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Sefor

SUPERINTENDENTE DE INDUSTRIA Y COMERCIO

E. S. D.

REF: EXPEDIENTE 10-082-162

TITULO SOLICITADO: FORMULACIONES FARMACEUTICAS DE
FENILEFRINA Y  COMPOSICIONES PARA
ABSORCION TRANSMUCOSAL.

PUBLICACION: Gaceta 632 de 20/09/2011, nimero de publicacién
1221.

PRIORIDAD: US 61/012,223 de 07/12/2007

SOLICITANTE: SCHERING - PLOUGH HEALTHCARE PRODUCTS,
INC.

APODERADO: CARLOS REYNALDO OLARTE GARCIA.

TRAMITE: PRESENTACION DE OPOSICION

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional nimero 44655
del Consejo Superior de la Judicatura, cbrando en calidad de apoderado de la
sociedad TECNOQUIMICAS S.A., en desarrollo de lo dispuesto por los articulos
42 y siguientes de la Decision 486 de 2000 de la Comunidad Andina de Naciones,
me permito solicitarle, muy respetuosamente, dar curso a la siguiente;

I PETICION

Negar el beneficio patentario a la solicitud contenida en el expediente 10-082-162,

por no cumplir con |os requisitos de patentabilidad a que se refieren los articulos



14, 16, 18 y 20 literal d) de la Decisidén 486 de la Comunidad Andina de Naciones,
con base en los fundamentos de hecho y de derecho que me permitc exponer a

continuacion.

1. LEGITIMO INTERES

Asiste a TECNOQUIMICAS S.A. legitimo interés para presentar esta oposicion,
pues la eventual concesidn de la solicitud restringiria injustificadamente el empleo
de ciertas sustancias y composiciones farmacéuticas carentes de nivel inventivo,
en detrimento de sus legitimos intereses comerciales y de la libre competencia.

. FUNDAMENTOS DE LA OPOSICION

La solicitud colombiana en tramite 10-082-162 que se refiere a una composicion
farmacéutica que comprende fenilefrina o su sal aceptable para uso farmacéutico,
donde la composicion se formula para ser aplicada a la mucosa oral para permitir
una absorcidn sistémica mejorada de la forma activa para uso terapéutico de
fenilefrina; no reune los requisitos necesarios para otorgarsele el privilegio de

patente de invencion, como se demuestra a través de los siguientes argumentos:

En primer lugar, y teniendo en cuenta lo revelado en |a reivindicacidén 17 de la
solicitud colombiana en cuestién, en donde se hace mencién de un método para
administrar sistémicamente fenilefrina, es importante indicar que esto contraviene
lo dispuesto en ta Decisién 486 de 2000 que literalmente refiere a que “No serén
patentables (...) d) los métodos terapéuticos o quirtdrgicos para ef tratamiento
humano o animal, asi como los métodos de diagnostico aplicados a los seres

humanos o a animales”.

En un segundo aspecto, y teniendo en cuenta que en las reivindicaciones 48 y 49
la solicitud colombiana en cuestién revela la combinacidn farmacolégica entre
fenilefrina y otros principios activos, es relevante mencionar el concepto de la
Doctora en Bioquimica Silvia Susana Giarcovich' en su opinion escrita a cerca de

“Asociaciones y Patentes” en donde afirma que las asociaciones farmacoldgicas

! Profesora Regular Adjunta del Departamento de F armacologia de Ia Facultad de Farmacia y Bioquimica de
la UBA y Directora Técnica y Gerente de Estudios Clinicos de DIFFUCAP-EURAND SACIF!



estan restringidas por ciertos principios y lineamientos preestablecidos por varias
entidades, puesto que dichas combinaciones deben estar bajo el precepto de
eficacia, seguridad y eficiencia terapéutica, veamos:

“3.3.2. Lineamientos FDA:

A continuacién se mencionardn lineamientos que la agencia sanitaria de EEUU ha
establecido para el caso de los llamados * Combination Drug Products':

3.3.2.1. CFR

El CFR establece la politica en relacion a las combinaciones de drogas a dosis fija para
humanos en 21CFR300.50. Alli se establece que dos o mds drogas pueden ser
combinadas en una U(nica unidad posoldgica cuande cada comporente hace una
contribucién al efecto propuesto y la dosis de cada componente es tal que la
combinacién es segura y efectiva (se consideran casos especiales cuando se busca
aumentar la seguridad y eficacia del principal componente o minimizar su potencial
abuso).

3.3.2.2 Guia "OTC Combination of Drug Products”
[Docket No. 78D-0322}:

Esta guia establece en detalle la politica de la agencia para combinar dos o mds
ingredientes activos OTC, seguros y eficaces y caracteriza diferentes tipos de
asociaciones de OTC:

. Ingredientes activos de diferentes categorias terapéuticas para
tratar distintos sintomas simultdneamente: Sélo se acepta esta
asociacién si cada ingrediente estd presente dentro de su rango
de seguridad y eficacia.

. Ingredientes activos de la misma categoria terapéutica que
tienen distintos mecanismos de accién para tratar los mismos
sintomas o condicion: Sélo se acepta esta asociacién si es mejor o
iqual que cada ingrediente solo en su dosis terapéutica y también
pueden usarse a dosis subterapéuticas si corresponde.

. Ingredientes activos de la misma categoria terapéutica que
tienen e! mismo mecanismo de accién: Estos no deberian ser
combinados a menos que haya alguna ventaja con respecto a los
ingredientes simples (mayor eficacia, seguridad, aceptacién del
paciente o calidad de le formulacién).

? Anunciada en el Federal Register (1978), Vol. 43, No. 229.



. Ingredientes considerados adyuvantes, que aumenten o aiteren el
efecto de otro ingrediente activo, serdn, considerados
ingredientes activos.

3.3.2.3. Guia Draft “Current GMP for Combination
Products™:

Este documento provee una guia para la industria y para el staff de la FDA acerca de
la aplicabilidad de la cGMP para las asociaciones (combination products) y define a un
combination product, de acuerdo al CFR (21CFR3.2(e), de forma que no sélo involucra
drogas sino gevices:.

Un producto combinado es un producte compuesto de cualquier combinacion de una
droga y un dispositive; un producto biologico y un dispositive; una droga y un producto
bioldgico; o una droga, dispositivo, y un producto bioldgico. Bajo 21 CFR 3.2 (e), un
producto de combinacion incluye:

1. Un producto que comprende dos o mds componentes regulados (ie.,
aroga/dispositivo, biologico/dispositivo, droga/biologico, o
droga/dispositivo/bioldgico) que son combinados fisicamente, quimicamente, o de otra
forma, o mezclados y producidos como una entidad dnica;

2. Dos o mds productos separados, empaquetados juntos en un solo paquete, o como
una unidad comprendiendo droga y productos del dispositive, dispositivo y productos
bioldgicos, o bioldgico y productos de droga;

3. Una droga, dispositive, o producto bioldgico empaquetado separadamente que, de
acuerdo a su plan de investigacidn o el etiguetado propuesto, es destinade para
utilizarse Unicamente con upa droga, dispositivo, o producto bioldgico aprobada
especificada individualmente, donde al mismo tiempo ambos son deben estar
aceptados para la indicacion o efecto y donde, luego de la aprobacion del producto
propuesto, el etiguetado del producto aprobado necesitaria ser cambiade (e.q., para
reflejar un cambio en la indicacidn, forma farmacéutica, dosis, ruta de administracion,
cambio significative en la posologia); 6

4. Cualquier droga en investigacion, dispositivo, o producto bioldgico empaguetado
separadamente que, de acuerdo al etiguetado propuesto es para utifizarse dnicamente
con otra droga en investigacion especificada, dispositivo, o producto bioldgico, donde a
la vez se requiere que ambos sean aceptados para la misma indicacion, uso y efecto.

Ademds, dentro de esta guia es muy interesante el concepto de "parte constitutiva de
un combination product” porque especifica su identidad regulatoria como droga, device
o producto bioldgico.



3.3.2.4, Guia Draft “"Combination Products Timeliness of
Premarket Reviews™:
Esta guia provee informacién a un postulante a reclamar la resolucion de una disputa
acerca de la duracién de la revisién de una postulacién referida a un producto
combinado. Es una guia referida simplemente a un problema administrativo que
demuestra cudn regulado se halla este dmbito que tiene una oficina destinada, la
Office of Combination Products.

3.3.3. Lineamientos EMEA: Guia "Fixed Combination Medicinal
Products”:

Esta guia propone evaluar las potenciales ventajas de la asociacién en cuanto a
mejoramiento de la relacion riesgo/beneficio y a simplificacion de la terapia.
Asimismo, establece criterios a respetar y requisitos a cumplimentar, tanto generales
como particulares. Dentro de los particulares hace especial referencia a:

. La indicacién.

. Los estudios farmacodindmicos y farmacocinéticos.

) Eficacia y Seguridad: En este caso diferencia dos escenarios
concretos:

a} Cuando la combinacicn fija corresponde exactamente a combinaciones que
estdn ya en uso difundido, un andlisis de los datos bibliogrdficos bien
fundamentados deberia ser presentado. Con tal que los datos estén bien
documentados, este andlisis puede ser dtil en reducir la cantidad de ensayos
clinicos a ser realizada y podria facilitar lo seleccion de dosis para cada
sustancia y el rango de dosis propuesto en la combinacion fija.

b) Cuando la combinacion fija es esencialmente nueva (las substancias activas no
son usualinente combinadas, la composicidn cuantitativa es inusual entre
substancias usualmente combinadas o una sustancia enteramente nueva), los
datos necesitados son similares a los de una nueva entidad quimica en la
situacion donde la combinacion fija serd propuesta (primero linea o segunda de
la linea de terapia). La existencia de experiencia con las substancias deberia
ser tenida en cuenta.

y especifica Régimen de dosis y Composicién, Ensayos Terapéuticos y Aspectos de
Seguridad.

. Paquetes combinados de diferentes productos medicinales para
administracidn simultdnea o secuencial.

Conclusion:
Las diferentes agencias sanitarias a nivel internacional han requlado fuertemente

el registro de asociaciones de forma de garantizar la_sequridad y eficacia de las

mismas y la buena calidad en su elaboracion. Todo estudio, investigacién o andlisis




derivados de estos requisitos representan procedimientos de rutina y no originales

ideas llevadas a_la_prdctica.”

Ademas, se puede considerar que todo efecto sinérgico o terapéutico entre
farmacos no se refiere propiamente a una invencion, sino que corresponde mejor
a la categoria de un descubrimiento, dado que dicho efecto sinérgico o terapéutico
conseguido mediante la combinacidn de farmacos ocurre dentro del organismo y
se hace evidente a través de los respectivos ensayos preclinicos yfo clinicos por
los que todo farmaco o combinacién de farmacos se deben evaluar. Asi mismo es
importante volver a enfatizar en que la combinacion de farmacos para tratar ciertas
patologias, hace parte de las actividades de la profesién médica, y no de las

actividades industriales.

Finalmente, existen documentos que revelan con anterioridad varias de las
caracteristicas técnicas reivindicadas por la presente solicitud, con lo cual se

puede desvirtuar el nivel inventivo de la misma, veamos:

La patente americana US 2002/022057 publicada el 21 de febrero de 2002 revela:

An alternate drug delivery system: for dissolution of phar-

. macenticals i4 the'maith wherdin 4 therapauhcailv effective -
amount of a drug’is um,apsu]ated using-an’ encapsulation,
methiod. Encapsulahon reduces the perceived off flavors. of |
drugs, allowing the active components to dissolve pleasantly
in the mouth. This allows more rapid absorption of the active
compounds through the oral cavity compared to traditional
tablets, which require breakdown and absorption in the
gastrointestinal tract. The delivery system can be incorpo-
rated into a variety of applications, such as breath mint
tablets or chewing gum. Benefits of this invention include
portability and the ability to take pharmaceuticals without
water and without the off tastc of chewable tablets, thereby
leading to increased patient compliance.

(...)




[0002] This invention relates to a new delivery system for
pharmaceuticals using encapsulation technology and a pro-
cess for its prcparation In particular the invention rclatcs to

551116 compos;tlonshare de&gncd tq_mask;the ;Jastc
associated with many drugs and provide a pleasant flavor
sensation.

ko

(-~-)

[0026] Absorption of therapeutic agents through the
mouth can be very effective, but is utilized by only a few
types of drugs. Lozenges commonly include medicaments
that require contact with the mucous membrane, such as
~..decongestan{s. and ceugh suppressanis.; It is difficult to
includé many medicines into fradifional hard candy lozenges
because of the high temperature used (135 to 150°C.), poor
solubility of many drugs, and their high melting points.
Furthermore, the moisture content of hard candies (0.5 to
1.5%) and their hygroscopic characteristics cause many
medicines to degrade.

(..

[0033] The encapsulated components can be used in a
variety of applications, including but not limited to, com-
pressed tablets and chewing gum.

(...)

[0034] Many kinds of therapeutic agents can be utilized in

]

the present invention, such as anesthetics, décongestants,

CanlilisAmInesTaitiussives antibotics, analgesics, alkaloids

(.)



[0041] The process of encapsulating therapeutic sub-
stances can be achieved using many different types of
technology, since many known encapsulation processes can
create a palatable product that can be absorbed in the mouth.
The critical component is to encapsulate the drug and flavors
into a stable form that protects the active component from
chemical interactions and reactions caused by environmen-
tal abuses, such as temperature fluctuations, moisture, and
light.

(...)

[0042] Microencapsulation  technologies  currently
employed by the food, flavor, and pharmaceutical industries
are summarized by Dziezak (1988), Heath (1978), and Tan
(1995). These include spray drying, air suspension coating,
extrusion, spray cooling and chilling, emulsion and micro-
emulsion, adsorption, centrifugal extrusion, rotational sus-
pension separation, rotogranulation, coacervation, continu-
ous crystallization or cocrystallization, inclusion, and
liposome formation. There are benefits and negatives asso-
ciated with each of these technologies that should be con-
sidered when sclecting the appropriate encapsulation tech-
nology for a certain medicament. The method of
encapsulation used is not narrowly critical to the invention.
Any encapsulation method now known or any equivalent
encapsulation method to be known in the future can be used
to prepare encapsulated therapeutic substances as disclosed
herein.

()

[0063] " This ﬂxample descn‘oes the encapsulatmn of phe--
nylephnne hirdtochmride via' -extrusion. Phcnylephrme

hydrochlonde stimulates the sympathetic nervous sysiem,

lowers blood pressure, and constricts blood vessels. The
encapsulation process detailed in Example Five is repcated
using 36.0% saccharose, 36.0% maltodextrin, 0.13% of
phenylephrine hydrochloride and 4.2% of water. A blend of
75 mg of the encapsulated drug and 675 mg of the tabletting
sugar (Di-Pac®) can be compressed into tablets that yield 10
mg phenylephrine hydrochloride.

(.)

(U



27. The dry particulate drug delivery system of claim 14,
cwhereinTphenylephrine ThydrochiorideTis encapsulated by
said cocrystallization method.

Por su parte la patente americana US 2007/003627 publicada el 21 de junio de
2007 revela:

A mixed-release tablet or capsule formulation including
vehicles for the delivery of a plurality of drugs in various
' compBinations of unmediate release, extendedrelease andfor,
delayed release modes over a predetermin i
[have been develope¢ which prov1de for controlled reIeaseE
not just of the drugs, but controiled Telease that is designed
o creale more effective coordination between the drugs
being delivered. The drugs can be any medically and/or
physiologically appropriate combination of drugs and active
ingredients, preferably decongestant drugs, antihistamines,
expectorants, antitussives, cough suppressants, and drying
agents.

2.

(..)

[0011] The pharmaceutical formulation may include a

icembmfitlon of the fmii~tussive; antl—lust‘amme_‘ and’ drymg

yagenty.a combmatzon of the decengestant and: drymg agent;

; ‘a'combination of the decongestant*aqd iippressant a.

ifg_lllbmauon of the expéctorant and'¢oll Suppressant;. or a
combination of ihe expeclorant and anti-tussive in a capsule,
tablet mld dissolving tablef, softget, gelcap, film, gum,
pastllle 16zenge, disk, or wafer form. The a antitussives,

(...
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Oral Rapid Dissolving Tablets
[0096] This example illustrates the making of an oral rapid
dissolving tablets prepared from sustained release granules

containing chlorpheniramine maleate (R mg) and phenyle-
phrine HCI (20 mg), and methscopolamipe nitrate (2.5 mg).
Chlorpheniramine maleate, 30K Kollidon® and Cab-0-sil
were mixed and then coated with SURELEASE® to form
the first sustained release granules. Delayed release (second)
granules having methscopolamine as the active drug and
containing S0F Kollidon, Cab-041 were coated with
Eudragit® RS or Eudragit® RL or combinations thereof.
The coated granules achieved a delayed release of methsco-
polamine for about 2-4 hours compared to the other actives.

Mixtures of first sustained release and second delayed
release granules were combined with a fast-dissolving
excipient systems, (F-Melt, Fuji Chemical Industry) or
Pharmaburst™ (SPI Pharmaceuticals), and then directly
conipressed-inio ablets, These AbIgs dissolved in e’ oral
.cavity within 30 seconds. Typically, lhu final rapld d.leO]V?
formlatoH contained fast=diSTOIVIngG & exc1p1enls §7(<40-70%
by weight), sustained and delayed release granules contain-
ing actives (-30-60% by weight) and magnesium stearate
(-0.4%)

(..

Como se puede apreciar claramente, en estas anterioridades ya se revelaba la
elaboracion de formulaciones para ser aplicadas a través de la mucosa oral, en
donde dicha aplicacion consiste en una rapida disolucion de la formulacién
farmacéutica, especialmente de fenilefrina y otros farmacos descongestionantes,
antitusivos y antihistaminicos. Especificamente se hace mencién de la
microencapsulacién de fenilefrina para la elaboracién de dichas formulaciones,
estrategia tecnoldgica que se utiliza de la misma forma en la solicitud colombiana
en tramite.

