solubilidad en agua en forma sélida. Por su parte, el
documento D2, particularmente en la descripcién, columna 1, lineas 28 a columna

2 linea 13 y columna 3 linea 34 a columna 4 ltnea 17, revela con anterioridad una
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composiciéon farmacéutica de una suspensidn acuosa estable con particulas s6lidas
de salicilamida y el método de preparacion. Segiin dicho documento se revela una
suspcnsion acuosa estable que contiene entre 2 a 15% por peso de particulas de
salicilamida y un agente espesante en un vehiculo acuoso. Segtin el ejemplo, se
definc una formulacion oral que comprende 4,9% de salicilamida; 0,02% de
polivinilpirrolidona; 0,29 de silicato aluminico de magnesio; 23% dc sorbitol;
49% de sucarosa; y, agua. Ademas se agrega que puede comprender sabor y
colorantes. Por lo tanto, es claro que estos documentos D1 y D2, revelan una
misma propuesta como solucidn que incluye un mérodo de fabricacion y el
producto obtenido de una composicion farmacéutica adecuada para administracién
oral, de un medio acuoso que tiene suspendida en el mismo una sustancia sélida de
baja solubilidad en agua en forma solida. De esta manera, a los ojos de estos
documentos D1 y D2, la presente solicitud no es novedosa.

2.6.Ahora bien, los documentos D3, D4 y D5, se refieren a composiciones orales en
medio acuoso que tiene suspendida en la misma una sustancia sélida de baja
solubilidad en forma particulada. El documento D3, define segtin los cjemplos 3 y

5 una suspensién y el mérodo de preparacion donde el vehiculo liquido es

substancialmente agua y las particulas de vincamina tienen una dimension mixima
de 80. El documento D4, en ia columna 7, lineas 49 a 54 y ejemplos, define una ﬁ
composicion en polvo que comprende una cantidad de un antihistaminico que é

puede ser disuelto por agitacidn cn una cantidad de agua para ser administrado
oralmente con la composicion dispersa. Por lo manto, una persona versada en la
materia, al relacionar lo referido en los documentos D1 y D2 ¢n conjunto con lo
especificado en los documentos D3 y D4 puede llegar a lo pretendido en el

presente documento objeto de oposicion.
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2.7.En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicitud

colombiana 04056453 no puede pretender un monopolio por patente toda vez que

lo que pretende no cumple con los tres requisitos neccsarios para su proteccion.

2.8.Que por consiguiente, respecto a la solicitud prerendida se tienc que:

2.8.1,

2.8.2.

CARECE DE NOVEDAD: Segun la decisién 486 de la Comunidad Andina de
Naciones, Articulo 16.- “Una invencién se considerard nueva cuando no estd
comprendida en el estado de la técnica. El estado de la técnica comprendend todo lo que
haya sido accesible al publico por una descripcién escrita u oral, wutilizacion,
comercializacién o cualguier otro medio antes de la fecha de presentacién de la solicitud
de patente o, en su caso, de la prioridad reconocida.”. A la fecha de prioridad, el 20
de diciembre de 2001, ya era conocido, pues como sec demostr6, era parre del
arte anterior con base en los documento DI y D2, una composicién
farmacéutica adecuada para administracion oral, de un medio acuoso que tiene
suspendida en el mismo una sustancia sélida de baja solubilidad en agua en

forma sélida sobre el cual busca proteccion en el capitulo reivindicatorio.

CARENCIA DE ALTURA INVENTIVA. Segin la Decision 486 de la
Comunidad Andina de Naciones, Articulo 18.- “Se considerand que una invencion
tiene nivel inventivo, si pam una persona del oficio normalmente versada en la materia
técnica comrespondiente, esa invencion no hubiese resultado obvia ni se hubiese derivado
de manera evidente del estado de la téenica.”. A la fecha de prioridad, cl 20 de
diciembre de 2001, documentos D1 y D2 en conjunto con lo especificado en
los documentos D3 y D4, es posible deducir la conformacion de una
composicion farmacéutica adecuada para administracién oral, de un medio

acuoso que tiene suspendida en el mismo una sustancia solida de baja
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solubilidad en agua en forma sélida sobre el cual busca proteccién en el
capitulo reivindicatorio.

2.8.3. CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN
consagra en su articulo 14 lo siguiente: “Los palses miembros otorgardn patentes
para las invenciones, sean ‘de producto o procedimiento, en wdos.lm campos de la
tecnologla, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de
aplicacién industrial”. La presente solicitud carece de aplicacion Industrial ya que
como se demostrd anteriormente, algunas cliusulas reclaman el mérodo
terapéutico y estoa no son aplicables industrialmente porque primero no se
obtiene un producto o proceso; y segundo no es reproducible o repetible a
escala industrial. Por lo tanto, el objeto de la presente invencion referido a los

métndos terapéuticos, no cumplen con el requisito de la aplicacion industrial.

2.9. Dado lo anterior, es posible deducir que l1a solicitud y lo reivindicado no es
objeto de patentabilidad pues es contrario a lo que dicta la Decision 486 de Ia
Comunidad Andina de Naciones, Arnticulo 14.- “Los Paises Miembros otorgardn
patentes para las invenciones, sean de producto o de procedimiento, en todos los campos de la
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de aplicacién
industrial.”. La solicitud pretendida no cumple con los tres requisitos de
patentabilidad.

2.10. Por todo lo anterior, atentamente solicito a usted que se sirva declarar fundada
la presente oposicibn y negar el registro Patente de invencién denominada
“SUSPENSION FARMACEUTICA PARA ADMINISTRACION ORAL",
solicltada por PHARMACIA CORPORATION.,, solicind Colombiana que
aparecié publicada en la Gaceta de la Propiedad Industrial N 559.
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3. PRUEBAS

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

como prucba en cste asunto los siguicnres:

D1: US2904469, 15-09-1959.
D2: US3041239, 2606-1962
D3: EP0052085, 1005-1982

D4: US5455049, 03-10-1995

4. FUNDAMENTO DE DERECHO

Fundamento esta observacién en las normas legales siguientes:

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

4.2. Articulo 42 de la Decision 486 de la Comisién del Acuerdo de Cartagena.

4.3. En las demds normas concordantes.

5. ANEXOS

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

o DI: US2904469, 15-09-1959.
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e D2:US3041239, 2606-1962
e D3: EP0052085, 1005-1982
o D4: US5455049, 03-10-1995

6. NOTTFICACIONES
Para cfectos de norificaciones que por disposicion del articulo 50 del Decrewo
01 de 1984 debe hacer su Despacho, informo que mi represecntada y la suscrita
recibiremos notificaciones en la Secretaria de su Despacho o en mis oficinas situadas

en la Transversal 132 Ne 11995, Of. 104 de esta cludad de Bogotd.

Sefor Superintendente,

==

REINALDO PINILLA MORENO %
C.C. 80°425.609 de Bogoti ‘
T.P.A. 91563 del C.S. de la]. ,4 ),
¥ :-V ‘Jk‘? '

commsceucm PERSONAL Y AUTENTICACION DE 1};{; ’

EI Notario Treinta uveve (E) de Bog :
| escrito dirigido og= i/, _,,' 2 7 2 %
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% 27 uan. 2006
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PROCAPS

PODER E87AL

Yo, WALTER TANAKA TATEKAWA, mayor de edad y vecino de la ciudad de
Barranquilla (Colombia), identificado como aparece al pie de mi firma, quien en el
presente documento actia en calidad de Representante Legal de la sociedad

PROCAPS S.A. sociedad legalmente constituida y domiciliada en la ciudad de

Barranquilla (Colombia), por el presente documento otorgo a REINALDO
PINILLA MORENO, abogado titulado, identificado como aparece al pie de su
firma, con tarjeta profesional No. 91563 expedida por el Consejo Superior de la
Judicatura, poder especial, amplio y suficiente, para formular oposiciones u

observaciones a la solicitud de

patente No. 04-056453, de titulo:

“SUSPENSION FARMACEUTICA PARA ADMINISTRACION ORAL",
publicada en la gaceta No. 559 del 30 de Diciembre de 2005. ”

Nuestro apoderado queda facultado, de manera express, para realizar todo tipo
de actos necesarios para llevar a cabo el trdmite de la oposici6n, incluyendo, sin
limitacién, preparar y presentar solicitudes, hacer declaraciones, pagar tasas,
contribuciones e impuestos, recabar los titulos o certificados. Asimismo quedan
autorizados para impugnar administrativa y judicialmente todo lo que fuere
resuelto en el expediente a que se hace expresa referencia en el presente podeér,
con todas las facultades generales y especificas que fuera requerido para ella. -

De la misma manera, ademé4s de las facultades que le confiere la naturaleza del
presente mandato, se encuentran facultados para recibir, desistir, transigir,
sustituir, y reasumir el presente poder, incoar acciones, interponer recursos y
demés facultades conferidas por la ley. -

WALTER TANAKA TATEKAWA

@/K C.C. N° 16.251.923

Representante Legal __ —ivio

Acepto,

M“JS\
REINALDO PINTLLA MORENO

C.C. 80’°425.609 de

T.P.A. 91563 del C.S. dela J.

/’3’
=5
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EN JUNIO DE ESTE ANO SE ELEGIRAR JUNTA DIRECTIVA DE LA CAMARA DE
COMERCIO. LAS INSCRIPCIONES DE CANDIDATOS DEBEN HACERSE EN LA PRIMERA
QUINCENA DE MAYO. PARA INFORMACION DETALLADA DIRIGIRSE A LA SEDE
PRINCIPAL O COMUNICARSE AL SIGUIENTE TELEFONO: 3303911.

EL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIC DE BARRANQUILLA,
CERTIFICA

Que por Escritura Piblica No. 1.190 del 22 de Julio de 1976,
otorgada en la Notaria Tercera de Barranquilla, inscrito(as) en
esta Camara de Comercio, el 28 de Julio de 1976 bajo el No. 6.070
del libro respectivo, fue constituida la sociedad-----------=---=-c----
limitada denominada T"PRODUCTORA DE CAPSULAS DE GELATINAS LIMITADA
" "PROCAPS LIMITADA" .~ == -----mcmem e e e e e e r e mm——m—————— e — e -

CERTIFICA

Que por Escritura Piblica No. 1.307 del 28 de Junio de 1979,
otorgada en la Notaria Tercera de Barranguilla, inscrito(as) en
esta Camara de Comercio, el 23 de Julio de 1979 bajo el No. 10.039
del libro respectivo, la sociedad antes mencionada--------------------
se transformo en sociedad anonima bajo la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A." PROCAPS S5.A.".------~------

CERTIFICA

Que por Escritura PGblica No. 3.810 del 31 de Dic/bre de 1980,
otorgada en la Notaria Primera de Barranquilla, inscrito(as) en
esta Camara de Comercio, el 30 de Enero de 1981 bajo el No. 12.705
del libro respectivo, la sociedad antes mencionada--------------------
se transformo en sociedad de responsabilidad limitada bajo al razon
social de "PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -
MITADAY . ~———-—— = e m e mm—mm e m—t—e—m——ema-

CERTIFICA

Que por Escritura PGblica No. 3.755 del 10 de Nov/bre de 1983,
torgada en la Notaria Unica de Soledad, inscrito(as) en esta
Camara de Comercio, el 22 de Nov/bre de 1983 bajo el No. 17.922 del
libro respectivo, la sociedad antes mencionada---------------—--—------
se transformo en sociedad anonima bajo la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A.".-------=--—---

CERTIFICA

thhkdkdkdkkdkdd C ONT I N U A *édkvdrdddd
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NIT:

Que por Escritura Piiblica No.
otorgada en la Notaria 2a.

