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‘ IDENTIFICACION
REPRESENTANTE |Nombre: José Luis Reyes Villamizar E‘J D
O APODERADO Direccion: Cra, 17 No. 88-23, Of. 205 C.C. NIT |
' Teléfono:. (1) 621.26.31
(74) E-mail.  info@reyes-abogados.co C.E D Otro D
Fax: (1) 621.25.42 Numero: 79°152.473 de Usaquén
Domicilio: Bogota, D.C. TP 44655

FUNDAMENTOS DE LA OPOSICION:

Causg_: Incumplimiento de requisitos de patentabilidad (Titulo Il, Capitulo |, Decisién 486 de 2000). Se violan los
articulos 14, (las paténtes de invencion deben ser nuevas, tener nivel inventivo y ser suceptibles de aplicacion industrial), y 18
(una invencion tiene nivel inventivo si o es obvia para una persona versada en la materia) ). Articulo 30 (Reivindicaciones) y
articulo 42 (oposiciones) de la Decision 486 de la Comision de la Comunidad Andina.

Justificacion: Ver Anexo







3

%{EYES & REYES

132

G

Seior
SUPERINTENDENTE DE INDUSTRIA Y COMERCIO

E. S. D.

REF: Expediente 07-032-749

TITULO SOLICITADO: FORMA FARMACEUTICA DE IBUPROFENO DE

LIBERACION MODIFICADA.

PUBLICACION: Gaceta 594 de 31 de Julio de 2008, N° de publicacion
611.

PRIORIDAD: US 60/614.932 de 30/09/2004

SOLICITANTE: SCOLR PHARMA, INC.

APODERADO: LAURA MICHELSEN NINO

TRAMITE: PRESENTWN"DE OPOSICION

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titutar de la tarjeta profesional niimero 44655
del Consejo Superior de la Judicatyra, obrando en calidad de apoderado de la
sociedad TECNOQUIMICAS S.A., én ejercicio de lo dispuesto por el articulo 42 de
la Decisiéon 486 de 2000, muy respetuosamente me permito formular la siguiente

I PETICION

Sirvase negar el beneficio patentario a la solicitud contenida en el expediente 0/
032-749, por no cumplir con lo dispuesto por los articulos 14, 18 y 20 literal d) de
la Decision 486 de 2000, con base en los fundamentos que se expondran a

continuacion.

Carrera 17 No. 88-23 Of. 205 Tels.: +57 1 655 7795, +57 1 621 2631, Fax: +57 1 621 2542
info@reyes-abogados.com - www.reyes-abogados.com - Bogota, Colombia.
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. LEGITIMO INTERI":'S/

Asiste a TECNOQUIMICAS S.A/egitimo interés para presentar esta oposicion,
pues la eventual concesién de la solicitud restringiria injustificadamente el empleo
de ciertas sustancias, derivados y procesos que a nuestro juicio carecen de nivel
inventivo, en detrimento de sus legitimos intereses comerciales. De igual-manera
mis clientes estan interesados;” por su misma ~condicion de/ir;dustrias
farmacéuticas, en evitar la conCesion de privilegios de patente que incumplan los
requisitos materiales de patentabilidad establecidos en las normas vigentes, y que

supongan un riesgo para la libre competencia.

iil. FUNDAMENTOS DE LA OPOSICION

La solicitud en curso que se refiere a una forma farmacéutica soélida
(tableta/comprimido) para la administracién oral modificada de ibuprofeno que
comprende un polimero hidrofilico, de 300 a 800 mg de ibuprofeno uniformemente
dispersos en dicho polimero, una sal alcalina, croscarmelosa, y un aditivo que
puede ser celulosa microcristalina, silice, estereato de magnesio, acido estearico,
lactosa, almidén pregetalinizado, fosfato dicalcico, un aminoacido o combinacién
del los mismos; carece por completo de los requisitos fundamentales para
otorgarsele el privilegio de patente de invencion, tal y como lo demuestran los
siguientes argumentos:

3.1. En el estado de la técnica se encuentran documenios que describen
formulaciones soélidas de administracion oral con liberacién modificada de
Ibuprofeno con algunas de las caracteristicas que se reivindican en la
solicitud colombiana en tramite. Es el caso por ejemplo de la publicacién
internacional WO 03/063825 (publicada el 07 de Agosto de 2003) en cuyo
capitulo reivindicatorio se hace mencién al uso de agentes alcalinos,
hidroxipropilmetilcelulosa y polimeros hidrosolubles dentro de la formulacion;
en la patente americana US 4,877,620 (publicada el 31 de Octubre de 1989)
por ejemplo se hace mencion de la inclusion de aminoacidos; y por su parte
la publicacién internacional WO 88/08299 (publicada el 03 de Noviembre de
1988) incluye excipientes como croscarmelosa, estereato de magnesio, acido
estearico, dioxido de silicio (Silice), celulosa microcristalina y almidon
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pregetalinizado, también, en formulaciones de liberacion modificada de

ibuprofeno.

Finaimente la patente Europea EP 0297866 publicada el 04 de Enero de
1987 y titulada “THERAPEUTIC AGENTS” revela:

1. A sustained release pharmaceutical composition which comprises granules comprising a
homogeneous mixture of ibuprofen an
vet & pH range from 101675, the polymeric matetial being present
ght, based on the weight of the ibuprofen.
ical composition according to claim 1 in which the polymeric material is present in an
5 by weight, based on the weight of the ibuprofen.

3. A phannaceuncal composition accordmg o claim 1 or claim 2 in which the polymeric material
_ _calls -y mer.of dimethylaminoethyl methylacrylate and methacrylic acid ester

/ ibuprofen.

8. A pro
pharmaceutically acceptable polymeric material operable to provide a slow release of the ibuprofen over
the pH range 1.0 o 7.5, the polymeric material being present in an amount of 5% to 250/0 by weight, based
on the weight of ibuprofen, which comprises dissolving the ibuprofen and the polymeric material in a
solvent and evaporating the solvent to form granules of coprecipitated ibuprofen and polymeric material.

10.A process according to claim 9 for the production of granules according to any one of claims 110 4.
prises the compression of granules prepared by

-

En este documento se puede evidenciar el uso de un polimero hidrofilico, -
especificamente  hidroxipropilmetilcelulosa de aita viscosidad- en
formulaciones de liberacién sostenida, en donde se dispersa uniformemente
el ibuprofeno y el rango de cantidades en que se encuentra presente dicho
polimero, tal como se revela en la solicitud colombiana en tramite.

3.2. En otro aspecto, existen también documentos donde se revela que a través
de formulaciones farmacéuticas del mismo tipo que las descritas por la
solicitud colombiana en tramite (formulaciones sdlidas tipo tableta de
liberacién modificada de ibuprofeno para administracion oral), se consigue
modificar el tiempo de liberacién de ibuprofeno dentro del mismo rango de
tiempo en que lo consigue la formulacién de dicha solicitud colombiana, o en
algunos casos, mas all4 de dichos rangos. Por ejemplo ia publicacion



A

&

43S

internacional WO 99/12524 (publicada el 18 de Marzo de 1999) revela en su
capitulo reivindicatorio que sus formulaciones sélidas tipo tableta de
liberacién modificada de ibuprofeno para adminisiracién oral consiguen
dentro de 9 horas una liberaciéon del 50-100%, 60-98%, 65-95%, 70-90% o
70-80% de ibuprofeno, lo que coincide con lo expuesto por la formulacion
colombiana en tramite que libera un 20% en las primeras 2 horas, con la
posterior liberacién constante durante 8 horas y en donde al menos el 70%
del ibuprofeno se libera a lo largo de un periodo no superior a 14 horas.

Por su parte la patente europea EP 0313328 (publicada el 26 de Abril de
1989) menciona un periodo de liberacién modificada de ibuprofeno de 12
horas y ademas incluye en la formulacion derivados de celulosa hidroxilados
solubles en agua tal como la hidroxipropilmetilcelulosa.

Finalmente la publicacion internacional WO 98/01117 (publicada el 15 de
Enero de 1998) revela periodos de tiempo de 12 a 16 horas partiendo de 500
a 1000 mg de ibuprofeno, que ademas, es un rango de cantidad incluido o
mencionado dentro del rango de cantidad de ibuprofeno reivindicado por la
solicitud colombiana (300 a 800 mg).

Si se tiene en cuenta que el nivel inventivo se define sobre el problema
técnico a solucionar, en este caso la liberacion sostenida de ibuprofeno, es
evidente que las diferencias técnicas aportadas por lo reivindicado en la
solicitud colombiana en tramite dan una solucion a un problema técnico que
ya habia sido resuelto en el mismo estado de la técnica de manera
apreciablemente similar y/o superior.

En ofras palabras, las formulaciones farmacéuticas de liberaciéon modificada
de ibuprofeno contenidas en el capitulo reivindicatorio de la solicitud
colombiana en tramite carecen de nivel inventivo, primero, por tratarse de
formulaciones cuya composicion, si bien no se encuentra descrita en su
{fotalidad en el estado de la técnica, se pueden encontrar varios de sus
componentes y sus caracteristicas incluidas en formulaciones del mismo tipo
(liberacion modificada de ibuprofeno); y por ultimo, porque busca darle
solucién a un problema ya resuelto en el estado de la técnica de una manera
menos efectiva.
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3.3. Para finalizar, la solicitud colombiana en tramite, especificamente en sus
reivindicaciones 20 a 24 revela un método para mantener una
concentracion media de al menos 6,4 microgramos/ml en plasma de
ibuprofeno en un paciente durante un periodo de tiempo de 2 a 8 horas, lo
cual a la luz de la Decision 486 de la Comunidad Andina de Naciones es
inaceptable, ya que en su aparte d) del articulo 20 del capitulo |, acerca de
los requisitos de patentabilidad, expone explicitamente que no seran
patentables “los méfodos ferapéuticos o quirirgicos para el tratamiento
humano o animal, asi como los métodos de diagnéstico aplicados a los
seres humanos y a los animales”, y si tenemos en cuenta que la solicitud en
tramite lo que reivindica en las reivindicaciones sefialadas es precisamente
un método de tratamiento, queda claramente expuesta la improcedencia
para otorgar el privilegio de patente a esta solicitud.

Asi las cosas, y con fundamento en los argumentos expuestos a lo largo del
presente escrito, respetuosamente reitero la solicitud para que su despacho se
abstenga de conceder el privilegio de patente solicitado, y ordene en
consecuencia el archivo del expediente respectivo.

Iv. FUNDAMENTOS DE DERECHO
Son fundamentos de derecho el Capitulo: I, articulos 14, 18 y 20 literal d) de

(Requisitos de Patentabilidad) y el articulo 42 (Oposiciones) de la Decision 486 de
2000.

V. SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICION

En desarrollo de lo dispuesto por el articulo 42, inciso 2° de la Decision 486,
solicito comedidamente a su Despacho el plazo adicional de sesenta dias para
sustentar la presente oposicion. Para los anteriores efectos, me permito anexar la
constancia de pago correspondiente.



V. PRUEBAS

Ruego que se tengan como tales, sin perjuicio de las que puedan presentarse al
vencimiento de la prorroga solicitada, y de aquellas que el Despacho considere

oficiosamente, las siguientes:

< Portadas y capitulos reivindicatorios de todas las publicaciones mencionadas

en el acapite de Fundamentos de la Oposicion.

Vii. ANEXOS

Para efectos del tramite correspondiente, me permito anexar al presente escrito

los siguientes anexos:

Certificado de existencia y representacion legal de Tecnoquimicas S.A.

Poder para actuar.

Constancia de pago de las tasas de tramitacién de oposicion.

Constancia de pago para sustentar la solicitud de prérroga a que se refiere el
articulo 42, inciso 2° de la Decision 486.

e

o

Copia para correr trasiado al solicitante.
El mencionado en el acapite de pruebas.

VIl. NOTIFICACIONES

El suscrito recibira notificaciones en la secretaria de su Despacho o en mi oficina
localizada en la Carrera 17 No. 88-23, Oficina 205, Fax (1) 621.25.42 de esta
ciudad. Tecnoquimicas S.A., las recibira en la secre{aria de su Despacho o en su
sede localizada en Ia Calle 23 # 7-39, de la ciudad de Cali.

JOSE LUIS REYES VILLAMIZAR
C.C. 79'152.473 de Usaquén
T.P.A. 44,655 del C.S.J.



. | 1S
PCT | WORLD mm:m:mumo%mw ORGANIZATION

lNTERNA’I'IONAL APPLICATION PUBLISI-IED UNDER THE PATENT COOPERATION ’I'REA'IY (PCT) B
(51) Internationsl Patent Mmﬁm 6; (11) International Publkathn Number: " WO 9801117
AG1K 9/20 'A'_l : (43) lm.mtiami rubneam Date: 15 January 1998 (ns.m.ss)
21 Interuational Appm Number: rcrms«mlsssr (81) Dwiwwd States: AL, AM, AT, AU, AZ, BA, BB, BG, ER,
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, 1, GB, GF,
(22) Intervational Filing Date:’ SJuly 199":(03.07-.97) S GH, HU, IL,1S, JP, KB, KG, KP, KR, KZ, LC, LK, LR,
. ’ : wLTLU.LV,m,m,MK'WMWMXNO,NZ,
'PL, PT, RO, RU, 8D, SE, 5G, §I, SK, SL, T3, T™, TR,
{30) Priovity Data: . TT, UA, UG, US, UZ, YN, YU, ZW, ARIPO patent (GH,
60/021,335 8 July 1995 ©8.07.96) KE, LS, mxng 8D, SZ, UG, ZW), Enrasian patent (AM, AZ,

- Us

(71} Applicant (for all desighated States cxeep: Usy EDWARD- 3
MENDELL 0., INC, [USIUS].Z%i Ranezz.mwm o

NY 12563 (Us).