Por todo lo anterior, ruego se analicen los argumentos expuestos con el rigor y
detenimiento habituales y que en consecuencia se decrete, ademas de la
negacion de la solicitud en comento, e! archivo del expediente que la contiene.

\ 2
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VI. FUNDAMENTOS DE DERECHO

Son fundamentos de derecho el Capitulo |, articulos 14, 16, 18 y 20 literal d)
(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.

Vi PRUEBAS

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

oficiosamente, las siguientes:

» Todos los documentos anunciados en el acapite de Fundamentos de la
Oposicion.

Vil. 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 tramitacion de oposicion.

W =

Constancia de pago para sustentar la solicitud de prorroga a que se refiere el
articulo 42, inciso 2° de la Decision 486.
5. Copia para correr traslado al solicitante.

6. El mencionado en el acapite de pruebas.
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Vill. NOTIFICACIONES

El suscrito recibird notificaciones en la secretaria de su Despacho 0 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 sus oficinas localizadas en la Calle 23
No. 7-39 de Cali.

Sefior Superintendente,
JOSE LUIS REYES VILLAMIZAR

C.C. 79.152.473 de Usaquén
T.P.A. 44655de C.S.J.

C
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(57) ABSTRACT

An alternate drug delivery system for dissolution of phar-
maceuticals in the mouth wherein a therapeutically effective
amcunt of a drug is cncapsulated wsing an cocapsulation
method, Encapsulation reduces the perceived off flavors of
drugs, allowing the active components to dissolve pleasantly
in the mouth. This ailows more rapid absorplion of the aclive
compotnds through the oral cavity compared to traditional
tablets, which requirc breakdown and absorption in the
gastrointestinal tract. The delivery system can be incorpo-
rated into a varicty of applications, such as breath mint
tablels or chewing gum. Benelits of this invention include
portability and the ability Lo 1ake pharmacuuticals without
walter and without the off taste of chewable tablets, thercby
leading to increased paticnt compliance.



US 2002/0022057 Al

ORAL DELIVERY OF PHARMACEUTICALS VIA
ENCAPSULATION

BACKGROUND OF THE INVENTION
[0001] 1. Field of the invention

[0002] This invention relates 1o a new delivery system for
pharmaceuticals using cncapsulation technology and a pro-
cess for its preparation. 1n particular, the invention relates 1o
a process for preparing products that are capable of disselv-
ing in the mouth, This lcads to more rapid absorption of the
pharmaceutical componeats than iraditional delivery meth-
ods. The compositions arc designed to mask the tasie
associated with many drugs and provide a pleasanl flavor
sensation.

2. BRIEF DESCRIPTION OF THE PRIOR ART

[0003] The traditional delivery method for pharmaceuti-
cally-active compounds is a (ablet or capsule which is
designed to be swallowed whole and absorbed in the gas-
trointestinal (GI) tract.

[0004]) Many drugs, including all non-steroidal anti-in-
flammatory drugs such as aspirin, can cause gastroinlestinal
upsel, hearlbumn, indigestion, ulcers, and gastric blecding.
[Crofi et al., Br. Med. 1. 1:137 (1967); Peuty et al., Ann.
Intern. Med. 130:14-22 (1999)]. Compounds can be buffered
1o minimize the contact time with the stomach lining,

[0005] Many products are coated 1o prevent ahsorption in
the stomach and to minimize the unacceptable taste charac-
teristics associated with many drugs. Enteric coatings are
often employed, which allow the znalgesic (e.g. aspirin) to
pass (hrough the stomach and dissolve in the small intesting,
The more alkaline cnvironment of the inlestines dissolves
the enteric coaling allowing the aspirin to be relcascd. The
result is slow and/or incomplete absorption, leading to
delayed therapeutic effects.

(0006] There are many examples of enieric coalings, as
summarized in U.S. Pat. No. 4,755,387. US. Pa. No.
3,524,910, discloses coaling analgesics with cthyl cellulose
in a weight amount rclative to the amount of analgesic of
from 1:22 10 1:50. U.S. Pat. No. 3,656,997 discloses anal-
gesic containing gelatin capsules having a first coating of an
cnieric material. U.S, Pat. No. 3,691,090 discloses 2 mcthod
of encapsulating aspirin cores with an enteric polymer, U.S.
Pat. No. 3,906,086 discloses a particle having an aspirin core
and an enteric phthalate coating. U.S. Pat. No. 4,308,251
discloses aspirin tablets containing aspirin, an cateric mate-
rial and an erosion promoling agent such as corn starch.

[0007] Additional references that disclose analgesic coal-
ings include U.S. Pat. No. 2,953,497 which discloses anal-
gesic granules having a cellulose acetate phthalate coating;
U.8. Pat, No. 3,166,476 which discloses aspirin particles
which have a first coating of a material such as gelatin and
a sccond enteric coating; and British Pat. No. 1,129,811
which discloses aspirin particles which have a coating of a
polysalicylide and possibly a second, unspecified coating.

[0008] The use of lipids 1o providc a sustaincd release of
therapeutic agents were disclosed by U.S. Pal. No. 2,921,
883 using a mixture of a lipid (c.g., glyceryl tri-dibydrox-
ystearate) and a cellulose derivative; U.S. Pal. No. 3,147,187
using drug mixed with a fat (c.g., glyceryl Iristearaic), and

Feb. 21, 2002

a swellable pum or proteinaccous material; U.S. Pat. No.
3,402,240 wvsing lipid maltrix of carnauba wax, candelilla
wax, esparlo wax, or ouricury wax; U.S. Pat. No. 4,132,753
using a wax-like material in conjunction with radiation
heating; U.S. Pat. No. 4,375,468 using waxes, [ats, cellulose
esters alone or in various combinations; U.S. Pal. No,
4,483,847 using a mixture of high and low melting point
lipids; U.S. Iat. Nos. 4,755,387, 5,891,476 using a wax and
emulsificr; and U.S. Pat. No. 5,728,403 using an unique
combination of triglycerides that melt at body temperatures
and a polymer that dissolves in the acidic environment of the
stomach,

[0909)  Alternative delivery systems for those patients who
have difftculty swallowing tablets include chewable tablets
and liquid solutions. These forms are panicularly beneficial
lo certain classes of ill people, children, clklerly people, and
cven velerinary patients.

[0010] Chewable dosage forms for drug delivery are well
known to the pharmaceutical industry. Conventional chew-
able lablets consist of the medicinal agenl and various
ingredients, such as sugars, flavors, and colors. A common
problem associated with chewable tablets is the unplcasant
taste of the active components. These include metallic tastes,
acidity, bitterness, burning in the back of the throat, and
unpleasant odors. A great deal of rescarch has been con-
ducted to improve the taste of chewable tablets,

[0011] Some of the rescarch has focused around coating
the unpleasant flavors. U.S, Pat. No. 4,786,502 discloses the
use of lipid material to mask bad tusting drugs in chewable
form. U.S. Pat. Nos. 4,609,543 and 5,320,848 disclosc the
use of lipid maierials and special processes 1o provide
mlimate contact of the lipid with the medicament to achieve
superior laste masking. U.S. Pat. No. 4,882,152 discloses a
coaling using glycerides, lecithin, polyoxylalkylenes, or
polyalkylenc glycols gelatin, sweetencr, glycerin, and water,
U.S. Pal. No. 4,786,508 discloscs using a polymeric coaling
containing copolymer with residues of {meth)acrylic esters
and dimethy; aminocthy! (meth)acrylate. US. Pat. No.
4,894,233 discloses coating the medicament particles with a
bydrophabic matrix 1o mask the taste of the drug. U.S. Pat.
No., 4,975,270 uses clastomer-cncased active ingredients
dispersed in an intenscly flavored chewing gum base to
mask the taste of medicaments. U.S. Pat. No. 5,380,535
discloscs 2 drug intimately dispersed or dissolved in a
pharmaceutically-acceptable lipid that is soluble at room
temperatures. The wiilization of lipids to mask ihe tastc of
the drugs often imparts a greasy lasie and dispersants, such
as sugar and emulsificrs, are used Lo minimize this sensation.
U.S. Pal. No. 5,753,255 discloses the usc of tricaprin (capric
triglyceride} which requires no dispersant material 1o pro-
duce a superior tasting teblet. U.S. Pal. No. 4,851,226
discloses coating active ingredients with a blend of cellulose
acetate or cellulose acielaie bulyrate and polyvinyipyrroli-
donc. U.S. Pat. No. 5,494,681 discloses the use of 2 wax and
hydrophobic polymer 1o deliver a 1asicless pharmaceutical,

[0012] Another way to improve the tastc of chewable
lablets is to process the medicamen into rotogranules (U.S,
Pat. No. 5,215,755) and 10 coat these granules wilh a mixture
of hydroxycthyl cellulose and hydroxypropyl methyleellu-
losc (U.S. Pat. No. 5,460,825). This disperses the medica-
ment into smaller picces throughout the product and reduces
the perceived sirength of the bitier components,
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[0013] Of flavors associated with drugs can often be
overpowercd with strong flavors and sweeleners, as dis-
closed in U.S. Pat. No. 5,013,716. Taste-masking additives
have also been found to minimize the perception of unpleas-
ant components. U.S. Pat. No. 4,758,424 discloses masking
a bilter tasting decongestant with a complex aluminum
silicate comprised of silicon dioxide, magnesium oxide, and
aluminum oxide, U.S. Pal. No. 4,632,821 discloses the use
of a complex magnesium trisilicale to reduce the bitterness
of decongestants. U.S. Pat. Nos. 4,971,791 and 5,286,480
disclose using a copalymer with a plurality of carboxylic
acid and ester groups to create a dnig-polymer matrix with
an amine or amido conlaining active compound. U.S. Pat.
Nos. 4,910,023 and 5,681,577 disclosc the use of silicon
dioxide to mask poor 1asting drugs. U.S. Pat, No. 5,599,556
discloses the use of a prolamine coating to mask the unpleas-
ant tastes associated with orally administered drugs.

[0014] Chewable forms of tablets are known to have a
rapid onsct of bioactivity compared to conventional tablets
that are swallowed (U.S. Pal. Nos. 4,820,523; 6,060,078,
Daruwala, 1980). This is because the active components arc
presented to the GI tract in smaller picces and often times in
a solution with saliva. This leads to more rapid absorption
than conventional solid tablets which require disintegration
and dissolution.

[0015] Liquid forms have an even faster rapid absorption
rate than conventional solid delivery systems. Liquid forms
include suspensions, syrups, and clixirs. A significant chat-
lenge while formulating liquid medicines includes masking
the off flavors of the medicament. Furthermore, liquid
medications are less portable and arc inconvenicnt to admin-
ister.

[0016] All of these forms of swallowed medications
require absorption through the stomach or intestine. Once
the drug is absorbed, it passes through the portal vein, into
the liver, and then to the heart and arterial circulation, which
distributes the drug throughout the body. The drug is often
dituted by gasirointestinal sccretions and stomach contents.
The drug can also interact with normal constituents of the GI
tract, food stulfs, or other drugs, decreasing the absorption.
Often times, the efficacy of certain drugs is reduced by the
enzymes and eovironmental conditions of the G! tract.
Furthermore, the liver, as the body’s major organ of detoxi-
fication, can metabolize the drug, minimizing ils therapeutic
effect.

[0017] There arc many occasions where the absorption
rate is critical to therapeutic treatment. For cxample, it is
widely accepted that antithrombotic agents such as aspirin
can be used to treal people who are having a heart attack,
Aspirin and other antithrombotic agents have been reported
lo inhibit cyclooxygenase, an enzyme found to induce
platelet aggregation and constriction of blood vessels [Rurch
et al, J. Clin. Invesl. 61:314 (1978); Majerus, J. Clin. Iavest.
72:1521 (1983); Roth ct al, J. Clin. Invest. 56:624 (1975,
FitzGerald el al., J. Clin. Invest. 71:676 (1983); Preston e
al, N. Engl. J. Med. 304:76 (1981)]. Solublc aspirin and
mouth-dispersible aspirin has been recommended over plain
aspirin or cntericcoaled aspirin because of (heir rapid
bsorption rates [Muir et al, Cur Mcd Res Opin.
13(10):547-53 (1997)].

[0018] Examples of drug delivery systems that are not
swallowed include parenteral (by injection), transdermal
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(through the skin), sublingual (under the tonguc), and buccal
(between the cheek and pum) administration. Parcnteral
administration is the most rapid [orm since the drug is
injected directly into the blood stream and docs not require
any absorption. This is a widely used mcthod for many
applications but is not preferred by paticnts for their daily
medication necds, for obvious reasons.

[0019] There has been a great deal of research focusing on
the transdermal administration of drugs. U.S. Pat. No. 4,654,
209 describes creams containing analgesics which when
applied to the skin resulted in positive blood and urine tests
for the active ingredient. Topical applications of the drugs
followed by absorption through the unbroken skin are vsu-
ally found to be incffective, in part because the rate of
absorption or penctration through the skin i 0o slow to be
eflective and becausc the motecular size of the analgesics is
quite large.

[0020] Compounds that enhance the raic of penciration
have been proposed. U.S. Pal. No. 4,948,588 discloscs
percutaneous absorplion accclerators using analpesics, such
as morphine, codeine, and aspirin. Aprolic solvents such as
dimethylsulfoxide lead 1o increased absorption | Scheuplein,
J. Investig, Dermatology, Vol. 67, 31-38 (1976)], but pro-
duce side cffects including inflammation and sorcness of the
skin, as well as foul breath and body odor.

[0021] US. Pat. No. 4,476,115 discloses an analgesic
composition applied to the skin tagether with or subsequent
1o the application of a non-toxic water-soluble suifite. Per-
cutancous or transdermal absorption of the analgesic was
abserved within a few hours ol administration, usually
within 20-30 minutes.

[0022] U.S. Pat. No. 6,071,896 discloses a percutancous
administration of aspirin for supprdssion of thromboxane
levels. Aspirin is applicd topically 10 the skin without the
gastric eflects normally associaled with aspirin therapy. Poor
bicavailability was shown by menitoring platelet cycloxy-
genase activity and plasma drug levels. Aspisin applied 1o
the skin absorbed very slowly, resulting, in delayed onset of
activily. Furthermore, skin reactions, including erythema
and peeling, were noted in 30% of the subjecis.

[0023] Sublingual and buccal administrations allow the
drug to be absorbed in the mucosal lining ol thc mouth,
cither under the tongue or io the area between the cheek and
gum. The traditional forms of administration are compressed
buccal tablets and compressed sublingual 1ablets.

[0024] Lozenges are defined as flavored medicated dosage
forms intended 1o be sucked and held in the mouth or
pharynx [Drug Ther. Bull. Lozenges, Mouthwashes, and
Gargles, 10:33 (1972)). Lozenges are traditionally hard
candies that provide a slow, uniform release of medicine
directly anto the allected mucous membrane (Peters, 1980),
The less commen form ol lozenges is 1 compressed 1ablet,

[0025] Drugs that can be absorbed in 1he mouth enter the
bloadstream more rapidly and at a higher concentration than
tradittonal swallowed tablets [Ansel, 198(; Conine and
Pikal, 1980]. The mucosal lining of the mouth is highly
vascular and moves the drug directly into the heart and
arterial circulation without first passing through the liver.

[0026] Absorplion of therapeutic agents through the
mouth can be very cffective, but is utilized by only a few
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types of drugs. Lozenges commonly include medicaments
that require contact with the mucous membranc, such as
decongestants and couwgh suppressants. It is difficull to
inclide many medicines into traditional hard candy lozenges
because of the high temperature used (135 to 150°C.), poor
solubility of many drugs, and their high melting points.
Furthermore, the moisture content of hard candics (0.5 to
1.5%) and their hygroscopic characteristics cause many
medicines 1o degrade.

[0027] Sublingual and buccal applications are even morc
limited and include nitroglycerin and certain steroid scx
hormones. Drugs such as amphetamines, adrenaling, barbi-
mrates, analeptics, and alkaloids such as morphine, cocaine,
and codeine, have been explored (Beckett el al, 1968
Wallon, 1944; Walton and Lacey, 1935).

[0028) The general application of orally absorbing drugs
has niot been extensively studied. It has been suggested that
this is due 1o the bitter taste imparted by many drugs and the
psychological barriers associated with holding drugs in the
mouth {Ansct, 1981).

[0029]) An altcrnative delivery system is needed that pro-
vides specific therapeutic cffects without the side effects
associated with current delivery forms. It would be
extremely desirable 1o provide consumers with a portable,
convenient, pleasant tasting delivery form wherc the thera-
peutic cffects are faster acting than those currently on the
market. Improved paticnt compliance is cxpected as a result
of these bencfits.

SUMMARY OF THE INVENTION

[0030] This invention provides a delivery sysiem which
allows the medicament to be absorbed in the oral cavity,
leading 1o a morc rapid response (o the drug. Specific
therapeutic effects, such as the analgesic and antithrombotic
properties of aspirin, would be obtained withoul exposing
the GI tract 1o high local concentrations of the drug. This
invention provides a plcasant experience for patients on drug
therapy regimens and allows patients with gastric intoier-
ance, or duodenal or gastric ulcers to benefit from many
medicines. Furthcrmore, this invention provides customers
with a portable delivery form which is ¢asy to administer
and pleasant tasting.

[0031] In accordance with the present invention, an alter-
native drug dclivery system is proposcd thal is capable of
absorption in the oral cavity and masking the taste of the
drug through cacapsulation.

[0032] The product can be administercd orally and
allowed 10 remain in the mouth, instead of swallowing or
chewing the lablet. This allows the active compounds 1o
absorb through the lining in the oral cavity, leading 1o more
rapid absorption than traditional delivery systems.

[0033] The cncapsulated compenents can be used in a
variety of applications, including but not limjted (o, com-
pressed tablets and chewing gum.

