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SUPERINIENDENCIA

FORMULARIO UNICO DE OPOSICION

2000-12
|O OPOSICION A: ‘
®  Patents de Invencién ) O  Marca Colectiva
a Patente de Modelo de Utilidad . (] Marca de Certificacion
] Disefio Industrial t O  Lema Comercial
a Esquema de Trazade para Circultos Integradas .
o Marcas de Productos o Servicios
Lo NGmero del expedients: | 02:079-431
Solicitants: Astrazeneca AB
SOLICITUD Apoderado: José Antonio’Lloreda

PUBLICADA Titulo de la nueva creacién o denominacién del signo:
“NUEVO SISTEMA AUTO EMULSIFICANTE PARA LIBERACION DE
MEDICAMENTO.”
Gaceta: 531 de 29/08/03, Pigma 401 Nimero de Publicacién 11

“O OPOSICION PRESENTADA POR:

Nombre: Laboratorics Logrand S.A, IDENTIFICACION

Direccién; Calle 21 No 68 B 50 ce. O wr
OPOSITOR Y
Teiéfono: 618.58.55 ce O ow [
Fax: 622.85.83 . Nimero: 8605316022
Domicillo: Bogoté _
IDENTIFICACION
REPRESENTANTE Nombre: José Luls Reyes Villamizar B] D
O APODERADO Direccion: Cra. 17 No. §8-23, Of. 208 Cc.C. NIT
Teléfono: 621.28.31
74 E-mai: reves abogadosfcablenetco [ CE O ow O
Fax: 821.25.42
Domicilio: Bogatd, D.C. Nomero: 79'152.473 de Usaquén
TP 444835

| O FUNDAMENTOS DE LA OPOSICION:

Causal: incumplimiento de ics requisitos de paterrtiabilidad (Titulo 1), Capitulo |, Declaién 488 de 2000). Se violan los
Arts. 14 (las patentes de invencién deben ser nuevas, tener nivel inventive y aer suceptibles de aplicacion Industrial), 15
(productos y procadimientos que no se consideran invencion), 16 (una Invencién se considera nueva cuando no es
obvia ni se deriva de manera evidents del estado de la técnica), 18 (una Invencion tiena nivel inventivo sl no es obvia
pera una peraona versada en la materig) y 20 (improcedencia de patentabilidad)

Justificacién: La composicion pretendida como sus partes carecen de noveded y nivel inventivo sl so tiene en
cuenta lo revelado por documentos todos anteriores a le facha de prioridad de [a solichud tales como la US 5.083.858
de 1880-11-30, en donde se encuentra ya revelado el sisiema autoemulsificante pretendido, su principio téenico y sus
caracierislicas particulares. Ds la misma forma el sistema de liberacién propuesto ya se encontraba reveiado con
anterioridad a la fecha de prioridad de la preasnts solicihud, como sa manifiesta en la PCTANVOB7/25084.




ey

| | .
@ Comprobants de pago No. O3 89 qQ.¥ —(Oposien) Fechs E'S Now e@mha/\
) . moge f1@rn
) Anexos: - .
.T?

-
-~

- Comprobante de pago de la tasa

B Poderes, si fuere ol caso

X Pruebas de los fundamentos de la oposicitn

D Documentos que acrediten el legitimo interés, si fuere el caso

Certificado de existencia y repressntacion legal de las partes, cuando sean personas juridicas
—

Copia de la oposiclon para el traslado al solicltants.
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SENOR

SUPERINTENDENTE DE INDUSTRIA Y COMERCIO

E. -8, D.

REF: EXPEDIENTE 02-079-431

TITULO SOLICITADO: “Nuevo sistoma autoemulsificante para liberacién
de medicamento”

PUBLICACION: Gacota 531 de 29-08-2003 - No. de publicacién 1533

SOLICITANTE: * ASTRA ZENECA AB

APODERADO: JOSE ANTONIO LLOREDA

TRAMITE: PRESENTACION DE OPOSICION

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional nimero 44855
del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la
sociedad LABORATORIOS LEGRAND S.A., en ejercicio de lo dispuesto por el
articulo 42 de la Decisidn 486 de 2000, muy respstucsamente me permito formular
la siguiente

i PETICION

Sirvase negar el beneficio patentario a la solicitud contenida en el expediente 02-
079431, por no cumplir con lo dispuesto por los articulos 14, 15, 18 y 20 de la
Decisién 488 de 2000, con base en los fundamentos que se expondrdn a
continuacion.

. LEGITIMO INTERES

Asiste a LABORATORIbs LEGRAND 8.A. legltimo interés para presentar esta
oposicién, pues la eventual concesién de la solicitud restringiria injustificadamente
el empleo de ciertas sustancias, composiciones farmacéuticas y métodos de
entrega de medicamentos carentes de novedad y nivel inventivo, en detrimento de
sus legitimos intereses comerciales y de la libre competencia.



Nl. FUNDAMENTOS DE LA OPOSICION le% Ve

La solicitud pretende, en esencia, obtener exclusiva sobre una composicion
farmacéutica apropiada para administracién oral, en forma de pre-concentrado
para emulsién, la cual comprende

i)  unaomas NSAIDs liberadoras de Oxido Nitroso:
ii)  uno o més tensioactivos;
i) opcionalments un aceite o0 grasa semisélida;

La composicion forma in situ una emuisién aceite en agua luego del contacto con
medios acuosos como lo son los fluidos gastrointestinales, y comprende
adicionalmente uno o més aicoholes de cadena corta, y unidades recubiertas con
revestimiento entérico, individuales, de un inhibidor dé la bomba de protones
Acido-sensible, 6 de una sal alcalina fannacéuticamente aceptable de éste,
preferiblemente omeprazol, una sal alcalina de omeprazol, 0 una sal de magnesio
de (S)-omeprazol o una sal alcalina de (S)- omeprazol.

Segun lo anterior, la corr'lposicién pretendida se caracteriza por:

1. Proporcionarse en forma de pre-concentrado para emulsion. (Para
administracion directa o para inclusibn en cépsulas blandas o duras de
gelatina, pastillas masticables 0 ampolletas, entre otras formas preferidas de
entrega) .

2. Emplear un sistema autoemulsificante -Seff Emuisifying Drug Delivery System
o SEDDS- para liberacibn de medicemento, basado en uno o mas
tensioactivos, opcionalmente en un aceite o grasa semisolida, y en uno o mas
alcoholes de cadena corta. )

3. Comprender como principios activos un NSAID liberador de Oxido Nitroso —
NO- y un compuesto inhibidor de la bomba de protones, particularmente
Omeprazol o Esomeprazol y sus sales, segln las proporciones y cantidades
descritas en las reivindicaciones.

De igual manera cabe anotar cuadles son los problemas técnicos cuya solucién
pretende el sclicitante: )

1. Mejorar la pobre solubilidad en agua de los NSAID liberadores de Oxido
Nitroso y su consecuente baja biodisponibilidad luego de la administracién
oral; '



s

©FC (oo

2. Evitar el efecto adverso de los NSAID liberadores de NO sobre el TGI,
administrando simultdnea o secuenciaimente un PPl seleccionado.

3.1. CARENCIA DE NOVEDAD Y NIVEL INVENTIVO DE LA FORMULACION
PRETENDIDA

Con las anteriores consideraciones en mente, me permito llamar la atencién del
despacho hacia la materia revelada en los siguientes documentos, todos ellos
anteriores a la fecha de prioridad de la solicitud en curso (2000-03-08), cuyas
ensefianzas permiten a una persona medianamente versada en la materia,
combinando de manera obvia tales documentos, anticipar y derivar el objeto
reivindicado.

1. En cuanto al sistema autoemulsificante -Self Emulsifying Drug Dellvery
System o SEDDS -: Patente US 5.993.858 de 1989-11-30 — "Method and
Formulation for Increasing the Bloavailability of Poorly Water-Soluble
Drugs” (Port Systems LLC)

Este documento proporciona como solucidon para mejorar la solubilidead y
biodisponibilidad de farmacos en general, una formulacién de excipientes en forma
de sistema autoemulsificante, basada en una emulsién que contiene un aceite u
otro Ile_i:dg, un tensioactivo y un tensioactivo hidrofilico que es un alcohol - sin
especificar su longitud de cadena-.

Una simple lectura del documento anexo permite concluir que el sistema
autoemulsificants ahora, pretendido, tanto en $u principio técnico como en sus
caracteristicas particulares habla sido revelado con anterioridad, pero sin limitar su
uso a formulaciones de NSAIDs.

De igual manera, cabe anotar que ambose sistemas, ademéas de compartir su
efecto autoemulsificante, comparten su presentacion en emulsion y la presencia
de los mismos grupos de excipientes — UNO O MAS TENSIOACTIVOS, UN
ACEITE Y UN ALCOHOL. Es asl como la Unica diferencia entre la formulacién
pretendida y la revelada con anterioridad es que la primera limita el grupo de
principios activos cuya solubilidad pretende mejorar a los NSAIDs liberadores de
NO, al paso que la segunda revela la composicion autoemuisificante de
excipientes sin limitar su'empleo a una eola categoria farmacéutica.

Conocida la posibilidad de emplear una formulacién de excipientes en forma de
sistema autoemulsificante para mejorar la biodisponibilidad de fArmacos poco
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solubles, resulta obvia la posibilidad de aplicar tal principio técnico a un grupo de
farmacos que segln la literatura especializada y el propio solicitante, presenta
conocidos problemas de'solubilidad.