Cidmara de Comercio,

cambio de

LR Rl Rl I e e e e e —

3.615 del 06 de Dic/bre de 1996,
de Barranquilla, inscrito(as) en esta

CERTIFICA

Que por Escritura Piblica No.
otorgada en la Notaria 2a.

Camara de Comercio,

Que dicha sociedad ha

el 20 de Dic/bre de 1996 bajo el No. 67.218 del
libro respectivo, la sociedad antes mencionada
razon social, por la denominacion LABORATORIOS PROCAPS S.A

- —— e e mm mm mm o Em Em = W

3.775 del 18 de Dic/bre de 1996,
de Barranquilla, inscrito{as) en esta

CERTIFICA

y/o documentos privados:

el 23 de BEnero de 1997 bajo el No. 67.704 del
libro respectivo, la sociedad antes mencionada
cambio de razon social, por la denominacion PROCAPS S.A.

8ido reformada por las siguientes escrituras

Numero aaaa/mm/dd Notaria No. Insc o Reg aaaa/mm/dd
39 1979/01/18 Notaria 3a. de Barranquilla. 9.452 1979/01/24
992 1981/04/30 Notaria la. de Barranquilla. 13.112 1981/05/06
1.464 1982/08/27 Notaria Unica de Soledad 15.533  1982/09/08
2.744 1983/08/18 Notaria Unica de Soledad 17.416 1983/08/26
3.826 1984/07/16 Notaria Unica de Soledad 19.554 1984/07/27
3.835 1985/08/26 Notaria Unica de Soledad 22.230 1985/09/04
2.260 1986/09/10 Notaria Unica de Soledad. 24 .995 1986/09/15
1.849 1989/07/11 Notaria 2a. de Barranquilla. 33.909 1989/07/13
444 1990/02/21 Notaria 2a. de Barranquilla. 36.101 1990/03/16
3.090 1991/12/17 Notaria 2a. de Barranquilla 43.993 1992/01/28
269 1993/02/01 Notaria 2a. de Barranquilla 48.428 1993/02/16
2.342 1993/07/28 Notaria 2a. de Barranguilla 50.582 1993/08/10
3.652 1993/11/09 Notaria 2a. de Barranquilla 51.798 1993/11/22
3.615 1996/12/06 Notaria 2a. de Barranquilla 67.218 1996/12/20
89 1997/01/16 Notaria 2a. de Barranquilla 67.704 1997/01/23
2.070 1997/07/17 Notaria 2a. de Barranquilla 70.627 1997/07/31
2.281 1997/08/04 Notaria 2a. de Barranguilla 70.813 1997/08/14
765 1999/04/22 Notaria 3a. de Barranquilla 80.628 1999/04/23
459 2001/02/21 Notaria 2a. de Barranquilla 91.502 2001/02/23
2.608 2001/10/05 Notaria 2a. de Barranguilla 95.771 2001/11/08
1.730 2004/07/29 Notaria 2. de Barranquilla 112.999 2004/08/26
416 2005/03/03 Notaria 2. de Barranquilla 116.364 2005/03/10
1.613 2005/07/28 Notaria 2. de Barranquilla 119.322 2005/08/18

Que de acuerdo con la(s) escritura(s) arriba citadal(s),

CERTIFICA

se rige por las siguientes disposiciones:

DENOMINACION O RAZON SOCIAL:
PROCAPS S.A.

SIGLA: PROCAPS.
DOMICILIO PRINCIPAL: Barranquilla.
NIT No: 890.106.527-5.

la sociedad
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DOCUMENTOS .

PROCAPS S.A.----------mmemm e e e m o - mm o —— e mm—e—e—sm— - ——
NIT: 890.106.527-5.

MATRICULA MERCANTIL: 24.802.
CERTIFICA

Direccion para notificaciones judiciales:
CL 80 No 78 B - 201.
De la ciudad de Barranquilla.

CERTIPFICA

DURACION: El término de duracién de 1la sociedad se £ij6 hasta el
18 de Agosto de 2073.

CERTIFICA

OBJETO SOCIAL: El objeto principal de la sociedad sera: a)-La fabri-
cacion de capsulas Yy otros productos similares a partir de materia-
les tales como gelatinas u otros de distinta naturaleza, que puedan
ser utilizados como envases o recipientes de productos y sustancias
quimicas, farmaceuticas y cosmeticas, para uso y consumo humano y
veterinario; b)-La investigacion, desarrollo y fabricacion de toda
clase de productos y sustancias quimicas, farmaceuticas y cosmeticas
para uso y consumo humano, animal y vegetal; c¢)-La compra y venta de
materias primas, insumos y productos intermedios necesarios para los
procesos de fabricacion de sustancias quimicas, farmaceuticas,alimen
ticias y cosmeticas, asi como la comercializacion interna y externa
de 1los productos terminados, d) La compra, venta, importacion, ex-
portacion y distribucion de toda clase de elementos instru-
mentales y equipos medicos,quirurgicos,odontologicos,y hospitalarios
para la salud humana y animal. e)La compra,venta,exportacion y dis-

distribucion de dulces, confites, galletas y todo tipo de
golosinas © alimentos para el consumo humano. f) Actuar como re-
presentante 0 agente de personas naturales y juridicas, mnacio-
nacionales y extranjeras en la realizaclon de operaciones o tran-

sacciones relacionadas c¢on 1la industria farmaceutica y en especial
con cualquiera de 1las actividades descritas en 1los literales a),
b), ¢). d) y e) antes descritos; g) Prestar los servicios de
agesoria Y consultoria en las areag administrativas, de mer-
cadeo, analisis c¢linico, asistencia tecnica, investigacion, costos y
produccion, exportaciones, importaciones, wventas, relacionadas con
iguales o similares actividades a las que constituyen el objeto de
PROCAPS S.A., asi como los de publicidad y promocion de productos
quimicos, cosmeticos y farmaceuticos para uso humano, animal o in-
dustrial; h)-Adquirir, operar, administrar y explotar, a cualquier
titulo, empresa o establecimientos dedicados a la investigacion, de-

i
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sarrollo, fabricacion o comercializacion de productos quimicos, far-
maceuticos, hospitalarios o cosmeticos. En desarrollo de su objeto
principal, la sociedad podra tomar interes social como accionista,
socio o fundador de empresas que tengan igual o similar objeto, com-
prar, vender, importar y exportar maquinarias, insumos y repuestos
requeridos para el desarrollo de sus actividades; tomar dinero en
prestamo, financiar y garantizar las operaciones comexciales que ce-
lebre con terceros relativas a su objeto; celebrar y ejecutar todo
tipo de actos y contratos necesarios para desarrollar sus operacio-
nes; girar, aceptar, otorgar y protestar todo tipo de titulos valo-
res e instrumentos negociables; comprar, vender y constituir grava-
menes sobre bienes muebles e inmuebles; designar representantes o
apoderados en el pais y en el exterior y, en general, realizar cual-
quier acto o negocio que sea necesario o conveniente para el desa-
rrollo de s8u objeto social y para la mejor proteccion de sus intere-
ses corporativos o la de sus soclos. La sociedad podra garantizar
el cumplimiento de obligaciones adquiridas por terceros o por sus
socios, para lo cual podra 1nclusive constituir gravamenes reales
sobre sus bienes de cualquiler naturaleza.---------------—c-ceee-c-aa

CERTIPFICA

CAPITAL Nro Acciones valor Accidn
Suscrito

$i***tt**iil_220_ 000 _000 *************1.220.000 *****************1.000
Pagado

Shhkkwbkkkd] 220.000.000 w*hidkkddkddwad] 220,000 *rdwdkddhbdkkrikd] _000
Autorizado
Grihkkkdwew2 000.000.000 *wrewrewreridl 000,000 *idkisrrtrabhwdir] 000

CERTIFICA

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

La sociedad tendra un Presidente , quien ejercera 1la representa-
cion legal de la socledad y tendra 1las siguientes atribu-
ciones entre otras: Ejecutar las decisiones de 1la Asamblea
General de Accionistas y de la Junta Directiva. Ejercer la Represen-
tacion Legal de la sociedad en todos los actos y contratos que se
requieran para el desarrollo del objeto social, de conformidad con
lo previsto en las leyes y en los presentes estatutos. Constituir
apoderados judiciales y extrajudiciales, recibir notificaciones,
absolver interrogatorios de parte, confesar obligaciones de 1la

hhkkkkkkdktr CONT T N U A toedrkkkns
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sociedad, transigir, disistir y allanar a la sociedad en cualquier
asunto judicial. Aprobar y celebrar en nombre de la socieda todo
acto o0 contrato cuya cuantia sea igual o inferior al equivalente
en pesos colombianos a doscientos cincuenta mil dolares de los
Estados Unidos de America (US$250.000), liquidados a 1la tasa de
cambio representativa del mercado vigente el dia en que se surta
la transacion o celebracion del acto. Las demas funciones que le
correspondan como Representante Legal por disposicion de la ley,
de estos estatutos o de la Junta Directiva. El Presidente tendra un
suplente, designado por 1la Junta Directiva, dquien reemplazara al
Presidente en sus faltas temporales, absolutas o meramente acciden-
tales, con entidades facultades y sin que sea necesario para ello
acreditar la ausencia del principal. La sociedad tendra un Vicepre-
sidente designado por 1la Junta Directiva, quien tambien ejercera la
representacion 1legal de 1la sociedad, pudiendo ejercerla conjunta o
separadamente con el Presidente. El vicepresidente tendra 1las
siguentes facultades entre otras. Ejecutar dentro de su competencia
las decisiones de la Asamblea General de Accionistas, de la Junta
Diirectiva y del Presidente. Ejercer la representacion legal de la
sociedad en todos los actos y contratos que se requieran para el
desarrollo del objeto social, de conformidad con lo previsto en las
leyes y en los presentes estatutos. Constituir apoderados judiciales
y extrajudiciales, recibir notificaciones, absolver interrogatorios
de parte, confesar obligaciones de la sociedad, transigir, desistir
Yy allanar a 1la sociedad en cualquier asunto judicial. Aprobar y
celebrar en nombre de la sociedad todo acto o contrato cuya cuantia
sea igual o inferior al equivalente en pesos colombianos a ciento
cincuenta mil dolares de los Estados Unidos de America (US$150.000),
liquidados a 1la tasa de cambio representativa del mercado vigente
el dia en que se surta la aprobacion o celebracion del acto, siempre
que no se trate de enajenar bienes inmuebles o cualquier otro activo
fijo de 1la sociedad, inclusive de naturaleza muebles, acciones,
cuotas o© partes de iIinteres inversiones y todo tipo de derechos
de la sociedad, o de constituir gravamenes sobre cualquiera de los
anteriores, facultades que radican exclusiva y privativamente en
cabeza del Presidente. Las demas funciones que le corresponda como
Representante legal por disposicion de 1la ley, de estos estatutos
0 de la Junta Directiva. El Vicepresidente tendra (1) suplente,
designade por 1la Junra Directiva, quien lo reemplazara conjunta o
separadamente en sus faltas temporales, absolutas o0 meramente
arcidentales, con identicas facultades y sin que sea necesario para
ello acreditar la ausencia del principal. La sociedad tendra un (1)
Gerente General, con su respectivo Suplente, designados por la Junta
Directiva. El1 Suplente reemplazara al Gerente General, en sus faltas
temporales, absolutas o© meramente accidentales, quien junto con el