{72) Inventor; and
(75 Invmtomlwlkant {for US only): BAICHWAL. Anand, R.

(14) Agents; DAVIDSON, Chifford, M. et al.; Steinborg, Raskin & |

Pavidson, P.C., 1140 Avenug of the Anmicas. New York,
NY 10036 (US). .

BY, K MB, RU, T3, T™), patent (AT, BE,
CH, DE, DK, ES, Fi, FR, GB, GR, IE, IT, LU, MC, NL,
PT, 8B), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN,
m.,MR,NE.SN.m.TG).

T With international search report.
({?SIUS], 5 Kendell nﬂve. Weppinger Falls, NY 12550 _' -

(59 Tile; SUSTAINED RELEASE MATRIX FOR HIGH-DOSE INSOLUBLE DRUGS

TP 1001y 00t CHAGE

- TINELER

o fX8 e-GRFEH kg ~a--EKA

(57) Abstract

#~ERS ~w—EL6

Stmaimdwmdmngomsofh!ghdmmommedmgsswhasibupmfmmmmtﬂwhmufmmmdmkosed.




b

WO 98/01117 PCT/US97/13331

WHAT IS CLAIMED IS:

1. A sustained release dosage form, comprising from about 500 mg to
about 1000 mg of an insoluble NSAID and an effective amount of a sustained
release carrier, said dosage form releasing providing a dissolution of said NSAID
in-vitro when measured by the USP Type II (Paddle) Method, of from about &
percent by weight of said NSAID released after about 2 hours and a t, after about
12 to about 16 hours.

2. The dosage form of claim 1, wherein said sustained release carrier

comprises xanthan gum and a crosslinking agent.

3. The dosage form of claim 2, wherein said crosslinking agent is a
galactomannan.

4, The dosage form of claim 3, wherein said galactomannan is locust
bean gum.

5. The dosage form of claim 1, further comprising an inert diluent.

6. The dosage form of claim 1, wherein said NSAID is selected from
the group consisting of ibuprofen, calcium fenoprofen, naproxen, etodolac,

mefenamic acid, tolmetin, and mixtures thereof.

7. The dosage form of claim 1, wherein said NSAID is ibuprofen.
8 The dosage form of claim 1, which is in the form of a tablet.
26

SUBSTITUTE SHEET (RULE 26)

199



#

WO 98/01117 PCTAISY7/13331 "S@

9. The dosage form of claim 2, wherein said cross-linking agent
comprises a galactomannan gum, an jonizible gel strength enhancing agent, or a
combination thereof.

10. A sustained release dosage form, comprising from about 500 mg to
about 1000 mg of an insoluble NSAID and an effective amount of a sustained
release carrier, said dosage form releasing providing a dissolution of said NSAID
in-vitro when measured by the USP Type II (Paddle) Method, of from about 20
percent by weight of said ibuprofen released after about 4 hours and a t,, after
about 12 to about 16 hours.

11.  The dosage form of claim 10, wherein said sustained release carrier
comprises xanthan gum and a crosslinking agent.

12.  The dosage form of claim 11, wherein said crosslinking agent is a

galactomannan.

13.  The dosage form of claim 12, wherein said galactomannan is locust
bean gum.

14,  The dosage form of claim 11, further comprising an inert diluent.
15.  The dosage form of claim 10, wherein the said NSAID is selected
from the group consisting of ibuprofen, calcium fenoprofen, naproxen, etadolac,

mefenamic acid, tolmetin, and mixtures thereof,

16.  The dosage form of claim 10, wherein the said NSAID is ibuprofen.

27
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17.  The dosage form of claim 12, wherein said cross-linking agent
comprises a galactomannan gum, an ionizible gel strength enhancing agent, or a
combination thereof.

18. A sustained release ibuprofen dosage form comprising about 500 mg
to about 1000 mg ibuprofen; a sustained release coating comprising a hydrophobic
material; and a tablet core comprising xanthan gum; wherein from about 1 to about
20 percent by weight of said ibuprofen is coated on said tablet, said dosage form
releasing providing a dissolution of said NSAID in-vitro when measured by the
USP Type II (Paddle) Method, of from about 6 percent by weight of said NSAID
released after about 2 hours and a t., after about 12 to about 16 hours.

19.  An oral sustained release dosage form, comprising
a matrix comprising from ab_oui 500 to about 1000 mg of ibuprofen
and a sustained release carrier comprising about 5 to about 95% xanthan gum and a
crosslinking agent comprising locust bean gum; wherein the weight ratio of said
ibuprofen to the combined weight of sﬁd xanthan gum and said locust bean gum is
from about 1:0.06 to about 1.0.4.

20.  The oral sustained release dosage form of claim 19, comprising
wherein the weight ratio of said NSAID to the combined weight of said xanthan
gum and said locust bean gum is from about 0.08 to about 0.25.

21.  The oral sustained release tablet of claim 19 composing from about
800 to about 1000 mg ibuprofen.

22. A method of preparing an oral sustained release dosage form
comprising the steps of

wet granulating a mixture of xanthan gum, locust bean gum, an inert diluent

28
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and an insoluble ibuprofen in a ratio of xanthan gum to locust bean gum is from
about 1:20 to about 20:1 and in a ratio of the total weight of ibuprofen to the
combined weight of said xanthan gum and said locust bean gum is from about
1:0.06 to about 1:0.4; and

tableting the resulting granulate into tablets containing from about 500 to
about 1000 mg of ibuprofen.

23. A sustained release pharmaceutical excipient for use in oral solid
dosage forms, comprising xanthan gum, a galactomannan capable of ¢ross-linking
said xanthan gum in the presence of aqueous solutions, and from about 20 to about
35 percent by weight of an inert diluent.

24. A sustained release tablet comprising
from about 500 mg to about 1000 mg of an insoluble NSAID in a
sustained release matrix comprising xanthan gum and locust bean gum, wherein the
total weight of said tablet is from about 110 percent to about 140 percent by weight
of said insoluble NSAID, said xanthan gum and said locust bean gum comprising

from about 7 to about 40 percent by weight of the tablet.

25, The sustained release tablet of claim 24, wherein said NSAID is
ibuprofen and the combined weight of said xanthan gum and said locust bean gum is
from about 119 percent to about 136 percent of ibuprofen.

26. A method of retarding the release of ibuprofen from a sustained
release ibuprofen tablet containing xanthan gum when the tablet is exposed to an
aqueous environment comprising replacing from about 5 to about 95 percent by
weight of the xanthan gum in the sustained release ibuprofen tablet with a weight
equivalent amount of locust bean gum, wherein the ratio of said xanthan gum to

said locust bean gum ranges from about 1:20 to about 20:).

29
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27. A sustained release ibuprofen tablet comprising from about 600 to
about 1000 mg ibuprofer; xanthan gum; locust bean gum; and an inert diluent;
wherein the combined weight of said xanthan gum and said locust bean gum is from
about 7 to about 40 percent by weight of the final tablet weight and the ratio of
ibuprofen to the combined weight of said xanthan gum and said locust bean gum is
from about 1:0.06 to about 1:0.4.

28. A sustained release ibuprofen tablet of claim 27 wherein the ratio of
ibuprofen to the combined weight of said xanthan gum and said locust bean gum is
/ from about 1:0.08 to about 1:0.25.

30
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@ Sustained-relesse formulations,

A granular sustained-releasa formulation of a pharmaco-
Idgically active substance presentad in the form of a tablet, said
tablet comprising sufficlent granules to provide a predeter-
mined dose or number of dosssg of the pharmacologlcally active
substance and effervescent or waier-dispersible ingredients,
each of said granules having a diameter of preferably between
0.5 and 2.6 mm and comprising:

a) a core comprising ong or more pharmacologically
active substances with preferably one or more exciplents;
and

b) a ceating covering substantiaily the whole surface of
the core and comptising 100 parts of a water iInsofuble but
water sweilable acrylic polymer and from 20 to 70 parts of a
water soluble hydroxylatad celiulose derivative, the welght
of the coating being from 2 to 258% of the weight of the
cure, -

A methed for preparing this effervescent or water-dispersible
tablet formulation is also provided. Such formulations enable
large dosages in sustained-relesse form to be more easily
administerad to patients.

Bundesdruckersi Berlin
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(b} Manufacture of granules

Mefenamic acid B.P. 20.0g
Tween 80 (4% solution) 5.0ml
Microcrystalline Cellulose U.S.N.F. : lLlg
Water ' 3.0ml

The mefenamic aclid was placed in a mortar and 5.0ml of a 4% solutién of Tween 80 was added in portions

- whilst the mixiure was triturated with a pestle. The microcrystaliine cellulose was then added and mixed in,

followed by 1.0ml portions of water until a slightly cohesive product was obtained. This product was formed
into granules by forcing it into circular holes (2mm diameter) in a perspex sheet (2mm thickness). The granules
ware removed from the mould usipg a 2mm cylindrical punch and were dried to constant weight at room
femperaturs. : .

Preparation of coattng
As for Example 7

Coating of the granules
As for Example 7

{c) Tablet formation
The mannitol granules {176 mg) and coated granules contatning mefenamic acid (88 mg), were compacted
to form tablets 9 mm In diameter.

Crushing streng%h
As for Exampla 1.

Disintegration fest
for Example 1.

Dissgolution test
As for Example 7.

(d} Dissolution test resulis

Tablets with crushing strengths of 4.0 Kg and dlsintegratton #ime of 170 seconds were examined.
Dissolution tests were performed on samples of the water-dispersible tablets of the present invention. For
comparative purposes, tesis were also performed on samiples of the granules (or beads) containing
mefenamic acld which ware not compounded into tablets. The results are shown In Figure § . The dissolution
profile for the dispersible fablet shows a slightly faster release of mefenamic acid than for the loose granules
over the Initial portion of the curve. After 6-7 hours, the fwo curves are aimost identical. Thus, the
susiained-release properties of the granules aras essentially maintained in the dispersible tablet formulation.

Claims

1. A granular sustained-release formulation of a pharmacologically active substance presented in the
form of & tablet, sald tablet comprising sufficient granules to provide 4 predetermined dose or number of
doses of the pharmacologically active substance and effervescent or water-dispersible ingredients, each
of said granules having a diameter of preferably between 0.8 and 2.5 mm and comprising:

a} a core comprising one or mors pharmacologically dctive substances and preferably one or more
exciplents; and

b} a coating covering substantially the whole surfacs of the core and comprising 100 parts of &
water insoluble but water swellable acrylic polymer and from 20 to 70 parts of a water soluble
hydroxylated celiulose derivative, the wsight of the coating being from 2 to 25% of ihe weight of the
cors.

13
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2. A formulation as claimed in claim 1, in which the granules provide sustained-release over a
period of 12 hours, wherein the diameter of said granules is between 0.7 and 1.2 mm, the coating
contains from 20 to 70 parts of the water soluible hydroxylated celiulose derivaiive, and the weight of
the coating is between 2 and 15% of the weight of the core,

3. A formulation as claimed in claim 1, in which the granules pravide sustained-release over a period of
24 hours, whersin the diameter of said granules is between 0,7 and 1.2 mm, the coating contains from 20
to 70 parts of the waier soluble hydroxylated cellulose derivative, and the weight of the coating is
between 5 and 25% of the weight of the core,

4. A formulation as clainied in any of the preceding claims, wherein the phameacologically active
substance is ibuprofen, nifedipine, naproxen or mefenamic acid.

5. A formulafion as claimed in any of the preceding claims, wherein the polymer in the coating Is
Budragi NE30D.

8. A formulation as claimed in any one of the preceding claims, wherein the hydroxylated cellulose
derivative in the coating Is hydroxypropylmethyl cellttose having a degree of substitution of 28 to 30% of
methoxy groups and 7 to 12% of hydroxy groups.

7. A formulation as claimed in any one of the precading claims, wherein the effervescent ingredients
comprise godium bicarbonate and an organic carboxylic acid.

8. A formuletion as claimed in any one of claims 1 to 6, wherein the water-dispersible ingredient
comprises mannitol.

8. A method for preparing a sustained-release formulation in the form of an effervescent or
water-dispersible tablet and which comprises:

i) mixing one or more pharmacologically active substances with preferably one or more excipients;

if} forming the mixturs into core particles;

iif) forming a suspension comprising 100 parts of a water insolubls but water swellable acrylic
polymer and from 20 to 70 paris of a water soluble hydroxylated celiulose derivative;

iv) eoating the said core particles with the sald suspension to form granules having a diameter of
preferably between 0.5 and 2.5 mm, the welght of the coating being from 2 to 25% of the weight of
the core; and

v) compressing a sufficlent amount of the granulss to provide a predetermmed dose or number of
doses of the pharmacologically active substance, together with sffervescent or water-dlspersible
ingredients, so as to form a tablet.