En conclusién, el documento reseflado permitifia a una persona medianamente
versada en la materia derivar efectivamentes el objeto pretendido, combinando
sus ensefianzas con aquellas que dan cuenta de la pobre solubilidad de los
NSAIDs liberadores de NO, en particular con las referencias patentarias citadas
por el mismo solicitante. Asi las cosas, el sistema de liberacién pretendido habla
sido revelado antes de la fecha de pricridad de la solicitud, y carece por elio de
novedad. Sin perjuicio de lo anterior, si se toma la muy discutible tesis de la
novedad textual, resulta |6gico afimar que el mismo sistema carece de nivel
inventivo, pues resulta obvia su aplicacién — o yuxtaposicion — en presencia de
NSAIDs.

2. En cuanto al empleo de pre-concentrados en formulaciones para
emulsién para mejorar la biodisponibilidad de principlos activos en
particular: Publicacién PCTWO99/44584 de 1999-09-10 — “Emulsion
Preconcentrates Containing Cycloaporin or a Macrolide” (Novartis AG)

Para delimitar las ensefianzas del punto precedents, llamo la atencién a la materia
revelada en el documento citado, consistente en un pre-concentrado para
emulsién o microemulsién, que comprende especificamente un principio activo de
dificil solubilidad h'anspc':nado en un agente apropiado, un segundo componente

seleccionado de una amplia gama de excipientes, incluyendo alcoholes, aceites y

———

acidos grasos, y uno o més tensioactivos.

No hacen falta mayores andlisis para concluir que el documento resefiado anticipa
el empleo de pre-concentrados para emulsibn para lograr formulaciones
biodisponibles sobre principios poco solubles, para este caso las ciclosporinas, en
presencia de los mismos grupos de excipientas y transportadores empleados en la
solicitud colombiana en curso.

3. En cuanto a la fdrmacién de sistemas autoemulsificantss en medio
acuoso: Patente US 5.980.939 de 1999-11-09 — “Cycloaporin-contalning
pharmaceutical composition” (Chong Kun Dang C rp.)

Este documento reveia una composicion farmacéutica que contiene ciclosporina,
un aceite, y uno o més tensioactivos, la cual presenta la propiedad de lograr la
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disolucién de dicha formulacién en medio acuoso, en particular en fluidos
gastrointestinales artificiales para formar un autoemulsificante. -

Simplemente cabe anotar aqui que el efecto logrado por obra de esta formulacion
es el mismo pretendido en la solicitud que nos ocupa, en tanto una y otra pueden
ejercer su accidén en medio acuoso -en particular en los fluidos gastrointestinales-,
y actian de esa forma gracias a la presencia de excipientes adecuados para la
formacion de sistemas autoemulsificantes, en especial de aceites y tensioactivos.

También se llama la atencién al hecho de que la composiciéd revelada, al igual
que en la solicitud cofombiana 02-079-431, es apta para su formulacidn en
preparaciones orales liquidas o sélidas, en especial en cédpsulas blandas ¢ duras.
Lo anterior, para significar que la forma de administrar esta clase de formulaciones
también pertenece, al igual que todas las caracteristicas revisadas hasta el
momento, a las revelaciones del arte anterior.

4. En cuanto a la existencla de formulaclones para administracién oral que
comprenden NSAIDs y PPls, en donde los PPls estin entéricamente
recubiertos: Publicacién PCTAWO97/25084 de 1997-07-17— “Oral
Pharmaceutical Dosage Forms Comprising a Proton Pump Inhibitor and a
NSAID” (Astra Aktigbolag)

Hasta este punto se ha demosirado de gué manera el sistema de liberacion
propuesto, tanto en su principio tdcnico, como en sus componentes y efecto, habla

sido revelado con anterioridad a la fecha de prioridad de la presente solicitud. ,
Aungue este hecho impediria de suyo la concesi6n de la solicitud por carenciade ) L -
novedad, cabe revisar ahora de qué manera el arte anterior también revela las
dén-'l_é_s— caracteristicas de la pretendida invencién, referidas ahora a la
administracion simultnea o secuencial de NSAIDs y PPls.

En particular, llamo la atencibn a la materia revelada en la Publicacion
PCTMWO87/25084, la cual revela una forma farmacéutica de dosificacion oral
preferida en forma de tabletas o cépsulas, que comprende un PPl sensible al

Acido y uno o mas NSAIDs, estando el primer componente y la formulacién
entéricamente recubiertos, y cuya utilidad es el tratamiento de los efectos
gastrointestinales adversos ocasionados por tratamientos con NSAIDs.

Cabe recordar en este punto que la formulacién pretendida comprende como
primer principio activo un NSAID segin las caracteristicas que ya hemos
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mencionado, y como segundo componente un inhibidor de la bomba de protones,
particularmente Omeprazol o Esomeprazol y sus sales.

De nuevo salta a la vista que el objeto pretendido, ahora en relacién con los
principios activos presentes en él, y con su efecto y utilidad, hablan sido revelados
por el mismo solicitante tres (3) afios antes de la fecha de prioridad de la presente
solicitud.

Cabe preguntarse entonces si la inclusion de esta formulacién en un sistema
autoemulsificante involucra alguna clase de Nivel Inventivo, teniendo en cuenta no
solo esta revelacién sino aquellas que hefmos explicado en el presente escrito.
Desde luego, la respuesta es negativa. En primer lugar, ndtese cémo la
formulacién revelada en el documento PCT/WQ87/25084 supone la inclusion de
cualquier NSAID, sin limitar su aicance a aquellos liberadores de NO. As|, la
escogencia de una clase determinada, de una especie, carece por completo de
nivel inventivo pues el arte anterior revelaba la posibilidad de emplear cualquier
compuesto de esta familia sin limitaciones de ninguna [ndole.

De igual manera, esta publicacién anticipa la posibilidad de formular
composiciones farmacéuticas para administracion oral, simulténea o secuencial de
las mismas dos familias que se empiean en ia solicitud que nos ocupa, esto es, de
NSAIDs y PPIs, con el propdsito de lograr el mismo efecto que ahora se presenta
como novedoso. '

Si a lo anterior se suma el hecho de que los PPls preferidos son, al igual que en la
solicitud en curso, las sustancias Omeprazol y S-Omeprazol, sus sales o
enantidmeras, en aspecial la sal magnésica de S-Omeprazol, entre otras de la
misma categoria, y que el PPl estd entéricamente recubierto, al igual que ocurre
en la presente solicitud - en particular en ia reivindicacién 8 y sus dependencias-,
sélo cabe conciuir que la formulacién pretendida, en las caracteristicas que hemos
resefiado en este punto, habia sido revelada por completo en el arte anterior.

5. En cuanto a la existencla de formulaclones combinadas de NSAIDs y PPls
para el tratamiento del dolor y desérdenes gastrointestinales — Patente
US 5.417.980 de 1985-05-23- “Pharmaceutical Compositions and Methods
for Treating the Symptoms of Overindulgence” (Mc Nelll-PPC, Inc.)

Como referencia final me permito llamar la atencién hacia este documento, que
revela el emplec combiriado de cantidades efectivas de NSAIDs e inhibidores de
las bombas de protones ~PPls-, en una misma composicién farmacéutica, para el



tratamiento simultdneo del dolor y la indigestién ocasionadas por el exceso en la
ingestion de comida y bebida. La primera reivindicacion de esta patente revela la
composicion mencionada, indicando como PPl preferido el principio activo
Omeprazol y permitiendo la seleccién del segundo componente de una amplia
gama de NSAIDs.

3.2. EL “XIT" DE LAS REIVINDICACIONES 38 A 40 ES UN METODO
TERAPEUTICO

De manera breve cabe anotar que un KIT, segin el Diccionario de la Real
Academia Espafiola’, es “Un conjunto de productos y utensilios suficientes para
conseguir un determinado fin, que se comercializan como una unidad. Un kit de
maquillaje.”

Aqul resulta claro que el pretendido kit no constarla de inofensivas piezas de
maquillaje sino de comp.osiciones farmacéuticas de uso extendido y conocidas per
soe, la primera basada en un NSAID en formuiacién autoemulsificante, y la otra
cénsistente, simplemente, en un PPI, en particular en Omeprazol entéricamente
recubierto.

Basta llamar la atencion al hecho de que el solicitante pretende ahora proteger
Individualmente cada una de las partes que deberian conformar un Gnico
concepto Inventivo, con el agravante de qu-e el empleo individual, combinado o
secuencial de dichos componentes, como parte de un tratamiento, pertenece a ia
orbita de la prescripcibn médica y constituye, simplemente, un método de
tratamiento consistente bn tomar un analgésico y luego inhibidor de la bomba de
protones.

La pretension de vender "como una unidad® los componentes de una invencion por
separado no puede ser objeto de patente ~pues equivaidria en este caso y segln
la definicién de kit a proteger un método comercial, ni mucho menos cuando se
estd en presencia de una eventual restriccién para el empleo de Omeprazol
recubieto 0 de formulaciones de NSAIDs por via de fommulaciones
autoemulisificantes.

' Vigésima Segunda Edicién, 2001. Pigina 1336.



[ 3]

3.3. LAS REIVINDICACIONES 41 y 42 REVELAN UN METODO
TERAPEUTICO '

Como el Despacho sabe que los métodos terapéuticos estdn expresamente
excluidos de patentabilidad bajo el Régimen Andino, simplements dejo enunciada
esta afirmacion que puede comroborarse en el propio expediente.

CONCLUSION

Ha quedado suficientemente demostrado que tanto el conjunto pretendido como
sus partes componentes hablan sido revelados en el arte anterior, y que por ello
aquel y estas carecen de novedad. También se ha explicado de qué manera una
persona versada en la ‘materia, conociendo las dificultades de disolucién y los
efeclos adversos de los dos grupos de principios activos que se incluyen en la
formulacién y en el kit, y las soluciones de formulacién y mecanismos de entrega
proporcionadas por el arte anterior, necesariamente llegarla a combinar iales
enseflanzas para derivar de manera evidente el objeto reivindicado, tanto en sus
partes como en su conjunto.