DESCRIPTION OF THE PREFERREID
EMBODIMENTS OF THE INVENTION

[0034] Many kinds of therapeutic agents can be utilized in
the present invention, such 2s anesthetics, decongestants,
antihistamincs, antitussives, antibotics, analgesics, alkaloids
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(marphine, codeine, caffeine, cocaine), amphetamings, hor-
mones (adrenaline, epinephrine), barbiturates, and analep-
tics. Medicines with a high oilfwater pantition cocflicient or
good oil solubility are effective to administer through oral
absorption. This is because absorplion through the oral
mucosa is a passive diffusion of the un-ionized form of the
drug from the aqueous phase (in the saliva) 1o the lipid phase
(in the membranc) {Beckelt et al., 1968].

{0035]) The level of medicament is dependent on several
factors, including the desired dosage, method of ¢ncapsula-
lion, absorption chariclenstics, and desired tablet size.
Compressed 1ablets are rarcly greater than 25 to 309 of the
final tablet weight, becawse of the favor, mouth-feel, and
other organoleptic issues (Peters, 1980). The benefit of the
present invention is that higher levels of the doug can be
used, because the encapsvlation helps to mask the off
flavors. An additional benefit of the preseal invention is that
lower levels of drugs are required to achicve Ihe same
therapeutic eflect because of the grealer absorption rates.

[0036] The medicament(s) can be incorporated into the
basic sysiem of this invention along with flavor(s) and other
optional ingredients. These Include natural and artificial
sweeteners, colors, preservatives, fillers, hinders, lubricants,
suspending agenis, acids, builers, stabilizing apents, and any
other ingredients familiar to those skilled in the an of
pharmaceutical and confectionery formulation.

[0037] The usc of flavors to mask the off taste associated
with many medicines is widespread. |1 has been recom-
mended that flavors be selected that offsel the astes asso-
ciated with certain drugs Daruwala, 1980). For example,
acidic or sour drugs, such as aspirin, arc best masked with
acidic flavors, such citrus, berry flavers, licorice, and root
beer. Bitter drugs are best masked by mia, licorice, cherry,
nut, and chocolate flavors. Metallic llavors can be masked
well with grape.

[0038] The use of sweeteners Lo mask the unpleasan Laste
of drugs is also widespread (Daruwala, 1980). Sweelencrs
such as sucrose, fructose, dexirose, laciose, mannilol, sor-
bitol, mallose, xylitol, saccharin and saccharin sodium,
cyclamaies, ncolame, asparlame, sucralose, acesullame
potassium can be utilized. Artificial sweeieners often have
an cxtremely high degree of swectness, which comes in
handy when formulating pleasant tasting producis. Since
only small quantitics of the high inlensily swectener are
required to mask very bitter componenis, a prohibitively
large tablet is nol required.

[0039] Cerlain sweeteners can impart their own charac-
teristics 1o the product. For cxample, cooling sensation and
smoath mouth fee] are associated with tablets containing
sarbitol and dextrose while thase containing artificial sweet-
cners, such as aspartame and saccharin, can impart bitter-
ness. A varicly ol masking agents are available 10 mask
undesirable flavars, Lven low levels of sodium chloride can
be used to increase the sweetness pereoplion and overcome
off flavors.

[0040] The use of flavoring agents and sweetcners o mask
the ofl taste has been criticized when making sublingnal or
buccal tablets (Conine and Ptkal). ‘this is becuuse the
compounds increase the flow of saliva. Certain drugs are
designed not 1o be swallowed since the absorption rate
through the GI tract can be significanly reducud or the
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active components can be destroyed by the liver. This must
be 1aken inlo account during the sclection of the medica-
meant, flavors and swecleners, and the encapsulation system.
This invention best serves as an alternate delivery system for
those types of drugs that are currently swallowed,

[0041] The process of cncapsulating therapeutic sub-
stances can be achicved using many different types of
technology, since many known encapsulation processes can
create a palatable product that can be absorbed in the mouth,
The critical componcent is to encapsulate the drug and favors
into a stable form that protecis the active component from
chemical interactions and reactions caused by environmen-
1al abuses, such as temperature fluctuations, moisture, and
light.

{0042] Microcncapsulation  technologics  currently
employed by the food, flavor, and pharmaceutical industries
are summarized by Dziezak (1988), Heath (1978), and Tan
(1995). These include spray drying, air suspension coating,
exlrusion, spray cooling and chilling, emulsion and micro-
emulsion, adsorption, centrifupal cxtrusion, rotational sus-
pension separation, rotogranulation, coacervation, continu-
ous crysiallization or cocrystallization, inclusion, and
liposome formation. There are benefits and negatives asso-
ciated with cach of these technologies thal should be con-
sidered when sclecting the appropriate encapsulation tech-
nology for a certain medicament. The method of
encapsulation used is not narrowly critical to the invention.
Any encapsulation method now known or any equivalent
encapsulation method to be knowa in the [uture can be used
lo prepare encapsulated therapeutic subslances as disclosed
herein.

[0043] Cocrystallization is an cxample of a process that
can be utilized to create this invention. Cocrystallization is
defined as a process whereby a second ingredient is incor-
poraled into a micro-sized sucrose crystal by the unique
phenomenon of spontancous crystallization (Rizzuto et al.,
1984). Various techniques and apparatuses have been devel-
oped for carrying out the continuous crystallization of highly
waler-soluble solutes, such as sugar (U.S. Pat. Nos. 1,724,
627,2,160,533, 2,587,293, 3,194,682, 3,247,021, 3,365,331,
3,424,221, 3,503,803, 3,627,582 and 3,680,621). Further
improvements were made to the disclosed apparatuses to
decrease the cost and complexity and increase the commer-
cial viability of cocrysiallizated products (U.S. Pat. Nos.
3,981,739 and 4,009,045). U.S. Pat. Nus. 4,159,210, 4,338,
350, and 4,362,757 disclose applications of cocrystallized
producis for the food, flavor, and pharmaceutical industries.

[0044] Cocrystallization involves modifying sucrose crys-
tals into an irregular, micro-sized agglomerated form that
traps flavors or other ingredicnts (Chen ct al., 1988). Spon-
lancous cryslallization occurs when a supersaturated sugar
solution is vigorously agitated. Adding flavors or other
additives causes the mixture to crystallize and traps the
componenis in the matrix. The methods described in U.S.
Pat. No. 4,338,350 wcre used to creale examples of this
invention.

[0045] Cocrystallization leads to stable products with a
very good shelf life. Other benefits include direct tableiting
characteristics which provide significant advantages to the
candy and pharmaceutical industries (Rizzuto ct al., 1984).
Cocrystallization also improves the solubility, dispersability,
wetability, anticaking, antiseparation, antidusting, homoge-
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neity, flowability of the product. Furlhermore, the medica-
ment is cvenly dispersed in micro-sized parlicles entrapped
within the flavor/sugar matrix. As the product dissolves in
the mouth, the small size of the medicamen: and its prox-
imity 1o high sugar and favor levels prevents the perception
of any off tastes. This allows products formutated with the
encapsulated medicament to be held in the mouth and
absorbed in the oral cavity.

[0046] It was mentioned that the biticr iasic imparted by
many drugs and fhe psychological bacricrs associated with
holding drugs prevents the gencral use of oratly absorbed
medicines. Lozenge formulations overcome thesc issues
because the high swectness and flavor levels reminds
paticnts of candy. The present invenlion goes ane step
further by encapsulating flavor, swectener, and medicament,
This provides palients with an acceptable aud cven pleasant
delivery form, leading to better patient compliance.

EXAMPLIE 1

[0047] This cxample describes 1he encapsulation of aspi-
tin via cocrystallization. Five hundred grams of granulated
sugar and 150 grams of water were heatud 1o 255° F. The
molten sugar was translerred 1o a paddle mixer (Kischen
Aidc) and continuously stirred. Filty grams ol granulaied
USP Aspirin 1020 {Rhodia, Cranbury, N.1.) was gradually
added. Approximately one tcaspoon (2.76 grams) of pep-
permint flavoring (Wilton LEmerprises, Woodridge, I11.) was
added along wilth 10 drops of liguid blue food coloring
{(McCormick & Co., Hunt Valley, Md.). The flavor in com-
bination with the vigorous mechanic agitation provides
nuclcation for the sucrosc/aspirio mixture 1o crystallize.
Within a couple of minutes, the syrup ruached the tempera-
turc at which transformation amdl crysiallization can begin
and the mixture is converted into a powder. A significant
amount of latent heat was given oll’ during, crystallization,
leading 1o evaporation of the moisture and creation of a dry
praducl. The produet is compressible and can be formed into
lablets using conventional methods known Lo those in the
pharmaceutical and confectionery ficld. A 1.1 gram tablet
provides 100 mg of aspirin and has a pleasant, sweet, mint
characler.

EXAMPLE 2

[0048] This cxample describes the encapsulation of caf-
feine via cocryslallization. 1o a mixture of 77 grams of
anhydrous calleine (AMC Chemicals, Avencl, N.J.) and 500
grams of sucrose was added 150 pgrams of water. The
mixturc was heated to 255° F. and the syrup was transferred
to the mixer and continvally stirred. Peppermint oil (5.8
grams, U.S. Ingredients, Aurora, [1L), ad [0 drops of liquid
blue food coloring are added. The mixture passes through a
sieve mesh #6{ and s compressed inle 750 myg tablets. Each
tablet provides 100 mg of callcine and has s pleasant, sweet,
mint characier,

EXAMPLE 3

[0049] This example describes the creation of concco-
trated caflcine crystals, encapsulaied with {lavor and color,
using cocrystallization, Sugar (200 grams), anhydrous caf-
feine (73.74 grams), and water (50 prams) arc heated until
255° F, following the process detajled in LExample One.
Peppermint oil (2.76 grams, U.S. Ingredients, Aurora, 111)
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and 10 drops liquid blue food coloring arc added. A blend of
75 mg of the encapsulated drug and 675 mg of tabletting
sugar (Di-Pac®, Domino Sugar Corp., New York, N.Y.) are
compressed into a tablet yielding 20 mg of caffeine.

EXAMPLE 4

[0050] “This cxample describes the encapsulation of estra-
diol via cocrystallization. Five hundred grams of granulated
sugar and 150 grams of water are heated 10 255° I,
following the process detailed in Example One. Estradiol
(0.167 grams) is added 1o the mixture along with favor (5.1

grams of peppermint oil, U.S. Ingredients, Aurora, 1il) and

color (10 drops of liguid blue food coloring, McCormick &
Co., Hunt Valley, Md.). The mixturc passes through a sieve
mesh #60 and is compressed into 750 mg tablets, Each tablet
provides 0.25 mg of cstradiol for estrogen therapy and has
# pleasant, sweel, mint character. Estrogens, such as cstra-
diol, have been shown to be ten to twenty Limes more
cficctive sublingually than orally (Miescher and Gasche,
1942).

EXAMPLE 5

[0051] This example describes the encapsulation of estra-
diol via extrusion, as described in U.S. Pat. No. 5,786,017.
Saccharosc (42.6%), maliodextrin  (42.6%), estradiol
(0.34%), water (3.96%), peppermint oil (10.0%), lecithin
{0.5%), and FD&C Blue 1 (0.001%) arc blended together.,
The powder is fed into a twin screw cooker extruder and
heated 10 150° C. The mixture is extruded, cooled, ground
into rods, and screened. The resulting crystais, containing
the drug, flavor, and color, arc combined with tabletting
sugar (1Ji-Pac®, Domino Sugar Corp., New York, N.Y.). A
blend of 75 mg of the encapsulated drug and 675 mg of the
tabletting sugar can be compressed into tablets that yield
0.25 mg estradiol,

EXAMPLE 6

[0052] This example describes the encapsulation of ibu-
profen through cocrystallization. Five hundred grams of
sucrosc and 150 grams of water are heated 1o 255° F.
Ibuprofen (126.58 grams) and peppermint oil (6.33 grams)
are added while vigorously mixed. The resulting powder
passes through a sicve mesh #60 and is compressed into 750
mg lablets. Each tablet provides 150 mg of ibuprofen.

[0053] Tbuprofen is a non-stcroidal anti-inflammatory
drug that reduces the level of prosiaglandins in the body.
Ibuprofen has been shown to be an effective treatment for
fever, cold and flu, arthritis, gout, back aches, dental pain,
head ache, migraine, muscle aches and pains, sinusitis,

[0054] TIbuprofen has a high lipid/oil partition coefficient,
allowing it to be readily absorbed through the lipid mem-
branes. Lower levels arc required duc 1o the rapid absorption
through the oral mucosa. Encapsulation of the ibuprofen
with flavor and swectener masks the bitterness of the drug,
allowing it to be palatable o the consumer,

EXAMPLE 7

[0055] This example describes the cncapsulation of
progesterone through cocrystallization. Five hundred grams
of sucrose and 150 grams of water are healed to 255° F.
Progesterone (126.58 grams) and peppermint oil (6.33
grams) are added while vigorously mixcd. The resulting
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powder passes through a sicve mesh #60 and is compressed
into 750 mg tablets. Each tablet provides 150 mg of proges-
teronc.

[0056] Postmenopausal cstrogen replacement therapy is
often prescribed, but current treatments suffer from poor
paticnt compliance as many women object (o some of the
side-cffects and the inconvenience of the pharmaceutical
forms of the medication. Sublingual applications of proges-
terone have been shown 1o be 50% more effective than oral
applications (Jocl, 1942). By combining the hormone wilh
flavor and sweelener, this invention provides a pleasant
lasting and convenient delivery form for those on kormone
replacement therapy.

EXAMPILE 8

fOD57] This example deseribes the encapsulation of war-
farin, an anticoagulant used for the prevention and treatment
of blood clots and heart attacks, using cocrystallization. The
procedure of Lxample One is repeated using 17.42 grams of
sodium warfarin and 5.23 grams of peppermint oil (U.S.
Ingredicnts, Aurora, 111). ‘The resulting 750 mg tablet con-
tains 25 mg of warfarin.

EXAMPLE ¢

[0058] This example deseribes the encapsulation of nico-
tine using cocrystallization. The procedure of Example
Three is repeated vsing 5.54 grams of nicotine and 2.08
grams ol peppermint oil (1.5, Ingredients, Aurora, I1L), A
blend of 75 mg of the encapsulated drug and 675 mg of
tabletting sugar {1i-Pac®, [Jomino Sugar Corp., New York,
N.Y.) are compressed inlo a 1ablet yielding 2 mg of nicoline.
Nicotine passes through the oral mucosa with considerable
case and the tablet can be used 1o help patients stop smoking.

LXAMPLE 10

[0059] This example describes the cncapsulation of
diphenhydraminc, an antihistamine and sedative, via spray
drying. Onc hundred grams of diphenhydramine hydrochlo-
ride is combined with 500 grams of water and 200 grams of
an cnzymatically converied siarch derivative, an example of
which is deseribed by US. Pat. No. 6,086,917, The mixture
is heated 10 60° C. until starch dissolution is complete and
then lowered to 40° C. Peppermint oil (75 grams) is added
and emulsificd at high speed for approximately three min-
wies. The cmulsion is then spray dried into a powder using
slandard lechniques known 1o those who practice the art.
The resulting powder is combined with tableting sugar
(5%:95% w/w) and compressed into tablets with a lubricat-
ing agent, such as magnesium stearaie. The resulting 750 mg
lablet contains 10 mg of diphenhydramine.

EXAMPLE 11

(0060 This cxample duscribes the cncapsulation of
acclaminophen, a common pain reliever and fever reducer,
using coated rotogranules, The rotogranulating and coating
process is described in US. Pat. No. 5,460,825. Rotogran-
ules ar¢ crealed by spraying water, at a rotor speed of
400-300 RFM, onto a mixiure of 200 grams of acetami-
nophen, 7.5 grams of artificial grape oil, 18.75 grams of
hydrexypropylmethyl cellulose, and 111.24 grams of
sucrose. The granules are dried to 30-35° C., al a rotor speed
of 250 RPM. The granules are coated using 37.5 grams of a
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solution by weight of a 70:30 blend of cellulose acetate to
hydroxypropyl cellulose. The coated granules are combined
with 375 grams of compressible sugar and formed into 750
mp tablets yielding 200 mg of acetaminophen,

EXAMPLE 12

[0061] This example describes the encapsulation of phen-
metrazine, an appetite suppressant, via cocrystallization.
Phenmetrazine (9.70 grams) is added to 500 grams of
sorbitol (70% solution, Archer Danicls Midland, Decatur,
IIL). The mixture is beated to 255° F. and the syrup is
transferred 10 a mixer and continually stirred. Peppermint oil
(3.63 grams, U.S. Ingredients, Aurora, 111.), and 10 drops of
liquid bluc food coloring are added. The mixture passes
through a sicve mesh #60 and is compressed into 750 mg
tablets. Each tablet provides 20 mg of phenmetrazine.

EXAMPLE 13

[0062] This cxample describes the encapsulation of ben-
zocaine using cocrystallization. Benzocaine is a reducing aid
used by those controlling their diet. The procedure of
Example Thrce is repeated using 17.58 grams of benzocaine
and 2.20 grams of peppcrmint oil (U.S. Ingredients, Aurora,
111). A blend of 75 mg of the encapsulated drug and 675 mg
of serbitol (Archer Danicls Midland, Decatur, 111.) are com-
pressed into a tablet yielding 6 mg of benzocaine.

EXAMPLE 14

[0063] This example describes the encapsulation of phe-
nylephrine hydrochloride via extrusion. Phenylephrine
hydrochloride stimulates the sympathetic ncrvous system,
lowers blood pressure, and constricts blood vessels. The
cncapsulation process detailed in Example Five is repeated
using 36.0% saccharosc, 36.0% maltodexirin, 0.13% of
phenylephrine hydrochloride and 4.2% of water. A blend of
75 mg of 1he cncapsulaied drug and 675 mg of the tableiting
sugar (Di-Pac®) can be compressed into tablets that yicld 10
mg phenylephrine hydrochioride,

EXAMPLE 15

[0064] This example describes the cncapsulation of
amobarbital, a barbiturate, through the process of cocrystat-
lization. The process described in Example Two is repeated
using 77 grams of amobarbilal. Each 750 mg tablet provides
100 mg of amobarbilal.