10. A suspension of sustained-release granules in a non-toxic agueous liquid formed by contacting such
a liquid with a formulation as clalmed in any one of claims 1 to 8.
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Claims
1. A. pharmaceutical composition for sustained release of a therapeutically active

moiety, said composition comprising a iablet core surrounded by a release rate

controlling membrane, said tablet core consisting of

] the therapeutically active moiety having limited solubility in the aqueous
fluids, weakly acidic in nature and having a pKa between 2.5 t0 7.5,

(i) an alkalinizing agent or a buffer compound in immediate contact with the
above said therapeutically active moiety,

(i) an osmotically effective solute that is soluble in water and capable of
exhibiting an osmotic pressure gradient across the release rate controlling
membrane against the external fluids, and

(iv) optionally containing one or more pharmaceutically acceptable excipients
and polymers,

said release rate controlling membrane consisting of:

@) a semi-permeable membrane forming polymer which is insoluble in water
but partially permeablé to aqueous fluids and substantially impermeable to
the core composition,

(i) a permeable membrane forming polymer which is soluble in water and
permeable to aqueous fluids, and to at least one of the moiety of the core
composition ; and

(iii)  at least one plasticizer ranging between 2 to 60 % by weight, based on the -
total weight of dry polymers.

The composition according to claim 1, wherein semi-permeable membrane forming
polymer and permeable membrane forming polymer together with plasticizer are
coated on the tablet core and dried to get the release rate controlling polymer
membrane.
A composition according to claim 1, wherein the therapeutically active moiety is a
drug that act on peripheral nerves, adrenergic receptors, cholinergic receptors,
nervous system, skeletal muscles, cardiovascular, smooth muscles, blood
circulatory system, synaptic sites, neuroeffector junctional sites, endocrine and
hormone system, immunological system, reproductive system, skeletal system,
autocoid systems, alimentary and excretory systems, inbibitory or autocoids and
histamine systems, and those materials that act on the central nervous system such
as hypnotics and sedatives.

1<
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11.

12.

13.

14.
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A composition according to claim 1, wherein the therapeutically active moiety is
selected from a group consisting of acetazolamide, acetyl salicylic acid, p-amino
salicylic acid, captropil, carbenicillin, carbenoxolone, chiorpropamide, clofibrate,
diclofenac, diflunisal, ethacrynic acid, etodolac, fenoprofen, furosemide, gliclazide,
glimepiride, glipizide, glyburide, ibuprofen, indomethacin, ketoprofen, naproxen,
nimesulide, tolazamide, tolbutamide, tolmentin and zomepirac.

A composgition according to claim 1, wherein the therapeutically active moiety is
preferably selected from hypoglycemic agent and anti-inflammatory agent.

A composition according to claim 5, wherein the hypoglyceraic agent used is
selected from the category of sulfonylurea.

A composition according to claim 6, wherein the sulfonylurea used is selected from
the group consisting of glipizide, gliclazide, glimepiride, and glyburide.

A composition according to claim 5, wherein the anti-inflammatory agent is
selected from the group consisting of aspirin, paracetamol, ibuprofen,
indomethacin, ketoprofen, naproxen, nimesulide, tolmentin and zomepi;ac
preferably selected from Asprin. ‘

A composition according to claim 1, wherein the dose of the therapeutically active
moiety per tablet ranges between 0.1 mg to 600 mg.

A composition according to claim 1, wherein the alkalinizing agent or the buffer
used is soluble in water and improves the solubility of therapeutically active moiety
in the aqueous fluids by increasing the micro environmental pH of the core above
the pKa value of the therapeutically active moiety.

A composition according to claim 10, wherein the alkalinizing agent used is
selected from the group consisting of sodium bicarbonate, potassium bicarbonate,
sodium citrate, potassium citrate, tris(hydroxymethyl)aminomethane, meglumine,
and/or the mixture thereof. :

A composition according to claim 10, wherein the buffer used is selected from the
group consisting of sodium phosphates, potassium phosphates, sodium citrate,

potassium  citrate, sodium acetate, tristhydroxymethyl)aminomethane, and/or

mixtures thereof.

A composition according to claim 1, wherein the ratio of the therapeutically active
ingredient to the alkalinizing agent is in the range 0f 0.1:9.9 t0 7:3.

A composition according to claim 1, wherein the ratio of the therapeutically active
ingredient to the buffer is in the range of 0.1:9.9 to 7:3.
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A composition according to claim 1, wherein the osmotically effective solute used
is selected from the group consisﬂng of sodium chloride, potassium chloride,
mannitol, sorbitol, and carbohydrates selected from the group consisting of sucrose,
ghicose, fructose, dextrose, lactose, and m:xtm'es of above said osmagents,

A composition according to claimi5, wherein the osmotically effective solute used
is preferably selected from the group comsisting of sodium chloride, mannitol, and
lactose. '

A composition according to claim 1, wherein the core components exerts osmotic
gradient across the wall of release rate controlling membrane against the external
fluids. |

A composition according to claim 1, wherein the semi permeable membrane
forming polymer is water insoluble, which allows water to permeate and
substantially prevents permeability of compositions of the tablet core.

A. composition according to claim 1, wherein the semi-permeable membrane
forming polymer is selected from group consisting of cellulose acetate, cellulose
acetate butyrate, cellulose acetate propionate, e;hyl cellulose, polymers of acrylic
and methacrylic acid and esters thereof.

A composition according to claim 19, wherein the preferred semi-permeable
menabrane forming polymer is selactec_i from celluloss acetate and ethyl cellulose.
A composition according to claim 1, wherein the permeable membrane forming is a
water-soluble, which allows water to permeate along with at least one of the
components of the core.

A. composition according to claim 1, wherein the permeable membrane forming
polymer is selected from the group copsisting of polyvinyl alcohol, polyvinyl
pyrrolidone, cellulose ethers, polyethylene glycdls, polymers of acrylic and
methacrylic acid and esters thereof.

A composition according to claim 22, wherein the preferred permeable membrane
forming polymer wused is selected from polyvinyl pymolidone and
hydroxypropylmethyl cellulose.

A composition according to claim 1, wherein the ratio of semi-permeable water
insoluble polymer membrane to permeable water soluble polymer membrane is in
the range of 9:1 to 1:9, preferably in the range of 9:1 to 3.7,

A compoéiﬁon according to claim 1, wherein the plasticizer used is having
controlled solubility in water,
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A composition according to claim 25, wherein the plasticizer used is selected from
the group consisting of dibutyl sebacé,té, dieﬂlyl phthalate, dibutyl phthalate,
triacetin, iriethyl citrate, tributyl citrate, castor oil, propylene glycol, glycerol,
polyethylene glycols, liquid sorbitol, and/or mixture thereof.

A composition according to claim 1, wherein by adjusting the polymer forming
membrane weight coated on the tablet core, thickness of the membrane wall is
controlled, '

A composition according to claim 1, wherein the thickness of the membrane wall
ranges between 1 to 1000 microns

A composition according to claim 28, wherein the preferred thickness of the
membrane wall ranges between 50 to 500 microns

A. composition accordmg to claim 1, wherein the pharmaceutically acceptable
excipient used is (are) selected from the group consisting of magnesium stearate,
talc and aerosil. |

A composition according to claim 1, from wherein the mechanism of release of the
therapeutically active ingredient is based on combination of osmotic pumping and
diffusion.

A process for the preparation of pharmaceutical composition as claimed in claim 1
for sustained release of a therapeutically active moiety, said process comprising:

a preparing a core composition by. dry blending a therapeutically active
moijety, an alkalinizing agent or a buffer compound, an osmotically
effective solute and optionally containing one or more pharmaceutically
acceptable excipients and polymers, or

b.  preparing the core composition by slugging or wet gramilation technigues
by blending the drug with the other excipients including alkalinizing
agent(s)/buffer(s) and osmagent using water, alcobol, or an organic co
solvent such as isopropyl alcohol/methylene chloride, in the ratio 80/20,
V/V as the granulation fluid to obtain wet granules, or

e by dissolving the drug and the solubility modifier in a common aqueous or
organic solvent and after evaporation fo dryness, mixing the residue with
osmagent and other excipients needed to obiain core composition,

d compressing the above core composition obtained in steps (a), (b) and (c) to

" obtain tablets core by using conventional tablet making machine,

27
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34.
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39.
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e preparing coating solution by dissolving required amount of semi permeable
membrane forming polymer in a solvent selected from methylene chioride,
methanol, ethanol or mixture thereof,

f. adding permeable membrane forming pol%;rmer and one or more plasticizer
to the solution of step () with continuous stirring,

g coating the compressed tablet of step (d) with the coating solution of step (f)
by using the techniques selected from press coating, spraying, dipping, or
ajr suspension techniques and

h. drying the coated tablet core obtained in the step (g) at 45-60°C for about 16
hours to obtain the composition for sustained release and packing the tablets
by conventional methods. -

The process according to claim 32 wherein in step (a), the mixture obtained by dry
blending is passed through standard sieves to obtain wniform particle size so as to
form core composition :
The process according to claim 32 wherein in step (b), the wet granules are dried at
a temperature ranging between 40 and 60°C for about 10 minutes, passing the
granules through 20-22 standard sieves to break agglomerates and to making it
uniform particle size to obtain core composition.
The process according to claim. 32, wherein the therapeutically active moiety is
selected from a group consisting of acetazolamide, acetyl salicylic acid, p-amino
salicylic acid, captropil, carbenicillin, carbenoxolone, chlorpropamide, clofibrate,
diclofenac, diflunisal, ethacrynic acid, etodolac, fenoprofen, furosemide, gliclazide,
glimepiride, glipizide, glyburide, .ibuprofen, indomethacin, ketoprofen, naproxen,
nimesulide, tolazamide, tolbutamide, to]meﬁtin and zomepirac.

The process according to claim 32, wherein the therapeutically active moiety is

preferably selected from hypoglycemic agent and anti-inflammatory agent.

The process according to claim 36, wherein the hypoglycemic agent used is

selected from the category of sulfonylurea.

The process according to ¢laim 37, wherein the sulfonylurea used is selected from

the group consisting of glipizide, gliclazide, glimepiride, and glyburide.

The process according to claim 36, wherein the anti-inflammatory agent is selected

from group - consisting -of aspirin, paracetamol, ibuprofen, indomethacin,

ketoprofen, naproxen, nimesulide, tolmentin and zomepirac preferably selected
from Asprin. '

=
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The process according to claim 32, wherein the dose of the therapeutically active
moiety per tablet ranges between 0.1 mg to 600 mg.

The process according to claim 32, wherein the alkalinizing agent used is selected
from the group consisting of sodium bicarbonate, potassium bicarbonate, sodium
citrate, potassium citrate, tris(hydroxymethylaminomethane, meghimine, and/or
the mixture thereof.. |

‘The process according to claim 32, wherein the buffer used is selected from the
group consisting of sodium phosphates, potassium phosphates, sodium citrate,
potassium. cifrate, sodium acetate, tris(hydroxymethyl)aminomethane, and/or
mixtures thereof..

The process according to claim 32, wherein the ratio of the therapeutically active
ingredient to the alkalinizing agent is in the range 0£0.1:9.9 to 7:3.

The process according to claim 32, wherein the ratio of the therapeutically active
ingredient to the buffer is in the range 0£0.1:9.9 to 7:3.

The process according to claim 32, wherein the osmotically effective solute used is
selected from the group comsisting of sodium chloride, potassiom chloride,
mannitol, sorbitol, and carbohydrates selected from the group consisting of sucrose,
glucose, fructose, dextrose, lactose, and mixture thereof,

The process according to claim 45, wherein the osmotically effective solute used is
preferably selected from the group consisting of sodium chloride, mannitol, and
lactose.

The process according to claim 32, wherein the excipient(s) used is(are) selected
from group consisting of magnesium stearate, talc and aerosil.

The process according to claim 32, wherein the polymer(s) used is(are) selected
from group consisting of polyvinyl alcohol, polyvinyl pyrrolidone, cellulose ethers,
polyethylene glycols, cellulose acetate, cellulose acetate butyrate, cellulose acetate
propionate, ethyl cellulose polymers of acrylic and methacrylic acid and esters
thereof.. ‘

The process according to claim 32, whegein the semi-permeable membrane forming
polymer is selected from group consisting of cellulose acetate, cellulose acetate
butyrate, cellulose acetate propionate, ethyl cellulose, polymers of acrylic and
methacrylic acid and esters thereof.

The process according to claim 49, wherein the preferred setni-permeable
membrane forming polymer is selected from cellulose acetate and ethyl cellulose,

193
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51.  The process according to claim 32, wherein fhe permeable membrane forming
polymer is selected from the group consisting of polyvinyl alcohol, polyvinyl
pyrrolidone, cellulose ethers, i)olyethylene glycols, polymers of acrylic and
methacrylic acid and esters thereof.