ddkkhbkdddd O O N T I N U A dhkkbkhdbdhn
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gerente general, llevaran la representacion 1legal de la sociedad,
con identicas facultades, pudiendolas ejercer conjunta o separada-
mente con el Presidente y Vicepresidente, con identicas facultades
que el Gerente General y sin que sea necesario para ello acreditar
la ausencia del titular. El1 Gerente General tendra las siguientes
facultadee entre otras: Ejercer la representacion legal de la socile-
dad, en todos 1los actos y contratos que se requieran para el desa-
rrollo del objeto social, de conformidad con 1lo previsto en las
leyes y en 1los presentes estatutos. Aprobar y celebrar en nombre de
la sociedad todo acto o contrato cuya cuantia sea igual o inferior
al equivalente en pesos Colombianos a Cincuenta Mil dolares de los
Estados Unidos de America (US$50.000), liquidados a 1la tasa de
cambio representativa del mercado vigente el dia en que se surta la
aprobacion o celebracion del acto, siempre que no se trate de enaje-
nar a cualquier titulo bienes inmuebles o cualquier otro activo fijo
de la sociedad, inclusive de naturaleza mueble, acciones, cuotas o
partes de interes, inversiones y todo tipo de derechos de la socie-
dad o de constituir gravamenes sobre cualquiera de las anteriores
facultades que radican exclusiva y privativamente en cabeza del
Presidente.  ---c-----mmmme e -

CERTIFICA

Que seglin Acta No. 116 del 27 de Junio de 1997 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad:

PROCAPS L P ittt
cuya parte pertinente se inscribi® en esta Cimara de Comercio, el
15 de Agosto de 1997 bajo el No. 70.838 del libro respectivo,
y segin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad:

PROCAPS P T e e etk
cuya parte pertinente se inscribié en esta Cimara de Comercio, el
29 de Mayo de 2000 bajo el No. 87.250 del libro respectivo, fueron
hechos los siguientes nombramientos:

CLASE: JUNTA DIRECTIVA

Principales
1. Minski Gontovnik Ruben CC_*ridkddd7 463,982
2. Minski Gontovnik Meyer CC. *+kkk¥*7 461,324
3. Minski Gontovnik Jose CC. *¥¥wwkkg §71.834

Suplentes
1. Minski Zilberblum Elliot CC.***®¥%73 219,543
2. Minski Deitel Daniel AL L LEL LA L L
3. Minski Sharon PA.*990.212.082.805

CERTIFICA

Que seglin Acta No. 116 del 27 de Junio de 1997 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribib en esta Cémara de Comercio,
el 15 de MAgosto de 1997 bajo el No. 70.838 del libro respectivo,

whkkkkkhkk C ON T I NU A vivddddirds
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fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién

Presidente.

Minski Gontowvnik Ruben CC,.*+kk&*¥7 463.982
Suplente del Presidente

Mingki Minski Abraham CC.¥nkddwk*k802, 575
Vicepresidente

Minski Gontovnik Meyer CC.*khkd%+7 461.324
Suplente del vicepresidente

Minski Gontovnik Jose CC.*¥*ikdig 671.834

CERTIFICA

Que wseglin Acta No. 11 del 01 de Febrero de 2001 correspondiente a
la Junta Directiva en Barranquilla, de la sociedad: PROCAPS S.A.
cuya parte pertinente se inscribié en esta Camara de Comercio, el
12 de PFebrero de 2001 bajo el No. 91.273 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn
Gerente General.
Uribe Ochoa Guillermo Luis CC.¥**k¥*70_073.754

CERTIFICA

Que segiin Acta No. 406 del 02 de Sep/bre de 2004 correspondiente a
la Junta Directiva en Barranquilla, de la sociedad: PROCAPS S.A.
cuya parte pertinente se inscribié en esta Camara de Comercio, el
09 de Sep/bre de 2004 bajo el No. 113.263 del libro respectivo,

fueron hechos los siguigrites nombramientos:
Cargo/Nombre Identificacidn
Suplente del Gerente
Tanaka Walter ° CC. rikddkd] g _251.923

CERTIFICA

Que seglin Acta No. 124 del 29 de Marzo de 1999 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribié en esta Camara de Comercio,
el 04 de Agosto de 1999 bajo el No. 82.226 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién
Revisor Fiscal Ppal.
Vargas Pertuz Ana Isabel CC.**k¥%¥32_§£96.645

CERTIFICA

kkkhkkkkdr C O N T I N U A *dwdsdddds
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Que seqgiin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribid en esta Cimara de Comercio,
el 29 de Mayo de 2000 bajo el No. 87.250 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacibn
Suplente del Revisor Fiscal.
Lozada Villareal Milena CC.*+=+++#32 748,111

CERTIFICA

Que por escritura publica No. 2.608 del S de Octubre del 2.001,otor-
gada en la Notaria 2a. de Barranquilla, inscrita en esta Camara de
Comercio el 8 de Noviembre del 2.001, bajo los Nos. 95.771, 2.056,
2.057, 2.058, 2.059, 2.060, 2.061, 2.062 y 2.064 del libro respecti-
vo, 8e reforma totalmente el articulo 65, contenido en la escritura
publica No. 3.705 de Noviembre 6 de 1.998, de la Notaria Sequnda del
Circuito de Barranguilla, y se constituyen los siguientes Apoderados
Generales, quienes tendran las funciones gque a continuacion
se indican en razon de su cargo en la sociedad: 1.-Se con
fiere Poder Especial, Amplio y Suficiente a 1los senores: WALTER
TANAKA TATEKAWA, C.C. No. 16.251.923; WILIIAM ALBERTO BARROS CERRA,
C.C. No. 8.715.941, para que cada uno en forma independiente en nom-
bre y representacion de PROCAPS S.A., suscriba todas las declaracio-
nes tributarias, aduaneras y cambiarias a que este obligada la so-
ciedad, asi como para que responda todo tipo de requerimiento o so-
licitudes de informacion de las autoridades tributarias, aduaneras o
cambiarias,en los ordenes Distrital, Departamental y Nacional. 2.-Se
confiere Poder Especial,amplio y suficiente,a los siguientes seno-
res que conforman el Grupo A y el Grupo B para que conjuntamente sus
criban contratos de suministros de mercancias y servicios con enti-
dades oficiales, hasta por la suma de US$800.000.00 (OCHOCIENTOS MIL
DOLARES DE LOS ESTADOS UNIDOS DE AMERICA), liquidados a la tasa re-
presentativa del mercado vigente en el dia que se realice la respec-
tiva transaccion. GUPO A: GUILLERMO LUIS URIBE OCHO C.C. No. 70.073.

754, LINO LAZALA SILVA VARGAS C.C. No. 19.260.410, JAIRO MOLINA ME-
JIA C.C. No. 8.706.380, CLAUDIA TANGARIFE CASTILLO C.C. No. 41.660.-
293. BRUPQO B: WALTER TANAKA TATEKAWA C.C. No. 16.251.923, HENRY CARO
DIAZ C.C. No. 15.395.298, CARMEN ALICIA FLOREZ C.C. No. 22.434_044,
CARMEN ALICIA HERRERA DIAZGRANADOS C.C. No. 22.377.540. Para el ejer
cicio de estas facultades se requerira por 10 menos la firma de uno
{1) de 1los apoderados especiales del Grupo A y uno de los apoderados
especiales del Grupo B; 3.-5Se otorga Poder General, Amplio y Sufi-
ciente a la Doctora JOSEFINA MIELES BUELVAS C.C. No. 33.138.497, a
la Doctora MARCELA CARVAJALINO PAGANO C.C. No. 22.579.748, y al Doc-
tor DANIEL MORENO VILLALBA, C.C. No. 19.113.210; para que cada uno
representen a PROCAPS S.A., ante todo tipo de autoridades adminis-
trativas y judiciales, en asuntos de naturaleza cambiaria y fiscal,
tales como: Contestar e interponer demandas y requerimientos, com-
parecer en juicios,pedir la practica de pruebas,recibir notificacio-
nes, interponer recursos Yy ejercer acciones contencioso administrati-
vas Yy de tutela,transigir,conciliar,recibir en nombre de la sociedad
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desistir, sustituir y reasumir este mandato. Para la celebracion
de cualquier acuerdo conciliatorio o transaccional, judicial o ex-
trajudicial, cualquiera que sea su cuantia,los Apoderados deberan
aportar la autorizacion escrita del Representante Legal de la socie-
dad. Los Apoderados podran presentar solicitudes de devolucion y/o
compensacion de impuestos y recibir 1los pagos por devoluciones de
impuestos, firmar, notificarse y realizar todo acto necesario para
cumplir con el mandato encomendado.-----=-=rce-rmmmmmmmmmmmmmm e

CERTIFICA

Que segqun documento privado de fecha 7 de junio de 2000, inscrito
en esta Camara de Comercio el 8 de junio de 2000, bajo el No.1.786
del libro respectivo, consta que RUBEN MINSKI GONTOVNIK, C.C. No.

7.463.982 de Barranquilla, actuando como Presidente y Representante
Legal de 1la sociedad PROCAPS S.A, confiere poder especial, amplio
y suficiente a KAREN FIGUEROA GARCIA, C.C.No.32.732.070 de Barran-
guilla, para que en su nombre y representacion de la sociedad sus-
criba todas declaraciones cambiarias a que este obligada PROCAPS
S.A, en el giro normal de sus negocios y operaciones sociales.--

CERTIFICA

Que segun Documento Privado del 13 de diciembre del 2.002, inscrito
en esta Camara de Comercio el 15 de enero del 2.003 bajo el No.2.290
del libro respectivo, el senor RUBEN MINSKI GONTOVNIK, C.C.No.7.463.