Por todo lo expuesto reitero la peticidn de declarar fundada la presente opaosicion,
de negar en consecuencia el privilegio solicitado, y de ordenar el archivo del
expedients respectivo.

IV. SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICION

En desamollo de lo dispuesto por el articulo 42, inciso 2° de la Decision 488,
solicito comedidamente a su Despacho el plazo adicional de sesenta dias para
sustentar la presente oposicién. Para los anteriores efectos, me permito anexar la
constancia de pago correspondiente.

V. PRUEBAS

Ruego que se tengan como fales, sin perjuicio de aquellas que puedan
presentarse al vencimiento de la primroga solicitada y de aquellas que el
Despacho considere oficicsamente, las siguientes:

o Apartes de la Patente US 5.963.858 de 1889-11-30
o Apartes de la Publicaciéon PCTAWW099/44584

o Apartes de la Patente US 5.980.839

o Apartes de la Publicacién PCTWO07/25064

\l% .\ o



o Apartes de la Patente US 5.417.980

V. ANEXOS

Para efectos del trimite correspondiente, me permito anexar al presente escrito
los siguientes anexos

1. Poder para actuar.

2. Certificado de existencia y representacion legal de LEGRAND S.A.

3. Constancia de pago de las tasas de tramitacidn de oposicién y de la
prorroga de que frata el articulo 42, inciso 2° de la Decision 486.

4. Copia para correr traslado al solicitante.

5. Los mencionados en el acapite de pruebas

Vil. NOTIFICACIONES

El suscrito recibird notificaciones en la secretaria de su Despacho o en mi oficina

localizada en la Cammera 17 No. 88-23, Oficina 205, Fax (1) 621.25.42 de esta
ciudad. Laboratorios Legrand S.A. las recibird en la secretarla de su Despacho o
en su sede localizada en la Calle 21 # 68 B - 50 de Bogota.

Sefior Superintendente,

o=

JOSE LUIS REYES VILLAMIZAR
C.C. 79'152.473 de Usaquén
T.P. 44655 de C.S.J.
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157 ABSTRACT

A sclf-microcmulsifying cxeipicat formulation for increas-
ing the bioavailabiljty of a drug which includes an emulsion
including an oil or other lipid material, 2 surfactant. and a
hwdrophilic co-aurfaciant. A method for makinis 3 drup
delivery system for increasing the bioavaijlability of a drug
hy emuisifying al least one drug with a sell-

‘microemulsilyiog excipien! comprising an il or othr lipid

maizcial, & surfagiant, and & hydraphilic co-surfactaar and
drugys formulated thereby.

12 Claims, 4 Drawing Sheets
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solution were then added and vortexed for three seconds.
Next, 5 ml of MTBE-isooctage (75:25 v/v) was afided and
vortexed for one minute, then centrifuged at 3000 cpm (1800
g) for five minuwes. The upper layer was transferred to a
glass tbe, ovaporated to dryness al room temporatuse, aod
reconstituted with 250 mi of mobile phago [Grundy et al.,
19941

ITPLC Conditions

Column: Supelco, C-8, 4.6250 mm, 5 mm

Deicction: 350 om

Flow rate: 1.0 mVmin

Injection: 100 ml

Run time: 20 mimuies

Mobile phase: 50:50 methanolfweier, pH adjusted 10 4.0
with acetic acid 20d TRA to 1% aaod 0.03% fioal
concentration, respectively. )

Stock Solutions

nifedipine: 1 mg/m] in methanol
griseofulvin: 1 mg/mi io methanol

Standard Curve

nifediping: 200, L0Q, 50, 25, 125 ng/ml
griseofulvin: 50 ng/ml

RESULLS AND DISCUSSION
Formulations

At room lemperature, the lipid formulations appearcd to
he physically siable semi-solide When added to cither
Simulated Gasiric Fluid, without Enzymes, USP or Simu-
lawed Intestioal Fluikl withoul Enzymes, USP a1 37° C,, the
furmulations formed stable microemubsivas up to dilutions
of scven L0 one, aqueous Io oil.

Dog Studics

FIG. 1 shows the mcan plasma conceotration-lime pro-
files for thc three treatments in dogs. The AUG,
{meansstandard error of the mecan for these curves are
79.8=10.8, 175.8+27.7 and 378.7237.7 ng/mb/r for the bulk
powder, formulation contsining LAUROGLYCOL

. {Ganefosse Corporation, Westwood, N1.) and the formula-
tivn conlsioing LABRASOL (Galefosse Corpuralion,

Wesrwnad, N1}, respectively. Based on these AUC’s, the

* . Jipid formulation eonainiog a high HLB co-surfactant was
* flve limes greawr than that of the powder and wo limes

greater thau that of the ligid formulation contaioing a
co-surfactant with the low HLB. Assuming drug absorption
immedistely follows gastric emptying. the plasma concen-
trations in FIG. 1 were comected for gastric emptyiog by
eliminating zero conceatrations al early time points es
showa in FIG. 2. The AUC, , lor ibe curves in FIG. 2 e
76.219.8, 174.7:28.5 and 348.7220.4 ng/ml/hr for the bulk

. powder, formulation containing LAUROGLYCOL .and the

formulation containiog LABRASOL, rcspectively. While
this correction did oot change the comparison between the
three formulations, it eliminaled some of the variability and
double peaking.

CONCLUSIONS
The resalis of these experiments showed that semi-solid

" lipid fllcd bard gelatin capsules can be an cliective method

of impraving oral bicavailabiltiy of water insoluble
drugs. A chear linn:l was shown in the improvement of the

L)

8
bioavailsbility of nifedipine in dogs using a co-surfactant
with a high IILB (IILB=14) value over that of a
co-surfactant with a low HLB (HLB=4) vaiue even though
both formulations appeared to solubilize the drug equally.

Throughout this application, various publication are ref-
erenced by citalion and number. Full citations for the pub-
lication are listed below. the disclosure of these publicatinns
in their eatireties are hereby incorporated by reference into
this application in ordgs to more fully describe the sute of
the an 1o which this invenlion pertains.

The invention has been described in an illustrative
meanoer, and it is to be wikiersiood the terminology used is
intended tw be in the nature of the description ratker than of
limitativa.

Obviously, many modifications aod varistions of the
present invention are possible in light of the above 1cach-
ings. Therefore, it is to bs.uaderstood that within the scope
of 1be appended claims, that the inveation may be practiced
otherwise than as specifically described.
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What is claimed is:

1. A self-micdroemulsifying excipient formulation for
increasiog the bioavailability of & drug which comprises:

an emulsion including ap oil or other lipid materal, 2

surfaciant, and a hydrophilic co-surfaciant, said hvdo-
philic co-surfeciam having a hydrophilic-lipophilic bal-
ance (HLB) greater than 8.

2. A method for making a drog delivery system for
increasing tho bioavailability of & drug by cmulsifying a1
Icast one drug with a sclf-omulsifying excipicnl comprising
an oil or other lipid mawrial, & surfactant, a hydrophilic
co-surfactant, and a solvent which inchudes triacetin.

3. A solf-microemulsifying excipient formulation as s:t
forth in claim 1, wherein said ilic co-surfactant has
a hydrophilic-lipophilic balence (HLB) between approxi-
malely LO and 14,

4. A self-microenmsifying excipient formulation as st
forth in claim 1, wherein said hydmphilic co-surfactent is an
alcobol. .

5. A self-microemubsifying excipieat formulation as st
forth in elaim 1 farther including a solvent.

§. A self-microsmuisifying excipient formulation for
increasing the bioavailability of u drug which conyprises:
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T 9 10
an emulsion incliding an oil or other lipid material, a 9. A phlmmnal ingredicnl coated with formulation
surfactant, a hydrophilic co-surfactant, and a solveat  sccording 1 claim 1.

including triscetin. 10. A method as se1 forth in claim 8, wherein the hydm-
7. A sclf-microeatubsifying cxcipient formulstion as ¢t philic co-surfactant has a hydrophilic-lipophilic balzace
forth in claim 1, wierein said il is a Lipid. s (HLB) between approximately 10 and 14.

R. A method for making a drug delivery syslem [or - 11. A method an ot {orth in claim 8, wherein the hydro-
incrensing the bioavailabilily of a drug by emulnlfymg u philic en-surfactant is an alcohal.
Jeast one drug with a self-microemulsifying excipient com- 12. A method as sat forth in claim 8 forther including the
prising an oil or otber lipid meterial, » surfactant, and 2 slep ufmluhth:mg:hedmg surfectaat, and co-surfactant in
bydrophilic co-surfactant, wherein the hydrophilic 10 a solvent. -
co-surfactani has a hydropbilic-lipophilic balsace (HLB)
greater than 8. O I ]

4
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(5T) Abstract

medium. The active agent may e.g. bs 8 cyclosporin or 2 macrolide.

(54) Tile: EMULSION PRECONCENTRATES CONTAINING CYCLOSPORIN OR A MACROLIDE

Thia invention provides an emulsion, e.g. microemulsion, pre-concentrats comprising a difficultly solubls active agent and a camler
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CLAIMS ” :
1. A composition in form of an emulsion or microemulsion pre-concentrate for oral
administration comprising - '
1) a cyclosporine or macrolide, and a carrier medium comprising
2) a second component selected from the group consisting of
(i) triethyl citrate or acetyl triethyl citrate,
(i) polyethylene glycol glyceryl Cs-Cio farty acid ester,
(iii) glyceryl di C4-C;¢ fatty acid ester,
(iv) glyceryl mono Cy-C,, fatty achl ester,
(v) = mixture of mono-, diglycerides of Cs-Ci4 fatty acids,
(vi) propylene glycol mono C¢-Cy; fatty acid ester,
(vii) fatty acids and alcohols,
(viii) N-methyl pyrrolidone,
(ix) glycerol triacetate,
(x) benzyl alcobol, and
(xi) alkylene polyol ether or ester,
3) a lipophilic component, and
4) a surfactant,
with the proviso that when component 2)
(a) consists of triethyl citrate, said composition is free or substantially free of
ethanol, and/or
e (b) consists of a mixture of mono-, diglycerides of Cy-Cyo fatty acids, said
" composition is free or substantially free of a Cy-C3 fatty acid triglyceride,

2. A.oomposit.ion according to claim | comprising the cyclosporine or macrolide in an
. amount of 1 to 15% by weight of the composition.