EXAMPLE 16

[0065] This example describes the encapsulation of phe-
nylpropanolamine hydrochloride (PPA) using cocrystalliza-
tion. PPA stimulates the sympathetic nervous system and a
bronchodilator that is used as a nasal decongestant and
dieting aid. The procedurc of Example Eight is repeated
using 17.42 grams of PPA and the resulting 750 mg tablet
contains 25 mg of PPA,

EXAMPLE 17

[0066] This example describes the cncapsulation of
dimenhydrinate using cocrystallization. Dimenhydrinate is
an antihistamine used to prevent nausca and vomiting asso-
ciated with “morning” sickness in pregnant women and
motion sickness. The procedure of Lxample Eight is
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repeated using 17.42 grams of dimenhydrinate and the
resulting 750 my tablet contains 25 mg of dimenhydrinate.

EXAMPLE 18

[0067] This cxample describes the encapsulation of pseu-
docphedrine hydrochloride using cocrystallization. Pscu-
docphedrine hydrochloride is a vasoconstrictor and bron-
chadilator and is uscd as  nasal decongestant and for the
treatment of allergies. The procedure of Example Eight is
repeated using 17.42 grams of pscudocphedrine. The result-
ing 750 mg tablet conlains 25 mg of pseudoephedrine.

EXAMPLE 19

[0068] This cxample describes the encapsulation of
meclizine using cocrystallizalion. Meclizine is antihistamine
and is wsed [or the tr¢atment of motion sickness. The
procedure of Example Eight is repeated using 17.42 grams
of meclizine. The resulting 750 mg tablet contains 25 mg of
meclizine.

LEXAMPLE 20

[0069] This example describes the cncapsulation of phe-
nobarbital sodium using cocrystallization. Phenobarbitat
sodium is a long acting scdative, hypootic, and anticonvul-
sant, The procedurc of Example Eight is repeated using
17.42 prams of phenobarbital sodium. The resulting 750 mg
tablet contains 25 my of phenobarbital sodium.

LEXAMPLE 21

[0070] This cxample duscribes the encapsulation of test-
osleronc using cocrystallization. Teslosterone is a steroid
and an aati-cstrogenic hormone. The procedure of Example
Eight is repealed wsing 17.42 grams of iestosterone. The
resulting 750 my 1ablel contains 25 mg of testosierone.

LEXAMPLE 22

[0071] This example duscribes the cncapsulation of pred-
misolone using cocrystallization.  Prednisolone is  an
immuno-suppressant and wsed for the treatment for severe
inflammation. The procedure of Example Eight is repeated
using 17.42 grams of predoisolone. The resulling 750 mg
tablet contains 25 mg of prednisolone.

LXAMPLE 23

[0072] This example describes the encapsulation of pred-
nisonc using cocrystallization. Prednisone is an immuno-
suppressant and used for the treatment for severe inflam-
mation, acute attacks ol multiple sclerosis, arthritis, and
irritable bowel syndrome. The procedure of Example Eight
is repeated wsing 17,42 prams of prednisonc. The resulting
750 mg tablel contains 25 mg of prednisone.

LXAMPLE 24

[0073] This example describes the cncapsulation of diaz-
cpam, a tranquilizer and skeletal muscle relaxant, vsing
cocrystallization. ‘The encapsulation procedure of Example
Nine is repeated using 5.54 grams of diazepam, yiclding a
tablet wiih 2 my of diazepam.

L:XAMPLE 25

[0074] ‘This example describes the encapsulation of dyclo-
nine hydrochloride, an ancsthetic that relicves minor sore
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throat and mouth pain, using cocrystallization. The encap-
sulation procedure of Example Ninc is repeated using 5.54
grams of dyclonine hydrochloride, which yiclds a tablet with
2 mg of dyclonine hydrochloride.

EXAMPLE 26

[0075] This example describes the encapsulation of chlo-
rpheniramine using coacervation. Chlorpheniramine is an
antihislamine used as a dccongestant and treatment of
allergy symptoms. A solution of 80 ml of cthanol and 5.0
grams of Castor Wax A (mp 85° C.) is boiled to 78° C. as
detailed in U.S. Pat. No. 4,102,806. The mixturc is trans-
ferred to a propeller mixer and 0.77 grams of chlorphe-
niramine and 1.44 grams of peppermint oil are added. The
encapsulated drag and {lavor are centrifuged to remove the
cthanol and dried under reduced pressure and at 40° C. for
three hours. The resulting powder 1s screened through a G0
mesh sicve. The resulting material is combined with tablet-
ing sugar (5%:95% w/w ratio) and compressed into 750 mg
tablets, such that each tablet contains 4 mg of chlorphe-
niramine.

EXAMPLE 27

[0076] This example describcs the encapsulation of
cyclizine hydrochloride via cocrystallization. Cyclizine
hydrochloride is an antihistamine used in the prevention and
treatment of nausca, vomiting, and dizziness associated with
motion sickness. 500 grams of sucrose and 150 grams of
walcr are heated to 255° F. The syrup is transferred 1o the
mixer and continually stirred. Peppermint oil (5.41 grams,
US. Ingredients, Aurora, Ill), cyclizine hydrochloride
(36.10 grams), and 20 drops of liquid blue foad coloring are
added. The mixlure passes through a sicve mesh #60 and is
compressed into 750 mg tablets. Each tablet provides 50 mg
of cyclizine hydrochloride.

EXAMPLE 28

[0077] This example describes the cncapsulation of medi-
cines for the treatment of a hangover, including a combina-
tion of pain reliever and stimulants. The medicines are
cncapsulated via cocrystallization. A mixture of 300 grams
of sucrose and 100 grams of waler is heated to 255° F. and
transferred to a mixer. The following components are added
slowly while vigorously mixing: 122.30 gram of aspirin
(Rhbodia, Cranbury, N.1), 30.58 grams of anhydrous caffeine
(AMC Chemicals, Avenel, N.1.), 5.73 grams of peppermint
oil (U8, Ingredients, Aurora, 111}, and 20 drops of bluc food
celoring (McCormick & Co., Hunt Valley, Md.). The result-
ing powder is campressed into tablets, cach providing 200
mg aspirin and 50 mg of caffeine, for fast acting relicf of a
headache or hangover.

[0078] While the invention has been described with ref-
crence 1o specific examples and processes, these were for
purposes of illustration only and should not be construcd to
limit the scope of the present invention.

What is claimed is:

1. A dry particulale drug delivery system for dissolution
of pharmaccutical compounds in the mouth, comprising;

a therapeutically-cffective amount of at least one drug,
and an encapsulant, wherein said at least onc drug is
encapsulated by said cocapsulant.
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2. The dry particulaie drug delivery sysiem of claim 1,
further comprising at least one volatile flavorant,

3. The dry particulate drug delivery sysicm of claim 1,
further comprising at lcasi one sweetener.

4. The dry particulale drug delivery system of claim 3,
further comprising at least one volatile flavoraat.

5. The dry particulale drug delivery system of claim 1,
wherein said encapsulant is a sucrose-based matrix.

6. The dry particulate drug delivery system of claim 1,
whercin said therapeutically effective amount of said at least
onc drug is dependent on the desired dosage, method of
¢ncapsulation, absorption characteristics, and desired tablet
size.

7. The dry particulate drug delivery system of claim 1,
wherein said drug is a therapeutic agent sclected from the
group consisting, esscnlially of anesthetics, decongestants,
antihislamines, anlilussives, antibotics, analgesics, alka-
loids, amphetamines, hormones, barbituraltes, analeptics and
mixlures thereol.

8. The dry particulate drug delivery syster of claim 7,
wherein said alkaloids are selecled from the group consist-
ing essentially of morphine, codeine, caffeine, and cocaine.

9. The dry particulale drug delivery sysicm of claim 7,
wherein said hormones are selected from the group consist-
ing cssentially of adrenatine and epinephrine.

10. The dry particulate drug delivery system of claim 3,
wherein said al least one sweelener is selected from the
group consisling ¢ssentially of sucrose, fructose, dextrose,
lactose, mannited, sorbitol, maltose, xylilol, saccharin and
saccharin sodium, cyclamates, neolame, aspartame, sucral-
os¢, acesullame potassium and mixtures thercof.

11. The dry particulate drug delivery system of claim 1,
further comprising at least onc of natural and artificial
sweceleners, colors, preservatives, fillers, binders, lubricants,
suspending agents, acids, buffers, and stabilizing agents,

12. The dry particulaie drug delivery sysicm of claim 1,
wherein said system is 2 compressed tablel.

13. The dry pariiculaic drug delivery system of claim 1,
wherein said sysiem is a chewing gum.

14. The dry parnticulate drug delivery system of claim 1,
wherein said drug is encapsulated by a method setected from
the group consisting essentially of spray drying, air suspen-
sion coating, cxtrusion, spray cooling and chilling, emul-
sion, microemulsion, adsorption, centrifugal cxtruston, rota-
tional suspension separation, rotogranulation, coacervation,
conlinuous crystallization, cocrystallization, inclusion, and
liposome formation.

15. The dry paniculate drug delivery system of claim 14,
wherein aspinin is coeapsulated by said cocrystallization
methad.

16. The dry purticulaie drug delivery system of claim 14,
wherein caffeine is ¢ncapsulated by said cocrystallization
method.

17. The dry paniculate drug delivery system of claim 14,
wherein estradiol is encapsulated by said cocrystallization
method.

18. The dry particulaic drug delivery system of claim 14,
whercin estradiol is encapsulated by said extrusion method.

19. The dry particelate drug delivery system of claim 14,
wherein ibuprofun is encapsulated by said cocrystallization
method.

20. The dry particulate drug delivery system of claim 14,
whercin progesierone is encapsulated by said coerystalliza-
tion method.
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21. The dry particulate drug delivery system of claim 14,
wherein warfarin is cncapsulated by said cocrystallization
method,

22. The dry particulate drug delivery sysicm of claim 14,
wherein nicotine is encapsulated by said cocrystallization
method.

2). The dry particulate drug delivery system of claim 14,
wherein diphenhydramine is encapsulaled by said spray
drying method.

24. The dry particulate drug delivery system of claim 14,
wherein acetaminophen is encapsulated by said rotogranu-
lating method.

25. The dry particulate drug delivery sysicm of claim 14,
wherein phenmetrazine is cncapsulated by said cocrystalli-
zalion method.

26. The dry particulate drug delivery system of claim 14,
whercin benzocaine is encapsulated by said cocrystallization
method.

27, The dry panticulate drug delivery system of claim 14,
wherein phenylephrine hydrochleride is encapsulated by
said cocrystallization method.

28. The dry panticulate drug delivery system of claim 14,
whercin amobarbital is encapsulated by said cocrystalliza-
tion method.

29. The dry particulate drug delivery system of claim 14,
whercin phenylpropanclamine hydrochloride is encapsu-
lated by said cocrystallization method.

3. The dry particelate drug delivery system of claim 14,
wherein dimenhydrinate is encapsulated by said cocrystal-
lization method,

31. The dry particulate drug delivery system of claim 14,
wherein pesudocphedrine hydrochloride is encapsulated by
said cocrystallization method.

32. The dry particulate drug delivery system of claim 14,
whercin meclizine is encapsulated by said cocrystallization
method.

Feb. 21, 2002

33. The dry particulate drug delivery sysicm of claim 14,
wherein Phenobarbital sodium is encapsulaled by said coc-
rystallization methexl,

34. The dry particulate drug delivery system of claim 14,
wherein testosteronce is encapsulated by said cocrystalliza-
tion method.

35. The dry particulate drug delivery system of claim 14,
whercin prednisolone i encapsulated by said cocrystalliza-
tion method.

36. The dry particulate drug delivery system of claim 14,
whercin diazepam is ¢ncapsulated by said cocrystallization
method.

37. The dry particulate drug delivery sysiem of claim 14,
whercin dyclonine hydrochloride is encapsulated by said
cocrystallization rmethexd,

38. The dry particulate drug delivery system of claim 14,
whercin chlorphcniramine is encapsulated by said coacer-
vation method.

3%. The dry particulaie drug delivery system of claim 14,
wherein cyclizine hydrochloride is encapsulated by said
cocrystallization methad.

40. The method of dissolving a pharmaccutical compound
in thc mouth of a user, comprising the steps of:

cocapsulating a therapeutically-cffective amount of at
least onc drug within 2n encapsulant and {orming an
encapsulated drug,

inscriing sakl ¢neapsulated drug into the mouth of the
user,

subjecting said cncapsulatéd drug to fluids secreted within
the mouth of sakd user,

dissolving said encapsulant and releasing said drug in said
mouth,

dissolving said drug within said mouth of said user,

* * * * *
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vehicles for the delivery of u plurality of drugs in various
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SEQUENTIAL RELEASE
PHARMACEUTICAL FORMULATIONS

CROSS-REFERENCE TO RELATED
APPLICATIONS

{0001] Driority is claimed to U.S. application Nos. 60/752,
057, filed Dec. 21, 2005; 60/761,766 filed Jun. 25, 2006; sl
60/791,408 filed Apr. 13, 2006

FIELD OF THE INVENTION

[0002] The present invention provides a mixed-release
formulation that contains a plurality of active therapeutic
agents and provides continuous immediate and/or extended
dosing and delaycd dosing for a predetermined time period,
up to at least 12 hours.

BACKGROUND OF THE INVENTION

[0003] Existing methods for the treatment of a varicty of
conditions involve the administration of more than one
active agent using, formulations that allow for immediate as
well as controlled release. The drug delivery profiles of such
formulations are simple, usnally involving the immediate
release of an aclive ingredient, followed by the sustained
release of the same ingredient, or a different active ingre-
dient, delayed for a certain period of time. However, many
of these formulations fail to take advantage of combining
multiple controlled, delayed, or immediate release profiles
within a single preparation other than just combinations of
immediate and delayed release. In padicular, present meth-
ods for the treatment of cold or allergic rhinitis symptoms
rely upon a wide variety of agents, most principatly anti-
histamines (e.g., Chlorpheniramine), expeclorants e,
guaifenesin), decongestants (e.g., pseudocphedrine or phe-
nylephrinc) and drying agents (e.g., the antisectetory drug
methscopolamine}. Dextromelhorphan is antilussive agent
used in mony over-the-counter cold medications. It has an
opioid-likc structure but, being a D-isomer, it does not
possess the analgesic or addictiveness of opioids. Tt acts
centrally to relieve cough, similar o opioids. It is active
against dry cough and does not exhibit significant expecto-
rant properties for produclive cough. Methscopolamine
nitrate is an anticholinergic and is a derivative of scopala-
mine. It possess the peripheral actions of the belladonna
alkaloids, but does not exhibit the central actions because of
its inability to cross the blood-brain barrier. In cough-cold
preparations, it is most often used for its anti-secretory effect
on the upper respiratory system. Hlowever, methscopolamine
hus a relatively short plasma half-lic and needs an extended
release formulation to provide symptomatic relief over
extended periods of time. Chlorpheniraming, often admin-
istered as the maleate sal, is a shon-acting anmiihistamine
(HI) compound that also has a short plasma half-life. Chlo-
rpheniremine also requires an cxiended release formulation
to provide exlended symptomatic relief in cough-cold for-
mulations. Phenylephrine is an alpha agonist that acts as a
decongestant in cough-cold formulations. Pheaylephrine
also requires a longer acting formulation. Phenylephrine
hydrochloride, also known as (S)-3-hydroxy-[alpha][{me-
thylamino) methylbenzene methanol hydrochloride, is an
onally effective nasal decongestant. Phenylephrine is o syn-
thetic, optically active sympathomimetic aminc that has onc
hydroxyl group on the benzene ring, The hydroxyl group is
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meta 1o the aliphatic side chain. The meta peosition affords
optimal activity. Phenylephrine (nco-synephrine) replaced
an older preparation, syncphrine, in which the hydroxyl was
i the para position. Phenylephrine hydrochloride is avail-
able in the form of the levoratatory isomer, which is a white,
odorless, non-hygroscopic. crystalline compound possess-
ing a bitter taste. Phenylephrine hydrochloride has a melting
point of 140-145° C. and is freely soluble in water and
alcohol. Decongestint connpounds in the form of their free
bases as well as their pharnceulically acceptable salts, e.g.,
hydrechloride, citrate. maleuwe. tannate, ete., are uvsed.
Expectarunts, such as guailenesin, change a dry, unproduc-
tive cough o one that is more productive and less frequent.
Guailenesin, known chemically as 3-(2-methoxyphenoxy)-
1,2-propancdiol, is a crysislline powder, which is soluble in
water and alcohol. It is indicated in the USP Drug iaforma-
tion as an expectorant for the symplomatic reliel of cough
due to colds and minar upper respiratory infections.
[0004] Phenylephrine may be present in amounts of
between ubvut 15 and abow 60 milligrams per capsule,
preferably from about 3 milligrams o about 30 milligrams
per capsule, with half or Jess of that amount used in a
pediatric form of the formulation. Delsym DM® (Novartis)
is an example of a sustained-release dextromethorphan
compaosition. ‘The sustained-releasc characteristics of the
compasition are achivved by the use of small particles of an
inn-exchange resin beund 10 the dextromethorphan that
delay release of the drug in the gastrointestinal tract, How-
ever, the bioavailability of dextromethorphan is relatively
low due 10 the strong bond belween residual amounts of
dextromethorphan and the ton exchange resin. ‘The total
percentage  of  dextromethorphun relessed  from  dex-
tromethorphan-ion exchange resin complexes is incomplete,
and under certain in vitre canditions it has been observed
that even after a twelve lhour period of time, about 20% of
dextromethorphan remaits bound to the ton exchange resin,
[0005]  BExamples ol the prepartion of sustained release
formulations of individoal cough-cold medicines include
U.S. Pat. No. 6,416,786 0 Mulaye (sustained release for-
mulation of guaifencsin): U.S. Patent Application Publica-
tion No. 20050152467 by ‘lengler ot al. (mixed release
formulations of an expectonml lor immediate release and a
decongestant for extended release); 1.8, Pat, No, 6,955,821
to Davis et al. {sustained release formulation of guaifenesin
and at least one other drug. wherein guaifenesin is formu-
kated for both immediate and extended release); and U.S.
Pat. No. 6,372,252 Blune ot al. (sustained release guuifon-
esin formulations where giailenesin is formulated for both
immediate and extended release),

{0006]  While sume mixed release compositions have been
deseribed, as discussed abuve. there is still a need in the art
to create contralled release pharmaceutical formulations
with belter sequential relense characteristics that orchestrate
the symphony of svmplonic release agents (o better fit the
needs of patients suffering from a cold, or those experienc-
ing cold fike symptoms in werins of dicongestant, expecto-
runt and drowsiness charcleristics.