982, en calidad de REPRESENTANTE LEGAL, y en condicion de PRESIDENTE
de PROCAPS S.A., mediante el presente documento otorgo PODER ESPE-
CIAL al Sr. MARLON TATIS PAREDES, C.C.No.72.176.874, para que en
representacion de PROCAPS S.A., suscriba declaraciones, reportes y
cualquier tipo de documentos relacionados con tramites o registros
de Comercio Exterior ante el Ministerio de Comercio Exterior y/o
cualquier entidad del Estado que haga sus veces. En consecuencia,
el Sr. MARLON TATIS PAREDES, podra suscribir en representacion de
PROCAPS S.A. declaraciones, reportes y cualquier tipo de documentos
relacionados con tramites o registros de Comercio Exterior ante el
Ministerio de Comercio Exterior y/o cualquier entidad del Estado
que haga SU8 VECEeB.~-r=re-cm-ceemc e meemmm——m—————— e

CERTIFICA

Que segun documento privado del 10 de noviembre del 2004, inscrito
en esta Camara de Comercio el 1 de diciembre del 2.004, bajo el No.
2.753 del libro respectivo consta que RUBEN MINSNSKI GONTOVNIK, C.C.
7.463.982 de Barranquilla, actuando como Presidente y Representante

whdkhkkdddd O ONTINUA **drdkdbwis
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Legal de 1la sociedad PROCAPS S.A, confiere poder especial, amplio
y suficiente a ANTONIO VARELA DIAZ, C.C.N0.72.004.669 de Barran-
quilla, para que en nombre y representacion de la sociedad fiime
las declaraciones cambiarias a que este obligada PROCAPS S.A., a
suscribrir en el giro normal de sus negocios y operaciones socia-
les. Por 1lo anterior, el senor ANTONIO VARELA DIAZ, queda facultado
para firmar las declaraciones comabiarias y demas documentos rela-
cionados c¢on 1las declaraciones, notificaciones, aportar y solicitar
las pruebas que sean necesarias, desistir en general a realizar todo
acto necesario de tal forma que pueda cumplir con el mandato dado. -

CERTIPFPICA

Que Bsegun documento privado del 22 de Febrero de 2005, inscrito en
esta Camara de Comercio el 28 de Marzo de 2.005, bajo el No. 2.820
del 1libro respectivo, consta que WALTER TANAKA TATEKAWA C.C. 16.251-
923 de Palmira, quien actua como representante legal de la sociedad
PROCAPS S.A, otorga Poder Especial, Amplio y Suficiente al senor
MARLON TATIS PAREDES C.C. No. 72.176.874, para que en representacion
de PROCAPS S.A., suscriba declaraciones aduaneras, reportes y cual-
quier tipo de documentos relacionados con los tramites o registros
de comercio exterior ante la direccion de impuestos y aduanas nacio-
nales y/o cualquier entidad que haga sus veces, y para que responda
todo tipo de requerimientos y/o solicitudes de informacion de las
autoridades aduaneras en 1los ordenes distrital, departamental y na-
cional.---~=--—--Feme e m e e e mm e m e — e — o

CERTIFICA

Que por Escritura Publica No.1,613 del 28 de Junio del 2.005, otor-
gada en 1la Notaria Segqunda de Barranquilla, inscrita en esta Camara
de Comercio el 18 de agosto del 2.005 bajo el No.2.913 del libro
respectivo, consta que RUBEN MINSKI GONTOVNIK, C.C.No.7.463.928, en
su condicion de Presidente y Representante Legal de la sociedad
PROCAPS S.A., confiere poder especial amplio y suficiente a los
siguientes senores que conforman el Grupo A y el Grupo B, para que
conjuntamente suscriban contratos de suministro de mercancias vy
servicios con entidades oficiales, hasta por la suma de OCHOCIENTOS
MIL DOLARES DE LOS ESTADOS DE AMERICA (US$800.000), liquidados a la
tasa representativa del mercado vigente en el dia que se realice la
respectiva transaccion. GRUPO A: MIRIAM RODRIGUEZ DIAZ, C.C.No.
41.473.569. GRUPO B: NELSON SUAREZ CHAVEZ, C.C.No.79.417.971.------ .

CERTIFICA
Que en esta Cdmara de Comercio no aparecen inscripciones posteriores
de documentos referentes a reforma, disolucidn, 1liquidacidn o
nombramientos de representantes legales de la expresada sociedad.
CERTIFICA

Que su UGltima Renovacidn fue el: 23 de Marzo de 2005.
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La informacién sobre embargos de establecimiento se suministra en
Certificados de Matricula, la de contratos sujetos a registro, en
Certificados Especiales.

NPV

g




ANEXO 1
PATENTE US2904469

¢



2,904,469

Pateuted Sept. 15, LOED

wiverele e relationghip of weight o
m-hh-}numwu&ml:

United States Patent Office

mixed with . aquBNy
10 harving & molecular weighe of

Wiwn Nubed, Naw N, atsigmew w0 Joha-
_t_m-d.\'-m

IROUS SUNPFENSION OF
4 Clainy. (CL 167--65)

No WWI* » 195

STARILIZAD SAA?'

...uw Mm ummmm mm m)nmuuu wm mmuwnummuv.mn
it el
sk ity T R
mm_m__ﬂmw .mw L1 mmw
AR T A o
B M. : M ] i
ik wﬁmm %mmm i ol
ﬁ E E rt e
LT
”mmM m mmawﬂ mﬂm” H m I S IR
||
ik ”_..f ._mm_. :
M mw”_kw Hin| Emwr il




:

UL e s 5
U_wm _@m b mw_mmmm H i
illjal pi Lt s i 1 )| et

Aw,mﬁm.h PR H SR -mr HAE R LR LR
il i i 1
“:_mm. i _.mw é £ &w : mmmw .m_w
RiidH filiziits .mm _..w i Eww m
.mu u“uu.u_ u"m..u_.su ummm mmb.m.. .“wm mum mun ._..ﬂm... 4
i il m_ A
i Pl Mmm it i (i 24 hmmmw T
I i mm il 138 i ity
HHI MM.‘ ittt ol mmr izl
um.m. m i 1h i2y8.53 mmm L_mm......._mm sE8 43 33 m
Hl M&mwm mme TG T e
S mh__mw “mm w“mmdwxmﬁmﬁ :mrmrm



1%

ANEXO 2
PATENTE US3041239



’?{/;

&

3,041,239
Patented June 26, 1862

U

ted States Patent _Oﬂic_c

ni

45§ §ERZTER 4IEAY #8duii  4EESd BR9Yo Y RapeRd 84
USRI 6§ B ) Iy S S
LT gf b Tmmwwmmmwmwwmmw il i mmwmwwﬂ t
REH Rl LEF RN it G .mmmmmwmm.
Rl
bl = gl mmmﬂ Ly ik el
EHH H i il e mum ! w.?m THELE
i i e Bl
: .,.m wm L HIEN ke .,mw. ww“ammwwmam mmu ..r.,w aumm.w mwwa
i il w_mwm%mﬁm mnmwm%mﬁ il
R R B R B S LT R HH R e A Tl
r mm_mm“mﬁmmm 1 mwwmwﬁwmmmmm wmmmmwwmw
ot m .“mumm. hm.mwummw ..w__.uﬁ.m mmm mmmwm. mmﬂMMMum mm.umm Mm. mmmm mmﬂpwd.
il el wwmmumm.mm_mmwmwémmﬁm%_ﬁ.mm i
- B nwmmmwm 1§ mmmmm mmmmmmmmmmmmm mmdm mﬂm&m m mwt



-

i

9,041,200

3
tlon for 5 miomtes. The mixture is flitered throngh a tared
#325 mesh screen,  The residus on the scroen is washed
several times with polyvinylpyrrolidone-salicylamids soln-
tion, above using & rubber spatnle untll a clear filirate is
obtained. The residnal ulicylamide on the screen i dried
nl_lZO‘ F. overnight or about IS hours, cocjed and

weighed.

Percent salicylamide passed throngh #3235 mesh seresn
equals 100 mimm 2 times residual weight on #325 mesh
KcTeen.

COMPARATIVE EXAMPLE A
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be In the range of about 20,000 to abont 80,000 desirably
30,000 10 50,000, prefernbly 40,000, averaga. Ths con-
centration thereof in the finsl composition is at laast about
0.02% wuight/volume (ie, 0.0149% by weight). The
maximum concentration fy the solobility Emit thareof in

other sugars may be used, including hydrolyzed

sucross, glucose, fructoss, or mixtures thereef. Various

proportions of sugar or sugars may be used with sorbitol,
providing the deaired specific gravity is maintoined,
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Then {he speed is gradoslly rednced, and flnally the

decreased and the contents brought back to
room pregure. If desired, a smail amount of coloring
matter and favoring may be added thersto, 6.5, as o soln-
u%:&i'mhm be added to additional
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@ Poanmaceuliosl sovaposiiion contsining vinsamine.

© A vincamine suspansion e disclosed and claimed.

Sald whidh rotains all solution’s siveniages a8
) une's fisxibifty, withul offering s disadveringes, is sspecially
useful In therapy, chisfly as drug for the reguisiion of cerebral
microciruiation.
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Pharmaceutical composition containing vincamine

-1

}J

The preeent invention relates to a pharmaceutical com-+‘ _
position for oral adminietration.

More particularly the preseent invention relates to a phar
maceutical compoeition for oral administration of 13a-
ethyl-2,3,5,6,12,13,13a,13b-octahydro~-12-hydroxy-1H-indole
- [3.2.1-—dc] pyrido [3.2.1-1_1] [1.5] naphtiridine-12-
carboxylic acid methyl esther, which is hersinafter call-

ed vincamine, characterized in that it is a suepeneion.

In said suepension the liquid vehicle is substantially
water and, in case of suepension ready for adminlstration,
the particles of vincamine ;ave advantageously a maximum
dimension of 80 u.

Vinceamine ie a known compound which is already used in
therapy; it ie particularly used for the regulation of
cerebral microcirculation, that is, for example, in case
of ascending cerebral circulatory faflure, scleroceis and
senile cerebral involution or acute cerebro-vascular

avents,

Pharmaceutical compoeitiona'previoualy usaed for the oral

administration of vincamine were tablets or solutions

"which were dosed and administered in drops. Pharmaceutic

al compositione which are adminietrable in drope are
very useful as they offer high flextbility in doeing
and high practicality in administration; nevertheless

the vincamine solutione have certain limitations.
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Firetly, vincamine solutions are endowed with an intense

-2 -

bitter taste which gives rise to cases of intolerance

in a conelderable number of patiente. Secondly, sclutions,
owing to vincamine's low solubility, cannot exceed con-
centration of about 2% and therefore it ie poesible to
obtaln the very high dosagee which are now required by
present therapy only by increasing very much the solutlon
volume. Lastly, stability of active ingredient is time-
limited in eolution. .

It wae now surprieingly found, and this 1o'obJeet of the
present invention, that above described limitationse are

overcome by a pharmaceutical composition for vincamine's
oral edminietration, characterized in that it ie a eus-

penaion.

By means of the presant invention pharmaceutical composai-
tlione are obtained which offer undeniable advantagee, in
addition of solutiona' dosing flexibility.