3. A composition according to claim 1 or 2 comprising the second component in an
amount of 5 to 50 %, the lipophilic component in an amount of 5 to 85 %, and the
surfactant in an amount of 5 to 80 % by weight of the carricr medium.
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A composition according to any preceding claim, the relative proportion of the
cyclosporine or macrolide, the second component, the lipophilic component and the
surfactant in said composition being such that upon dilution with water to a ratio of 1
part by weight of said composition to 1 to 10 parts by weight of water, an oil-m-water
microemulsion having particles of a mean size of less than 200 nm, is spontaneously
formed.

A composition according to any preceding claim wherein the cyclosporine is
Cyclosporin A.

A composition according to any preceding claim wherein the second component is
triethyl citrate.

A composition according to any preceding claim wherein the second component is N-
methylpyrrolidone. '

A composition according to any preceding claim wherein the lipophilic component is
selected from the group consisting of (i) medium chain fatty acid triglycerides, (i)’
mixed mono-, di-, tri-glycerides, and (iii) transesterified ethoxylated vegetable oils.

A compasition according to any preceding claim wherein the surfactant is selected
from the group consisting of (i) reaction products of natural or hydrogenated vegetable
oil and cthylene oxide, and (ii} polyoxyethylene sorbitan fatty acid esters.

A composition according to any preceding claim wherein the ratio of the cyclosporine
or macrolide: second component : lipophilic component : surfactant is 1 : 0.1 to 10: 1
to 10 : 1 to 10 on the basis of weight.

A composition according to any preceding claim wherein a hydrophilic cosurfactant is
additionally present. C
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. A composition according to claim 11 wherein the hydrophilic cosurfactant is
polyoxyethylene polyoxypropylene block copolymer.

A composition according to ciaim 11 or 12 wherein the second component and the
hydrophilic cosurfactant are combined in the ratio of 1 : 0.1 to 5 on the basis of weight.

A compoasition of any preceding claim in unit dosage form.

A method of reducing the variability of bicavailability lévels of a cyclosporin or
macrolide for patients during cyclosporin or macrolide therapy, said method
comprising orally administering an oral pharmaceutical composition according to any
preceding claim. '

A method of orally administering a pharmaceutical composition, said method
comprising orally administering to a patient in need of cyclosporin or macrolide therapy
a composition according to any preoedir{g claim.

The usc of a composition according to any preceding claim in the mamufacture of a
medicament for the treatment and prevention of an autoimmmme or inflammmatory
condition or for the treatment and prevention of transplant rejection or for the treatment

' “of inulti-drug resistance.

e
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1571 ABSTRACT

The present invenlion relates v a pharmaceutical compasi-
lion containing cyclosporin. Morc specifically, the presont
invention rclawes w a2 pharmaccutical compoailion conlain-
iny cyclosporin, an il component. s hwdophilic cosurfac-
uant consisling of propylene carhonaie or a mixnre of
propylené carhonate and polyoxyethylenc-
pulvuxypropyicoe bkxk copulymer, and a surfactant. The
cumpusition of the present imvenlion is charucierzed in that
it can he distolved in an exiernal phase suich as warer,
anilicial gostric juice and intestingl juice, ete. 1o form a
sclf-emulsion with mild mirring and thercfore, by appropri-
awcly adjusiing the constitutional ratie of cachk componcat
the diameter of particles in the inmer phass of the emulsion

514/975; 424452 thus formed can be readily contnilled 10 100 pm or helow.
The composition of the present inveation can be furmulaied
|58] Hield of Senrch e — . 424/409, 452,  inw the ural preparutions such ax soll capsules. hard cp-
424455, 456, 300, 439: 514/937, 962,  sules sealed with pelntin bending al the conjugatad mution,
- 975 ural liquid preparaticms, etc. When the composition of 1he
present invention using propylene carbrmaie or its mixure
(56] Hetforenesy Clted with polyoxyeibylenc-polyaxypropylenc block copalymer
in a liquid statc at room temperature is (ormulaled inta the
U.S. PATENT DOCUMENTS soft capsule, it provides some advaneges that it can iohibit
R the change in the capsule appearance 3od the precipitation of
:::I:; z::z Cavanak . active ingredicatl duc 1o the change in 1he solveat conkeal.
_q:“z_m a":gu Hauer et al. . reduces the manulacturing cost W provide an cronomical
SR41 N3 K19 Kim etal . clfect and is subsdaniially less inxic. in comparison b e
. . soft copsule using cthanol, ranseuiol, propylene glycol.
- .. PFORLIGN PATENT DOCUMENTS glwofural, dimethylisosorbile, €ic., ia the prior an.
Q65 721" 15 Furopems PaL ON. . )
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Uigavailability of tha test prepurstinn of the prosent brvestion
— o thg compmerivy preoengion
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. 3. The cycknporin-conlaining pharmactutical composi-
TABLE 8 lion acconding o claim 1, wherein the medium chain trig-

6. The cycluspuriscontainiog pharmacestical compusi-
tion according lo clim 1, wherein Ibe mooo- and di-
glywride is a mixture of plycerol mono- and di- esters of a
fauy acid.

7. The cyelosporin-conlaining pbarmaccutical composi-

lyceride is a triglyceride of 2 Cy-C,, fatty acid.

Pameion  Mea  SE- Mean SE By |ic_m acnqrding 1o claim 1, (4)_ isa mi:_:nm of medivm thain
ACoum %2 841 SRS Y Y llr.llg'lmlﬂl and mono- and di- glyceride in u weeight ratio of
* hajmi ey T . - .
tt._"‘_ (ﬂuimlll 12434 0 M3 12029 e 097 8. The cyclosporin-contsining pharmaceutical composi-
T (hr 16 a Ls 0.l 10 tion according 10 claim 7. wherein (4) is 2 mixwre of
- medivm chain iriglyceride and mono- and di- glyceride ina
Xotr) weight ratio of 1:0.1-05.

“S.E: standurd arcor
“-P{R'Al: Rulo af ovormge Af the teat premumnion o the avemge of the
compnmiive preprmtion :

As can be shown [rom Table 8 and FIG. 4, Ihe
cyclusporin-containiog pharmactutical composition using
prapylene carbonate aml poloxamer 124 as the hydrophilic
wsurfaclant accurding 0 the prasenl invention shows a
suhstandially equivalent sbsorption patiem ol cyclosporin in
comparison o the commercial preparation acconding 1o e
prior art. In addition, in the \cst preparation the crror kevel

Year hiuxd concentration parmmeters is reduced in compari- =5

s [o the comparative prepuration. Therefore, it can be
assumed that in comparison (o ibe comparative preparation
the wsi preparation can form a befier microcmulsion in
gastro-iniestinal ract and is more uniformly absnrbed.
lrum the resulls of experiments as montioned ahxive, it is
apparcnt thay the cyclosporin-containing -pharmaceutical
omposition aceurding 16 the present inventios can ensun:
the roliabk: thermpeutie pharmacological clicet an at least the
same level o the priac preparstion and solve the above-

muntioned oumerous problems involved i the prior prepa-

rations.

Wit is claimed is:

1. A cyclosparin-containing pharmaceutical composition,
comprising:

{1) cyclosparin;

(2) propylenc carbomate;

(3) Poloxamer 124;

(4) (i) a medium cbain triglyceride, or (ii) a mixiure of a

manu- and a di-glyceride, or & mixtre of (i) and (il):

9. The cyclogporin-contsining pharmaceutical composi-
tion acconding 1o claim 1, wherein (5) is selected from the
gmup comuisding of pulyoxyethylene glycolated natural vep-
clable ails, polyoxyelbylene glycolated hydrogenated vep-
elable vils, polyethylene glyco mono- and di- fatly acid
esterx, polyoxyuihylene sorbitan fally acid ethers. palyoxy-
cthvienc fany acikl esera, polyoxyethylkene atkyl esiem,
transcaterification peoducts of natucal vegotable oil triglve-
cride and polyaikylese polyol, al mixivres thercof,

10. ‘The cyclosporin-conmining pharmaceutical composi-
tivn according W claim 9. wherein (5) is selected frum the
gioup consisting of polyoxyethylens glycolated natural or
bydrogenated vegetahle oii,:. polyoxyethylenu glycolaled
hydrogeneted vegetable oils, and irarmesicrifiention proclucis
of naural vegenabie ail riglyceride and palyalkylene polyol.

11. The cycloxporio-conlaining pharmaceutical compusi-
tiom accunding W claim 10, wherein (5) & 2 mixiure of
pulvoxyecthyiene glyculated aamral or hydlrogenated vep-
cable oils and trnsesterification products of nalural veg-
ctable oil wriglyeeride and polyalkylene polyol. in a weight
rativ of 1:0.1-1.

13. The cyclosporin-comaiting pharmacoutical compoai-
tion according to clzim 11, wherein {(5) is & mixiure af
pulvoxyethylene glyenlaled natual or hydropsnated veg-
cuble oil and ransesterification products of aatural wveg-
ctable oil Lriglvceride and polyalkylene polyol, in a weight
radiv of 1:0.1-0.5.