[0007] “Therefore it s an vhject of the present invention to
provide a formulation with 2 tighter control of different drug
release than what is zchicved with an immediate release-
sustained release [ormulalion.

[0008] Il is u [urther object of the invention to provide a
formulation including. tn expectormn for immediate and
extended release, and a congh suppressant for delayed and
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extended release, wherein the release profiles of the inpre-
dients arc orchestrated to better co-ordinate the production
and clearance of mucus and cough suppression.

SUMMARY OF THE INVENTION

[6009]) A mixed-release tablet or capsule formulation
including vehicles for the delivery of a plurality of drugs in
various combinations of immediate release, extended
rclease, and/or delayed relcase modes over a predetermined
time period have been developed which provide for con-
trolled release not only of the drugs, but controlled release
that is designed 1o create more effective coordinalion
between the drugs being delivered. The drugs can be any
medically and/or physiologically appropriate combination
of active agents and active ingredients, preferably decon-
gestants, antihistamines, expectorants, antitussives, cough
suppressants, and drying agents. Representative deconges-
tants include phenylephrine (bitartrate, tannate, HBr, or HC1
salts), pkenylpropanclamine (HCI), pseudoephedrine (HC),
and combinations thercof. Representative antihistamines
include chlorpheniramine {malcate), bromphcniramine
(malcate), dexchloropheniramine {maleate), dexbromophe-
niramine (maleate), triprolidine (HCI), diphenhydramine
(HCI), doxylamine (succinatc), tripclennamine (HCY),
¢yproheptatine (HCI), bromodiphenydramine (HCI), phen-
indamine (tartarate), pyrilamine (maleate, tamate), azatadine
{malcatc), and combinations thercaf. Represeniative cxpec-
torants include guaifenesin, terpin hydrate, (glyceryl guai-
acolate), potassium (jodide, citraie), potassium guaiacolsul-
fonate, and combinations thereof. Represcatative antitussive
agents include caramiphen (edisylate), dextromethorphan
{(HBr), codeine (phosphate, sulfate), hydrocodone (bitar-
trate), and combinations thereof.

10010] Appropriate vehicles for the delivery of the drugs
may be liquid, gel, semisolid, paste, or solid. More specifi-
cally, these vehicles may be microparticles, for example,
microspheres or other micronized forms, granules, beads, or
resins. In various embodiments, the tablet or capsule phar-
maceutical formulation includes one or more of the follow-
ing granules: immediate-release granules, delayed release
granules, extended release granules; and optionally free drug
or a plurality of different drugs, wherein cach formulation of
granules include individual beads containing soluble and/or
insoluble polymers and an active drug ar a plurality of drugs.
In ancther ecmbodiment, the formulations include a decon-
gestant for immediate and extended rclease, an antihisia-
mine for extended release, and a drying agent for delayed
and extended release, wherein the release profiles of the
ingredients are controlled (u orchestrate the effctiveness of
their pharmacological action. For example, the formulation
may comprise an expectorant for immediate and extended
release, wherein over 90% of the drug is released substan-
tially linearly over a 12 hour period of time, and a cough
suppressant for delayod and extended releasc, wherein over
90% of the drug is released between 4 1o 12 hours, wherein
the release profiles of the ingredients are orchestrated to
co-ordinate the production and clearance of mucus and
cough suppression. In one embodiment, the pharmaceutical
composition includes an extended reicase expectorant active
drug packaged for extended release of over 90% of the
expectorant sclive druy relessed substantially linearly over
up to at least a 12 hour period of time; and an antitussive
active drug packaged for immediate and sustained release,
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such that up to 50% ol the ainitussive active drug is released
in immediate fashion over the first 10 4 hours, followed by
sustained release of the antssive drug, such that up to
100% of the antitussive aclive drug is released between 4 to
12 hours. In anether embodiment, the pharmaceutical for-
mulations include an expectorant lor immediate and
extended release, and o cough suppressant for delayed and
exicnded release, wherein the release profiles of the ingre-
dients are orchestrated W belier co-ordinate the production
and clearance of mucus aned cough suppression.

[0011] The phamuwewmical Jormulation may include a
combinalion of the anti-lussive, anti-histamine and drying
agent; a combination of the decongestant and drying agent;
a combination ol the deconpestant and congh suppressant; a
combination of the expectorant and cough suppressant; or a
cembination of the expectornt and anti-tussive in a capsulc,
tablel, oral rapid dissolving wblet, safiget, geleap, film, gum,
pastille, lozenge, disk, or wafer form. The antitussives,
antihistamines. decongestanis. expectorants, drying agents
or combinations thereof miy be formulated as immediaie-
release granules, delayed release granules, extended release
granules; or optionadlvy as & free drup depending on the
desired  pharmacological clfeet, The formulations may
include effective amoums uf cach of dextromethorphan
{(HBr), chlorphenicamine (maleaie), methscopolamine {ni-
trate). pseudocphedrine  (11CY),  phenyiephrine  (11CD),
guaifenesin, and hydrocodone (bitartrate). The anti-tussive
aclive drug can be dexirometharphan in a form such as a
sustained release gronule. o sustoined release matrix, or
cambinations thereof: and the anti-histumine active drug can
be chlerpheniramine In o fonn such as a sustained relcase
bead, a sustained release matrix, or combinations thereof.
The drying agent active drug cin be methscopolamine in the
form of a delayed release granule. The decongestant can be
pscudoephedrine in {he forn of a misture of an immediate
release bead, an imumediae refease mainx, and a sustained
release head, a susiained release matnix, or eomhinations
thereof.

[0012] 1In ane embodiment. the 1ablet or capsule pharma-
ceutical formulation cun mclude:

[0013] (&) an anti-tussive active drug within a granule
matrix packaged for cxtended release of over 90% of
the active drug released substantially lincarly overup to
at Yeast a 12 hour period of time:

10014] (b) an anti-Listanine aclive drug packaged for
extended refease of over 90% of the active drug
released substantially lincarly over up lo a least a 12
hour period of lime: and

[0015] (c) a drying agent active drug packaged for
delayed and extended release of aver 90% of the active
drug released substaially linearly over a period of 8
hours [aflowing an ivitial delay of release of from about
2 10 about 4 hours.

[0016]  In another embodiinents, Une phammaceutical com-
position can include:

[0017) (a) an inunediate release decongestant active
drug packaped immediae release ol over 60-80% of
the active drug within [rom about 90 minutes 1o about
120 minutes following dosing;

0018  (b)an extended release decongestant active drug
packaged for extended rolease of over 90% aof the
active drug relensed suhstantially lincarly over up to a
12 hour period of time; and
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[0015] (c) a drying agemt active drug packaged lor
delayed and extended release of over 90% of the active
drug released substantially lincarly over up 1o at least
an 8 hour period following an inftial delay of release of
from about 2 to about 4 hours.

[0020] 1n another embodiment, the pharmaceutical com-
position can include:

[0021] (a) an immediate release expectorant active drug
puckaged for immediate release of over 60-80% ol the
active drug within from about 90 minwtes 1o about 120
minutes following dosing;

[0022] (b) an extended release expectorant active drug
packaged for extended releasc of over 90% of the
active drug released substantiaily linearly over up 1o at
lcast a 12 hour period of time;

[0023] (c) optionally, a drying agent active drug pack-
age for delayed and extended release of over 30% of the
active drug released substantially lincarly over up fo at
least an 8 hour period following an initial delay of
release of from about 2 1o about 4 hours; and

[0024]  (d) optionally, a cough suppressant active drug
packaged for delayed and extended release of over 90%
of the active drug released subsiantially linearly over
up to at least an 8 hour period following an initial delay
of release of from about 2 to about 4 hours.

[0025] In another cmbodiment, pharmaceutical composi-
tion can include:

[0026] (a)an immediate release cxpectorant active drug
puckaged for immediate release of over 60-80% of the
active drug within from about 90 minutes to about 120
minutes following dosing;

[0027] (b) an extended release expectorant active drug
packaged for extended rcleasc of over 90% of the
active drug released substantially linearly over up to at
least a 12 hour period of time;

[0028] (c) optionally, a drying agent active drug pack-
aged for delayed and extended release of over 90% of
the active drug released substantially linearly over up 1o
at least an 8 hour period following un initia) delay of
release of from ahout 2 to about 4 hours; and

[0029] (d) optionally, an antitussive active drug pack-
aged for delayed and extended release of over 90% of
the active drug released substantially lincarly over up to
at least an 8 hour period foliowing an initial delay of
release of from about 2 to about 4 hours.

[0030] 1Invarations of these embodiments, the immediate
release forms of the drugs are optional.

[0031]) 1o aspecific embodiment, the pharmaceutical com-
position can include:

[0032] (a) an extended release form of yuaifenesin
packaged for extended release of over 90% of the
active drug released substantially linearly over up to at
least a 12 hour period of time;

[0033] (c} hydrocodone formulated for delaved and
extended release of aver 90% of the active drug
rcleased substantially lincarly over up to at least an &
hour period following an initial delay of release of from
about 2 to about 4 hours.

|0034] A method for providing a sequential-release for-
mulation has also been developed, wherein diflerent types of
granules arc loaded into a capsule, wherein cach ype of
granule includes individually an exiended release anti-tus-
sive, an extended release antihistamine and a drying agent in
a delayed release form, and wherein the capsule further
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includes one or more excipicnts. Allernatively, a sequential-
release wnblet formulation is made by compressing a mixture
of excipients and a mixture of granules into a tablet, whercin
each lype al granule includes individually an extended
release anli-lssive, an extended release anti-histamine and
a drying agent in a delayed release form. The mixture of
excipients may further include Jree active drug. The antj-
tussive agent can be dexiromethorphan, the ami-histamine
can be chlorpheniromine. :and the dryiog sgent can be
methseepalanine.

{0035]  Another method Tor making o sequential-release
formulation includes Inading o mixture of different types of
granules and an excipivnt tormulation into a capsule,
whercin the mixture of granules includes an active drug
within a polymer maurix and wherein the active drug mixture
includes an immediale release decongestant, an extended
release decongestant, and a drying agent in a delayed and
extended release form. The anti-lussive agent can be dex-
tromethorphan, the ant-histamine can he chlorpheniramine,
and the drving agent can be methscopolamine.

[0036])  Stilt another methed for niking a sequential-re-
lease formulation includes loading o mixture of different
types of granules inlo a capsule, wherein each type of
granule includes individually an extended release expecto-
ramt, and a cough suppressant in a delayed and extended
release form, and wherein the capsule includes one or more
excipients.

[0037] [0 ouc enbodiment, the cexpectorant can be
guailenesin and the congh snppressant can be hydrocodone,
In one embodiment of o formulation of hydrocodone and
guaifencsin, up to 20% of the hydrocadone can be released
in a sustained fashion over the first 110 4 hours, followed by
the sustuined release ol vp 16 100% ol the remaining amount
ol the bydrocodone between ¢ 10 12 Lhours,

[0038] In wnother [oreckdion of  hydmoeodone  and
guaifencsin, the release of hydrocodane is achicved in two
sequential immediate release pulses, where between 0 to S
mg of hydrocodone is released beiween | 1o 4 hours, and 5
to 10 mg of the hydrocaddone is relensed after 4 to 6 hours.
In yet anather formuation ol hvdrocodane and guaifencsin,
20-35% of guaifenesin is released between Q to 2 hours,
35-65% is released botween 2 10 4 hoeurs, and 65-90% is
released between 4 w & hours. Tn another formulation of
hydrocodone and guailenesin, up 10 50% of the hydroc-
edoac (0-5 myg) is released between 1o 4 hours, and 5 to 10
my ol the hydrocodone is released in o sustained fashion
between 4 10 12 houes. Tn this specific formulation guaifen-
esin 35 releused in o sustained Fashion between 1-12 hours.

DETAILED IESCRIFIION OF THE
INVENTION

[0039]  Ielinitions

10040]  As used hercin, “solid pharmacewtical composi-
tions™ include. but are not limited . oral dosage forms such
as tablets, capsules. caplats. geleaps, wafers, flms, gums,
pastilles, lorenges, matrices, disks. Such compositions are
predomimmlly solid such thiw appropriate dosages are
achieved by the subject without the need for a separate
measuring device, such ax a spoon, measuring cup or
drapper. Such compositions con include liquid constituents
or compositions, including gels and slurries.

[0041]  As nsed herein “delayed release”™ means that about
90% or more ol the active thempewtic agenl administered
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and contained within the formulation, for example within
granules, is delayed for about 1 to 4 hours, more preciscly,
2 1o 4 hours, after administration, from being released from
the granules and available to systemic exposure,

[0042) As used herein “sustained release™ or “extended
release™ means that sbout 90% or more of the active
therapeutic agent administered and contained within the
formulation, for example, within granules, is released from
the granules and available to systemic exposure over there
period of time where release is sustained and released over
a substantially linear rate.

[0043]  As used hercin “immediate release” means that at
ahout 90% or more of the active therapeutic agent admin-
istered and contained within the formlation, for example,
within granules, is rclease within z period of 1 1o 3 hours
after administration and available to systemic cxposure.
Immediate release may alse be defined functionally as the
release of over about 80 to 90 percent 15 (%) of the active
ingredient within about 60, 90, 100 or 120 minules or less.
[0044]  As used herein, o “pulse” relates (o a release ol lhe
aclive therapeutic agent sl a contemplated point in time. For
example, z pulse can be delayed, but once the point in time
is reached following administration, the active therapeutic
agent can be released immediately. Pulscs can be sequential.
For example, a first immediate release pulse can occur at
time point X, which is followed later by a second immediae
rclease pulse at time point Y. Although commencement of
the second immediate release pulse is delayed in comparison
to the commencement and possibly the completion of first
lime pulse, the release of the second will be immediate
following the delay.

[0045] The term “abowt™ in the context of numerical
values and ranges refers 10 values or ranges that approximate
or are close to the recited valves or ranges such that the
method or composition can perform as intended, as is
apparent from the teachings contained herein. Thus, this
term encompasses valucs beyond those simply resuliing
from systematic error. Typically, the term *“about” means
plus or minus ten percent.

I. Formulation

[0046] The formulations are based on the recognition that
patients and physicians are locking to simplify the number
of doses that a patient takes and to improve the timing of
onset of drug action consistent with improving patient
compliance and outcomes. The underlying rational is the use
of combinations of drugs in a single therapeutic preparation,
where each active agent or drug, or groups of drugs is
formulated in a specific release profile so as to provide in
combination with the other actives agents to provide a
sequence of complementary therapeutic actions. The thera-
peutic wtility of the formulation is a result of orchesirating
the overall utility of the therapeutic preparation over time.
For example, a therapentic formulation that is formulated 1o
be taken in the early evening provides an immediate dose of
guaifenesin that can assist in breaking up mucus and inhi-
ating a productive cough. As the guaifenesin action
decreascs, the drying and decongestant activities of a sclec-
tively deluyed and controlled release methscopolamine and
phenylephrine provides longer temm drying and decongus-
tant activity and which is less tikely 1o interfere with the
user’s sleep,

10047] Methscopolamine and phenylephrine can delayod
for abaut 2-4 hours after administration and only released so
as to provide a sequence of mucelytic and then decongestant
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and drying cffects bener fined with the patient’s needs.
Patients who have experienced an exposure to an altergen
benefit from a rapid release of the antihistamine chlorphe-
niramine but, one rewoved from the presence the allergen,
better benefil from the susiained relense of a decongestant
combined with the longer 1wnm drying effects of methsco-
polamine, the gradual comrolled release of which is delayed
2-4 hours aficr dosing. Uy this time, the immediately
released chlorpheniramine eifeets are declining and are
supplemented by a sustained drying effect provided by
methscopolamine and o deconpestant effect provided by
phenylephrine. This example also illusirales ways in which
the combination of delaved, conwrolled and immediate
release aclives can be blendued o avoid side effects found in
some cowbinations of less skilllully regulated blends of
actives, Chlorpheniramine and methscopolamine are highly
eflective in their own rogard. For example, while both
chlorphenirmnine and methseopolamine are highly cffec-
tive, both have antichalineraic activily which, when com-
bined as in  simple controlled relense preparation contain-
ing bath actives, causes vxeessive and uncomfortable drying
in some paticals. [owever, by combining a release profile
for chlorphenirmnine that sequentiolly provides relief [rom
the different actives, a therapentic is vreated that is more
effective in addiessing hoth the short term and long term
therapentic newds ol patiens while svoiding unpleasant side
eflects resuling from less precise delivery profiles.