As a matter of Tact, the suspenasions 6? the present in-
vention, together with an increaese in time-etabllity of
the active ingredient, doss not taste bitterly; therefore,
intolerance caees are sliminated which were risen by the
taste. Moreover, the suspensiane of the preeent invention
allow to reach higher concentratione w/v and to adminis-
ter higher dosee without incre;aing the volume. Therefore,
scheme of doeing can be utlilized in which doses are pro-
greseively increased or are suitable for patiente' in-
dividual needs without involving an excessive increase

in drops' number, in order to avoid computation'‘s errore

and, consequently, dosing serrore.

\?4
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Therefore, i1t 1e another advantage of the present inven-
tion that an amount of active ingredient considerably
given volume of the pharmaceutical composition. When
doeage limite which are .presently used in therapy are

eong;yered, euapeqpiopa which are object of the present

. invention have from 0.5% to 10X w/y of vincamine; never-

10

16

20

25

theless higher concentrations are. also within the scops.
of the present invention.

Suspeneions which are objJect of-the preeent-invention~
have a liquid vehicle which is substantially water. An
important and critical feature of the present invention
lies in the degree of subdivieion of the vWncamine'e 3
particles. Powdere to prepire granulates for reconstituf-
ion "in eitu™ of suspensione have particles of vinqamine
with a maximum dimension of 250 u; ready euspeneions have

particles with a maximum dimension of 80 p. Ready sue-

-

VA2

iff Wagu®2p Jguyr =

pensione_are .a_preferred embodiment-of - the .present—in— e ...

vention.

Such ready euspensione contain water, ae liquid vohiclq.
vincamina, in amount varying from 0.5% to 16X w/v, pre-
ferably from 2% to 10% w/v, and additivea such as surface-
active agents, inorganic electrolites, amionic and non-

ionic suspending agents, edulcorating and Tlavoring

‘agente and preservatives. .. a—w.. ... ' A slresesram ey
&8, .BNC_prose!

30

In particular are conveniently present: ammonium glycyrr-
hizinate--(from 0.04% to 0.2%), sucrose {50%), sodium
carboxymethylcellulose {from 0.25% to 0.50%}), polyvinyl-
bynulidqne {from 0.5% to 1%) or sucresther, that 1e

Pt riralt et aunt g
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sucroea's esthers with fatty aclde (from 2% to 3%),

—4—

eilica gel (from 0.12% to 0.25%) or sodium hexameta-
phoaphate (from 1.5% to 8%). All percentages are
weight/volume and wmay vary independently each other,
Moreover, it ie conveniently preaent_liqueaterol (4%
v/v), that ie & mixture of p-hydroxybenzoates of methyl,
ethyl and propyl. .

Granulates for reconstitution "in eitu® of suspensions

are also preferred embodimente of the present invention.

Such granulates contain vincamine, in amount varying
from 0.5% to 10X w/v, preferably from 2% to 5% w/v, of
the reconstituted suspension, and may contain same
additives which are present in ready suspeneions, in
same percentagee, when such percentages are calculated

for reconstituted suspension's volume.

As antimicrobic preservative, sodium benzoate is conve-
niently used instead of liquesterol; ite amount may vary
from 0.1% to 0.5% (w/v) of the reconetituted suspension.

In a further aspect of the present invention there are
provided pharmaceutical forme in which the pharmaceutic-
al compositions, which are cbJect of the present inven-
tion, may be carried out. Such pharmaceutical forms may
be elther granulates filled into viala for ouspension‘s
reconstitution “in situ", or granulates filled into
single~dose containere for eusepension's reconstitution
"in situ", or vials containing the suespending solution
and having the granulate filled in container-cape, or

ready suepsneions.

-
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The following Examples illustrate some embodiments of

the present inventlon, without 1imiting it. All tempera-
tures are in °C. e e a e

EXAMPLE 1
Granulate in vials for reconatitutiqn “in gitu” of the

suepension (amounts are referred to 100 ml of reconsti-

tuted suspansaion).

The following ingredients were used:

Vincamine g 2.
Polyvinylpyrrolidone mg 900 - = )
Sodium carboxymethylcellulose mg 430
Sucrose g 50
Ammonium glycyrrhizinate ) mg 60
Sodium benzoate mg 100
Silica gel _ mg 250

Sucroas was sized by means of a meshed screen with

aperturee of 0.7 mm span~size; sucrese which paseed

. through .the screen was used for the preparation of the

20

26

sirup.

Polyvinylpyrrolidones, carboxymethylcelluloee and flavour
wereeized by means of a etainlese alloy meshed screen
with apertures of 0.25 mm span—-size, getting all the
producte through the acreen,

Vincamine was treated in a granulator with stainlese

alloy eleve of 0.25 mm span—alze, getting all the product

“through the pleve.

- In a euitable mixer (cubé-ehaped, .V-ehaped or the like )

all products were intimately mixed, till a perfectly
homogeneouw Miktare ‘was obtained.
The granulate was then filled into suitable vials.

\’La
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EXAMPLE 2

Granulate in vials for reconstitution "in eitu" of the
suspension {amounts are referred to 100 ml of recons-
tituted suspension).

Operating as in Example 1, the following ingredienta

were used:

Vincamine g 5
Polyvinylpyrrolidone mg 800
Sodium carboxymethylcellulose mg 480
8ucroees . g 5O
Ammonium glycyrrhizinate mg 150
Sodium benzoate mg 100
Silica gel mg 350
EXAMPLE 3

Ready suspension.

The following ingredierts were used:

Vincamine |

: Liquesterol ml 4
Ammonlum glycyrrhizinate mg 00
Sucroee ! g 50
Sodium carboxymethylcellulose mg 280
Polyvinylpyrrolidone mg 550
S8ilica gel mg 135
Water to ml 100

Carboxymethylcellulose was blended with 3% of the total
weight of sucrose and milled (4600 RPM, sieve 00)}. De-
ionized water (about half of the final volum;), warmed
up to 60-65°C, was added into a firet etainless alloy
vessel, after filtering through a 0.45 u Millipore
membrane. Ammonium glycyrrhizinate was added. After

disaclution wae complete, polyvinylpyrrolidone wae add-
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ed. While stirring at 50 RPM, the remalning sucrose was
added into the firet vessel and etirring wae protracted
for 15' after the adding was complete.
The warm sirup was filtered through a sieve (250 mesh)
into a second stainlese alloy veasel, while the fTiret
vessel was washed by means of delonized water.
While atirring at 50 RPM, the previously prepared mix-
ture (eucrose + eodium carboxymethylcelluloee) was alou--
ly added into the second vessel; atirring was protracted
for 15' after the adding waa complete. Then the airup
was cooled to 22-25°C.
¥hile stirring at 50 RPM, the following ingredients were
added, with 3—4-minutea intervals, in that order :
~ Liquesterol
- 8ilica gel ' -
= Vincamine, having particles with maximum dimension

80 F.
8tirring wae protracted for 15' after the adding waes com-
plete. ’
Through a colloid-mill the eilrup wae traneferred into
the firet veseel which wae previously waehed.
wWhen traneferring wae over, the sacond vesssl was washed,
together with the mill, by means of delonized filtered
water (4% of the final volume) which wae then transferr-
ed into the firet vesesael,
Temperature wee kapt at 20-26°C.
Sirup was allowed to stand till foam disappeared; tﬁen

final volum; wae corrected.

EXAMPLE 4
Ready euspension.

Operating as in Example 3, the following ingredients were

A

!
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used:

Vincamine

Liquesterol

Ammonium glycyrrhizinate
Sucrose

Sodium carboxymethylcellulose
Polyvinylpyrrolidone

8ilica gel

Water to

EXAMPLE 5

Ready esuspension.

ml

mg
mg
mg
ml

The following {ngredienta werea used:

Vincamine

Liquseterol

Ammonium glycyrrhizinate
Sucrose -

Sodium carboxymethylcelluloes
Polyvinylpyrrolidone

S8odium hexametaphosphate

Water to

Carboxgmefhylcellulone was blended

g
ml
mg

8
mg
mg

g
ml

10

150
50
450
900
2000
100

2
4
60
50
275
550
1,5
100

0052085

with 3X of the total
weight of sucrose and milled (4800 RPM, elave 00). De-

ionjized water (about ﬁalf of the final volume), warmed

ﬁp to 80-65°C, was added into a firet stainless alloy

veaehl after filtering through a 0.45’1 Millipore mem-

brane. Ammonium glycyrrhizinate was added. After dis-

aolution wae complete, polyvinylpyrrolidone wae added.

While stirring at 50 RFM, the remaining sucrose was add-

ed into the first vessel and stirring wae protracted

for 16*' after the adding wes complete.

The warm seirup was filtered through & sieve (250 mesh)
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into a second etainlesa alloy vaeesel, while the first

vessel was washed by means of delonized water.

While atirring at 50 RPM, the previously prepared mix-

ture (sucrose + sodium carboxymethylcellulose) was slow-

Xy added into the second veeseel; etirring was protract-

ed for 15' after the adding was complete. Then the sirup

was cooled to 22-25°C. _

While stirring at B0 RPM, the following ingredients were

added, with 3-4 minutea_int;rvala. in that order:

= Llqueeterol

- Vincamine, having particles with meximum dimeneion
ao‘p. _ .

Stirring was protracted for 15' after the adding was

complete.

Stirring wae increased to 100 RFM and aodiuﬁ hexameta-

phosphate wae added very slowly (auring about 15._minutes),

in emall quantities.

8tirring wes protracted for 30 minutes after the adding

was complete, at a temperatdre of 22-25°C.

The eirup, while etirring at G0 RPM, was transferred

through a colloid-mill into the first vessel which was

previously washed.

When traneferring was over, the second veeseel was washed,

together with the mill, by means of delonized filtered

water (4% of the final volume) which was then transferr-

ed into the firet veseel.

Temperature was kapt at 20-25°C.

S8irup wae ailowed to stand till foam disappeared; then

final volume wae corrected.

EXAMPLE 6

Ready suspension.

\ 4
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Operating as in Example 5, the followiqg ingredients

were used:

Vincamine . . N |
Liquesaterol - - - I ml
Ammonium glycyrrhizinate mg
Sucrose - : g
Sodium carboxymethylcellulose mg
Polyvinylpyrrolidone mg
Sodium hexametaphosphate g
Water to ml

.. 10

4
150
50
430
800
8

- 100

While the invention wae described in detall and with

references to epecific embodiments, it will be apparent
to those skilled in the art that variatione and modific-

atione can be made without departing from the sepirit

and scope of the invention.
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CLAIMS

1. Pharmaceutical composition for oral adminiatration

of vincamine, characterized in that it ie a suspension.

. 2. Pharmaceutical composition according to claim 1,

10

15

characterized in that the liquid vehicle is substantial-
ly water and vincamine particles* max imum dimension ie
80 M.

3. Pharmaceutical compoeition according to claime 1 A

and 2, characterized in that it is a ready suspension.