13. The cyclnsparia-comtaining pharmaceutieal compasi-
tion acearding 10 elaim 1, wherein the compasition eontains
(1). the tonal amount of (2) and (3). (5) and (4), in 2 weight
ration of 1:1-3:3-7:1-3.

14. The cyclosporin-conmining phamaceutical composi-

amd = - tinn aceording w0 claim 1, Further comprising ong ar more
(5) un addifiatial pharmaceuticlly saxplable surfuctant  pharmaceytically aceepisble additiven selected from the
other than (2) or (3), whenin group consising of antioxidanots, presecvatives, and stabi-

the ‘compasition is in the form of & micro emulsion
pre-conceatratc suitable for oral adminiseation,
the Poloxamer £24 is a liquid at room temperature, apd
the composition contains (L), the 1otal amount of (2)
and (3), (5). and (4), in & weight ratio of
* 1:0.5-5:1-7:0.5-5.

2: 1w cyclesporin-comaining pharmeeentical composi-
tion wvording w claim 1, wherain (1) ix cycheporin A.

3, The cyclnspocin-cOnirining pharmaceutical composi-
tion according 10 claim 1, wherein the compesition contains
(2) and (3) in a weight rtio of 10.1-5.

4, The cyclmspocin-containing pharmusceutical compasi-
tion acvordipg 1o claim 3. wherein the compesition cootains
(2) and (3) in a weight raio of 10.1-L"

Lizers.

15. The cyclosporin-contsining pharmaceutical compost-
tioo according 10 claim 1. which is in the form of an onlly
administrable preparation.

16. The cyclosporin-contsioing pharmaceutical eomposi-
tion according 10 claim 15, wherein the orally adminisirable
preparation & a sofl vipsulu, 2 hard capale seaked with a
gelarin beading mt the conjugated partica, or an aral liquixl
preparation.

-17. A method of orally aiministering cyclosporin, com-
prising administering o 2 subject 1be componition of claim

w L
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(54) Tike: ORAL FPHARMACEUTICAL DOSAGE FORMS COMPRISING A PROTON PUMP INHIBITOR AND A NSAID

(57) Abstract

An orsl pharmaceutical dosage form comprising sn acid
susceptible prowon pump inhibitor and ane or mare NSAIDs in a
fired formulation, wherein the proton pump inhibitor is protected
by an enteric costing layer. The fixad formalation is-in the farm
of an enmric coating layered tabiet, & capsule or a multiple unit
_tableted dosage form. The multiple wnit dosmge forms are most
preferred. The new fixed formulation is etpecially usaful in the
trestment of gastroiniestinal side-effecs samsociated with NSAID
meatment.
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CLAIMS

L. Az oal parmacesical dosage: form comprisiag an acid anceptibie proton puzep
Indibit=y wigihar writh 8 leusy pac Nun Sevwaisl AsvinRiaversmory Drog (NSALD) andt
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PHARMACEUTICAL COMPOQSITIONS AND
METHODS FOR TREATING THE SYMPTOMY OF
OVERINDULGENCE

This ia a continuation of applicstion Ser. No.
GMGJ?A.EIMM 13, 1993, now abandoned, which
is divixion of Ser. Nn.UTIW‘.I?A,ﬁIdApr
29, 1992, now U.S. Pat. No. 5,204,118, which is & con-

tinuation of application Ser. No. 07/30,817, filed Nov. 10

2, 1989, now sbepdoned. All of these applications are
hereby incorporated by reference.
FIELD OF THE INVENTION

Hummhmmmpmﬁmpul-ls

tions for treating the symptoms of overindulgeace
More particnlarly, the invention comprises treating the
symptoms of overindulgence with a combimation of
non-teroidal snti-inflammatory drug or scetimincphen

amd & histamine recegtar blocker and/ar & proton pump 20

nlribi fioa.
BACKGROUND OF THE INVENTION
(bereinafiar

anti-inflammatory drugs
referred to as “NSAIDXS)") and acetsminophen (here- 15

inafter referred to as “APAP") are known to be affec-
tive analgesics for the trestment of mild to moderate
pain. Histamine receptor blockers (referred to peneri-
cally herein a5 Hy or Hz blocken) are effective inhibi-

sengitived visceral afferent nerves which sccompany

mwwmmmym:mpmhh
fw&cmof:bdm:mldnmdanwhnhn—

mwmmmﬁelmbu S.H,
and V. P. Dimoso, Jr., "Dmofr.he(.‘mmuuml
Tract”, The Biology of Alcoholiow, Vol 3, Clinical Pa-
thnlc;y. Plenum Press, N.Y., p 339-357, 1974).

Hearthumn or pyrosis is fequently sssociated with
overindulgence and ia the result of reflux of scidic gas-
mmmthelowunphplftzlhrpmal
or excemive alcohol imake. Heartbum is described as a
sensarion of warmth of borping located substernally or
high in the epigastrum with occasional radiation into
the peck and occasionally to the arms.

Treatment of the gastric mucosal irritation and heart-
bmmtdmﬂ:wmdulmduemlhoholhn
traditionally been directed toward reducing gastric
acidity with various aral sntacids. Recent introduction
of Hj receptor blocking agents has added mnother di-
mension 10 the treatment regimen and has only lately
been consideved ag » routine therapy for gestric mucosal

tors of gestric acid production. Proton pump inhibitars 30 irritgion due to 8 variety of canses. Higtamine is known

have been recently introduced as effective gestric acid
inhibitora.
Th.uympmdonﬁnduwdmmmuiveor
inappropriate intake of food and/or alcobolic

beverage
are well known and inchrde hesdache as well as indiges- 33

tion, upper abdominal discomlrt, bloating, heartburn
or pyrosis These lanter symptoms collectively are
sometines referred to a8 2cld indigestion or sour stom-
ach. Indigestion has been varfomly described and will

following symptomsy: abdominal psin and/or pressure,
heartburn, 2 semse of abdominal follness or blosting,
excesyive belching or flatnlence and 2 vague feeling that

h-upwddMy(SuFmdm

digestion
L. S, and K ). Imselhacher, “Indigestion”, Harrison's 45

Principles of Internal Medicins, llt.hEdmm.MGGrlw
Hil] Book Company, N.Y., p 171-174, 1986).

The pathophysiology of indigestion it geerally be-
lieved to be reiated to incressed intralumvinal acidity.

The effects of alcohal and/or food on the gastrointesti- 50

nal tract are influenced by a aumber of factars, inclnd-
m;nhnmnlmnf:hpﬂm.ﬂ:cmunﬂw
of food concurrenily ingested, the individual subject’s
toleraace for aleahol snd the presence or abseace of

disease. Gastricc secretions stimnlared by alcahol are 53

rich in scid and normal in pepsin content. Stiralation of
the sairal mucom by aicaohol also leads to increased
geatxic secreticn. Histamine hes also been shown to be
released in response to the alcohol-gastrin nter-rela-

o mimulate the relesse of gastric acid. Evidence is
available that blocking the hisamine gustric response i
possible with agents which selectively block the H,
receptor. Similarly, corabinations of Hj and Hj receptor
hlncking agents have been shown to have a synergistic
effect on pratecting the gastric mucosa. An sppropriate
treatment of heartbumn or pyrosis eould encompass a
mpodﬂmminiunmmmblmﬁngm;:.

" an Hj receptor blocking agent or a combination of
be defined herein as encompassing one cr more of the 40

two deptading upoo the desired result or severity of the
condition.

Headache due 1o excessive food ar aleahol ingestion
s a much more obscure subject. While the eticlogy of
the comman hesdache dus to overindulgence may be
related to the essential qils, membolic by-products ¢f
cthyl slcobol metabolism or ozmotic cheages induced
by the anhydrons nature of the alcobal itaelf, specific
details of the mechapiern are difficnit to determine,
Should etiologies and mechanisms of headache prodac-
tion be more precisaly known, therapy can be more
specifically oviented Meanwhile, orestment has been
direcied at svoidance and sympiomatic therapy with
amigesic campositions, eg. aspirin ar APAP (See
Adars, B D.and J. B. erun.“Hudn:be" Harrizon's
Principles of Intarnal Medicine. 11th Edition, McGraw
Hill Bock Company, N.Y., p 26-33, 1986).

The treatment of the symptoms of overinduigence
often requires the co-administration of an anaigesic to
relieve tha hesdwehe along with an agent to reduce

tionship. (See Glam, G. B. J, B. L. Siomisny and A.-§0 gestric acidity which i generally believad to cause the

Siomisny, “Biochemical and Pathological
muoftheGngnumﬂTnﬂfonmgm

and Chroaic of Ethenol”, Bischemistry and
Pharmacology of Ethanol, Vol 1, Plenom Press, N.Y., p
551-386, 1979.)