[0048] AL Pharmacentiziily Active Compounds

{0049]  The drugs may be any ineilically andfor physiologi-
cally appropriate combinativn of drugs and active ingredi-
ents described i United Swates Plmrmicopoeia (“USP™), the
Physician™s Nesk Refercnce (*PPRW®), and the Faod and
Dag Administration (“FI2A™} publication, “Approved Nrug
Products with Therapeniic Hynivalence Evaluations,” also
known as the “Oringe Book.™ The drugs can be any medi-
cally and/or physiologically appropriate combination of
drugs and active ingredients. preivrubly decongestant drugs,
autiistamine~. -spectorinls. antilussives, cough suppres-
sanls, sl drving agents. Representilive decongestant active
drugs inchide phenylephrine (bitiniste. sannate, HBr, HCI),
phenylpropanelianine J1CT pseadoepliedrine (HC), and
combinations ihoreol. Represcinative antihistamine active
drug include chlheplienirunine (ualeiie), brompheniramine
(maleate). desedocophenismiine (maleate), dexbromophe-
nirmine (mskeow), triprofidine (11, diphenhydramine
(HCD, doxylirnine (succinate) ' aclvnnamine (HC), cypro-
heptatice: (D147 bromadipheniydramine  (EICE), phenin-
damine (tartae ). pyrilamine (inalente, tamate), aztadine
(maleare), i v mbinations theeoll Representative expee-
lorant wtive dov o inglude guaifenesing wrpin bydrate, (glyc-
eryl gusisco. . petassium (ixlide. citrate), potassium
guaincolsulive,  and combimnions thereol. Representative
antitussive avriv, dmg inchude camnniphen (edisylate), dex-
trometharphin: HBr), codeine (phosphate, sulfate), hydro-
codone (it o o), sud contbintiong thereof. Representa-
live  tough suppressads lnelude benzonatate,
brovnodliphentiy ' mine,  brorphenimmine,  buelizine,
carbinuxaniin . hlomheairamioe,  clemastine, codeine,
cyclizine. den foropheniramise, dextromethorphan, dihy-
drocodeine. . nenhydrinae.  diphenhydrmine,  doxy-
lamine. homatn e, hydrocoduone, meclizine, pheniramine,
phenylwlexam® e pyeilieine. rimethobenzamide, wiproli-
dine. Represen »vve drying agents include methscopola-
mine, scop e, meclizine, i nethobenvamide, dimen-
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hydrinate, cyclizine, pheniramine, buclizine,
chlorpheniramine, diphenhydramine, homatropine, carbi-
noxamine, clemastine, brompheniramine, and doxylamine.
[0050) Effective Dusages are known.

[0051] B. Excipients

[0052] Appropriate vehicles for the delivery of the drugs
may be liquid, gel, semisolid, paste, or solid. More specifi-
cally, these vehicles may be microparticles, for example,
microspheres or other micronized forms, grunules, beads, or
resins. In various embodiments, the tablet or capsule phar-
maceutical formulation includes one or more of the follow-
ing granules: immediate-release granules, delayed release
granules, extended release granules; and optionally free drug
or a plurality of differem drugs, wherein cach formulation of
granvles includes individual beads containing saluble and/or
insoluble polymers and an active drug or a plurality of drugs.
In another embodiment, the formulations include a decon-
gestant for immediatc and extended release, an anti-hista-
mine for extended release, and a drying agent for delayed
and cxtended release, wherein the release profiles of the
ingredients are controlled 10 orchestrate the effectiveness of
their pharmacological action. In anather embodiment, the
inventive pharmaceutical formulations include an expecto-
rant for immediatec and extended release, and a couph
suppressant for delayed and extended release, wherein the
release profiles of the ingredients are orchestrated 1o better
evordinate the production and ¢learance of mucus and cough
suppression.

[0053] Fommulations are prepared wsing a pharmaceuti-
cally acceptable “carrier” composed of materials that are
considered safe and effective and may be administered to an
individual without causing undesirable hiological side
effects or unwanted interactions. The “carrier”™ is all com-
ponents present in the pharmaceuticul formulation other (lian
the aclive ingredient or ingredients. The term “carrier™
includes, but is not limited to, diluents, hinders, lubricauts,
desintegrators, fillers, and coating, compositions.

[0054] “Carrier” also includes all components of the coat-
ing composition which may include plasticizers, pigments,
colorants, stabilizing agents, and plidants. The delayed
telease dosage formulation may be prepared as described in
references such as “Pharmaceutical dosage form tablets™,
eds, Liberman et. al. (New York, Marcel DDekker, Inc., 1989),
“Remington—The science and practice of pharmacy”, 201h
ed., Lippincott Williams & Wilkins, Baltimore, Md., 2000,
and “Pharmaccutical dosage forms and drug delivery sys-
tems”, 6.sup.th Edition, Ansel et al,, (Media, Pa..; Williums
und Wilkins, 1995) which provides information on curriers,
material, equipment and process for preparing tablets and
capsules and delayed release dosage forms of tablets, cap-
sules, and pranules.

[0055] Examples of suitable coating materials include, but
are not limited to, cellulose polymers such as cellulose
acetate phihalate, hydroxypropyl cellulose, hydroxyprapyl
methyleellulose, hydroxypropyl methyleellulose phthalate
and hydroxypropyl methyleellulose acetate succinate; poly-
vinyl aceiate phthalate, acrylic acid pelymers and copoly-
mers, and methacrylic resins that are commercially available
under the trade name Eudragit®. (Rath Pharma, Westerstadt,
Germany), Zcein, shellac, and palysaccharides. Additionally,
the coating material may contain conventional carriers such
as plasticizers, pigments, colorants, glidants, stahilization
agents, pore formers and surfactants.
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[0036] Optiounal plarniacentically acceptable excipients
present in the dug-containing tablets, beads, granules or
particles include, but are not limited 1w, diluents, binders,
fubrcants, disinteprants, colorats, stabilizers, and suefac.
tants.

[0057]  Diluents, also termed “fillers,” are typically neces-
sary 10 inerease the bulk ol a solid dosage ferm so that a
practical size is pravidel (ur compression ol tablets or
formation of heads and pranules. Svitable diluents include,
but are nen limited o, dicalcinm phesphate dilydrate, cal-
citin sullide, betese, suerose, nmmnitol, surbitol. cellulose,
microcrystilline cellulose. kaalin, sodivm chloride, dry
starch, hydmaly zed starches. pregelatinized starch, silicone
dioxide. it oxide, magnesivm aluminum silicate and
powder sugar,

[QUSK]  Binders are used 10 wnpart cohesive qualities to a
solid dosape [ormulation, amd dms ensure that a tablel or
bead or proanle remaing intaet after the foanation of the
dosage ooy, Snitable binder nuerials inchide, but are not
limited we. starch, pregelutinized starch, gekin, sugars (in-
cluding suvrose. glucose. dextrose, Jactose and sorbitol),
polyethylone plyveol, wane s natumi and synthetic sums such
as geaci. agacanth, sodian alginae, cellulose, neluding
hydresxypropyimeiyl  cellulose,  hydroxypropyleellulose,
ethyleeltuose, =l veegun, and synhetic polymers such as
acrylic acid ani methacrytiv acid copolymers, methacrylic
acid copoiru. a0 methy]l methaerylate copolymers, ami-
noalkyl nti civinte copohvmiers, polyacrvlie acid/poly-
methacn oacid and polvvinvpyrrolidone,

[0059] ! wicants are e o ficilitaie wblet manufacture,
Examplces 1 it ble hubricoats ineinde, b are not limited
o, magne. 1 slehrate, eoleivm stearale, stearie acid, glycs
erol behei o palyethylene plyeal, tale. and mineral oil,
[0060)  Dlsivecrrmits ane wsed W facilitae dossge form
disintegrah 0 “breakup” ulicr administriion, and gener-
ally incln' are not luninsd 10, starch. sodiun starch
glycolme. -~ . renrbayvinethivl starch, sodium carboxym-
cthyleellish ««  nydroxyproryl cellulose.  pregelatinized
starch, clyv~. celhisose. whgtubne, gunis or cross linked poly-
mers, suc :oone s-linkaod polynylpyrroticdane (Polyplas-
done® X! 7w GAL Chomiest Corp).

[0061] .-t “wessore used woinhibit o reind drog decom-
position 1.+ which include, by way of example, oXi-
dative reac

[0062] & s may b
or noniom . Couclive
tants tncluc -+ vt e a8
boxylate, «

o arionic. cationie, amphoteric
conts. Suitable anionic surfac-
~ited 1o, these containing car-
omd welinwe jons, Lxsmyles ol anionic

surfactanis & a0 sedivan, potessimn, snutoniom of long
chain all 40 enes o plkal aevd sulfomtes such as
sodium <k © U nsene saifonnte; dinlky! sodiom sulfosue-

cinates, su. - cddinn dodecylbenzene sulfonate; dialkyl
sodium s inales. such as sodinn bis-(2-cthylth-
ioxylysult ey amd alkvi sulfaies such as sodium
lauryl s . domie sectactams include, bot are not
limited 1 | sary o o compounds such as ben-
zalkonium i -« berreethaninm chloride, cetrimenium
bromide. s1 . i nethy ey, anunonium chloride, poly-
oxyethyl.- cocortl amine, lxamples of nonionie
surfactants ¢« - - ethvlene piveal monosicarate, propylene
glycol o: Adycers nenoswearase. glveeryl stearate,
palyglvee Aes sorbian acvlse, sucrose  ucylate,
PEG-150 © -+ 2EG-4a monolkmmie. polyoxyethylene
monolan . cserbanc salvosyethylene  octylphe-
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nylether, PEG-1000 cetyl ether, polyoxyethylene tridecyl
ether, polypropylene glycol butyl ether, Poloxamer® 401,
stearoyl monoisopropanolamide, and polyoxyethylene
hydrogenated tallow amide. Examples of amphoteric sur-
factants include sodium N-dodecyl-B-alanine, sodium
N-lauryl-fi-iminodipropionate, myristoamphoacetate, lauryl
betaine and lauryl sulfobetaine.

[0063] If desired, the tablets, beads granules or particles
may also contain minor amount of nontoxic auxiliary sub-
stances such as wetting or emulsifying agents, dyes, pll
buffering agents, and preservatives.

Extended Release Dosage Forms

[0064] The extended release formulations arc gencrally
prepared as diffusion or osmotic systems, for example, as
described in “Remington The science and practice of
pharmacy” (20th ed., Lippincott Williams & Wilkins. [3al-
timore, Md., 2000). A diffusion system typically consists of
two types of devices, reservoir and matrix, and is well
known and described in the art. The matrix devices are
generally prepared by compressing the drug with a slowly
dissolving polymer carrier into a tablet form. The three
major types of materials used in the preparation of matrix
devices are insoluble plastics, hydrophilic polymers, and
fatty compounds. Plastic matrices include, but not limited 1o,
methyl acrylate-methyl methacrylate, polyvinyl chloride,
and polyethylene, Hydrophilic polymers include, but ure not
limited to, methylcellulose, hydroxypropylcellulose,
hydroxypropylmethylcellulose, sodium carboxymethvicel-
lulose, and Carbopol® 934, polyethylene oxides. Fatty com-
pounds include, but are not limited to, various waxes such as
a carnauba wax and glyceryl tristearate.

[0065] Alternatively, extended release formulations can be
prepared using osmotic sysiems or by applying u semi-
permeable coating to the dosage form. In the latter casc. the
desired drug release profile can be achieved by combining
low permeable and high permeable coating materials in
suitable proportion.

[0066] Extended release tablets containing hydrophilic
polymers are prepared by techniques commonly known in
the art such as direct compression. wet granulation, or dry
granulation processes. Their formulations usually incorpo-
rate polymers, diluents, binders, and lubricants as well as the
active pharmaceutical ingredient. The usual diluents include
inert powdered substances such as any of many diflerent
kinds of starch, powdered cellulose, especially crystalline
and microcrystalline cellulose, sugars such as fructose,
mannitol and sucrose, grain flours and similar edible pow-
ders. Typical diluents include, for example, various types of
starch, lactose, mannitol, kaolin, calcium phosphate or sul-
fate, inorganic slats such as sodium chloride and powdered
sugar. Powdered cellulose derivatives are also useful. Typi-
cal tablet binders include substances such as starch, gelatin
and sugars such as lactose, fructose, and glucose. Natural
and synthetic gums, including acacia, alginates, methylcel-
lulose, and polyvinylpyrrolidone can also be used. Polycth-
ylene glycol, hydrophilic polymers, ethylcellulose and
waxes can also serve as binders. A lubricant is necessary in
a tablet formulation to prevent the tablet and punches from
sticking in the die. The lubricunt is chosen from such
slippery solids as talc, magnesium and calcium stesrate,
stearic acid and hydrogenated vegetable oils.
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[0067] Lixtendvdl release tublets contnining wax materials
are generilly pi pared vsing methods known in the art such
as a dircct bl method, a congealing method, and an
aqueous clisper o methiod. In o congealing method, the
drug is mixed o th aowox material and either spray-con-
gealed or conge.ied and sereened and processed.

Detaved IRelease Dosage orms

[0068] [clay: ! relense formulations ure created by coat-

ing a solil do- o forn with @ filin of polymer which is
insoluble 1 1 widd covironment of the stomach, and
soluble in ‘lie ral eoviromment of small intestines.

[0069] 1 b v pefigse dosnge units can be prepared,
for examp . | ating o drug or o drog-containing com-
position will i < leeted coating material. The drug-contain-

ing composition iy be, e, @ tublet lor incorporation into
a capsule, o tub! t {or use as an inner core in a “coated core™

dosage forin, or o pluridity of drug-containing beads, par-
ticles or v mu lur ircorpomtion into either a tablet or
capsule. | ¢l coat o madenals include bioerodible,
gradually v kil Wil water-soluble, and/or
enzymatic. '\ I .. und may be conven-
tional “en ori vis lene polymers, as will be
appreciate. ¢ skt o in the an, become soluble in the
higher pl1 i nent ol the lower gostrointestinal tract or

slowly erode the dosage form passes through the gas-
trointestin:i! tri: 1, while enz ally (egradable polymers

are degru I vozvines present in the lower
gastrointc ticuliey an the colon. Suitable
coating ni s ting Joluved release include, but
are not lin 1 g e such as hydroxypro-
pyl cellul. Cobeelise, ivdroxymethy! cellu-
lose, hyd o o1 cellulose,  hydroxypropyl
methyl ceiinl el welte, liydroxypropylmethyl
cellulose phli Cnetheleellinlose, cihyl cellulose, cellu-
lose acetai suite plithalie, cellulose acetate
trimellitat. . ulose sodium; acrylic acid
polymers ) . rrvtoably Tormed from acrylic
acid, me! acrvlate, ethyl acrylate,
methyl m ! 4 wihacrylate, and other
methacry| 1 cilly available under the
tradenamc | wi: Westerstadt, Ger-
many), inc adi [ 0055 and L100-55 (soluble
at pH 5.5 .nd ¢ ¢ R L1040 (soluble at pH 6.0
and above . I ; ¢ at pll1 7.0 and above, as a
result of e fication), and Eudragits®
NE,RL @ | | at polviners having different
degrees ol i i Bility); vinyl polymers
and copol: . 1 mvirolidone, vinyl acetate,
vinylacet: vi ‘tonie acid copolymer,
and ethyl ae ivmer;  enzymatically
degradabl. o ¢! { Iy ners, pectin, chitosan,
amylose « 1¢ . wd <lellie, Combinations of
different ¢ i oo lso be used. Multi-layer
coatings 1 at miy also be applied.
[0070] | o drnl ciplits for particular coat-
ing materi; q 1wl by those skilled in
the art ol I profiles for tablets,
beads an ¢ illerent quantities of
various ¢\ Is ‘bination of materials,
method | P produce the desired
release cli 1 ‘ctermine only from
the clinic:, -
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[0071] The coating composition may include conventional
additives, such as plasticizers, pigments, colorants, stabiliz-
ing agents, glidants, ctc. A plasticizer is normally present to
reduce the fragility of the coating, and will generally rep-
resent about 10 wt. % to 50 wt. % relative to the dry weight
of the polymer. Examples of typical plasticizer include
polyethylene glycol, propylene glycol, triacetin, dimethyl
phthalate, diethy] phthalate, dibutyl phthalate, dibutyl seba-
cate, triethyl citrate, tributyl citrate, triethyl acetyl citrte,
castor oil and acetyluted monoglycerides. A stabilizing igent
is preferably used to stabilize particles i the dispersion.
Typical stabilizing agents are nonionic emulsifiers. such as
sorbitan esters, polysorbates and polyvinylpyrrolidone.
Glidants are recommended to reduce sticking effects during
film formation and drying, and will generally represent
approximately 25 wt. % to 100 wt. % of the polymer weight
in the coating solution. One effective glidant is talc. Other
glidants such as magnesium stearate and glvcerol
monostearates may also be used. Pigments such as titanium
dioxide may also be use. Small quantities of an anti-foaming
agent, such as a silicone (c.g., simethicone), may also be
added to the coating composition.

[0072] As will be appreciated by those skilled in the art
and as described in the pertinent texts and literawre, a
number of methods are available for preparing drug-con-
taining tablets, beads, granules or particles that provide a
variety of drug release profiles. Such methods include, but
are not limited to, the following: coating a drug or drug-
containing composition with an appropriate coating mate-
rial, typically although not necessarily incorporating a poly-
meric material, increasing drug particle size, placing the
drug within a matrix, and forming complexes of the drug
with a suitable complexing agent.

[0073] The delayed release dosage units may be coated
with the delayed release polymer coating using conventional
techniques, e.g., using a conventional coating pan, an airless
spray technique, fluidized bed coating equipment (with or
without a Wurster insert), or the like. For detailed informa-
tion conceming materials, equipment and processes for
preparing tablets and delayed relcase dosage forms. sce
Pharmaceutical Dosage Forms: Tablets, eds. Lieberman et
al. (New York: Marcel Dekker, Inc., 1989), and Ansc] et al.,
Pharmaceutical Dosage Forms and Drug Delivery Systems,
6.sup.th Ed. (Media, Pa.,: Williams & Wilkins, 1995),

Sustained Release Formulations

[0074] Sustained release matrices are prepared from mix-
tures of soluble polymers such as ethylcellulose, cellulose
acetate, vinyl acetatelvinyl chloride copolymer, acrylate-
methacrylate copolymers, polycthylene oxide, hydroxypro-
pyl methylcellulose, carageenan, alginic acid and salts
thereof, hydroxyethyl cellulose, hydroxypropy! cellulose,
karaya gum, acacia gum, tragacanth gum, locust bean gum,
guar gum, sodium carboxymethyl cellulose, methy] cellu-
lose, beeswax, carnauba wax, cetyl alcohol, hydrogenated
vegetable oils, stearyl alcohol; and combinations thereof.
Carbohydrate particles (non-pareils) can be used us inert
cores or carriers in capsule and tablel formulations and are
coated by active ingredients. These particles are usually
spherical and contain sucrose (62.5%-91.5%) and starch.