4, Pharmaceutical composition according to claim 1,
characterized in that it is a dry powder foé reconstitut
ion "in situ" of the euspenaion, in which vincamine
particles' maximum esize ie 2560 u.
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1] Patent Number: 5,455,049
Anaebonam et al. 451 Date of Patent: Oct. 3, 1995
[54] TERFENADINE ORAL POWDER (a) & mbxwre of:

(1) abour | to sbour 20 parts by weight micronized

[75] Invenwors: Aloysius O. Ansehonam, Burlington, terfenadine and
Mass.; Abdel A. Fawry, Nashua, N.H.; (ii) aboat 0.2 to abont 10 parts by weight a polyethylene
Emmett Clemente, Manchester, Mass. axide-polygropyleac  oxide-polycthylene  oxide
. , block copolymer having an HLB number of 24 that
[73] Assigaee: :;m"ﬂi . cals, Inc., is a wexting agent for said werfenadine;
that arc dry-bleadedly dispersed into;
{21] Appl. No.: 368,421 (b) about Z) to about 40 paris by weight spray-dried
sorbitcl panicles tha mre Jocsely packed, mndomly
(22] Filed:  Jun. 4, 1995 ariented filamentary crystals having pores thet emirap
[51] Int CLS ASLK W16 mid lﬂ‘fmﬂil-n pll‘hdelﬂli welting aigent upon said
[52] US. CL e - 424/499; 424/439; 424/487; dry-blended dispersal, said components being further
424/497; 4247501 dry blended with
[S8] Field of Search 424/499, 439, {c) aboul 2 to abowt 10 parts by welght dry polyvinylpyr-
424/489, 497, 501 rolidone;
(d) abowt 1 to about 5 parts by weight of a dry mixmre of
[56] References Clied microcrystzlline cellulose and sodivma carboxymethyl-
cellulosc; end
8. PATENT DOCUMENTS '
us.eA {(e) a dry flavorant in an amount sufficiont to provide a
4,957,932 lmg Young et al. oo g::g: desired taste to said powder;
5.250,529 Theoharldes .....cmimreeumr- re . . .
5375693 121954 WOOHKY € 8. womorowoems 514717 tald compoaition being a free-flowing powdor then is

substantially free from the taste of terfenadine when
placed on the human tongue in dry form or when
dispersed in water and tasted within about five miouies
of said dispersal.

Primary Examiner—Thurman K. Page
Assistant Ezconiner—S, Howard
Attorngy, Agent, or Firm—Welsh & Katz, Lid,

[57 ABSTRACT

The prescnt invention contemplates a dry, powdered wrfena-

dine compositian. That composition compriscs 8 Claima, No Drawings
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1
TERFENADINE ORAL POWDER

DESCRIPTION

1. Technical Field

The prescni invention relates 10 an orally administrable
anihisiamine-containing powder, and more particulsrly 1o
an orally administrable, pleasant iasting powdered form of
terfenadine that when epplied to the tongue is mbstantially
frec of the tasic of solubilized terfenadine,

2 Background Art

Terfenadine is a well-known antibistgmine that is a selec-
tive antaganisi of the histamine H -receptor. Terfenadine
lacks sedstive properties. This particularly effective drug has
8 particularly offennive tasic when dissolved and is canse-
quently formatted for om! adminisiration es a pill or tablet
that minimizes that ofensive taste.

Although provision in a tablet form overcomes the prab-
lem of affensive taste far this valuable medicament for most
of the adult population that uses texfenadine, many adults
and many children have difficulty swallowing the pills or
mmblets or cannot swallow them, and thereby do not benefin
from terfenadine.

The disclosure that follows iljustratcs one soluion to the
problemn of terfenading delivery that is applicable to adults
and children that cannot swallow capsulea or have difficulty
doing so, as well as an alternative delivery mode for the
genern] population.

BRIEF SUMMARY OF THE INVENTION

A dry, powdered wrienadine composition is contem-
plated. That composition comprises

(=) n mixture of:

(i) sbout 1 to sbout 20 parts by weight micromized
terfenadine, and

(ii) sbouwt 0.2 to sbout 10 parts by weight a polycthylenc
oxidc-polypropylene  oxide-polyethylene oxide block
copolymer having an HLB number of aboutl 24 that is &
wotting agent for the terfenadine;

Thosc components mre joimly dry-blendedly dispersed
into:

(b) about 20 1o about 40 parts by weight spray-dried
sorbilol panicles. The particles arc looscly packed,
randomly oriented Alamentary crysiely having pores
thal entrap the micronized terfenadine particles and
wening agent upon dry-blended dispersal. The three
blended componenis arc funther dry blended with

(c) about 2 to about 10 parts by weight dry polyvinylpyr-
rolidone;

(d) about 1 to about § parts by weight dry microcrystalline
ccliulose that includes sodivm cerboxymethyicellulose;
and

(c) 1 dry flavorani in an amount sufficient to provide a
desired taste to the powdared composition;

The requlting composition is a frec-flowing powder that is
substantially free from the taste of solubilized terfenadine
when placed on the human tongue in dry form or when
dispersed in water and tasted within sbowt five minutes of
the dispersal.

The present invention has several bencfits and advan-

1ngcs.

One benehit is that the terfenadine oral powder disclosed
can be taken by those that have difficulty swallow-
ing wauslly supplied pills or tablels, or cannot so swallow

1o
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without experiencing the offensive taste usually associated
with solubilized terfenadine.

An adveniage of the invention is that the terfenadine orsl
powder can also be dispersed in foods or aquecus ligeids and
consumed withaint exhibiting the usual offensive waste of
solubilized terfenadine.

Another bonefit of the invention is that the powdcered
composition, mplmdmmﬂumngue.dmmullm
immediately, withonl having a pgritty or other noticeable
residue.

Another advantage of the invention is that use of dry
granulation procedures provides enhanced effcicncy in
menpower and cnergy usage compared to a lquid mixing
prucedure in that no drying step is required,

Still further benefits and advantages of the prescat inven-
tion will be apparent to the worker of ordinery skill from the
disclosure that follows.

DETAILS DESCRIPTION OF THE INVENTION

The present invention coniemplates a free-fAlowing pow-
deyed {orm of terfenading that is pleasant tasting, substan-
tially free from the usual teste of solubilized terfenadine, and
is designed 10 be taken orally es by adminimriion of the
powder directly into the mouth or upon reconatitution in a
small amount of waler or in food.

A contemplated composition comprises (a) a miare of

(1) sbout 1 to about 20 parts by weight of micronized
terfenadine and (i) about 0.2 to abowt 10 pans by
weight of a polyethylene oxide-polypropylene oxide-
polycthylene oxide block co-polymer having an HLB
mmber of about 24 thal is a wetting agent (dispersant)
for the terfenadine;

(b) wbout 20 to sbout 40 parts by weight spray-dried
sorbitol particles, a loascly packed, randomly oriented
filameniery crysals having pores that entrep the
micronized lerfemadine particles and wetting agent
upon the dry-blended dispersal. The dry blended (a)
snd (b) companents are further dry biended with

©) l:mul 2 1o aboui 10 pans by weight dry polyvinylpyr-
idone;
(d) about 1 1o ahout 5 parts by weight dry microcrysislline
cellulose; and

(e) a dry flavorant in an amount sufficicel 10 provide a

desired pleasant taste to the powdered composition.

The resulting powdercd composition is frec-flowing and
Is suhstantially free from the taste of solubilized 1erfenadine
when placed on the humen tongne in dry form or when
dispersed in waler and Lasted within about five minutcs of
that dispersal.

A contemplated composition containg both micronized
terfenadine and a spray-dried sorbitol. Thosc materials can
be present at a woight ratio of 1:20 to about 1:2 terfenadine-
:sarhitol. That weight ratio is more preferably about 1:12.5
10 about 1:3.5, and moat preferably is about 1:10 in the order
noted.

The wetting agent block co-polymer assists in dispersing
the rmicronized terfenadine, but does oot form micelluler
structures that salubilize the terfenadine. The wetting agent
is present sl about one-fifth 10 sbout one-half the weight of
the micronized terfenadine, and more proferably st about
one-half the weight of terfenadine.

Polyvinylpyrrolidone (PYP; povidone) that acis a3 a de-
bittering agent to the terfenadine end sccondarily can sasist
in bullding viscoaily and mouth fcel is prescnt m n weight
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ratio to the sarbitol particies of about 1:10 to about 1:4 of
PVP:sorbitol.

A mixture of microcrystalline celiulosc and sodium car-
boxymechylcelizlose thar acts as a wetting agent for the
blended materials is also present. This cellulosic mixture is
fucscnl ut a weight ratio of about 20 1o abowt 1:B relative to
the sorbitol, More preferably, that weight mitio is about 1:12
to about 1:9; with = weight mtio of about 1:10 being most
prefomed.

The composition also containg & flavorant that can be a
single ingredicnt such as fructose ar sucroac or both, or more
complex mixtures of materials that provide a desired plesa-
ant sweeiness or other flavor than that of solubilized ter-
fenadine itself. Tho compasition is substantially free from a
solubilived 1erfenadine taste and hay o pleasant, non-medici-
rml taste.

The compoaition is alag frec-flowing In tha its individuat
particles tond not to clump together or agglomerale even
when in the mouth gr stirred in an amount of water sufficient
to form a walery suspension, a3 compered 10 & pasis or
cream. The dry composition themfore flows fresly when
poured from one vessel to another.

Turning more specifically to the individual ingredients,
the terfenadine used herein ia terfenading USP that has been
finely comminuted into micron-sized particles. The terfena-
dine is therefore often refermed to horein as “micranized™ 1o
highlight iz amal! particle size, and 22 other Umes herein-
after that material is called terfensdine. This mricronized
terfenadine is sized so that 100 percent of the particics are
leas then 10 pm, and at least 85 percent are smaller than 5
pm. Typical bulk densities for this material are about 0.1 o
sbout 0.5 g/mi.

Micronized tesfenadine is availahle from sever! commer-
cial sources. Nustrative sgurces inclnde Cllag AG Schalf-
hausen, Switzeriend (Zetapharm, Ioc. of New York, N.Y.);
and Erregirre Industrial Chimiea, SpA, ltaly (Flavine Inter-
national Inc. of Closter, N.I.).

The usual anthistaminic dosage of terfenadine for adults
and childmn over 13 years of age is 60 mg twice each dny.
For younger children, the dosage is usually sbout 15-30 mp
twice each day.

As wsed here, a single dose of powdered composition
haviog s total mass of 0.3, 1 or 2 grams is designed 10 carry
the entire antihistaminic amount of terfensdine. As § con-
scquence, the amounts of ingredients other than micronized
terfenading are based upon the amount of terfenadine pref-
emably being caiculated 1o be a dose of about 15, 30 or 60
mg. It should also be understood that jess than the nsual
entihisteminic emount can be used in a pingle dose with
several doses being supplied at shout the asme time ar
within about ane hour of each other 1 provide an sntikis-
taminic emount of terfenadine.

Thus, & powdered composition, when viewed only as a
composition, need only defino relalive amounis by parts ar
other ratios of each ingredicmt to another ingredient or
ingrodicnts, However, when used to supply an antibiss-
minic emount of terfenadine, or contemplaled in a poceas
for usc or treatment, total amounis of ingredients are con-
sidered.