5 52,  The process according to claim 51, wherein the preferred the permeable membrane
forming polymer wused is selected from polyvinyl pyrrolidone and
hydroxypropylmethyl cellulose.

53.  The process according to claim 32, wherein the ratio of semi-permeable water
insoluble polymer membrane to permeable water soluble polymer membrane is in

10 the range of 9:1 to 1:9, preferably in the range of 9:1 to 3:7.

54.  The process according to claim 32, wherein by adjusting the polymer forming
membrane weight coated on the tablet core, thickness of the membrane wall is
controlled.

35.  The process according to claim 32, wherein the weight of coating solution on the

. 15 tablet core is up to 20% by weight of tablet core.
56.  The process according to claim 32, wherein the thickness of the membrans wall
H ranges between 1 to 1000 microns, preferably between 50 to 500 microns.
§7.  The process according to claim 32, wherein the plasticizer used is selected from the
' group consisting of dibutyl sebacate, diethyl phthalate, dibutyl phthalate, triacetin,
20 triethyl citrate, tributyl citrate, castor oil, propylene glycol, glycerol, polyethylene
glycols, liguid sorbitol, and/or mixture thereof,
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[57] ABSTRACT

An ibuprofes-containing medicament which contains
ibuprofen only in the (8)-(+)-form is disclosed. (8)-(+)-
ibuprofen is more than twice as active as the racemate
which has vntil now been used in the ireatmert of rheu-
miatisrn, This permits reduction of the quantity of active
ingredient and the size of the tablets or dragees.
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after this time period are equally high or higher levels
achieved after administration of the (R)-(—)-form than
after administration of the (8)-(+)-form. Since these
levels are less than 10% of the maximum Jevel they no
longer contribute to the required activity.

Thus it can also be explained from a pharmaco kinetic
point of view that within the known period of action of
ibuprofen (ca. 6 hours) no effect can be expected from
the (R)-(—)-form.

We claim: ,

1. An ibuprofen containing medicament containing
only ibuprofen in the (§}(—)- form without any ibu-
profen in the (R)-(~)- form, the medicament being in
sustained release form in association with a pharmacen.
tically acceptable carrier.

10

335

45
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2. Medicament according to claim 1 whergin the
ibuprofen containing medicament is in the form of a
preparation suitable for oral administration,

3. Medicament according to claim 1 wherein the
ibuprofen containing medicament is in the form of a
prepazation suitable for rectal administration.

4. Thuprofen coniaining medicament according to
claim 1 containing (S)-(—)-ibuprofen in sustained.
release form in combination with (8)-(—)ibuprofen in
non-sugtained-release form.

5. Ibuprofen containing a medicament according to
claim 1 wherein the medicament is in form of a capsule.

6. Ibuprofen containing a medicament according to
claim 1 containing said {S)-(—)-ibuprofen in combina-
tion with an amino acid.
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which Is adapted to once~ or twice~a—day administration. o : ’ '
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CLAIMS

1. An oral pharmaceutical modified release multiple-units composition in unit dosage
form for administration of a therapsutically and/or prophylactically effective amount of a
non-steroid anti-inflammatory drug substance {(an NSAID substance), a unit dosage form
comprising at least two NSAID-containing fractions,

i) a first NSAID-containing fraction of multiple-units for quick release of the NSAID
substance, and

ii) a second NSAID-containing fraction of multiple-units for extended release of the
NSAID substance,

the first fraction which - when subjected to dissolution method Il as defined herein
employing 0.07 N HCI as dissolution medium - releases at least 50% w/w of the NSAID
substance present in the fraction within the first 20 min of the test,

the second fraction being in the form of coated delayed release multiple units for
extended reiease of the NSAID substance.

2, A composition according to claim 1, wherein the first fraction - when subjected to

dissolution method il as defined herein employing 0.07 N HCI as dissolution medium —
releases at least $5% w/w such as, e.g., at least about 60% w/w, at least about 65%
w/w, at least about 70% w/w, at least about 75% w/w or at least about 80% w/w of

the total NSAID substance present in the first fraction within the first 20 min of the
test.

3. A composition according to claim 1 or 2, wherein the guick in vitro release and the
extended /in vitro release being adapted so that the first fraction is substantially released
when the release from the second fraction is initiated corresponding to at least 50%
w/w release of the NSAID substance contained in the first fraction at the time when at
the most 15% w/w such as at the most 10% w/w or at the most 5% w/w of the
NSAID substance contained in the second fraction is released as measured by the
dissolution method 11l defined herein.

19%



E .

b s

10

15

20

26

30

WO 99/12524 PCT/DK96/00388

86
4. A composition according to any one of the preceding claims, wherein the NSAID
substance contained in the first fraction has a pK, value between from about 3.0 to

about 5.5 and the first fraction is in the form of uncoated units.

5. A composition according to any one of the preceding claims, wherein the NSAID -
substance has a solubility in 0.1 N hydrochioric acid at room temperature of at the most
about 0.5% w/v such as, e.g. at the most about 0.1% w/v, at the most about 0.05%
w/v, at the most about 0.03% w/v, at the most about 0.01% w/w, at the most about
0.007% wi/v, at the most about 0.005% w/v, at the most about 0.003% w/v, at the
most about 0.002% wi/v or at the most about 0.001% wi/v.

6. A composition according to any one of claims 1-3, wherein the NSAID substance
contained in the first fraction has a pK, value of at least 5.0 such as at least about 5.5.

7. A composition according to claim 6, wherein the first fraction is present in the form
of coated units,

8. A composition according to any one of claims 1-3 or 6-7, wherein the NSAID
substance has a solubility in 0.1 N hydrochloric acid at room temperature of at least
about 0.1% w/v such as e.g. at least about 0.5% w/v or at least about 1% w/v.

9. A composition according to any one of the preceding claims intended for
administration once or twice daily.

1C. A composition according to any one of the preceding claims for the administration
of a therapeutically and/or prophylactically effective amount of an NSAID substance to
obtain both a relatively fast onset of the therapsutic effect and the maintenance of
therapeutically active plasma concentration for a relatively long period of time, a unit

dosage of the composition comprising at least two fractions as follows:

a first fraction of quick release multiple-units for relatively quick release in vivo of an
NSAID substance to obtain a therapeutically and/or prophylactically active plasma
concentration within a relatively short period of time, and
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a second fract:on of coated modified release multtple~untts for extendad release in vivo
of an NSAID substance to maintain a therapeutucally and/or prophvlactuca!ly active
plasma concentrauon in order to enable dosmg once or twice daily,

the formulation of the first and the second fractions, with respect to release therefrom
and with respect to the ratio between the first and the second fraction in the unit
dosage, being adapted so as to obtain:

a relative quick in vitro relsase of the NSAID substahcé from the first fraction of quick
release multiple-units, as measured by the dissolution method I as defined herein,

an extended in vitro release of the NSAID substance from the second fraction of
extended release multiple-units relative to the in vitro release of the first fraction of the
NSAID substancs, as measured by e.g. the dissclution method Il as defined herein,

the quick release and the extended in vitro release being adapted so that the first
fraction is substantially releassd when the release from the second fraction is initiated
corresponding to at least 50% w/w release of the NSAID substance contained in the
first fraction at the time when at least about 15% wiw such as, 8.g., at least about
10% wiw or at least about 5% w/w of the NSAID substance contained in the second
fraction is raleased as measured by the dxssolutmn method It defined hersin.

11. A composition accordmg to any one of the precedmg c!anms, whsrem the NSAID
substance is selected from the group cans:stmg of lornoxacam, d:clofenac, nimesulide,
ibuprofen, piroxicam, piroxicam (betacvclodextrm), haproxen, ketoprofen, tenoxicam,
aceclofenac, indometacin, nabumetons, acemetacin, morniflumate, meloxicam,
flurbiprofen, tiaprofenic acid, proglumetacin, mefenamic acid, fenbufen, etodolac,
tolfenamic acid, éﬁlindac, phenylbutazone, fenoprafen, tolmetin, acetylsalicylic acid,
dexibuprofen, and pharmaceutically acceptable salts, complexes and/or prodrugs thereof
and mixtures thereof. '

12, A composition acco_rding to any one of the pracading claims, wherein the NSAID

substance in the first fraction is the same as the NSAID substance contained in the
second fractior_l.
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13. A composition according to any one claims 1-11, wherein the NSAID substancs in
the first fraction is different from the NSAID substance contained in the second fraction.

14. A composition according to any one of the preceding claims, wherein the NSAID

5 suhstance in the first fraction is lornoxicam,

15. A compaosition according to any one of the preceding claims, wherein the NSAID

/ substance in the second fraction is lornoxicam,

10 18. A composition according to any one of the preceding claims comprising a further

active drug substance.

‘ 17. A compasition according to any one of the preceding claims, wherein a further
active drug substance is included in at least one of the first and second fraction.

18. A composition according to claim 16 or 17, wherein the further active drug
substance is an antidepressant, an opioid, a prostagiandine analog (e.g. misoprostol}, a
glucocorticosteroid, a cytostaticum {e.g. methotrexate), a H, receptor antagonist (e.g.
cimetidine, ranitidine), a proton pump inhibitor {e.g. pantoprazole, omeprazole,

20 lansoprazole) and/or an antacidum.

19. A composition according to claim 16 or 17, wherein the further active drug
substance is paracetamol, penicillamine, sulfasalazine and/or auranorfin.

25 20. A composition according to any one of the preceding claims, whersin the NSAID

/ substance is lornoxicam.

21. A composition according to any one of the preceding claims, wherein the quick
release multiple-units of the first fraction have a mean particle size of at the most about
30 250 pm such as, e.g. at the most about 240 pm, at the most about 230 um, at the
\ most about 220 pm, at the most abut 210 um, at the most about 200 um, at the most
\ about 190 pm, at the most about 180 pm, at the most about 175 um, at the most
’ about 150 um, at the most about 125 um, at the most about 100.um, at the most
/ about 80 pm or at the most about 80 pm.
35
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22. A composition according to any one of the precedin_g'_claims,‘wherein the in vitro
dissolution characteristics of the first fraction of quick release multiple-units provides
within 1 hour a release as defined by the dissolution method Ul defined herein of at least
50% wi/w, such as, e.g., at least about 60% wfw, at least about 70% w/w, at at ieast
about 80% wiw, at least about 85% w/w at least about 90% wiw or at least about
95% w/iw of the NSAID substance.

23. A composition according to any one of the preceding claims, wherein the in vitro
dissolution characteristics of the second fraction of extended release multiple-units
provides within 1 hour a release as defined by the dissolution method lii defined herein
in the range of 0%-30% w/w, such as in the range of 0%-20% w/w, in the range of
0%-10% wiw, such as at the most about 5% w/w of the NSAID substance.

24, A composition according to any one of the preceding ciaims, wherein the /n vitro
dissolution characteristics of the second fraction of extended release multiple-units
provides within 3 hours a release as defined by the dissclution method 1l defined herein
in the range of about 10%-70% w/w, such as, e.g., in the range of about 10%-60%
w/w, in the range of about 12%-80% w/w, in the range of 14%-45% wiw, in the range
of about 15%-30% w/w, in the range of about 15%-20% w/w such as, e.g., about
17% wiw of the NSAID substance.

285. A composition according to any one of the preceding claims, wherein the in vitro
dissolution characteristics of the second fraction of extended release multiple-units
provides within 6 hours a release as defined by the dissolution method 1ll defined herein
in the range of about 35%-95% wiw, such as, e.g., in the rangs of about 50%-90%
wiw, in the range of about 50%-80% w/w, in tha range of 50%-75% w/w, in the range
of about 50%-60% w/w, in the range of about 53%-69% w/w such as, e.g. about 56%
wiw of the NSAID substance.

28. A compaosition according to any one of the preceding claims, wherein the /in vitro
dissolution characteristics of the second fraction of modified release multiple-units
provides within 9 hours a release as defined by the dissolution method Ili defined hersin
in the range of about 50%-100% w/w, such as, e.g., in the range of about 80%-98%
w/iw, in the range of about 85%-95% w/w, in the range of about 70%-80% w/w, in the
range of about 70%-80% w/w such as, e.g., about 76% w/w of the NSAID substance.
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27. A composition according to any one of the preceding claims, wherein the in vitro
dissolution characteristics of the first and second fractions are adapted so that the first
fraction is substantially released when the release from the second fraction is initiated
corresponding to at least B0% wiw of the first fraction at the time at the most about
15% w/w such as, e.g., at the most about 10% w/w or at the most about 5% w/w of
the second fraction is released as measured by the dissolution method m defined herein,

28. A composition according to any one of the preceding claims, wherein the in vitro
dissolution characteristics of the first and second fractions are adap‘ced so that the first
fraction is substantially released when the release from the second fraction is initiated
corresponding to at least 70% w/w release of the first fraction at the time at the most
about 20% w/w such as, &.g. at the most about 15% or at the most about 10% w/iw of
the second fraction is released as measured by the dissolution method lil as defined
herein,

29. A composition according to any one of the preceding claims, wherein the in vitro
dissolution characteristics of the composition provides within 1 hour a release of the
NSAID substance from the composition in the range of about 5-50% w/w, such as,
e.g., in the range of about 5-45% w/w, in the range of about 15-40% w/w, in the range
of about 20-35% w/w such as about 29% w/w, as defined by the dissolution method {lf
as defined herein, ‘

30. A composition according to any one of the preceding claims, wherein the in vitro
dissolution characteristics of the composition provides within 3 hours a release as
defined by the dissolution method Hli as defined herein in the range of about 20-80%
wiw, such as, e.g.,v in the range of abput'25~70% wiw, in the range of about 30-60%
wiw, in the range of about 35-85% w/w such as about 42% w/w.