[0075] lon exchange resins suituble for use in grunule
components are water-insoluble and consist of a pharma-
ceutically inert organic or inorganic matrix containing

. o .
L. .
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covalently boio ! functional groups, wherein the functional
groups are | or capable of being ionized under the

approprialc tions of pIl The organic matrix may be
synthetic (¢ polymers or copolviners of acrylic acid,
methacrylic o [ sullonaied styrenc, sulfonated divinylben-
zene), or porti 1 svithetie (eg. modified cellulose and
dextrans). 1lic organic coting can also be, for example,
silica gel mod o by the addition of ijonic groups. The
covalently bov: | fonic groups mav be strongly acidic (e.g.,
sulfonic acil v aeid ¢ (e.p.. carboxylic acid), strongly
basic (c.p . ternary ammoninm), weakly basic (e.g.,
primary 1 combination of acidic and basic groups.
In general, 1 s olion exclingers suitable for use in
ion exchiii o Jun ! 1or such applications as

deionizatic: © are i tor use in the granule
component. 5 1 o exciangers ure described by H. F
Walton 11 "« s ol lon Lschunge™ (pp. 312-343),
incorpor::i« cronee bovin, [selul jon exchange resins
generally 1ige capaciics below about 6 mil-
liequivalon (me /) and preferably below about
5.5 meq/, ] le non-excl nge resin is cross-lined
with a cross ent selected from difunctional com-
pounds ¢ b 54 e polysivrenes. The cross-
lmkmg s g e divinyt ar vinyl COmPDIJ.Dd. The
cross-linki i lviny benzene. The resin is
cross-linko 1o 0 b al dbont oo about 20%, prefmb!y
about 4 1 L 1 1000, more prcoribly about 6 to about
1o%, and : bly #hout & by weight based on the
total resii tive wmnule resing include Amber-
lite® IR’ i Vst o Dow XYS®-40010.00
(Dow CI i v sulfonated. polymers
compose: § { with 8% of divinyl-
benzene, L chige ¢ iy of about 4.5 10 5.5
meq./gol vr sro) The s ssential difference s in
physical | lite ' consists of irregularly-
shaped pii | size ipe 4710 149 um, produced
by 15 mi 1, Jrpees ‘plicres of Amberlite®
IRP-120 YS 10010 00 produce consists of
spherical h: pe of 45 to 150 um.
Another ¢ ¢oresa Dow XYSE-40013.00, is a
polymer [ wilvstvrene cross-linked with 8% of
divinylbo - o o otz v ha quaternary ammo-
nium groo qwens s normally within the
range of .1 ; ! ol dry resin.

[0076] | 1 2 Kenting and 4,221,778
to Ragh ibe oo techniques of active
drug agen xehonoe noo porticles to form the
drug-resi riel'v. the g s mixed with an
aqueous ¢ the resing cnd the complex is then
washed aption of drog onto the resin may be
detected 18 cehimge 1o the pll of the reaction
mediunm, el e in concentration of
sodium « bl ol d ' resin can be accom-
plished o RN actions. In the case of a
basic dri. form) plus drug (salt
form); (I ; dr i Iree base); (€) resin
(H-form i (1) resin (H-form) plus
drug (as ol these reactions except (d) have
cationic | 0 completine with the cationic drug
for bind: [ s resin, ‘¢ the amount of drug
bound at ¢ ¢ 2s, stoichiometric bind-
ing of i 1 d only through reaction
(d). Fouws " 1s can he carried out for

binding ( change resin. These are:

9\
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(a) resin (el-form) plus drug (salt form); (b) resin (Cl-form)
plus drug (as free acid; (c) resin (OH-form) plus drug (salt
form); and (d) resin (OH-form) plus drug (as free acid). lor
acidic drugs, stoichiometric binding of drug to resin is
accomplished only through reaction (d). The binding may be
performed, for example, as a batch or column process, as is
known in the art. The drug-resin complex formed is col-
lected and washed with ethanol and/or water to insure
removal of any unbound drug. The complexes are usually
air<dried in trys at room or elevated temperature. The
drug-resin complex has a ratio of active drug(s) to resin of
about 1:3 to about 3:1, preferably about 1:2 to about 2:1,
most preferably about 1:1 (by weight).
[0077] C. Formulations
[0078] The devices with different drug release mecha-
nisms described above can be combined in a final dosage
form comprising single or multiple units. Fxamples of
multiple units include multilayer tablets, capsules containing
tablets, beads, granules, etc. An immediate release portion
can be added to the extended release system by means of
either applying an immediate release layer up top of the
extended release core using coating or compression process
or in a multiple unit system such as a capsule containing
extended and immediate release beads.
[0079] In one embodiment, a tablet or capsule pharma-
ceutical formulation includes an anti-tussive agent in an
immediate release form, and anti-histamine in an extended
release form and a drying agent in a delayed and extended
release form.
[0080] Inanother embodiment, the composition includes a
decongestant packed for immediate release; a decongestant
packed for extended release, and a drying agent packed for
delayed and sustained release, wherein the decongestant
provides immediate decongestant relief followed by long-
acting decongestant activity, wherein the release of the
drying agent is delayed to allow initial decongestion fol-
lowed by long-acting drying agent activity.
[0081] In another embodiment, a time-release dex-
and a timed release chlorpheniramine ure
formulated to provide maximum effective release over up to
at least 12 hours or more using a combination of polymers
in the bead matrix or coat. The drying agent methscopola-
mine is formulated to provide a 2 to 4 hour delay of release
followed by maximum effective release between 4 to 8 hours
using a combination of polymers in the bead matrix and
coating materials such as pH sensitive polymers or shellac.

Methods of Manufacture

[0082] A preferred method of preparing an extended
release tablet is by compressing a drug-containing blend,
e.g., blend of granules, prepared using a direct blend,
wet-granulation, or dry-granulation process. Extended
release tablets may also be molded rather than compressed,
starting with a moist material containing a suitable water-
soluble lubncant. However, tablets are preferably manuluc-
tured using compression rather than molding. A preferred
method for forming extended release drug-containing blend
is 1o mix drug particles directly with one or more excipients
such as diluents (or fillers), binders, disintegrants, lubricants,
glidants, and colorants. As an alternative to direct blending,
a drug-containing blend may be prepared by using wel-
granulation or dry-granulation processes. Beads containing
the active agent may also be prepared by any one of a

number of
a fluid dis
pa:ing dru;
ing the o
containing |

onventional L
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nigues, typically starting from
ple, o typical method for pre-

rsion. For ex

containing beads involves dispersing or dissolv-
ve agenl inoa coating suspension or solution

arceutical excipivnts such as polyvinylpyr-

rolidone, 1 thvicellulose. tile. metallic stearates, silicone
dioxide, p! ~ticizers or the like. The admixture is used to
coal a beo | core such as u sopar sphere (or so-called
“mon-parcil | Lu g asive ol approximately 60 to 20 mesh.
[0083) A ulior tivep lire for preparing drug beads
is by blen g oag will e or more pharmaceutically
acceptabl. ats, suc o as icrocrystalline cellulose,
lactose, co oo polyvinyl pyrrolidone, tale, magnesium
stearuic, : ant, ¢ic.. oxiruling the blend, spheroniz-
ing the ex rying i optionally conting to form the
immadiat heads.

[0084] A vo o armacculoal oeredients (API's) can be

processeid |
coacervatil
letization.
granu atio
philization
pan coaty
tion, spriiy
gmnllh.').
[0083]
phannaca
granlate!
Clh_\-‘l ulc
mix;". ur
conbiic
The vt grm
and then
ﬂu“’;ug_ £
suitalle |
are comj
priate o
rotury pie
can be ag
0081
bulking :
glidiits,
include,

(e.p.. Avic

mannitol. x  h
JRS Phurr )

nertion, air <uspension drying, balling,
G g, COri it o, compression, cryoplel-
lation rusion, wel granulation, dry

senizi oo, ine asion complexation, lyo-
X, mic apeulation, mixing, molding,
at deliy ition, sonication, spheroniza-
rother | “wsc known in the art to form
grunukic o ethod, the ot least one
ciive ooent ol other ingredients are
ranuli g 1o | (e.g., isopropyl alcohol,
wals i plouetary mixer, high shear
bed p koo Binding agents may be
) it or may be in the dry mix.
e dric 1oven or fuidized bed dryer,
rougl (iile sereen 1o obtain free
he resul 0 cronules are blended with a
nd plid w01 the lubricated granules
tablet o olary press using appro-
sivedd a2 can be applied onto a
pprL o ling. I desired, a coating
o the i d tablets.
weipie wi i these methods include
SR cnts, anti-adherents and

agents. Bulking agents

t lin icrocrystalline celluose
MG I cocel®(), Mendell Inc.),
| < ate (e . imcompress®,

g, Compactrol®, JRS

Pharma Lt croe (Dipsc, Amstar, and
Nutih, I lechin oatrose, sorbitol, cellulose
posler Yogiis . olka Floe, JRS Pharma),
The hulk mie o presont dn the phanmaceutical
SO 8L 1 bout 5 wi. % to about 90
wi o pr | 01 I, % to uhout 50 wt. %.
Disiviegra «d in thie pharmaceutical
formulation le, microcrystalline cel-
Julose, sta ovid 1, Polyplasdone XL®,
Internation Proc s 1 sodiom starch glyeolate
(1 Total 1 russcannellose  sodium
(v o Ac- o the disintegrating agent
iy he pr th o i an amount of from
abor 0.5 preferibly from about 1
wi Ul t:! nts and clidants may be
use: In m o aposition include, for

exiunple, e,

§t e, am

L dioxile. sodium lauryl
ira antiadberent or glidamt
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may be present in the pharmaceutical formulation in an
amount of from about 0.2 wt. % to about 15 wi. %,
preferably from about 0.5 wt. % 1o about 5 wt. %.

[0087] Examples of lubricants used in the excipient mix-
ture include magnesium stearate, calcium stearate, sodium
stearate, stearic acid, sodium stearyl fumarate, hydrogenated
cotton seed oil (sterotex), talc, and waxes, including but not
limited to, beeswax, carnauba wax, cetyl alcohol, glyceryl
stearate, glyceryl palmitate, glyceryl behenate, hydroge-
nated vegetable oils, and stearyl alcohol. The lubricant may
be present in an amount of from about 0.2 wt. % to about 20
wi. %, preferably from about 0.5 wi. % to about 5 wi. %.
Binding agents include, for example, polyvinyl pyrrolidone,
starch, methyleellulose, hydroxypropyl methylcellulose,
carboxymethyl cellulose, sucrose solution, dextrose solu-
tion, acacia, tragacanth and locust bean gum. The binding
agent may be present in the composition in an amount of
from about 0.2 wt. % to about 10 wi. %, preferably from
about 0.5 wi. % to about 5 wi. %. Granules {coated or
uncoated) containing active agenls are combined with
excipients and compressed into a table formulation.

|0088) Extended release and delayed release formulations
may be prepared and delivered so that release is accom-
plished in some generally predictable location in the lower
intestinal tract more distal than would have accomplished if
there had been no delayed release alterations. A method for
delay of release is a polymeric coating on cach granule
intended for extended or delayed release in a more distal
portion of the gastrointestinal tract. Any coatings should be
applied in sufficient thickness such that the entire coating
does not dissolve in the gastrointestinal fluids at pH below
about 5, but does dissolve at pH 5 and above. It is expected
that any anionic polymer exhibiting a pH-dependent solu-
bility profile can be used as an enteric coating in the practice
of the present invention to achieve delivery to the lower
gastrointestinal tract. Polymers and compatible mixturcs
thereof may be used to provide the coating for the delayed
or the extended release of active ingredients. By way of an
example, the sustained release of dextromethorphan, chlor-
pheniramine, and methscopolamine, over up to at least a 12
hour or more period, was achicved through formulation in a
matrix of hydroxyproplymethylcellulose  (Methocel ®
K100M Premium USP Powder), dicalcium phosphate dihy-
drate, crosscannellose sodium, silicon dioxide, microcrys-
talline cellulose pH 102 and magnesium stearate. Sustained
release granules of methscopolamine, prepared from ihe
same excipients can be coated with pH sensitive polymers
that degrade in the lower Gl truct, (eg., Eudragit® 1.
Eudragit® S, Aquot AS-HF, and cthylcellulose) so that
release of active is delayed for 2 to 4 hours until the granule
reached the distal ileum colon. The length of the day is
controlled by the thickness of coating (amount). Granules
can also be coated with shellac. The resulting mixture of
granules and excipients can be either compressed into 2
tablet or filled into a capsule.

[0089] In one embodiment, the compositions include
drug-resin complexes having two or three active ingredients.
In another embodiment, the invention also provides phar-
maceutical compositions including the drug-resins in com-
bination with suitable pharmaceutically acceptable excipi-
ents, and optionally at least one of an antihistamine,
sympathomimetic drug (nasal decongestant, bronchodila-
tor), analgesic, antiinflammatory, cough suppressant and/or

expectorant. T
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mean pariicle size ol the granule ion-
+ within the muoge of about 100 to about

er embodiment pharmaceutical combina-
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e mixed with delaved and sustained release
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[0093] This formulation achieved a sustained release of all
actives approximately linearly over a 12 hour period. In
formulation that require a delayed release of methscopola-
mine, sustained release granules of methscopolamine, pre-
pared using excipients shown in Table 1, were coated
(10-65% by weight), with the water insoluble and pll
sensitive polymers, Fudragit® RS or Fudragit® RI., or
combination thereof, using a Wurster Fluidiized Bed pro-
cess. Coated granules of methscopolamine were blended
with the other actives and either directly compressed into
tablets or filled into capsules.

EXAMPLE 2

Sustained Release Beads of Guaifenesin

[0094] Sustained release beads of guaifenesin were pre-
pared. Briefly, guaifenesin was first granulated with 3% 901°
Kollidon® and 0.2% Cab-0-Sil, dried and the mixture
passed through a 60 20 mesh screen 1o collect 200 jun
particles, The particles were then placed in a Surster I'luid-
ized Bed coating machine and coated with a latex dispersio
of ethyl cellulose (SURELEASE®, Colorcon). Coated gran-
ules were air dried. The ingredients of the coated grunules
are listed in Table 2 below:

TABLE 2
Component % (by weight)
Guaifenesin 8.7
SURELEASE ® 9.4
90F Kollidon ® 1.8
Cab-o-Sil 1.0

Dissolution tests were then carried out on the granules of this
example using a standard USP 23NI' Drug Release Appa-
ratus filled with 999 ml of the dissolution medium in the
vessel and equilibrated to 37° C.£0.5° C. The paddles were
sel (o rotate at 60 RPM. 1 G of granules was added 10 cach
vessel. The dissolution was determined by [IPL.C
and the results shown in Table 3 below:
TABLE 3

Time (h)

512
.6
86.1
93.3
g0
9.3
(LI

oW B W R e

Additional coating with SURELEASE® prolonged the sustained release of
guaifencsin to about 12 hours,
[0095] In formulations that require a delayed release of
hydrocodone, the drug plus the sustained release excipients,
shown in Table 2, were granulated with 3% 90F Kollidon
and 0.2% Cab-0-8il, sized and then dried. The particles were
then coated (-10-65% by weight) with water insoluble
polymers Eudragit® RS or Eudragit® RL or combinations
thereof, using a Wurster Fluidized Bed coating machine,
These granules were then blended with guaifenesin grunules
and directly compressed into tablets.

EXAMPLE 3

Oral Rapid Dissolving Tablets
[0096] This example illustrates the making of an aral rapid
dissolving tablets prepared from sustained release granules

co ‘Lliﬂi.ﬂs chli :';‘EJ;'I:: imine male
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mine nitrate is separately blended with excipients including,
croscarmellose sodium, Methocel® K100M, magnesium
stearate, and Prosolv®, and the blend is compressed into 5
mini-tabs. The mini-tabs are coated with Eudragit® S and
Eudragit® [. to give a delayed release. Mini-tabs (2 mm in
length) are loaded into capsules. Prosolvi@ is used for the
compression of mini-tabs.
Formulation 3: Chlorpheniramine Delayed and Sustained
Release Tablets
[0101] Chlorpheniramine maleate (30 mg), phenylephrine
HCI (15 mg), methscopolamine nitrate (1.25-2.5 mg), dical-
cium phosphate dehydrate (0.5 mg). croscarmellose sodium
(22.5 mg), Methocel® K100M premium USP powder (37.5
mg), silicon dioxide (5 mg), microcrystalline cellulose
PH102 (380 mg), magnesium stearate (12.5 mg), Eudragit v
S, Eudragit® L, are used in a formulation of tablets having,
both delayed release and sustained release characteristics.
iramine maleate and phenylephrine HCl are
blended with the above excipients. Methscopolamine nitrate
is separately blended with the above excipients and granu-
lated. After drying, the methscopolamine nitrate granules arc
coated with Budragit® S/L using o Wurster Fluidized Bed
coating machine. The resulting coated methscopolamine
granules are introduced into the chlorpheniramine maleate/
phenylephrine HCI blend and compressed into tablets. The
resulting formulation can achieve a sustained release of
chlorpheniramine maleate and phenylephrine HCl over a 12
hours period and a sustained relesse of methscopolamine
nitrate after an initial 2-4 hours delay.

EXAMPLLE §

Sustained Release Formulation

[0102] This example describes a sustained release formu-
lation of a decongestant (guaifenesin) and a cough suppres-
sant (hydrocodone bitartrate). The formulation consists of
1000 mg of guaifenesin, and 10 mg of hydrocodone bitar-
trate. The formulation is manufactured as a matrix tablet
made by direct compression, and contains no immediate
release formulation of either guaifencsin or the hydrocodone
bitartrate. The tablet is formulated so as 1o release guaifen-
esin and hydrocodone over a period of 8 1o 12 hours after
ingestion. The formulation includes the following standard
excipients as shown in Table 4.