In a given compoasition, micronized terfenadine is present
al sbowr 1-20 parts. More prefersbly, the micronized ter-
fenadine is present at about 2-10 parts, and moat preferably
ai about 3 parts by weight.

A contemplated polyethylene oxidepolypropylene oxide-
polyethylcne oxide block copolymer weiting agent is
referred to in the nomenclature of the Intermational Cos-
metic Ingredierd Dictionary, 5th ed., Mcnminger et al, eds.,

4

The Cosmetic, Toiletry, and Fragrance Assoclation, Wash-
ingten, D.C. (1993) s 2 “Poloxame”, followed by a
numesical designmion. A particular Poloxamer of imerest
here contzins polycthylene oxide blocks of about equsl
avemge leagth an elther side of the polypropylene oxide
block, with the sverage total molar ratio of oxyethylene to
oxypropylene repesting groups in each molecule belng
about 5 ta sbout 6. These materials are all solids at amhient
room tempersiure and have sn HLEB of M4,

Exemplary Poloxamer wetting agent molccules are sold
under the trademark PLURONIC polyol F-38, F-68, F-88,
F-98 and F-108 for Poloxamers 108, 188, 238, 288 and 138,

tion of Mount Olive, NJ.
The Poloxamer is preseonl ot sbout ome-fifth o wboust
ane-half the weight of the micromized terfenadine, with more

“crysialline sorbitol™ is to aorbilol Istant™,

Sorbitol is known to have a high eapacity 10 adsorb some
small drug pariicles, with the adsorption being dependent
upon particle size as well ma electrostatic and Van der Wasls
forces, Thus, some drugs mich as acetaminnphen do not form
adsorbatcs 1o @ high degree, whereas others such as eryth-
romycin ethylsuccinsie form very concentrated adsarbaies.

Two farma of sorbitol Instant™ sre commencielly avail-
ahle, and both can be used hevein. The first is referred to as
7703 porbitol Jnainm™ Pharma, which 1y preferred, and the
second s referred to as 11578 sorbiio] Instant™ P3000. Both
products are soluble at 360 g/100 ml water st £40° C. and
have a specific rotation, (@], (C~1, water, borato com-
plex) of +4.0° to +7.0%, calculated as the anhydrous material
that it js.

The: two maicrials differ fn particle size and therefare bulk
density. 7703 Sorbito]l Instant™ Phammn hag the following
pearticle sive distribution: <212 pm (70 mash) <5 percent,
<500 jan (35 mesh) «<B0 percent; and 850 pm (20 mesh) <5
percent, with a bulk density of 3846 g/100 ml and & tapped
denslty of 45-50 g/100 ml. 11578 Sorbite] Instant™ P3000
has the following particle size distribution: <53 um (270
mesh) <15 percent, 53-106 pm (270-140 mesh) 15-20

S
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percent, 106-212 pm (140-70 mesh) 40-50 percent,®

212-500 pum (70-35 mesh) 20-30 percent, and >500 pm (35
mesh) <1 percent, with a bulk density of 45-55 g/100 ml and
& tapped density of 51-56 g/100 ml. Slove sizes are U.S,
Suandurd Sieve Sevies.

The sorhito] is used In excess over the terfenadine so that
when more terfenadine is present, mare sorbitol Instant™ is
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used. A preferred composition 1het contains 1 o about 20
parts micronized terfenndine therefore contwins ahout 20 to
about 40 parts sorbitol, A prefemed composition comaining
about 2 10 abol 10 parns terfenadine contains sbout 25 1o
about 35 parts sorbitol Instant™, whereas a most preferred
composition that contains shout 3 parts terfenadine containg
sbout 30 parts sorbitol.

Sorbiiol can also be used in grealer umounts to provide
bulk 1o the composition. Any excess in tho amouni of
sarbitol over the welght ratio to terfenadine discoased here-
inbefore is 50 used, as compared 10 the primary use of
sorbitol Inmam™ as a dispersing and tasic-masking sgent
for the terfenadine.

The micronized tesfenadine and block copolymer wetsing
agent wre dry-blendedly disparsed into the sorbilol. That ‘s,
the first two ingredients are blended dry wilth each other and
with the sorbitol Instant™, and adhere to the sorbitol and £ill
its pores. This is preferably accomplished by 2 wmbling
mixer with the fortunatc resplt that both the terfenadine and
block copolymer adhere to the sorbitol perticles withoat
greally changing the pacticie size of 1he sorbilol cxcept for
the aixe increase due to the adsorption and withet notice-
able agelomeration of fllled and costed sorbitol particles.
This lack of agglomeration coniributes to the frec flowing
character of the final powder composition.

The above dry hlended components sare thereafter dry
bleaded further with dry PVP, dry microcrystalline cellulose
and a dry lavorami, as are discussed below.

The polyvinylpyrrolidone (PVP) is a well nown {tem of
commerce that is availsble in scveral molecular weight
grades from several suppliers. A particularly preferred mate-
rial is sold under the trademaerk KOLLIDON by BASF Corp,
of Mount Olive, NJ. BExamplary meterisls are sold ss
KOLLIDON 25, 30 and 90 that have weight average
molecular weighls of about 25,700, 42,500 and 1,100,000,
respectively. These materials are free flowing powders with
particle sizes in the range of about 50 to about 250 .
Particles amaller than 50m are present at less than 10 percent
for all grades, and particles greater than 250 pum are legs than
5 percent for KOLLIDON 25 and 30, and less than 20
pacent far KOLLIDON 90. Bulk deraities sre about
0.40-0.50 g/ml, 0.35-0.50 g/ml and 0.40-0.50 g/ml for
KOLLIDON 25, 30 end 90, respectively.

The highest molecular weight maierial, KOLLIDON 90,
is preferred herein. This material, unexpeciedly and prima-
rily, provides a further taste-enhancing, de-bittering function
to the lerfenadine. Sccondarlly, the PVP also provides sn
enhanced mouathfeel when the composition is on the tongue,
and additionally provides body (viscosity) when the com-
position is reconstituted in waler.

The PVP is used at a weight rtio of about 1:10 to about
1:4 to sorbitol. Mare of the PVP ig used when more
terfenadine and sorbitol wre in the composition. Thus, aboul
20 to about 40 panis sorbitol are used with sbout 2 to about
10 parts of PVP. Moxe preferahly, about 25 to about 35 parts
sarbitol are used with about 3 to about 7 parts PVP. Mont
preferably, sboui 30 parts of sorbitol are used with about 5
paris of PVP,

A mixnme of mi line cellulose snd sodium car-
boxymeihylcelinlose (NwCMC) 1a also wiilized in the com-
position a5 & colloidal suspending agent. The NaCMC is
present £t ahout 7 1o sbout 20 weight percent in this mixture
#o the mixro is more simply referrad 10 a8 microerynalline
celluloac es that materisl constitutes about 80 to about 93
percent of the wtal, This malerinl is limed in the U.S.
Pharmacopeia National Formulary as microcrysialline cel-
lulose and carboxymethylcellulose sodium.
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A preferred mixture is available from FMC Corpomation,
Philadelphia, Pa. under the iradermarks AVICEL RC-501,
RC-581, RC-59] and CL-511. Thesc materials are solid
powders thal pass through g 60 mesh sicve to at least 99.9
percent and arc relsined on a 200 mosh sfeve at not more
then 40 snd 35 weight percents (AVICEL RC-501 and
RC-581, respectively), or 45 and 50 percents on 2 325 mesh
sieve (AVICEL RC-591 and CL-61], respectively). The iwo
first designaied matevials typically require high shear mixing
for dispersion in water, wheress the laner two materials only
require moderate shear for dispersion.

AVICEL C1.-611 is preferred horein and forms a thixo-
tropic gel in water when present at grester than 1.2 percent
This materia} contains shout 11 1o about 19 percent NaCMC.

The microcrysialline cellulose mixture is present at a
weight ratio of about 1:20 to about 1:8 relative to the
sorbitol. As more terfenadine and sorbitol are used, more of
the microcrystalline cellulosc is also used. Thma, where
about 20 10 about 40 parts sorbital are present, ahbout 1 to
ahout 5 pants of microcryatalline cellulose ere also present
More prefershbly, about 25 1o sbout 35 parts sorbitol arc used
with about 2 to sbout 4 parts microcrystalline cellulose.
Most preferably, abaut 3 parts microcrystalline cellniose are
uscd with ehout 30 paris sarbitol.

A flavorant is also present. Most proferably, the flavorant
ia & saweetener that is a mixture of saccharides such as
maliodexirin and sucrose or fructose. These flavorenis cxn
comgrise up to abowx 78 weight percent and more preferably
comprise about 40 1o ahout 60 weight percent ol the final
composition down 10 only a few percent when artificial
Sweetencrs are used.

A preferred malindemirin, which is a hydrolyzed com-
starch polymer having @-1-»4-linked D-glucose having =
daxtrose equivalent (DE) of legs then or equal to sbout 20,
is the agglomeraied product sold under the trademark MAL-
TRIN QD. The MALTRIN QD products arc sold by Orain
Processing Corp.. Muscatine, JA. Products are sold under
the designmions QD M440, M500 and M600 that have DE
values of 4-7, 9-12 and 20-23, respectively,

The preferred MALTRIN QD™ MS500 has a particle size
specification thai requires a minimal 90 percemt passage
through a U.S. #20 mesh sieve yoeen and a maximal 10
percent pasasage throogh a U.S. #200 aicve screcn. A typical
particle size distribution provides 95 percent through a #20
sleve screen, 50 percent through a #60 sieve screen, 25
percent through a #100 sicve screen and 6 percem through
2 #200 sieve screen, U.S. Sieve Serfes.

These agglomerated maltodextrins have low bulk densi-
ties, ¢.g., MALTRIN QD MS00 that iz preferred has a bulk
densily of 34 g/100cc, are relatively non-frishle and do not
disintegrete readily in dry mixing. These materizls also
disperse very mpidly in water, e.g., 100 percent of 2 15
weight percent mixture of MALTRIN QD M500 in water
dissolves in one minuie on mixing

The agplomerated maliodextrin has a bland flavor that
helps control sweetness end Is also used a3 a bulking =nd
flow control agent in the powder. On dinsolution or disper-
sion in wator, the agglomerated maliodexirin also contrib-
utes to building viscosity.

Sucrose or fructose (suger) in finely divided form is &
principal flavorunt, and provides aweceiness as is well
known. An exemplary fructose is availshle from Roquette
Corp., Guree, 1,

It in preferred 10 use both the agglomernied maliodesirin
and either sucrose or fructose as the flavorant, or part of the
Navorant. It Is elso preferred 10 use gbout twice the amount
of sugar es sgglomermied maltodexwin. The combined
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amonnt of maltodextrin and sugar is used at about twice the
amount of sorbitol.