Alcohol in concentrations of about 10% in the stom-
ach resnlts in an acid rich secretion. Alcohiolic drinks of

Mumun[ndmmmm;hthe
1

indigestion and heaxtbarn. For exxmple, effervescent
products comprising apiria or APAP combined with
an anmacid sach 33 sodivm or calcinm carbonates have
been commercially availahle o3 treatments for the symp-

&5 oo of overindulgeace,

The concept of combining an sgenat to reduce or
mhibit the production af gestric acid with an snalgesic
in a single composition has, however, herewofore been
* ’
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overiooked s1 2 method of treating overindulgeacs.
Such a combinstion would be a significant advance and
meet a long felt need for treating the symptoms of over-
indolgence, permitting a single composition 10 more
effectively treat all the symptoms concurrently.
SUMMARY OF THE INVENTION,

5

Theforegmn;objectoﬁnlﬁlhngllon]feltnudfor .

pharmaceutical compositions which can relieve the
symptoms of overindulgence defined herein ay head-
ache and acid mdigestion has now been accomplished in
lccnrdmeewi:hlheeompoilinn.ludme:hnd:onhe
present invention.
lnlncordneem:hﬂlepu:puﬁoflhemvnmu
embodied and fully described herein, the invention
caomprises pharmaceurical compositions and methods
for treating the symptoms of overindulgence compris-
ing an analgesic effective smount of an NSAID or
APAP and s gastric acid inhibiting effective amouat af

an H; or H; blocker, or & proton pump inhibitor or a 20

combination thereof,

In preferred embodiments the NSAID is aclected

from the group consisting of propicuic acid desivatives

incloding ibuprofen, feaoprofen, nsproxen and keto-

profen; fensmic acid derivatives, incloding meclofens-

mace nnd mefenamic acid; oxicams, including pirox-
indomethacin,

thereof. Ihpmfﬂndﬂmrﬂzupml:npmpuﬁbl
tors are sclected from the group consisting of the Hy
receptor blocking drugs cimetidine, ranitidine and
famptidine: the proton pump inhibitor drug omeprazole;
and the H) receptor blocking drugs, from the group
ethapolamines including diphenhydramine, dimenhy-

drinate, a:hnomfmr.hegmupuhylmdwls
the

nm. meclizme, from the group phenathisrines, mchod-

ing promethazine. In more preferred embodiments the 40

APAPor:h:pmfmmudmmbummm:h
cimetidime.

As embadied snd broadly described herein, the in-
vention further comprises & method for tresting the

symptoomg of averinduigence comprising administering 45

a combination pharmacentical composition to a patient
comprising an analgesic effective smount of APAP or
an. NSAID and a gastric acid inhibiting effective
amount of an Hj or H blocker, orampumpmh:'h—

"* tor or a combimation thereof as is described sbove.

DETAILED DESCRIPTION OF PREFERRED
EMBODIMENTS OF THE INVENTION

Reference will now be made in dewdl to preferred
embodiments of the invention, examples of which are
lustrated in the following examples section.

To achieve the cbject of the invention of providing a
pharmaceutical composition for treating the symptoms
" of overindulgence an analgesic effactive amionnt of
APAP or mn NSAID is combined with a gmtric acid
inhibiring effective amount of an Hj or Hj blocker or a
proton pump inhibitor or a combination thereof.

The treatment of overindulgence with the combina-
tions of the invention which combine gastric acid mhib-

iting amauats of H; or Hj blocker or a prowm pump &

_ inhihitor or a combination thereof with such NSAIDs is
directed to the symptomaric relief of the complaints of

4
an sgent which would treat the headache, sbdominal
diascomfort and reduce che incraluminal getric scidity.
Since no single agent has been found 10 be capable of
treating the multiple symptoms of overindulgeace, a
comporzition such as is described in this invenrion is
recommended.

APAP, leLhﬂ“dmlﬂﬂ)‘Wﬂllﬂll.ﬁl:lﬂd
antipyretic, produces ansigesis by elevating the pain
threahold APAP is indicered a5 an analgesic for both
acute and, chronic pxin cobditions, including arthritic
and rheumatic conditions involving musculoskelel
pain, headache, dysmenarrhen, myelgias and neuralgias,
APAP is gn extremely safe analgesic, rarely producing
side-effects and is especially well wlerated by aspirin-
sensitive patients. (Seegers, A. J. M., L. P. Jager, and I.
Van Noordwijk, “Effects of Phenacetin Parcetamal and
Caffeine on the Erpsive Activity of Acetylsalicylic
Acid in the Rat Stomech: Dose-Response Rciation-
ships, Time Course of Erosion Development and Ef-
fecss of Acid Secretion™, J Pharmacol 31:840-348,

'lﬂQ).thdmwnlhﬂAPAPduunthpuic

erosive activity of a strongly ulcerogenic NIAID.
{Stern, A. L, D. L. Hogan, L. H. Kahn, and J. 1. Isen-
berg, “Protective Effect of Acetaminophen Agsinm
Aspirin—and Ethsno}-Indoced Damage to the Human
Gastric Mucosa™, Gaszroenterology, 36:T28-733, 1984),
have additinnally shown that a single dose of APAP
pmmnnmﬁmtmdmtﬁ:mwdnm-
age caused by both and alcohol. Further, APAP
is particolarly well suited s an analgesic in petients
with hemostatic disturbances sy well as in patiens with
npper gastrointestinal disorders including ulcers, gastri-

Aspirin and other NSAIDs are commonly used for
the treamment of pain and inflammation of a variety of
etiologies. The mechanism of action of this class of
drugs is by inhibition of ths enzyme of prostaglandin
synthetase, both centrally and peripheraily. The periph-
eral prostaglandin synthetase inhibiting activity of aspi-
rin and other NSAID is respanyible for the anti-inflam-
mamry and analgesic activity as well as for many of the
mwdade-:ﬁ'mof:huednp;hpmulpemﬁﬂlly
excluded (rom this invendon since aspiria, by itself,
canses severe mflammation of the gastric mucass, in the
presence of alcobol, this effect of aspirin is enhonced.
Similarly, prolongation of bieeding time mduced by
aspirin, i enhmnced in the presence of alcohol (See
Doykin, D, P. Janson snd L. McMahon, “Ethanol
Polentiation of Aspiris-Indoced Prolongasion of the
Bleeding Time”, New England Journal of Medicine,
306:852-854, 1982). For these reasons papirin @ oot a
rational choice either slone or in combination with
other compositions for treating scid indigesrion in gen-
eral znd 25 it relates to overinduigence. While other
NSAIDs can by thenmeives lead to incressed stomach
upset, this effect & not 22 severe as with mapirin, and
they sre thus usefu] in tresting the symproms of overin-
dulgecce in accordance with the combination compaosi-
tion of the invention.

The presence of gastrin, acetylcholine and histamine
in the somach interacting with the histamine receptor
an the parietal cell results in the increased secresion of
hydrochlaric acid. The activity of gastrin and scetyl-
chaoline are believed to be influenced by histmine Ioghi-
hitiem of the bistamine receptor prevents the attachment
of histamine to the parietal cell and subsequentdy inhib-
12 acid secretion. Omepmzole, 3 pratou pump inhibitor,

L
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. hisiamine H; receptor sits blockers comprise soother

5,417,980 -
5 6
irreversibly inhiblss the enzyme responsible for acid
production. ! ] overindulgence
The hisamine recepiors sre differentimted by the  conducted involving lsborstory animals.
class of imhibiwor so that whilc the acid scoreting hista- Other ingredients both active and insctive can be
mine receptor is called an Hy receptor with the inhibi- 3 added to the cambinatica pharmaccutical compositious
tors of this site being called the Hj receptor blocker, the  of the invention. Far example, flavoring compositions
desirabl

clasa of antihistamine drugs. The combination of H) and mfmm F\mh:-y Mmﬂmﬁﬂm I:hmb.l:mlnd hqrdmmm
Hj blockess can synergisically protect the gastraintesti- o4 and/or anticholinergic compositions may be
nﬂ“ﬂmm‘m“dmymmm 10 added 10 the compositions of the invention to reduce
;pmhuot:'-wnmllonbl related overin- 4 \ieve gastrointestinal distress, which may be asso-
“lm'rhem of the . aball prefer- mmmwmdm&iﬁ::%

ocarsin bination following eamposi attapilgite,
ﬁenr thnr‘p?:muuncgy&;pm salty either 15 Sipbenozylate HCL W‘Whﬂ- caicium polycarbo-

several NSAIDs from the mu“ofwuplm acid lﬂlhmﬂhmu.ﬁumplﬂofmmﬂdumdm
derivatives including ibuprofen (the term fbuprofen is mwaqmnd.uumm
munltomdndendminumouoﬂmh:hew
pms-eunmmuwhmhntheudp:mbmd‘

ibuprofen) fram 200 to 400 mg per dose; aaproxen from The invention will now be illustrared by exsmples,
200 to 500 mg per dose; fenoprofen from 20010 600 mg ~ The emmples are not inteaded to be limiting of the
per doses kemprofen from 30 to 300 mg per dose, me- mpedmepru:ntmmmbmmdmemum
clofezamare from 50 ta 400 mg per dose, mefenamic 25 with the detxiled and general deseription shove, pro-
acid from 250 to 300 mg per dose; piraxicam from 10t vide further understanding of the present invention and
20 mg per dos; indomethacin from 25 to 200 mg per  an owtline of a process for preparing the compositions of
dose, sulindac from 150 w0 400 mg per dose, tolmetin the inventon. Exsmple 1-10 disclose variowm formuls-
from 200 o 1200 mg per dose; in combination with the tioms for preparing tahlets ar caplets in accordance with
Hj receptar blocking drags incloding cimetidine from 30 the invention. Various conveatiomal techniques for pre-
150 to 800 mg per dose; ranitidine from 50t 0 mg per paring medicxment tablets or caplats can be emmployed
dose; famoridine from 5 to 40 mg per dose; or in combi- a8 would be known to those ekilled in the ast as is dis-
naton with the proton pump mhibitor drags including  closed for example by Remington's Pharmaceurical Se-
omeprazole from 60 to 500 mg per dose; and/or an Hi  encwy Mack Publishing Co., Chapter 90, “Oral Soiid
receprar blocking drug from the groap ethanolamines 35 Dosage Forms”, pp. 1603-1632 (1985). The disclomure
including diphenhydramine 25 to 200 mg per dose; dmn:ﬂumuhuabymponuhmbyn&r-

are noe available, studies will oot be

Sinee appropriate animal midels for the evaluntioogl .

mmmmwwﬂupﬁdﬂqmm ence.