31. A composition according to any one of the preceding claims, wherein the in vitro
dissolution characteristics of the composition provides within 6 hours a release as
defined by the dissolution method Il defined herein in the range of about 40-98% w/w,
such as, 8.g., in the range of about 50-85% w/w, in the range of about 60-80% w/w,
in the range of about 80-85% w/iw, most preferred in the range of about 80-83% w/w
such as about 9% w/w. |

B
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32. A composition according to any one of the praceding claims, wherein the /n vitro
dissolution characteristics of the composition provides within © hours a release as
defined by the dissolution method Mi as defined herein in the range of about 50-100%
w/w, such as, e.g., in the range of about 80-88% w/w, in the range of about 70-98%
wiw, in the range of about 70-97% w/w, in the range of about 75-96% w/w, in the
range of about 80-96% w/w, about 80-85% w/w such as about 83% w/w.

33. A composition according to any one of the preceding claims, wherein the
percentage of NSAID substance in the first fraction is in the range of about 5%-50%
w/w such as, e.g., in the range of about 10%-45% w/w, in the range of about 15%-
45% w/w, in the range of about 20%-40% w/w, in the range of about 25%-40% w/iw,
in the range of about 25%-35% w/w such as, e.g., about 30% w/w, calculated on the
total amount of NSAID substance in the compositibn. :

34. A composition according to any one of the precading claims, wherein the
percentage of NSAID substance in the second fraction is in the range of about 30%-
99% w/w such as, e.g. in the range of about 40%-98% w/w, in the range of about
45%-95% w/iw, in the range of about 50%-985% w/w, in the range of about 55%-85%
w/w, in the range of about 60%-80% w/w, in the range of about 80%-75% w/w, in the
range of abut 65%-75% w/w such as, e.g., about 70% wiw, calculated on the'wtal
amount of NSAID substance in the composition.

35. A composition according to any one of the preceding claims, wherein the multiple-
units of the second fraction are coated cross-sectionally substantially homogensous
pellets.

36. A composition according 1o any one of the preceding claims, whergin the multiple-
units of the first fraction are cross-sectionally substantially homogeneous pellets.

37. A composition according to any one of the preceding claims, wherein the first
fraction results in a peak plasma concentration of NSAID substance which is

substantially the same as the peak plasma concentration resulting from the second
fraction.

Ry
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38. A composition according to any one of claims 1-38, wherein the first fraction
results in a peak plasma concentration of the NSAID substance which is higher than the
peak plasma concentration resulting from the second fraction. L

39. A composition according to any one of claims 1-36, wherein the first fraction
results in a peak plasma concentration of the NSAID substance which is lower than the
peak plasma concentration resulting from the second fraction.

40. A composition according to any one of the preceding claims, wherein the first
fraction results in a therapeutically active plasma concentrétion of the NSAID substance
until the extended release of an NSAID substance from the second fraction of modified
release multiple-units contributes o the maintenance of a therapeutically active plasma
concentration of the NSAID substance,

41. A composition according to any one of the preceding c_laims,,whe“rei_n_ the extended
release coating of the second fraction is substantially water-insofuble, but water-
diffusible and substantially pH-independent,

42, A composition accordi_ng 1o any one of the preceding claims, wherein the first
fraction is coated units and the coating is & substantially water-insoluble, but water-
diffusible and substantially pH-independént’ coating.

43. A composition according to any one of the preceding claims, wherein a unit dosage
of the compaosition comprises from about 1 to about 32 mg of the NSAID substance.

44. A composition according to any one of claims 1-42, wherein a unit dosage

comprises from about 1 mg to about 1.8 g such as from about 1 mg to about 1.2 g of
the NSAID substance.

45. A composition according to any one of ciaims 1-42, wherein a unit dosage
comprises from about 50 mg to about 1.1 g of the NSAID substance.

46. A composition according to any one of claims 1-42, wherein a unit dosage
comprises from about 100 mg to about 1.0 g of the NSAID substance.
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47. A composition according to any one of claims 1-42, wherein a unit dosage
comprises from about 200 mg to about 900 mg of the NSAID substance.
48. A composition according to any one of claims 1-42, wherein a unit dosage
comprises from about 300 mg to about 800 mg of the NSAID substance.

49. A composition according to any one of the preceding claims comprising a unit
dosage for the administration of the therapeutically effective amount of the NSAID
substance twice daily.

50. A composition according to any one of claims 1-48 compriging a unit dosage for the
administration of the therapeutically effective amount of the NSAID substance cnce
daily.

51. A composition according to any one of the preceding claims wherein the unit

dosage of the composition is in the form of a capsule, tablet or sachet.

52. A composition according to any one of the preceding claims, wherein the NSAID
suhstance is lornoxicam and the unit dosage of the composition contains 4, 8, 12, 16,
20, 24, 28, 32 or 36 mg of lornoxicam.

B3I, A process for the preparation of a unit dosage form of an oral pharmiaceutical
modified release composition according to any one of the preceding claims, the procass
comprising incorporating into the unit dosags form at least two fractions as follows:

a first fraction of quick release muiltiple-units for relatively quick release /7 vive of an
NSAID substance to obtain a therapeutically or prophylactically active plasma
concentration within a relatively short period of time, and a second fraction of coated
extended release multiple-units for extended release /n vivo of an NSAID substance to

maintain a therapeutically active plasma concentration in order to enable dosing once or
twice daily,

the formulation of the first and the second fractions, with respect to release therefrom
and with respect to the ratio between the first and the second fraction in the unit
dosage, being adapted so as to obtain:
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a relative quick /n vitro release of the NSAID substance from the first fraction of quick
release multiple-units, as measured by the dissolution method Il defined herein,

an extended in vitro release of the NSAID substance from the second fraction of
extended release multiple-units relative to the /n vitro release of the first fraction of the
NSAID substance, as measured by the dissoiution method 1t as defined herein, the
quick release and the extended in vitro release being adapted so that the first fraction is
substantially released when the release from the second fraction is initiated
corresponding to at least about 50% w/w release of the NSAID substance contained in
the first fraction at the time when at the most about 15% w/w such as, e.g., at the
most about 10% w/w or at the most about 5% w/w of the NSAID substance contained

in the second-fraction is released as measurad by the dissolution method HlI as definad
herain.

54, A method for treating a patient suffering from pain and/or inflammatory conditions
and/or the like comprising administering to the patient an effective amount of an NSAID
substance in the form of a composition according to any one of claims 1-52 once or
twice daily.

55. A method for administering a therapeutically and/or prophylactically effective
arnount of an NSAID substance to a patient in need thereof to obtain both a relatively
fast onsst of the therapeutic effect and the maintenance of therapeutically active
plasma concentration for a relatively long period of time, the method comprising

administering once or twice daily a unit dosage of a composition comprising at least two
fractions as follows:

a first fraction of quick release multiple-units for relatively quick release in vivo of an
NSAID substance to obtain a therapeutically and/or prophylactically active plastna
congcentiration within a relatively short period of time, and

a second fraction of coated modified release muitiple-units for extended release in vivo
of an NSAID substance to maintain a therapeutically and/or prophylacticaily active
plasma concentration.

7ot
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A pharmaceutical sustained release homogeneous tablet or homogeneous tablet layer is formed by making a wet
granulation using povidone (PVP) in alcohol as the granulating fluid which is mixed with a pharmaceutical active, ethyl-
cellulose, 2 wicking agent, e.g. microcrystailine cellulose, an erosion promoter, e.g. pregelatinized starch, then drying and
milling the granulation and blending with a dry powdered erosion promoter, wicking agent, lubricant, e.g. magnesivm
stearate and glidant, e.g. silicon dioxide, and compressing the resultant granulation, which upon administration results ina
long-lasting slow and relatively regular incremental reledse of the pharmaceuntical active, and multi-layered phsrmacenuti-
cal active tablets comprising immediate release and/or sustained release layers.
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1. A process of preparing a pharmaceutical active
sustained release shaped and compressed homogeneous tablet
or tablet layer characterized by a long-lasting slow and
relatively regular incremental release of the
pharmaceutical active upon administration comprising the
following steps: ' '

A) forming a granulating agent by dissolving 5-30
parts, by weight. of total non-active components of the
tablet, of povidone in alcohol or an alcohol-water
mixture;

B) blending together the following ingredients in
dry powder form: an eﬁfadtive amount of
pharmaceutical active which is sufficient to comprise
about 66 to 96 percent by weight of the total tablet
composition; and the following range of amounts of
non-active ingredients given in a range of parts by
weight of the total non-active components of the

tablet;
ethylcellulose 3-12
wicking agent 1035
erosion promoter 5«25

<) adding the granulatiné agent from Step A to the
blended powders from Step B, and forming a wet
granulation;

D) drying the wat granulﬁtion of Step C;

E) milling the dried granulation £rom StEPVD;

A

2A
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F) thoroughly blending the milled dried granulation
from Step E with the following ingredients in dry

powder form:

.. ‘ . .

erosion Pramoter 1-20
wicking agent - 3-20
lubricant 0-10
glidant R 0-10; and

G) compressing the final.grapulaﬁion from Step F
into a tablet or tablet layer wherein the active to
non-active component ratio is at least about 2:1.

The process of claim -1 wherein:

in Sfap A the alcohol used is seélected from the. group

‘consisting of alcohol USP, dehydrated alcohol USP, and

methyl alcohol USP, and isopropyl alcohol USP;

in Step B the wicking agent used is micrdcrystalline,
cellulose or powdered celliuleose and the erosion
promnééz used is pregelatinized starch or starch KF or
rice starch; and

in Step C the wet granulation is formed by mixing in a

h;gh.shear granulator; and

in Step F the ercsion promoter used is 3-20 parts by
weight of either pregelatinized starch or starch NF or
rige starch or is 1-15 Parts by welight of sodium
starch glycolate or croscarmellose sodium or
crospovidone; the lubricant used is magnesium stearate
or stesric acid; and, the glidant used is colloidal
siliconm diozide or fumed silicon dioxide.

G
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3. The process of claim 2 wherein:
in Step A the alcohol used is alcohol USP;

in Step B the wicking agent used is microcrystalline
celliulose, the erosion promoter used is pregelatinized
starch; in Step F the erosion promoter used is
pregelatinized starch; in Step F the erosion promoter
uged is pregelatinized starch; the lubricant used is
magnesium stearate; and the glidant used is colleoidal
silicon diozide.

4. The process of claim 3 wherein the specific
ingredients and amounts used are:

Sktep Inaredient Parts by Weight

a alcohol-water (l:1) ' q.3.
Povidone 14.7

B Pharmaceutical Active 170-2000
Ethylcellulose 7.3
Microcrystalline Cellulose 22
Pregelatinized Starch 14

F Preqgelatinized Starch 8
Microcrystalline Cellulose 7.3
Magnesium Stearate 5

Colloidal S8ilicon Dioxide 5

5. The process of claim 1 wherein the pharmaceutical
active is selected from the group consisting of
analgesics, antiarthritics, antiasthmatics,
antidepressants, appetite suppresants, antihistamines,
antibiotics, antipsychotics, anti-ulcers, anti-
inflammatories, antitussives, antianginals, decongestants
and combinations thereof.

21/
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active is selected from the group consisting of codeine,
amltrxptyizme, phenylpropanolamine, chlorpheniramine
maleate, naproxen, indomethacin, ampicilliin, thioridazine,
cimetidine, theophylline, aminophylline, isosorbide
dinitrate, tolmetin,'pseudoepﬁedrine, destromethorphan,
ibuprofen and caffeine, and other combinations thereof.

7. ‘The process of claim 1 wherein 2t least one additional
layer comprising a pharmaceutical active ingredient is
combined with the homogeneous sustained release
composition to produce a shaped and compresseﬂ multilayer
tablet.

8. A shaped and compressed sustained release therapeutic
composition comprising an effective amount of a
pharmaceutical active and a granulating agent and

 excipients combined into a matrix, characterized by a

long~lagting siow and relatively regular incremental
release of the pharmaceutical active upon administration,

‘wherein the granulating agent and excipients includes a

combination of two polymers, ethylcellulose and povidone,
wherein the total amount of granulating agent and
excipients is an amount effective to form a solid matrix
of active and bindeér materials and is less than 33 percent
of the weight of said shaped and compressed composition.

9., The composition of claim 8 wherein the total amount of
granulzating agent am&.excipients is less than 20 percent
of the weight of said shaped and compressed composition.

10. The composition of claim 8 wherein the total amount of
granulating agent and gxcipieaﬁs i3 in the range of 10 to
20 ‘percent of the weight of said shaped and compressed
composition.