Braadly, whare sorbitol is present at about 20 to about 40
parts, the agglomerated maltodextrin can be present at ahoat
10 to about 40 perts, and the suger at about 10 to about 50
paris. With a preferred amount of sbout 25 to sbout 35 parts
sorbilol, ahout 15 10 about 25 pans agglomeraicd maltadex-
trin and shout 30 to about 40 parts sugar are used With the
most prefested 30 parts sorbitol, about 20 par agglomer-
ated matiodextrin are used with about 37.5 parta yugsr.

Artificial sweotsners such as aspartame, saccharfo and
cyclamaies can algo be used as flavarants in addition to or as
replaccments for the shove Aavorants. Dried froit Aavors
such ms orange and leman flavors and other well known dry
flavorants cen also be uscd in piace of some ar all of the
sbove {lavorants.

As noted previously, the micrunized terfenadine and
Poloxamer are dry-blendedly dispersed into, onto and with
the sorbitol to form a homogeneous material. Using & usual
tumbling mixcr, hlender st a slow speed, this dispersal takea
ahout 5-15 minutes. The other ingredients sre then admixed
and the admixtore is blesded for about another 5-15 mimies
ar until homogeneity ia achieved.

Once all of the blending is completed, a freeflowing
powder compowition is obtained. The composition itself hay
preferably s plessant tasie, sithough whether the taste is
Mwmilpwndhymcmdlhm
preparing the tion. The more impor-
tantly, in substantially free from the taste of solubilized
terfenadine when placed on the humen tonguc in the com-
ponmmsdlyfmn.orwhenmmdmﬂnnabmnﬁvem
utes of in watcr,

By being “substentially free from the taste of terfenadine™
it is mcant that an average person on tasting ths compoaition
would not detect the usually offensive dissolved terfenadine
taste. This definition in meant oot to be all-foclutive as some
people may be pmticularly sensitive to the terfenadine taste
30 that no smount of masking will overcome that offensive
taste. In additipn, some discriminating paluies such as those
of chefs and other food experts who are used o discrimi-
nating one taste from another may be able 1o discern the
distinctive bitier solubilized terfenadine tasto. Genorully,
moltpmplecnmtdlmlhenlulﬂmdtzfmm
in the completed compoai

Themuluuspowdﬂuiwnmummbeuuduufm
its antihistaminic effects by simply applying an antihista-
minic amount of the composition upon the tongue and
permitting the composition 10 disperse in saliva or with an
appropriaio drink. An antihistaminic amount of the pow-
dered compoaltion can also be disperscd with shaking ar
stirring in a few milliliters of water, e.g. sbout 5 to about 15
ml, and administared by drinking the dispersed composition,
The composition can also be dispersed in a food such ss
applesauce, mashed bananes, peanut butter or the ke and
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then ingested as those fonds are normally ingested

A cortemplated powdered terfenadine oral composition
can be-packaged for sale ms & powder in a nuitable container
or package such as a jar or bottlc from which the user
meagurcs out his or ber own amihistaminic dose, aa with an
sppropristely sized spoon or similar device. Mare prefer-
ably, the powdered torfenading is prepackaged in unit dose
form 0 that each packaged ynit containe a single amilyis-
taminic dose as discossed before such as 15, 30, 94 60 mg
of terfenndine. In one prefarmed embodiment, the unit dose
is packaged in a tcar-open packet from which the mnit
antihistaminic dosc of terfenadine cen be poured directly
onio the tongue or into waler or food s discussed before.

BEST MODE FOR CARRYING OUT THE INVENTION

Example 1

Texfenadine Oral Powder

A compuosition designed to provide 60 mg of torfenadine
in 2 g of dry composition was prepared as follows.

The Sorbitol Instant™, maltodextrin and fructose uscd in
the composition were sepemtely sicved using a #60 US.
Standard Siave Screen, end only material that passed
through the screen was used.

Micronired texfenadine (30 g) and the black co-polymer
welting agent (Pluranic™polyol F-68) ware mixed slowly in
a “V-blender™ for abont five minutes. Sorbitol Instant™ (300
&) was ndded 10 the mixtore and blended therewith for
enother five mimnes to farm s hlend of all three components.

Microcrystalline cellulose (30 g; AVICEL™ CL-611)
PVP (50 g. KOLLIDON™ K-90) maltodextrin (200 g,
MALTRIN™ QD M300) and 375 g of fina, granular freciose
were added to the ahove blend, and blending was continued
for another ten mioutes o form a bomogeneous, dry ter-
fenadine composition that was a fres flowing pawder,

The blended dry composition was thereafier packaged
into 2 g sacheis as unit doses.

Example 2

Tastc Asaxy

A series of ten compositions was prepared using the
geoeral procedures deseribed in Exumple 1. The resulting
dry, powdered (erfengding compositions wers then asaayed
by placing 0.5-2 g of the composition individually inio the
mouths of two expericaced taste assayers. The amournt of
each sample used was determined based on the amoun: of
terfenadine preasnt in the individual samples so that the total
emount of terfenadine remained approximately comstant,
The composition components are shown below in amounis
by wuight percent of the total composition. Taste ranking
scores from each of the two assaycrs follow cach assay of
composition components.

TABLE
Compesition Compenents fn Weight Percaats
Terfoomdine, 15 1S 13 30 30 3 60 60 120 120
Micmuized
Micronerygelline 30 10 30 30 30 30 310 10 30 30
Cellulasic"
VP 50 30 30 S0 50 50 5D 50 S50 50
Hlock 10 10 10 13 15 15 40 40 100 100
Co-polymer
Scorbitol Instxnt, 0 M0 00 N0 300 300 N0 N0 300 300

Y

V34
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TABLE-continued
Cosnpogition Compoaems In Weight Perceni,

Sueroec, fice »s 200 373 20 370 20
::Imhlrin‘. 200 M0 3I»S 200 200 375 150 150 200 200
Froctese, Bne »s s 370 200
Asanyer #1 3 i 4 k) 3 [} 4 3 L] 3
Asazyer ¥2 3 2 3 2 3 4 £ 4 5 4
YAVICEL ™ CL-611 was vsed.
IEGLLIDON & K-90 wap used.
JPnlaxmer 188 was nxed.
“MALTRIN ™ QD M500 was med

Numerical tasie ranking values were ss follows: 1=Excel-
lent; 2mVery good; 3=Good; 4=Smisfactory; S=Accepinble
with slight bitier aftertaste; 6=Acceptable with slight soapy
taate and bitter aCteriaste; and 8=Bitterfunplessant,

As is seem from the above results, each of the dry,
powdercd 1erfenadine-conteining compositions was aceept-
ghie from a mats standpoint. In contrast, 8 crushed commer-
cially avuilable terfenadine tablet containing an equal
smount of terdcnadine provides a taste ranking score of
about 6 or 7 under these asaay condirions.

Although the pregent invention has now been degeribed in
teyms of certain preferred embodiments, and exemplified
with respect thereio, one skilled in the art will readily
appreciate that various modifications, changes, omissions
and substitutions may be made without deperting from the
spirit thereof.

We claim:

1. A &y, powdered terfenadine coraposition that com-
prisea

(a) a mixnme of:

() about 1 10 sbour 20 parts by weight micromized
terfenadine and

(ii) zbout 0.2 10 about 10 parts by weight a polyethylenc
oxide-polypropylene  oxide-polycthylene  oride
block copolymer having an HLB mmber of 24 tha
is a wetting agent for said terfenedine;

that are dry-blendedly dispersed inio:

(b) about 20 1> about 40 pans by weight spray-dried
torbitol particles that are looscly packed, randomly
oricpled flameniary crysials heving pores tha emtrep
said terfenadine particles end wetting agent upon said
dry-blcnded disperasl, seid components being further
dry blended with

(c) shout 2 to about 10 paris by weight dry polyvinylpyr-
rolidone;

{d) about 1 to sbout 5 parts by weight dry microcrysialline
cellulose mixiure thal conwins shout 7 to about 20
weight percent sodium carboxymethyleelluloas: anc

(¢) a dry fiavorant in an amount mfficient to provide &
desired taste to said powder;

said composidon being a free-flowing powder tha f»
substantially free from the taste of solubilized (erfena-
dinc when placed on the human tongue in dry form or
when dispersed in water and ianed within aboust five
minutes of seid digpereal.

2. The composition according 10 clalm 1 wherein aaid
micronized terfenadine is present st bout 2 to about 10 parts
by weight, asid spray-dricd sorbitol is present at about 25 to
about 35 parts by weight and said block copalymer {s present
at about 1 10 about 5 pars by weighL

3. The composition acconding 10 claim 1 wherein snid
polyvinylpyrrolidone is present al a weight ratio relative to
seid spray-dried sorbitol of about 1:10 to sbout 1:4.

4. The composition accarding to claim 1 whercin said
microcrysalling ccllulose mixiure is presen aL & weight
rutio relstive 10 said sorbitol of abont 1:20 10 show 1:8.

5. The compasition eccording o claim 1 whercin wuid
flavorant powder comprises up to about 60 welght percent of
s3id composition.

€. The composition according o claim 5 wherein aaid
flavorant includes a swestener.

7. A dry, powdered terienadine composition that com-
prisca

(a) a mixture of:

@) sbout 2 to shout 10 parts by weight micronized
terfeaadine and

(i) sbout 1 to ebout 5 pars by weight & polyethylene
axide-polypropylene  oxide-polycthylene  oxide
block copolymer having an HLB number of 24 thal
is a weating ngent [or seid terfenadine;

that are dry-blendedly dispersed into:

(h) about 25 to about 35 pars by weight spray-dried
sorbilo]l particles that sre loosely packed, randomly
oriented filamentery crystals having pores that catrep
said werfenndine particles and wetting agent upon said
dry-blended dispersal, said componenis being further
dry blended with

(<) sbout 3 to zbout 7 paxts by weight dry polyvinylpyr-
rolidone;

{d) sbout 2 to ahout 4 parts by weight dry mierocrystalline
cellulose mixtore that contains about 7 to about 20
weight percent sodium carboxymethylcelluloae; and

(e) about 40 to about 60 parts by weight of a dry flavorant
in an amount sufficient to provide a desired taste to said
powder, sald flavorent including a sweetencr;

said composition being a free-flowing powder thm Is
substantislly free from the taste of solubllized erfens-
dine when placad on the buman tongue in dry form or
when dispersed in water and tasted within ahowt five
minutes of said dispersal.

8. Tho composition eccanding to claim 7 in unit dosage

form in a package conteining &n amihiveminic dosc of
terfenadine.
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Con fundamento en lo previsto por el articulo 43 de la Decisién 486 de la Comisién de
la Comunidad Andina, se le comunica que la oposicidn presentada por el doctor
Relnaldo Pinilila Moreno, en su calidad de apoderado de Procaps S.A., retne los
requisitos formales exigidos por la ley al momento de su presentacién.

En cumplimiento de lo dispuesto en la citada norma, se le concede el término de
sesenta (60) dias habiles sigulentes a la fecha de notificacién del presente oficio, para
que haga valer sus argumentaciones y presente pruebas.

Notifiquese el presente oficlo conforme a lo dispuesto en el numeral 5.2, literal e), del
capftulo quinto del titulo primero de la Circular Unica N° 10 de 2001.
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