agti-inflanmatory
mine and/or Hz histamine receptor blocking drugs are
mdﬁuﬂm

- n::;ﬂlmﬁm 3 (ﬁ;mzsm :
300 mg per dose; i 23 1o 100 mg per 40
T sl iy . e ey ot
D i ctating bytiuyaae o 35 10 100 mg L0 08 of cimetidins; nd
perazines yzine mg ;
;mm“m”mm"wm b other suxiliary ageats and coloring agents.
:heﬁmlm@n_'pudmgndfrmlhmpq_s Example 2
nphﬂmspadm'. inchuding promethmzine from 12.5 1o 50 A ublet consisting of:
duhduaudmynrydqmdmsmthupmd m§g of € pr
weight of the patient a6 would be known by those 50 Otbulwnlurquu. coloring agents.
skilled in the arns. Further, if a combina- Exsmple 3
tion of, for example an Hj and H; blocker is used, the A sating of
domage for eack may be reduced. "H"mi"""ﬁ ‘ -
-  hasa dllu:hrmgfgmgho“h' igml:ffmudmgnd
mvention in bomsns, patients symp- 35 .
toms of overindulgence which will inciude any of the otber anxiliary sgents and coloring agents.
constellation of signs of indigestion, epper shdominal Example 4
bloating, heartbormn or pyrotis and headache .
can be administered acetaminopben or a non-stercidal A ublet consisting af:
" anti-ioflammatory drog with and without histemine 60 200 mg of ibuprofen;
rmpmrbhchulailudlorlhhhchnsllﬂll)-'fo 30 mg of ranitidipe; and .
determire efficacy, patients are asked w subjectively other auxiliary agents and coloring agents.
estimate ooset of relief, duration of rellef and tme to Example 5
maximum relief, Appropriate stasistical methods are .
udwdnwth:mlhelmp.wphcris A tzblet consisting of:
. non-steroidal apenis with H hista- mnsdm

0
2%

A
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SOmloI'muquud

other suxilinry agents and coloring agents.
Example 7

A wblet consisting oft

500 mg of acexaminophen;

lmmgzxphuhydnmmqmd

25 mg of

ather auxilinry agents and coloring agents.
Example 8

A, tablet consisting of:

200 mg of ibuprofen;

150 mg of cimesidine;

25 mg of diphenhydramine; and

otker suxiliary sgents and coioring agenta.

. Example 9
A tablet consisting of:
500 mg of scetaminophen;

25 mg of diphenhydramine; and
u:h:!nun'liuy agents and coloring agents.
Example 10

A tablet consisting of:
200 mg of ibuprafen;

60 mg omepeazole; and

other auxiliary agents and coloring sgents.
Example 13

A tablet consisting of:

500 mg scetaminophen;

60 mg omcprazole;

umgdlphenhydnmnqmd

other ausilisry agents and coloring agents.

Example 14 *

A tablet congisting oft
gm;ibupm&n:

cation is hereby incorparated heren by reference.

25

8
Mel.llnd of Treating P-lli:ntl for' the Symptoms of Over-

Apll.lenl uhhm'lhesympmmsormﬂ'em; from
the symptoms of overindulgence is teated by the oral
edmimistration of one tablet of the pharmaceutical com-
position in accordance with any of Examples 1-10.

The scope of the present invention & not limited by
the description, examples and suggesied uses herein and
modifications can be made withont deperting from the
spirit of the invention. For example, the pharmaceutical
compositiond of the mvention may be provided in a
sustained relesse formulation for prolonged and/or
mghume teaument of the symptom of ovesindulgence.
Application of the compositions and methods of the
present invention for medical and pharmaceutical uses
can be accomplished by any clinical, medical and phar-
maceutical methods and techniques as are preseatly or
prospectively known to those skilled in the art. Thus it
B intended thar the presently claimed invention cover
the madifications and variations of this invention pro-
vided, that they come within the scope of the sppended
claims and their equivalents.

What is claimed is:

1. A pharmaceutical compasition for treating the
symptions of overindulgence doe to the excessive or
ineppropritare ntake of food and/or alcokolic bever-
ngucummgmmonlublﬂoruphtdongefom
uhmpeunelnyeﬂecnvemmtofannnlplcandn
ganric acid i zmonnt of a proton
pump inhibitor whersin the therapeutimally effective
amount of the analgesic is selected from the group coo-
sisting of acetaminophen from 300 to 1000 myg per dose,
ibuprofen from 200 wo 400 mg per dose, naprozen from
200 to 500 mg per dose, fenoprofen from 200 wo 500 mg
per dose, ketoprofen from 50 to 300 mg per dose, me-
clofensmate from 350 to 400 mg per dose, mefenamic
ecid from 250 w 500 my per dose, piraxicam from 10 to
10 mg per dose, indomethacin from 25 to 200 mg per
dme.mlmdacfmmlsotnmupudue.mlmem
from 200 to 1200 mg per dose and their pharmaceurd-
cally acceptable salts; in combination with an effective
amouant of the proton pump inhibitor omepmrole of
from 60 to 500 mg per dose.

2 A pharmaceurical compasition in sccordance with
claim 1 comprisiog & combination of ibuprofen aad
omeprazole.

3. A pharmaceurical composition in accordance with

claim 1 comprising a racemic mixture of R- and S-ibu-
profen, substantially pure S-buprofen or naproxen and
omeprazole. .
5. A pharmacentical composition in accgrdance with
claim 1 wherein additionaily there is present a therapen-
tically effective amounat of an Hy on Ha receptor blocker
selected from the group contiming of cimetidine from
150 ta 800 mg per dose, raflitidine from 50 to 300 mg per
dose, femotidime from 5 to 40 mg per dote, diphenhy-
dramize 25 ta 200 mg per dose, dimenhydringte from 30
to 400 mg per dose, carbinozamine from 4 to § mg per
dose, tripcleanamine from 23 to 300 mg per dose, pyrils-
wine from 25 to 100 mg per dose, chorpheniamine
from 2 to 24 mg per dose._hydraxyzine from 25 to 100
mg per dose, cyclizine from 50 10 300 mg per dose,
mechizrine from $ to 400 mg per dose and prometharine
from 113 1o 50 mg per dose.
G.Aphummnalmpﬂnmmlmcemzh

chmlmmephmmndumchwﬁledu-
age form.
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SUPERINTENDENTE DE INDUSTRIA Y COMERCIO.
E. S. D. !

Ref. PODER ESPECIAL - PRESENTACION DE OPOSICION

EXPEDIENTE: 02-079-431
TITULO SOLICITADO: “Nuevo sistema autoemulsificante para
liberacion de medicamento™
SOLICITANTE: AstraZeneca AB ;
APODERADO: JOSE yno LLOREDA

DIANA LUCIA GUARIN LONDONO, mayor de edad e identificada como aparece al

pie de [a firma, actuando en nombre y representacién legal de LABORATORIOS+»
LEGRAND S.A, sociedad comercial, organizada y existente conforme a las leyes
colombianas, con domicilio y sede principal en Bogota, segiin consta en el certificado de
existencia y representacién legal que se anexa, debidamente facultada para actuar, por
medio del presente escrito confiero poder especial, amplio y suficiente al Dr. JOSE LUIS
REYES VILLAMIZAR, maypr de edad y vecino de Bogotd, identificado como aparece al

pie de su firma, abogado de la T.P. 44655 del C. S. de 1a J., para que en nombre
de la sociedad que represento presente oposicién contra la solicitud de patente de
invencién indicada en la referencia.

En ejercicio de su encargo, mi apoderado queda ampliamente facultado para realizar todas
las gestiones inherentes y necesarias para la oportuna atencién de los intereses de la
empresa que represento, y queda investido de las facultades mencionadas en el articulo 70
del CP.C, en especial para recibir, desistir, conciliar, transigir, sustituir, reasumir,
presentar recursos, asi como para realizar todas las demis actuaciones administrativas y
judiciales relacionadas con el trimite en cuestion.

Sefior Superintendente,

DIANA LUCIA GUARIN LONDORO
C.C. 41.747.129 de Bogoth

>

JOSE LUIS REYES VILLAMIZAR
C.C. 79.152.473 de Usaquén
T.P. 44655 del C.S.).
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL o INSCRIPCION DE
DOCUMENTOS .
LA CAMARA DE EOMERCIO DE BOGOTA, CON FUNDAM &
E INSCRIPCIONES DEL REGISTRO MEchﬁ;iﬁk,/ ;

CERTIFIC
NOMBRE : LABORATORIOS LEGRAND S A
N.I.T. : 08605316022 '
DOMICILIO : BOGOTA D.C.

CERTIFICA :
MATRICULA NO. 00263786

CERTIFICA :
CONSTITUCION: E.P. NO. 1733 NOTARIA 10 DE BOGOT EL 29 CE MAYO -
DE 1.986 INSCRITA EL 3 DE JUNIO DE 1.586 BAJO EfA NO. 191306 DEL -
LIBRO IX, SE CONSTITUYO LA SOCIEDAD COMERCIAL OMINADA: " LABORA -
TORIOS LEGRAND S.A."