11, The comg051tzon of claim 8 wharezn tha tatal amount of

o

w
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granulating agent and excipients is in the range of § to
33 percent of the weight of said shaped and compressed

composition.

12. A shaped and compressed pharmaceutical active
sustained release tablet made by wet granulating a
pharmaceutical active and the Excipients of Part I with
the Granulating Agent of Part II, drying and milling the
resultant granulations, and then blending with the
Excipients of Part III and compressing into a tablet,
wherein the phagmaceutical active is added in Part I and
comprises at least 66% of the total weight of the tablet
and the inactive ingredients of Parts I, II and ITIX
comprise the following: g

Ingredient

Part I Excipients

Ethyl Cellulose 3 - 12
Microcrystalline

Cellulose 10 - 35
Pregelatinized Starch 5 - 25

»

‘Part II

Povidone 5 = 30
Alcohal or Alcohol-Watar

Part III Excipients

Pregaelatinized Starch 3 - 20
Micrecrystalline Cellulose 2 « 10
Magnesium Stearate 2 - 10
Colloidal S8ilicon Dioxide 2 - 10

~ PCT/US88/01377

- ZI3
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13. A shaped and compressed bi~layer immediate release and

sustained release therapeutic composition comprising =

‘pharmaceutical active in both layers wherein the immediate

release layer comprises a pharmaceutical active and

. pharmaceutically acceptable excipients and the sustained

release layer comprlses a granulating agent and excxplents
combined into a matrix, characterized by a long-lasting
slow and relatively regular incremental release of a
bh&rmaceutical active upon administration, wherein the
granulating agent and excipients includes a combination of
two polymers, ethylcellulose and povidone, and wherein the
total amount of granulating agent and excipients is less
than 33 percent of the weight of the sustained release
layer of said shaped and compressed bi-layer composition.

14, The therapeutic composition. of claim 13 whezein the
immediate release layer comprises a pharmaceutical sotive;
mzcroc:ystalline cellulose; starchw sodium starch
glycolate, and a granulating agentq.

15. The bhi-layered theraﬁeuéic compogition of claim 14
wherein the pharmaceutical active in both layers is the
same or different and is selected from the group
consisting of analgesics, antiarthritics, antiasthmatics,
anti&egressanés, appetite suppressants, antihistamines,
antibiotics, antipsychoktics, anti-ulcers, anti-
1nf1ammatories, antitussives, antiaginals, decongestants
and camhinatzuns thereof,

16. & shapeﬂ and'comprassed bi-layer composition
according to claim 13 whe:ein the pharmaceutxcal active in
both layers is the sama. )

N
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17. A shapad and compressed multilayered therapeutic
composition comprising at least two layers of a sustained
release composition according to claim 13 wherein the
pharmaceutical actives of each layer are different,

18. A shaped and compregsed bi-layered immediate release
and sustained release pharmaceutical active tablet made by
combining an immediate release layer comprising =
pharmaceutical active and pharmacsutically acceptable

10 excipients with a sustained release layer made by wei
granulating the Active & Excipients ingredients of Part
II, drying and milling the resultant granulations, and
then blending with the Excipients of Part III and
compressing the two layers into a tablet, wherein the

15 ingredients of Parts I, II and IXI cémprise the following:

Ingredient

20 Part I Active & Excipients
Pharmaceutical Active 170-2000
Ethyl Cellulose 3 - 12
Microcrystalline Cellulose 10 = 35
Pregelatinized S%arch 5 -« 25

25 Y

Part II ranunlakting Agent

Povidone ) 3 - 30
Alcehol or Alcohol-Water g.t.

30 Part IIT  Excipients

Pregelatinized Starch 3 - 20
Microcrystalline Cellulose 2 - 10
Magnesium Stearate ' 2 - 10
Colloidal Silicon Dioxide 2 - 10

35
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19. A multilayersd composition according to claim 17
comprising at least one additional of an immediate release
composition comprising a pharmaceutical active wherein the

- pharmaceutical active is the same or different as the

pharmaceutical activée comprising the sustained release
layers. ) '

20. A biwlayéred tablet according to claim 18 wherein at
least one layer comprises caffeine.

o
4

o

y
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) Therapeutic agents,

Sustained release granules of ibuprofen comprising &
homogeneous mixiure of fbuprofen and a pharmaceutically
accepiable polymeric material, operable to provide a slow
releas2 of lbuprofen over a pH range from 1.0 to 7.0, the
polymeric material being present in an amount of 5% to 2500 by
weight, basad on the welght of the lbuprofan. The granules are
prepared by dissolving the tbuprofen and polymeric material ina
solvent and evaporating the solvent. Suitable polymeric materi-
als include ethyl cellulose, high viscosity hydrexy propyl methyl
celiutose and copolymers of dimethyl aminosthyl methylacrylate
and mathacrylic acid ester. The granules may be compressed to
form sustained release tablets.
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noticeable advantage arises from the coprecipitated gramues of the present invention.

The rate of dissolution of the tablets of Examples 8, 2, 4a, 3a and 6 was determined in comparison with that
of conventional tablets. A modified dissolution rmethod with 50 RPM of Apparatus I} for ibuprofen tablets (USP
XXl, page 527) was used. A 10 mi sample was pipetted out of the dissolution medium at hourly time periods
(except for conventional release tablets) and replaced by the same quantity of 37°C £ 0.2°C pH 7.2 buffer
solution. The filtrate of the sample was assayed by a spactrophotometer at 265 nm and the released amount of
ibuprofen was calculated as a percentage of the ifolal content.

These results show that the release rate of drug from tablets made with co-crystallisation granules of the
invention can range from slow (Example 6) to fast (Example §) in a predetermined manner. By adjusting the
combination of the different type, viscosity and conceniration of polymers in the granules of the present
invention, a desirable conirolled release dosage form can be prepared.

Claims

1. A sustained release pharmaceutical composition which comprises granules comprising a
homogeneous mixture of buprofen and a phanmaceutically acceptable polymeric material operable to
provide a slow release of ibuprofen over a pH range from 1.0 to 7.5, the polymeric material being present
in an amount of 5% to 25% by weight, based on the weight of the ibuprofen,

2. A pharmaceutical composition according to claim 1 in which the polymeric material is present in an
amount of 590 to 15% by weight, based on the weight of the ibuprofen.

3. A pharmaceutical composition according to claim 1 or claim 2 in which the polymeric material
comprisas ethyl celluloge, a copolymer of dimethylaminoethyl methylacrylate and methacrylic acid ester
or high viscosity hydroxy propyl methyl celiulose.

4. A pharmaceutical compositlon according to elaim 3 in which the polymeric material comprises ethyl
celfulose.

5. A pharmaceutical composition according to any one of claims 1 to 4 in the form of a tablet comprising
said granules.

8. A tablet which comptises granules comprising a homogenaous mixture of ibuprofen and ethyl
cellulose, the sthyl cellulose being present in an amount of 5% to 15% by weight, based on the weight of
ibuprofen.

7. A tablet accordmg to claim 6 in which the ethyl cellulose is presant in an amount of 109 by weight,
based on the weight of ibuprofen.

8. A tablet according to claim 6 or claim 7 also comprising a disintegrating agent.

9. A process for the preparation of sustained release granules. comprising ibuprofen and a
pharmaceutically acceptable polymeric material operable to provide a slow release of the ibuprofen over
the pH range 1.0 fo 7.5, the polymeric material being present in an amount of 5% to 25% by weight, based
on the weight of ibuprofen, which comprises dissolving the ibuprofen and the polymeric material in a
solvent and evaporating the sofvent to form granules of coprecipitated ibuprofen and polymeric material.

10. A process aceording to claim 9 for the production of granules according to any one of claims 110 4.

11. A process for the production of tablets which comprises the compression of granules prepared by
- the process of claim 10.

12. A process according to claim 11 for the production of tablets according to claim 6.

Claims for the following Contracting State : ES

1. A process Tor the preparation of sustained release granules comprising ibuprofen and a
pharmaceutically acceptable polymeric material operable to provide a slow relsase of the ibuprofen over
the pH range 1.010 7.5, the polymeric material being present in an amount of 5% to 25% by weight, based
on the ibuprofen, which comprises dissolving the ibuprofen and the polymeric material in a solvent and
evaporating the solvent to form granules of coprecipitated ibuprofen and polymeric material.

2. A process according to claim 1 in which the polymeric material is presant in an amount of 5% to 160
by weight, based on the weight of the ibuprofen.

3. A process according 1o claims 1 or 2, in which the polymeric material comprises ethyl celluloss, a
copolymer of dimethylaminoethyl methylacrylate and methacrylic acid ester or high viscosity hydroxy
propyi methyi cellulose.

4. A process according to claim 3 in which the polymeric material comprises ethyl cellulose.

5, A process for the production of tablets comprising compression of granules prepared according to
cltaim 1.

8. A process for the production of tablets which comprises the compression of granules prepared
aceording to claim 2.

7. A process for the production of tablets comprising the compression of granules prepared according
1o claim 3.

10
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8. A process for the production of tablets which comprises the compression of granules prepared
according to claims 1 to 3 together with a disintegrating agent.

11
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-CERTIFICADO'NACIONAL

CAMARA DE COMERCIO DE CALI

Fecha : 20081016 : ;Hora Certlflcado 11:47:54
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k*******************************i*************************

CERTIFICA:

‘QBJETO SOCIAL. LA SOCIEDAD TIENE POR OBJETO: A) LA FABRICACION, EL ENVASADO,
©|LA  IMPORTACION, LA  EXPORTACION, LA VENTA Y DISTRIBUCION DE PRODUCTOS
- /BIOLOGICOS. Y QUIMICOS, . MEDICAMENTOS O PRODUCTOS FARMACEUTICOS, PERFUMERIA O
~/|EFECTOS DE. TOCADOR, PRODUCTOS VETERINARIOS,  AGRICOLAS Y ALTMENTOS NATURALES

¥/O PRODUCTOS DE CONSUMO POPULAR DE CUALQUIER NATURALEZA Y SERVICIOS: EN
GENERAL. 'B) INVERTIR EN SOCIEDADES O EMPRESAS DE CUALQUIER NATURALEZA O
ESPECIE DE LA SOCIEDAD MERCANTIL, NACIONAL O EXTRANJERA, QUE TENGAN COMO
ACTIVIDAD O NEGOCIO PROPIO DE SU OBJETO LA FABRICACION, DISTRIBUCION VI
|COMERCIO  EN  GENERAL DE PRODUCTOS BIOLOGICOS Y QUIMICOS, MEDICAMENTOS O
|PRODUCTOS ' FARMACEUTICOS,  PERFUMERIA 'O EFECTOS DE TOCADOR, PRODUCTOS
- |[VETERINARIOS, AGRICOLAS, ALIMENTOS NATURALES Y/O PROCESADOS, PRODUCTOS = DE
. |CONSUMO  POPULAR, SERVICIOS EN GENERAL'O LA EXPLOTACION DE ESTABLECIMIENTOS DE
(|COMERCIO DEDICADOS A DICHO GIRO. C) ADQUIRIR-ACCIONES, CUOTAS SOCIALES, BONOS
CEDULAS, TITULOS U OTROS VALORES EN COMPANIAS DE CUALQUIER NATURALEZA O TIPO
'[LEGAL, DEDICADAS A LA EXPLOTACION DE CUALQUIER ACTIVIDAD ECONOMICA LICITA Y
ENAJENARIAS.D) LA ~ EXPLOTACION DEL | NEGOCIO DE LA PUBLICIDAD Y . EL
ESTABLECIMIENTO DE OFICINAS -DEDICADAS | A [ 'ESTE NEGOCIO O A LA CREACION DE
ORGANOS DE PUBLICIDAD HABLADOS O ESCRITO 2). GARANTIZAR LAS OBLIGACIONES
PROPIAS DE LOS ACCIONISTAS O DE TERCEROS. -F).LA. ADQUISICION DE BIENES MUEBLES,
INMUEBLES Y DE TODA CLASE DE EQUIPO Y MAQUINARTA PARA SU ARRENDAMIENTO O PARA
LA COMERCIALIZACION | DE ELLOS. EN DESARROLLO DEL OBJETO SOCIAL PODRA OBTENER

PRIVILEGIOS INDUSTRIALES, CONCESJ:ONES,Z PATENTES. DE INVENCION, DE MEJORAS O
. PROCEDIMIENTOS, MARCAS DE"-FABRICA O DE COMERCIO; YA SEA EN NOMBRE PROPIO O DE
' TERCEROS, OTORGAR A TERCEROS, DENTRO O FUERA DEL PAIS CONCESIONES O USOS DE
XPLOTACION  SOBRE  ESTOS - DERECHOS, EJECUTAR TODA CLASE DE CONTRATOS DE
OMPRAVENTA, DISTRIBUCION DE MATERIAS = PRIMAS, DE PRODUCTOS SEMIELABORADOS O
'ELABORADOS EN EL MERCADO INTERNO O EN EL EXTERIOR Y EN GENERAL, LA CELEBRACION
'DE TODO ACTO O CONTRATO SOBRE BIENES MUEBLES O INMUEBLES DE COMERCIO,
NDUSTRIALES O DE OTRA INDOLE QUE SE REFIERAN DIRECTAMENTE A LAS ACTIVIDADES
UE PERSIGUE LA SOCTEDAD.