CERTIFICA :
REFORMAS : _
ESCRITURAS NO. FECHA NOTARIA INSCRIPCION
8s 14-I- 1.988 10 BOGOTA = 17-II-1.988 NO. 228.974
420 ©11-II-1.988 10 BOGOTA  17-II-1.988 NO. 228.374
2.293 5-VII-1.988 10 BOGOTA 6- X-1.988 NO. 247.430
1.586 28-V -1.993 10 STFE BTA 8-VII-1.993 NO. 411.794
CERTIFICA :

VIGENCIA: QUE LA SOCIEDAD NO SE HALLA DISUELTA. DURACION HASTA EL
29 DE MAYO DE 2085
CERTIFICA :

OBJETO SOCIAL: FABRICAR IMPORTAR, EXPORTAR, COMPRAR, VENDER, DIS
TRIBUIR Y REPRESENTAR PREPARACIONES FARMACEUTICAS, MEDICAS, QUIMI
CAS, PLASTICAS, BIOLOGICAS, INSECTICIDAS, HERBICIDAS, PRODUCTOS -
VETERINARIOS, PRODUCTOS DE CONTENIDO ALIMENTICIO, COSMETICOS, DRO
GAS MEDICINALES, ANTIBIOTICOS,  UNGUENTOS, LINIMENTOS, SUEROS, VA-
CUNAS, DULCES Y PRODUCTOS AZUCARADQOS, PRODUCTO MATERNO-INFANTILES
APARATOS DE CIRUGIA, PRODUCTOS MEDICOS Y EQUIPQOS PARA HOSPITALES
Y LA INVESTIGACION DE TODO LO CONEXO CON LO ANTERIORMEN-
TE EXPUESTO. PODRA IGUALMENTE COMPRAR , VENDER , DISTRIBUIR,
REPRESENTAR , IMPORTAR Y EXPORTAR TODAS LAS MAQU INARIAS Y
EQUIPOS DESTINADOS A LA PREPARACICN'EN CUAIQULERA DE SUS FASES DE
L.OS PRODUCTOS ANTES ENUMERADOS Y REPRESENTAR FIRMAS NACIONALES O
EXTRANJERAS DENTRO DE ESTE CAMPO. EN DESARROLLO DE SU OBJETO SO--
CIAL LA SOCIEDAD PODRA HACER TODA CLASE DE OPERACIONES CIVILES Y
COMERCIALES SOBRE BIENES MUEBLES O INMUEBLES Y CONSTITUIR TODO TI
PO DE GRAVAMENES SOBRE ELLOS; CELEBRAR TODA CLASE DE CONTRATOS -
CON PERSONAS - JURIDICAS O NATURALES; EFECTUAR OPERACIONES DE CAM--
BIO, MUTUO, PRESTAMOS, REDESCUENTOS, CUENTA CORRIENTE, RECIBIR Y
DAR GARANTIAS PERSONALES O REALES, INCLUIDAS LAS HIPOTECAf, GIRAR
ENDOSAR Y DESCONTAR TODA CLASE DE TITULOS VALORES, ADQUIRIR-Y NE-
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00745676 DEL LIBRO IX , FUE(RON) NOMBRADO(S) :
NOMBRE IDENTIFICACION
PRESIDENTE _

MONTEJO FRANCO EDUARDO €.C. 00017010368
QUE POR ACTA NO. 0000061 DE JUNTA DIRECTIVA ‘DEL 29 DE AGOSTO DE
2001 , INSCRITA EL 29 DE MAYO DE 2002 BAJO EL NUMERO 00829141 DEL
LIBRO IX , FUE(RON). NOMBRADO(S) :

NOMBRE _ IDENTIFICACION
PRIMER SUPLENTE DEL PRESIDENTE

QUIJANO BARRIGA JUAN PABLO . C.C.00079589041

QUE POR ACTA NO. 0000054 DE JUNTA DIRECTIVA DEL 16 DE MARZO DE

1999 , INSCRITA EL 23 DE MARZO DE 1999 BAJO EL NUMERO 00672970
DEL LIBRO IX , FUE(RON) NOMBRADO(S): .
NOMBRE IDENTIFICACION

GUARIN LONDONO DIANA LUCIA C.C.00041747129
CERTIFICA :

FACULTADES DEL REPRESENTANTE LEGAL: A) EJECUTAR LOS ACUERDOS Y RE
SOLUCIONES DE LA ASAMBLEA GENERAL Y LA JUNTA DIRECTIVA. B) EJECU-
TAR Y CELEBRAR TODOS LOS ACTOS Y CONTRATOS NECESARIOS PARA EL CUM
PLIMIENTO DEL OBJETO SOCIAL DE LA EMPRESA, CON LA LIMITACION ESTA
BLECIDA EN EL LITERAL F) DEL ARTICULO 25. C) CONSTITUIR APODERA--
DOS ESPECIALES, BIEN SEA JUDICIALES O EXTRAJUDICIALES. D) DAR Y -
RECIBIR DINERO EN CALIDAD DE MUTUO CON O SIN INTERESES CON LAS LI
MITACIONES SEAALADAS EN EL LITERAL F) DEL ARTICULO 25. E) CELB---
BRAR TODA CLASE DE CONTRATOS Y OPERACIONES CON ENTIDADES BANCA---
RIAS O CREDITICIAS, CON LA LIMITACION ESTABLECIDA EN EL LITERAL -
F) DEL ARTICULO 25. F) HACER.TODA CLASE DE NEGOCIACIONES CON TITU
LO VALORES, TALES COMO OTORGAR, ADQUIRIR, NEGOCIAR, AVALAR, PRO--
TESTAR Y COBRAR, ETC. CON LA LIMITACION ESTABLECIDA EN EL LITERAL
F) DEL ARTICULO 25. G) CUIDAR BE LA RECAUDACIONES E INVERSION DE

LOS FONDOS DE LA EMPRESA. H) PRESENTAR A LA JUNTA DIRECTIVA A SUS
SESIONES ORDINARIAS LOS BALANCES DE PRUEBA QUE DEBA ELABORAR RUTI
NARTAMENTE Y MANTENERLA INFORMADA DE LOS NEGOCIOS SOCIALES. I) VE
LAR PORQUE TODOS LOS EMPLEADOS DE LA SOCIEDAD CUMPLAN ESTRICTAMEN
TE SUS DEBERES Y AVISAR A LA JUNTA DIRECTIVA SOBRE LAS FALTAS GRA
VES QUE.OCURRAN EN ESE PARTICULAR. J) CREAR LOS EMPLECS QUE JUZ- -
GUE- NECESARIOS PARA EL FUNCIONAMIENTO DE LA SOCIEDAD Y SEfALAR A

LOS EMPLEADOS SUS FUNCIONES Y ATRIBUCIONES. K) NOMBRAR Y REMOVER

A TODOS LOS- EMPLEADOS DE LA SOCIEDAD, SALVO EL CASO DE EMPLEADOS
DIRECTIVOS QUE A SU VEZ SEAN SOCIOS DE LA SOCIEDAD CASO EN EL ---
CUAL REQUERIRA APROBACION DE LA JUNIA DIRECTIVA. L) ENAJENAR, AD-
QUIRIR O GRAVAR BIENES MUEBLES O INMUEBLES PARA EL CUMPLIMIENTO -
DEL OBJETO SOCIAL, CON LA LIMITACION ESTABLECIDA EN EL LITERAL F)
DEL ARTICULO 25. M) DAR Y RECIBIR BIENES MUEBLES E INMUEBLES EN -
CALIDAD DE ARRENDAMIENTO. N) "OBTENER CREDITOS Y SUSCRIBIR LAS GA-
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EL SECRETARIO DE LA CAMARA DE COMERCIO,
VALOR : § 2,300.00

DE CONFORMIDAD CON EL DECRETO 2150 DE 1995 Y LA AUTORIZACION
IMPARTIDA POR LA SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO,
MEDIANTE EL OFICIQO DEL 18 DE NOVIEMBRE DE 1996, LA FIRMA MECANICA
QUE APARECE A CONTINUACION TIENE PLENA VALIDEZ PARA TODOS LOS
EFECTOS LEGALES. .
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Btk CONSIGNACION ¥igt

JEPOSITANTE TIPC P60 BAKCD CUENTA Ho. PABD FECHA P80 Vr. PAG0
olUAN PABLD REYES CONSIGNACION  BANCG POPULAR  050-00110-4 53508 29/11/72003 32,000.00
JUAH PABLE REVES CONSIGNACION  DBANCO POPULAR  05Q-00110-6 16328184 20/11/2003 54,000.00
JUAR PABLO REYES CORSIGMACTON  BAHCO POPULAR  050-00110-4 16388385  25/11/2003 272,000.00
JUAR PABLD REYES CONGIENACICN  BANCO POPULAR  050-001.10-b 16308386  25/11/2003 334, 000.00
M CONEEPRPTDOD NN

CANT. RERTISTICO BEEPTB TOTAL CONCEPTO
1 50003-01-04 PRESEMTACION DE OBSERVACIDNES ’/12 MARCAS Y LEMAG COMERCIALES 212,000.00
TOTAL : $ 212,000.00

SON:  DOSCIENTOS DOCE MIL PESOS

RESPONSABLE :

A

RECIBQ LE CAJR APLICADD AL EXPEDIENTE Na.
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DEPCSITARTE TIPD PAGO BANCO CUENTA No. PABD FECHA PGD Ur. PAGD
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ouRN PABLOD REVES CONSIBNACION  BANCD POPULAR  050-00110-4 053506 2571172003 32,000.00
JURH PABLD REYES CONGIGNACION  BANCO POPULAR  050-00110-4 16338384 2571172003 54,000,00
JUAR PABLO REYES CINSIENMACICN  DANCO POPULAR  ©50-00110-6 1438305  25/11/200% 272,000.00
vURH PRBLC REYES CONSIGNACION  BANCO POPULAR  OU30-0CLE0-4 16300386  25/11/72003 344,000.00
Bustt C O N C E P T O fHit
CAMT. RENTISTICO CONCEPTO TOTAL COKCEPTD
1 30005-01-08 PRORROGA DE TERMINOS 31 PRORROGA OE TERMINGS 60,000{
TOTAL : £0,€00.00

RESPONSABLE :

SESENTA MIL PESOS

RECIBO DE CAJA APLICADG AL EXPEDIENTE Na.