CERTIFICA

' PRGANOS DE DIRECCI?N Y ADMINISTRACI?N _ PARA ‘108 -FINES DE 8U DIRECCI°N,

ADMINISTRACI?N Y REPRESENTACI?N, LA SOCIEDAD TIENE LOS SIGUIENTES ?RGANOS: A)
ASAMBLEA GENERAL:. DE ACCIONISTAS. B) JUNTA DIRECTIVA. C) PRESIDENTE EJECUTIVO
Tf) TRES VICEPRESIDENTES EJECUTIVOS. E) VICEPRESIDENCIAS ADMINISTRATIVAS

LA DIRECCI?N DE LA SOCIEDAD CORRESPONDE, EN PRIMER TERMINO A LA ASAMBLEA
. GENERAT, DE ACCIONISTAS Y EN SEGUNDO LUGAR, A LA JUNTA DIRECTIVA COMO DELEGADA
”‘E AQUELLA.

“ LA REPRESENTACI’N LEGAL DE LA S8OCIEDAD Y LA GESTI?N DE LOS NEGOCIOS SOCIALES
ESTAR?N A CARGO DEL ~PRESIDENTE EJECUTIVO Y DE LOS TRES VICEPRESIDENTES
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EESN ADMINISTRACI°N INMEDIATA DE LA COMPA99A, SU REPRESENTACI?N: LEGAL Y LN
.| /GESTI?N ‘DE LOS NEGOCIOS SOCIALES” ESTAR?N A CARGO DEL PRESIDENTE EJECUTIVO Y. DE
' LOS TRES VICEPRESIDENTES EJECUTIVOS, DESIGNADOS POR LA JUNTA DIRECTIVA PARA
“'PERIODOS DE UN A?0, REELEGIBLES INDEFINIDAMENTE Y REMOVIBLES LIBREMENTE POR

| ELLA EN CUALQUIER TIEMPO, QUIENES COMO REPRESENTANTES LEGALES PODR?N ACTUAR

lACCIONISTAS Y LOS DEPENDIENTES DEL REVISOR FISCAL, S8I LOS HUBIERE, ESTAR°N

"REPRESENTACIVN LEGAL DE LA COMPA??A;° LA GESTI?N COMERCIAL Y FINANCIERA, LAl

'INSTRUCCIONES DE LA JUNTA DIRECTIVA.r‘

|'COMO REPRESENTANTES LEGALES DE LA COMPA’?A EN.. JUICIO Y FUERA DE JUICTO, LOS
| REPRESENTANTES . TIENEN - FACULTADES i PARA EJECUTAR O CELEBRAR SIN OTRAS
(LIMITACIONES OQUE LAS ESTABLECIDAS |EN | LOS ESTATUTOS EN 'CUANTO SE . TRATE DE
- OPERACIONES QUE DEBAN SER PREVIAMENTE AUTORIZADAS POR LA JUNTA DIRECTIVA O POR
|'LA ASAMBLEA DE ACCIONISTAS TODOS LOS JACTOS O CONTRATOS COMPRENDIDOS -DENTRO
'} DEL. OBJETO = SOCIAL O QUE TENGAN CARQCTER SIMP&EMENTE PREPARATORIO,; ACCESORIO O
“;COMPLEMENTARIO PARA LA REALIZACT?N DE_LOS FINES QUE PERSIGUE LA SOCIEDAD Y L,Og

' QUE 8E RELACIONAN DIRECTAMENTE CON ‘LA EXISTENCIA Y EL FUNCIONAMIENTO DE LA

| TRANSIGIR, ARBITRAR Y COMPROMETER LOS NEGOCIOS SOCIALES; PROMOVER O COADYUVAR

ACCIONES JUDICIALES, ADMINISTRATIVAS O .CONTENCIOSO. ADMINISTRATIVAS EN QUE LA
. | COMPA??A TENGA - INTER?S E ' INTERPONER TODOS LOS RECURSOS QUE SEAN PROCEDENTES
CONFORME A LA LEY; DESISTIR DE LAS ACCIONES O RECURSOS QUE INTERPONGAN; NOVAR
OBLIGACIONES O CR?DITOS; DAR O RECIBIR BIENES EN PAGO; CONSTITUIR APODERADOS
JUDICIALES O  EXTRAJUDICIALES, DELEGARLES FACULTADES REVOCAR MANDATOS Y
ystSTITUCIONES ' N \

. PAR?GRAFO: LOS REPRESENTANTES LEGALES - DE LA SOCIEDAD TIENEN AMPLIAS
FACULTADES, SIN NINGUNA LIMITACI?N Y SIN REQUERIR AUTORIZACI?N PREVIA DE Tad
MJUNTA .~ DIRECTIVA, PARA ACTUAR EN NOMBRE DE LA SOCIEDAD EN LICITACIONES
@‘PUBLICAS, PRIVADAS O CUALQUIER OTRA MODALIDAD DE CONTRATACI?N, PRESENTAR
;PROPUESTAS, ACEPTAR ADJUDICACIONES Y CONTRATAR SIN ©LIMITACI?N DE _CUANT”A
CALGUNA ANTE  LAS ENTIDADES PUBLICAS, EMPRESAS INDUSTRIALES Y COMERCTIALES DEL
{ESTADO SOCIEDADES DE ECONOM?A MIXTA, BIEN SEAN ELLAS DEL ORDEN NACIONAL
~ DISTRITAL, DEPARTAMENTAL o) MUNICIPAL.
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k*********************************************************
R_-R DE °RGANO CONSULTIVO Y ASESOR.DE LOS - REPRESENTANTES DE LA COMPA9°A

CONJUNTA O  SEPARADAMENTE CON IGUALDAD DE 'FUNCIONES Y CALIDADES. TODOS LOS
EMPLEADOS DE LA . COMPA??A CON EXCEPCI?N DE LOS DESIGNADOS POR LA ASAMBLEA DE|

SOMETIDOS EN EL DESEMPE?0 DE SUS CARGOS A LOS REPRESENTANTES LEGALES .

LOS REPRESENTANTES LEGALES SON MANDATARIOS CON REPRESENTACI?N INVESTIDOS DE
FUNCIONES EJECUTIVAS Y ADMINISTRATIVAS Y COMO TALES TIENEN A SU CARGO LA

RESPONSABILIDAD DE LA ACCI°N ADMINISTQATIVA, LA COORDINACI?N Y LA SUPERVISI?N

@ENERAL DE LA EMPRESA, 'LAS CUALES CUMPLIR?N CON ARREGLO A LAS NORMAS DE LOS
ESTATUTOS 'Y A LAS, DISPOSICIONES LEGALES Y CON BUJECI?N A - LAS ORDENES B

g
T

MISMA. LOS  REPRESENTANTES = QUEDAN INVESTIDOS DE  PODERES ESPECIALES PARA

CERTIFICA:
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'IMPUESTO SOBRE LA RENTA Y COMPLEMENTARIOS QUE CORRESPONDA A LA SOCIEDAD, Yj

‘B) PARA PRESENTAR h4 SUSCRIBIR. TODOS LOS DOCUMENTOS QUE OBLIGUEN A

" ADUANAS NACIONALES 'Y POR LAS. DEPENDENCIAS /MUNICIPALES QUE ADMINISTREN LOS

- PERSONERIA EN NOMBRE DE TECNOQUIMICAS S8.A., SIEMPRE QUE LO ESTIME CONVENIENTE,
DE MANERA QUE EN NINGUN CASO LA  SOCIEDAD QUEDE SIN REPRESENTACION EN LOS
- ASUNTOS RELACIONADOS CON LAS- FACULTADES OTORGADAS

- QUE POR.ESCRITURA NRO. 307 DEL 31 DE JANUARY DE 2002 NOTARTA TERCERA DE CALI ,

A - JORGE ROBERTO OBANDO RODRIGUEZ, MAYOR DE EDAD, VECINOC DE ESTA CIUDAD,
" NOMBRE Y REPRESENTACION DE LA SOCIEDAD, CUYA PERSONERIA OSTENTA: lo.) PROMUEVA

' JUDICIAL O GUBERNATIVO, YA SEA EN ©PROCESOS, ACTUACIONES O ACTOS SIMPLES,
"DILIGENCIAS O GESTIONES EN QUE TECNOQUIMICAS S.A. TENGA INTERES COMO ACTOR,
 DEMANDANDO O TERCERO INTERVINIENTE EN RELACION CON LOS ASUNTOS DE CARACTER
. LABORAL, POLICIVO, PENAL ©O DE FISCALIA, EN QUE LA EMPRESA SEA PARTE ACTIVA O
. PASIVA, CON CAPACIDAD PARA NOTIFICARSE Y CONTESTAR Y HACERSE PARTE DE ELLOS EN
NOMBRE DE TECNOQUIMICAS S.A. 20.) SUSCRIBA Y DE POR TERMINADO LOS CONTRATOS DE
S TRABAJO DEL PERSONAL VINCULADO A LA "EMPRESA. 30.) CONSTITUYA APODERADOS EN
"DESARROLLO DE ESTA REPRESENTACION LABORAL, REVOQUE Y SUSTITUYA DICHOS PODERES

IA EMPRESA EN TODOS LOS TRAMITES ADMINISTRATIVOS Y PROCESOS JUDICIALES, 'DE
“CARACTER LABORAL, POLICIVO, PENAL © DE FISCALIA EN LOS QUE LA EMPRESA ‘8EA

‘CON LA CEDULA DE CIUDADANIA NRO.
14.440.778 DE CALI, PARA QUE EN NOMBRE Y REPRESENTACION DE LA SOCIEDAD, CUYA
PERSONERIA OSTENTA, EL REPRESENTANTE EN LOS SIGUIENTES ACTOS: A) PRESENTAR EN
LA ADMINISTRACION DE IMPUESTOS Y ADUANAS NACIONALES O DEIL. ORGANISMO QUE HAGA
SUS VECES Y FIRMAR EN REPRESENTACION DE LA SOCITEDAD, LAS DECLARACIONES DEL

TODAS LAS DEMAS DECLARACIONES QUE LA SOCIEDAD DEBA PRESENTAR ANTE DICHA
ENTIDAD, TALES COMO LA DE VENTAS, RETENCION EN LA FUENTE, TIMBRE Y CUALESQUIER
OTRA DECLARACION QUE POR LEY LA SOCIEDAD ESTE OBLIGADA A PRESENTAR.

TECNOQUIMICAS -8.A., COMO DECLARANTE DEL IMPUESTO DE INDUSTRIA Y COMERCIO Y EL
COMPLEMENTARIO DE AVISOS Y TABLEROS EN LOS MUNICIPIOS EN QUE LA SOCIEDAD ESTE
OBLIGADA AL PAGO DE LOS CITADOS IMPUESTOS, PUDIENDO IGUALMENTE NOTIFICARSE DE
TODAS LAS ACTUACIONES, ACTOS, DILIGENCIAS O GESTIONES RELACIONADAS O QUE SE
DERIVEN DE LOS MENCIONADOS TRIBUTOS. C). PARA PRESENTAR Y SUSCRIBIR TODOS LOS
DOCUMENTOS QUE OBLIGUEN A TECNOQUIMICAS "8.A... COMO DECLARANTE DEL IMPUESTO

PREDIAL Y COMPLEMENTARIOS EN LOS MUNICIPIOS DONDE TENGA BIENES INMUEBLES,

PUDIENDO IGUALMENTE NOTIFICARSE DE TODAS LAS ACTUACIONES ACTOS, DILIGENCIAS O
GESTIONES RELACIONADAS 'O QUE SE DERIVEN DEL CITADO  IMPUESTO. D) PARA DAR
RESPUESTA A LOS REQUERIMEENTOS ORDINARIOS YA LAS SOLICITUDES DE INFORMACION
EN RELACION CON LOS IMPUESTOS ADMINISTRADOS "POR. LA DIRECCION DE IMPUESTOS Y

IMPUESTOS DE CARACTER TERRITORIAL. . E) 'Y EN  GENERAL, PARA QUE ASUMA LA

CERTIFICA:
INSCRITA EN LA CAMARA DE COMERCIO EL 13 DE FEBRUARY DE 2002 BAJO EL NRO. 298
DEL LIBRO YV MEDIANTE LA CUAL SE LE CONCEDE PODER ESPECIAL, AMPLIO Y SUFICIENTE
IDENTIFICADO CON LA CEDULA DE CIUDADANIA NRO. 14.960.183 DE CALI, PARA QUE EN

O DESISTA DE ACCIONES ANTE CORPORACIONES, ENTIDADES O FUNCIONARIOS DEL ORDEN

CUANDO 1LO ESTIME PROCEDENTE. 40.) TRANSIJA, CONCILIE; DESISTA Y COMPROMETA A
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. 'TRAMITES - ATINENTES A LA OBTENCION ' DE LICENCIAS DE VENTA Y. LICENCIAS DE
\VFUNCIONAMIENTO RENOVACIONES CERTIFICACIONES, AMPLIACIONES, - INSCRIPCIONES - Y
;-MODIFICACIONES EN" GENERAL; . B) TODOS  LOS. TRAMITES ANTE EL. INVIMA ATINENTES A

. |CESIONES, CERTIFICACIONES - -DE. ‘FORMULA Y EXCLUSIVIDAD, MODIFICACIONES -DE
© FABRICAR IY " 'VENDER A  IMPORTAR Y VENDER Y VICEVERSA -~ BE. IGUALMENTE
]fCERTIFICACIONES 'SOBRE LA . LINEA COMPLETA DE’ NUESTROS PRODUCTOS, A CUYO OBJETO
o LO. "FACULTO ' PARA DAR ANTE DICHAS -~ AUTORIDADES TODOS LOS PASOS NECESARIOS,
‘G.PRESENTAR  SOLICITUDES, . . HACER 'DECLARACIONES, * ““PAGAR - DERECHOS,  PROBAR|
" EXPLOTACIONES, SOLICITAR TESTIMONIOS RECIBIR: DOCUMENTOS, FORMULAR APELACIONES

U LOS FINES ARRIBA INDICADOS CON = TODAS ©LAS. -PDEMAS - FACULTADES' GENERALES ¥

INDIRECTAMENTE ' 8E GENERE DE LO& ACT@S ACTUACIONES ‘DILIGENCIAS O GESTIONES

“ASUNTOS CONCERNIENTES PARA ' 1AS MATERiAS DE QUE . TRATA ESTE PODER. ANTONIO

| MANDATO QUE  SE OTORGA (POR- - TERMING . INDEFINIDO Y CUALQUIER 'MODIFICACION O SU|
- REVOCATORIA = SE HARA - EXPRE%AMENTE “POR ESCRITURA  PUBLICA.

QUE \POR "ESCRITURA - NRO. 6224 DEL .15 DE. DECEMBER DE 2004 NOTARIA TERCERA DE
'3 DEL LIBRO V 'MEDIANTE LA CUAL CONCEDE PODER ESPECIAL DERO AMPLIO Y
' SUFICIENTE. A ~ DIEGO PEREZ MENDOZA MAYOR DE.EDAD, VECINO DE BOGOTA, IDENTIFICADO
'RELACIONADOS ~CON EL. PROCEDIMTENTO DE OTORGAMIENTO DE LICENCIA DE VENTA DE LOS
DOCUMENTOS,. SOLICITUDES, = REQUERIMIENTOS, MEMORTALES RESPUESTAS, ACLARACIONES

ﬂ&MBIENTE, "MINISTERIO ~ DE PROTECCION =~ SOCIAL O . ANTE = .LAS ‘AUTORIDADES
ﬁﬁUBERNAMENTALES COMPETENTES “EN'LO RELACIONADO CON LOS' TRAMITES QUE PERMITAN LA

;('\'

"DE . NOTIFICARSE, - RESPONDER E INTERPONER RECURSOS DE " -TODO. CTIPO DE ACTO

iﬁiF{M

SOLLCITAR = Y  ADELANTAR ANTE . EL . INSTITUTO COLOMBIANO AGROPECUARIO TODOS LOS

LA ' OBTENCION . DE REGISTRO SANITARIO - RENOVACION DEL MISMO, REFORMULACIONES,
,ADICIONES DE .. NUESTRA LINEA - DE PRODUCTOS, CAMBIOS DE TITULAR Y DE FABRICANTE

¥ "RECLAMOS, . DESISTIR " Y PERCIBIR \ ASI MISMO DICHO APODERADO ESTA AUTORIZADO)
PARA HACER CUANTO FUERE NECESARIO ANTE LAS AUTQRIDADES ADMINISTRATIVAS PARA

ESPECIALES - QUE FUEREN. - NECESARIAS INCLUIDAS LAS DE "SUSTITUIR Y DELEGAR EL!
PRESENTE PODER . SI. RO - ESTIMARE CONVENIENTE ¥ EN: CASO NECESARTO REVOCAR DICHAS
SUSTITUCIONES.. PUDIENﬁO ATENDER A$I MISMO LAS NOTIFiCACIONES QUE DIRECTA O

QUE - TENGAN RELACION DE CAU&A&&DAD “POR" “TOS - SUSODICHOS TRAMITES - ¥.«.3).. EN
GENERAL . PARA QUE  ASUMA™ LA PERSONERLA BN NOMBRE DE TECNOQUIMICAS S. A, SIEMPRE

QUE- LO - ESTIME. CONVENIENTE SDE- MANERA -QUE " EN—NINGUN CASO QUEDE - SIN TA DEBIDA|
REPRESENTACION 'EN LA SALVAGUARDIA*'DE SUS DERECHOS 54 OBLIGACIONES EN. LOS

JAIRO RAMIREZ ECHAVE SE CENIRA RIGUROSAMENTE A LOS: TERMINOS EXPRESADOS EN ESTE

- CERTIFICA.n

CALI © INSCRITA “EN LA CAMARA DE COMERCIO EL 17 DE JANUARY DE. 2005 BAJO EL NRO.

LCON.- CEDULA DE CIUDADANIA 'NUMERQ 16.820.530 DE CALI,. COMO SU REPRESENTANTE" ~CON
"PODER ESPECIAL AMPLIO 'Y SUFICIENTE; PARA - REALIZAR TODOS LOS TRAMITES

ODUCTOS - AGRICOLAS DE LA SOCIEDAD .CON FACULTAD PARA FIRMAR TODO . TIPO. DE

IEN.' SEA ANTE . EL INSTITUTO COLOMBIANO AGROPECUARIO ICA, MINISTERIQ DEL MEDIO

'(\-

‘OMERCIALIZACION DE ESE TIPO DE PRODUCTOS. LA FACULTAD TAMBIEN COMPRENDERA LA

H

kDMINISTRATIVO ~EL_ APODERADO SUSCRIBIRA TODOS. LOS DOCUMENTOS Y. REALIZAR ‘TODOS
08 ACTOS QUE: OBLIGUEN A LA  SOCIEDAD . ANTE ' LAS AUTORIDADES MENCIONADAS,
PUDIENDO - ' LGUALMENTE NOTIFICARSE‘ " DE TCDAS - LAS ACIUACIONES,"‘_ACTQS

Ckkk CONTINUA #%%
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- [CONCEDE ~ PODER ESPECIAL, AMPLIO Y SUFICIENTE A LOS SIGUIENTES FUNCIONARIOS DE]

<~ [FINANCIERO Y ADMINISTRATIVO DE LA REGIONAL CUNDINAMARCA DE 1A SOCIEDAD, CON
I\SEDE EN BOGOTA D.C.

e IGUIENTES FACULTADES : |

"‘ONCILIACION BN LOS  QUE EL ESTABLECIMIENTO ESTE VINCULADO COMO DEMANDANTE,

QM NSUALES.

CACCIONES CIVILES, COMERCIALES Y  PENALES TENDIENTES A TA RECUPERACION DE LA
CARTERA, . SIN LIMITACION DE - CUANTIA, CON EXPRESAS FACULTADES. PARA ASISTIR EN

“PARTR, CON AUTORIZACION PARA TRANSIGIR DESISTIR, CONCILIAR Qo COMPROMETER A«LA

‘LA EMPRESA

- GERMAN ALBERTO 'SUAREZ HINCAPIE C.C. 16.722. 521 DE CALI, SUBGERENTE

'FINANCIERO b ADMINISTRATIVO DE LA REGIONAL CENTRO PACIFICO DE LA SOCIEDAD, CON
\SEDE EN CALI S \

s

MARIA VICTORIA VARGAS PORRAS c.c. 39 638. 185 DE. BOGOTA,‘ SUBGERENTE

ESPERANZA GRANADOS JAIMES, c. C 63 392.189 DE MALAGA (SANTANDER), SUBGERENTE

: MINISTRATIVO DE LA REGIONAL CUNDINAMARCA DE LA SOCIEDAD . CON SEDE EN. BOGOTA
afs : \

DIEGO FERNANDO MU?QZ QUINTERO, ¢ Qi ‘94. 282 452 DE CALI, SUBGENENTE

w,INANCIERO Y. ADMINISTRATIVO DE LA REGIONAL ANTIOQUIA DE LA SOCIEDAD CON- SEDE
EN MEDELLIN. : | . ‘

():-w

7 CARLOS ORLANDO MUTIS PICON C C ~91 269 418 DE BUCARAMANGA, SUBGERENTN
‘INANCIERO VY ADMINISTRATIVO DE LA REGIONAL ORIENTE DE LA SOCIEDAD, CON SEDE EN

vy

= DANIEL AMEZQUITA LIZARAZO Q. c.; 8.681.962 DE BARRANQUILLA,_ SUBGERENTE
INANCIERO ¥’ ADMINI&TRATIVO DE LA REGIONAL ATLANTI DE LA SOCIEDAD, CON. SEDE
N BARRANQUILLA S : Sty - : ;

OS MENCIONADOS FUNCIONARIOS EJERCERAN, 'EN- SUS RESPECTIVAS REGIONALES LAS
| PARA QUE EN NOMBRE DE TECNOQUIMICAS 8. A., Y EN ASUNTOS QUE TENGA QUE VER CON
\ US  RESPECTIVOS  DISTRITOS = DE VENTAS SE NOTIFIQUEN Y PROMUEVAN ACCIONES EN
OMBRE ‘"DE ESTA . -ANTE - ENTIDADES' PUBLICAS, FUNCIONARIOS 0 EMPLEADOS NACIONALES,
'EPARTAMENTALES ‘DISTRITALES Y MUNICIPALES DEL ORDEN JUDICIAL, ADMINISTRATIVO

i OLICIVO PENAL 'O DE FISCALIA, YA SEA EN. PROCESOS ACTUACIONES, SIMPLES- ACTOS
(o} DILIGENCIAS Y GESTIONES, . CON FACULTADES ‘DE DESISTIMIENTO, ALLANAMIENTO ¥

f“EMANDADo O TERCERO INTERVINTENTE. |
dRAPoQ\ LA, FACULTAD DE CONCILIACION DESISTIMIENTO Y ALLANAMIENTO. SE LIMITA
A . LA.  SUMA. EQUIVALENTE A CINCUENTA (50) SALARIOS MINIMOS LEGALES

ARA QUE OTORGUEN PODERES Y CONSTITUYAN MANDATARIOS PARA iNiciAR” LAS

. NOMBRE - DE LA SOCIEDAD A . LAS AUDIENCIAS DE CONCILIACION E INTERROGATORIOS DE

\***.éONTINUA e
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CERTIFICADO NACIONAL
CAMARA DE COMERCIO DE CALT
Fecha : 20081016 .  Hora Certificado 11:47:54

Operacion : OZCP‘210'16‘0\3i - . PAGINA No. 27

k**'k*******************************‘k‘k****‘k****************

DE CONFORMIDAD CON - EL DECRETO 2150 DE 1.995 Y LA AUTORIZACION IMPARTIDA POR
A . SUPERINTENDENCIA  DE - INDUSTRIA Y COMERCIO LA FIRMA MECANICA QUE APARECE A
‘ONTINUACION TIENE PLENA VALIDEZ PARA TODOS LOS EFECTOS LEGALES .

ADO EN CALI A LOS 16 DIAS DEL MES DE OCTOBER DEL A?0 2008 HORA:’ 11:49:10

rafrtaf‘ Eempi n‘x?n;:;m nat-.nr-h P

S A HIT. BS0013F11-5 13027 07-2038

IMPRESO PCR

RECIBO DE CAJA APLICADD AL EAPEDIENTE Na.




SUPLRINTE DL NGEA DU NS TRIA Y COMLRUCID

l
Mg 5\

032749~ -0000 o
"yt VA8 & iy l'('[’“‘him
:;J{tdéfdxu?nwf/ i Z ﬁﬁ;tﬁ;{NA\k)NAH
At 40D OPOSIOBSLRVILR - Folios’ 67 ‘ J
SUPERINTEMDENCIS DE INDUSTRIA Y COMERCIO
HIT @ B00174089-2
RECIRO OFICIAL DE CAJA : 08 - 835,313
FECHR| -~ : (_]CTLIBRE 28 DE 20608
iy CONSIGNACI DN #98ix
DEPOSITANTE TIRD PABO _ BANCD CUENTA Ko. PAGO FECHA 6O - Vr. PABD
REYES |Y REVES ABOGADOS  CONSIENACION . - BANCD BE-BDBDTA 052754387 91207314 2B/10/2008 £82,000.00
REVES Y REYES ABOBADOS  CONSIGNACION  BANCO ﬁE,BQBOTA 062754387 91207325 . 28/1072008 1,023,000.00
P88 C O N C E P T O #3831
CANT. | RENTISTICO - CONCEPTD )(mL CONCEPTO
‘ 1] 50005-01-0B PRORROSA DE TERWINOS 31 PRORROGA DE TERMINOS ) 74,000,00

TOTAL & % 75,000.00

G0W: | SETENTA Y CINCO HIL PESOS

RESPONBABLE

RECIBO|DE CAJA APLICADG AL EXPEDIENTE No.