TABLL 4
Dicalcium phosphate dibyd
Croscarmellose sodium
Methocel ® K100M
Silicon Dioxide
Microcrystalline eellulose PH 102 (sustained release component)
Magnesium stearate

EXAMPLE 6

Immediate and Sustained Release I'ormulation

[0103] This example describes a1 sustained release formu-
lation of a decongestant (guaifenesin) and a cough suppres-
sant (hydrocodone bitartrate) with an immediate releasc
cough suppressant (hydrocodone bitartrate) component, The
sustained release formulation core consists of 1000 mg of
guaifenesin, and 5 mg of hydrocodone bitartrate. The for-
mulation is manufactured as a matrix tablet made by direct
compression, and contains no immediate release formulation
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[0114] Additional polymers such as hydroxypropy! meth-
yleellulose of differing molecular weights or ethylcellulosc
in the hydrocodone granules are added to delay the releasc
of hydrocodone for approximately 4 hours. An exemplary
swelling agent is hydroxypropyl methylcellulose, in an
amount ing from about 5% to about 50% parts by
weight per 100 parts by weight of tablet or formulation.
[0115] The formulation ensures sustained time release
over a period of approximately 8 to 12 hours as demon-
straled by in vitro dissolution techniques known to thosc
skilled in the art. A binder may also be employed, preferably
a material such as one or more of a group of polymers having
the repeating unit of 1-ethenyl-2-pyrrolidinone. These poly-
mers generally have molecular weights of between about
10,000 and 700,000 Daltons, and arc also known as “povi-
done”. Amounts of the binder material will vary depending
upon the nature of the binder and the amount of other
ingredients of the compositions. An exemplary amount of
povidone is from about 1% to about 5% by weight of
povidone per 100 parts by weight of the total formulation.
Processing aids such as lubricants, including stearic acid.
may also be employed, as is known in the an. An exemplary
amount of stearic acid is from about 0.5% to about 2.0% by
weight per 100 parts by weight of table or formulation. One
composition of formulation 1 is provided in Table 4:

TABLE 4
Tablet Composition Ingredient Weight (mg)
CGuaifenesin 1000
Hydrocodone 10
Hydroxypropyl methylcellulose 406
Povidone 35
Stearic Acid 15
TOTAL 1466

[0116] Granulation Process Description

[0117] The unprocessed guaifenesin and hydrocodone raw
materials are dispensed and granulated in a high shear
granulator. The wet granules are sieved into a fluid bed drier
ad dried. When the drying process is complete, the granules
are milled. Milling ensures uniform particle size distribution
throughout the guaifenesin and hydrocodone granules.
[0118] Tablet Process Description

[0119] The guaifencsin and hydrocodone tablet blend is
manufactured by blending the guaifenesin and hydrocodone
granulations, extragranular Methocel® E10M and Hys-
trene® 5016 (Stearic acid). A guaifenesin and hydrocodone
tablet blend is compressed to form guaifenesin and hydro-
codone tablets.

[0120] Manufacturing Process

[0121] The guaifenesin and hydrocodone tablets may be
manufactured by the following possible manufacturing pro-
cess. A Littleford® FM130 granulator is charged with
approximately one half of the guaifenesin, USP required for
the process unit (about 17.4 kg) followed by about 4.00 ky,
of Methocel®, USP E10M Premium CR Grade; and 1.20 kg
of Povidine, USP; and the balance of the guaifenesin (about
17.40 kg). The powder bed is dry mixed in the Littleford®
FM130 granulator, with choppers on, for approximately 1
minute. At the completion of the 1-minute pre-mix cycle,
about 12.020.05 kg of Purified Water, USP are sprayed onlo
the powder bed at a rate of about 2.40£0.24 kg/minutc
Immediately following the addition of the Purified Water.

P

Jun

1% the vait is granulated for about 5 mi
e grioules are processed inonosinilo

nulated it is discharged into double

tainers and then manually Towdod dnt

le boing passed through a #4 mesh <

| is loaded inw o Glatt TI'O=00 1luid-l
£ air tempersture setting of about 70
lried until & moisture level of 0.01+1 1

ermined using @ Computroe® Moist

SA. The dowed grmulation is dischar
y labelad, double polyothyl
. The drie recanciled g
gl BetwGruxd n
SCI £ at appros
d g colleeted
e polvet ed drms sl ro
ulati 18 s «l and 1 d
sed o Twtlier pr iy
md hvdodope wranula
or ! 20 N3 V-hle
e wr fo
ol o lihw
I i e wl hyd
1 Co graniul
! il M
ik Cl )
!
23] ¢ pellets s
TR0 wrdi &
| 8%t i\
rec |
1
e
late sl
12 d hed
w vd |
ific
I Nt L
i
- LS s
o o 5
p
v r
LA
‘o
I n
L il
r : ¢
t 1
"
‘ LA
Lt 1

'1, 2007

«. lydroc-

shion. The
viene-lined
e howl

he Cilant®
er with an
. The unit

ohtained as

ser. model
Jppropri-
recon-

i pussed
vith a'1.5
U1 The
vy Libcled,
he .nil.led
ol and
! ;_::.:ifen-
Jloa
CNoare

v dis-
*lined

re rmu-
L with
nium
|SaBB

vne are
e for
les of
dis-
irster
pray
lone

v Iners
irution,
lasin

wven-
I'the
ssed

ntion
ploms
‘lease,
drug
Jore
econd

rmore
Vies-
| sup-

vrlant
ine,
..-';.lly

wmine
:l'lim,
1 he-



US 2007/0141147 Al

niramine, triprolidine, diphenhydramine, doxylamine, tripe-
lennamine, cyproheptatine, bromodiphenhydramine, phen-
indamine, pyrilamine, azatadine, phammaceutically
acceptable salts thereof and combinations thereof.

5. The composition of claim 2, wherein the expectorant is
selected from the group consisting of guaifenesin, terpin
hydrate, (glyceryl guaiacolate),, potassium guaiacolsul-
fonate, pharmaceutically acceptable salts thereof, and com-
binations thereof.

6. The composition of claim 2, wherein the antitussive is
selected from the group consisting of caramiphen, dex-
tromethorphan, codeine, hydrocodone, pharmaceutically
acceptable salts thereof, and combinations thereof.

7. The composition of claim 2, wherein drying agent is
selected from the group consisting of methscopolaminc.
scopolamine, meclizine, trimethobenzamide, dimenhydri-
nate, cyclizine, pheniramine, buclizine, chlorpheniramine,
diphenhydramine, homatropine, carbinoxamine, clemastine.
brompheniramine, and doxylamine,

8. The composition of claim 2, wherein the cough sup-
pressant is selected from the group consisting of benzoii-
tate, bromodiphenhydramine, brompheniramine, buclizine.
carbinoxamine, chlorpheniramine, clemastine, codcine,
cyclizine, dexchloropheniramine, dexlromethorphan diliy-
drocodeine, dimenhydrinate, diphenhydramine, doxy-
lamine, homatropine, hydrocodone, meclizine, pheniramine,
phenyltoloxamine, pyrilamine, trimethobenzamide, triproli-
dine.

9. The composition of claim 2 comprising an expector:int
of immediate and extended release, wherein over 90% ol the
drug is released substantially linearly over a 12 hour period
of time, and a cough suppressant for delayed and extended
release, wherein over 90% of the drug is released betwecn
4 and 12 hours, wherein the release profiles of the ingrodi-
ents are orchestrated to coordinate the production and ¢luar-
ance of mucus and cough suppression.

10. The composition of cluim 2 comprising:

(a) an anti-tussive active drug within a granule muirix
packaged for extended release of over 90% ol ihe
active drug released substantially linearly over o 12
hour period of time;

(b) an anti-histamine active drug packaged for extern:lwd
release of over 90% of the active drug released suib-
stantially linearly over a 12 hour period of time; 111

(¢) a drying agent active drug packaged for delayed und
extended release of over 90% of the active drug
released substantially linearly over a period of 8 hours
following an initial delay of release of from aboul 1.0
to about four hours.

11. A composition of claim 2 wherein the pharmaceucal

composition comprises:

(a) an immediate release decongestant active drug pick-
aged for immediate release of over 60-80% ol ilic
active drug within from about 90 minutes to about | 20
minutes following dosing;

(b) an extended release decongestant active drug pick-
aged for extended release of over 90% of the aciiv¢
drug released substantially linearly over a 12 luour
period of time; and

(c) a drying agent active drug packaged for delayed 1111
extended release of over 90% of the active (g
released substantially linearly over an 8 hour perod
following an initial delay of release of from about 1.0
to about 4 hours.
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16. The composition of claim 9 wherein the pharmaccu- release matrix, @ sust release bead.

tical composition includes: mitriy sombi : thereo!

(a) an extended release expectorant active drug packapcd 5] mposi  claim Y wher
for extended release of over 90% of the expector:nl is puatlones in the selected trom th
active drug released substantially linearly over up to at ol an inmediate e wad, 1o bnmedi
least a 12 hour period of time; and a sustained releis a sustaoed e

(b) an antitussive active drug packaged for sustained  combinitions there!
release wherein the antitussive active drug is releascd 23. The compositi claim ¥ wheren
in a first immediate release pulse, such that up to 50% hvidrocadonen g | tocted from the e
of the antitussive active drug is released in a sustoined 5 ¢ R Loan imvnediao
fashion over the first 1 to 4 hours, followed by o s - cise aosustiined 1
sequential immediate release pulse of the antitussive ¢ s th
active drug, such that up to 100% of the antitussive 24, |l compos claim 9 v e
active drug is released between 4 to 6 hours. form ol o pid di u tablel.

17. ‘The composition of claim 9 wherein the pharmaccu- 3. Il com o elai i

tical composition includes: oS o ted i granulos into o

(a) an extended release expectorant active drug packaycd & v e e gl el

for extended release of over 90% of the expector it .. oy ve, on |

active drug released substantially linearly overuptoat ay nea delived o
least a 12 hour period of time; and W ipsil Fineludos on
(b) an antitussive active drug packaged for immediate 1

sustained release, such that up to 50% of the antitussive ., [ ' Lil'l:[l._ ok
active drug is released in immediate fashion over the | | windes i tivid
first 1 10 4 hours, followed by sustained release of the . .. T T,
antitussive drug, such that up to 100% of the antitussive T reldas i
active drug is released between 4 to 12 hours. Lo clair

18. The composition of claim 9 wherein the pharmace- 5 o e [t

tical composition includes: . R

(a) an extended release expectorant active drug package: . el ” '_‘f!_

for extended release, : y :‘::'

wherein 20 to 35% of the expectorant active drug is : | hou ¢
released between 0 to 20 hours, 35-65% of the expec- " o s

torant active drug is released between 2 to 4 hours, and oy ' l“'{" m
65-90% of the expectorant active drug is released — ° o & “" : "
between 4 to 8 hours; and ¢ LR e ey v
an antitussive active drug. b I.\I(J- .
19. The composition of claim 9, wherein the pharmaceu- " il liate
tical formulation is in a form selected from the group h |
consisting of a capsule, tablet, oral rapid dissolving tablel, i Clain
softgel, geleap, film, gum, pastille, lozenge, disk, and wafer. w9
20. The composition of cluim 9 wherein the anti-tussive I ‘ 3
active drug is dextromethorphan in the form selected from ¢ il fer
the group consisting of an immediate release bead, au ¢ '-.|_1r-. ‘
immediate release matrix, a sustained release bead, a sus- ¢ 't 25
tained release matrix, and combinations thereof; the anti- ! o
histamine active drug is chlorpheniramine in a form selected i ER ‘
from the group consisting of an immediate release head, an ¥ o

immediate release matrix, a sustained release bead, a sus-
tained release matrix, and combinations thereof; and the i i i
drying agent active drug is methscopolamine in a form & - LS
selected from the group consisting of an immediate releasc v
bead, an immediate release matrix, a sustained release bead. ! v s
a sustained release matrix, and combinations thereof. {

21. The composition of claim 9 wherein the decongestant !
is pseudoephedrine in the form selected from the group
consisting of an immediate release bead, an immediate 0
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ESCRITURA NUMERO CUATRO MIL QUIﬁTéﬁ&OS -
TREINTA Y NUEVE (No.ﬁ.539)l———_- _____ _—
:‘fz En la ciudad de Cali, Capital del Depar-

tamento del Valle del Cauca, Repiiblica de

Colomdia, a lop VEINTITRES (23) dias ~

8.

L 4

del -mes de OCTUBRE del 2fic DOS MNIL UKO ~-

(2,001), ante mi, JORGE ENRIQUE CAICEDO ZAMORANO, Notario

(30,) del Circulo de Cali,. - = = e, e -

r

i

fecid JUAN MANUEL BARBERI OSPIN:‘\ mayor de edad, vccino de Cali,

RO.- Que obra en "s"_ij,__caréctcr de; Representante Legal de en nombre y

X

cién de TECNOQUIMIG

»»“:\m\{’cém.‘ﬁe escritura pdblica’nimero 2670 de la Notarfa Segiinda de Cali de fecha 12 de
\\‘i'.‘-\ D i H - St ral R )

-\,I,-‘!"ﬁ'n-r_ y . . o . : . . B '
» Gudifinio de 1957, reformada en distintas oportunidades, segin consta en el certificado

expedido por la Cdmara de Comercio de Cah ;;-‘-_‘4-,-'-,--n;_,;-i--:a_——-.-_----‘:----------_ ................ '

SEGUNDO: Qur ~n tal cardcter, por cste piblico instriimento, concede Poder Especial

pero amplioy su!*iente a JOSE LUIS REYE_S_-,VII-LAMTZAR.mayor de cdad, vecino de

Bogotd, identificadocon C.C. # 79152473\ i;aquéﬁ; abogado en ejercicio, portador

dela TP 44655 del C.5.de ta J., domiciliado en Bogotd, D.C., Republica de Colombia

con direccién carrgra 7 No. 88.23 oficina 205, de la misma ciudad, como su representante

con poder especial, amplio y suficiente, para‘obtener la proteccién de nuestra propiedad

industrial y contra la competencia desleal, a cuyo efecto lo autorizo, para que nos

A4S

represente ante cualesquiera entidad o persona, ejerzan o no jurisdiccion, especialmente

ante las del orden administrativo, contencioso-adminisirativo y judicial, en todo lo

=
X @ :
" v , . } ., . .
* 8 = concerniente a los siguientes asuntos: a) Obtencidén, formulacidén de observaciones y
3) : :
g:- g E; oposicién a patentes de invencidn, modelos y dibujos industriales y el registro de
j o 8 — ) — » .
g 5(: g licencias de uso de csos derechos; b) Las acciones de oposicién, cancclacion, nutidad,
O -
5“ @ medidas cautclares, concesién de licencias y en general los procesos civiles, penales,
- -

administrativos o contencioso-administrativos relacionados con estos derechos v otros de |

diferente naturaleza; acciones y procesos que promovamos ¢ se nos promuevan; y c) para

ESTE PAPEL .NO TIENE COSTO ALGUNO PARA EL USUARIQ



que en todos los asuntos arrfiba determinados, , tanto en los términos sefialados por los

articulos 42 y combplementarios de la Decisién 486 de 1a Comunidad Andina como del

articulo 70 del C.P.C pueda sustituir este mandato, transigir, conciliar, admitir los hechos

del proceso, desistir, cancelar, recibir, renunciar, y ratificarlos actos de agentes oficiosos
. *

y ceder a titulo gratuito y/o oneroso, licenciar, inscribir contratos de cesién y de licencia

tnseripeion de prendas, levantamiento de prendas, inscribir derechos de retencién y en
o

general todos los asuntos que se deban’(ramitar ante la Superintendencia de Industria y
Comercio.-----===--=s=srmaearaan -

B e e S s M - —

Leido el presente instrumento al otorgante, 1o aprobé y en constancia firma conmigo el
Notario de todo lo cual doy fe.----eeosrmrccmmm e —————— e ———

Se agregen comprobantes.,

Derechos $30,000,00 Decreto 1681 de
Septiembre 16 de 1996

Reformado mediante Resolucidn No.5839
de Diciembre 27 del afio 2.000 y Decreto 1326-de Julio 06 del

atio 2.001.,
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CERTIFICADO NACIONAL
CAMARA DE COMERCIO DE CALY

FECHA: 2011/12/15 HORA: 13:47:46

OPERACION: 02C261215120 PAGINA: 1
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CERTIFICA:
NOMBRE : TECNOQUIMICAS S.A.
SIGLA : TQ S.A.
DOMICILIO: CALI VALLE
DIRECCION COMERCIAL :CL. 23 NRO. 7 39
DIRECCION NOTIFICACION JUDICIAL:CL. 23 NRO. 7 39
CIUDAD:CALI

MATRICULA MERCANTIL NRO. 7049-4 FECHA MATRICULA : 01 DE JULIO DE 1957
AFILIADO

CERTIFICA:
NIT : 890300466-5

CERTIFICA:
QUE POR ESCRITURA NRO. 2670 DEL 12 DE JUNIO DE 1957 NOTARIA SEGUNDA DE CALI ,
INSCRITA EN LA CAMARA DE COMERCIC EL 0l DE JULIO DE 1957 BAJO EL NRO. 16627
DEL LIBRG IX , SE CONSTITUYQ LA SOCIEDAD DENOMINADA COMPANIAS TECNOQUIMICAS
LIMITADA

CERTIFICA:
QUE POR ESCRITURA NRO. 8438 DEL 30 DE DICIEMBRE DE 1970 NOTARI2 SEGUNDA DE
CALY , INSCRITA EN LA CAMARA DE COMERCIO EL 07 DE ENERO DE 1971 BAJO EL NRO.
42260 DEL LIBRO IX , SE TRANSFORMO DE SOCIEDAD LIMITADA EN SOCIEDAD EN
COMANDITA POR ACCIONES BAJO EL NOMBRE DE COMPARIAS TECNOQUIMICAS LIMITADA
COMANDITA POR ACCICNES (SIC) .

CERTIFICA:
QUE POR ESCRITURA NRO. 2139 DEL 21 DE ABRIL DE i972 NOTARIA SEGUNDA DE CALI ,
INSCRITA EN LA CAMARA DE COMERCIO EL 26 DE ABRIL DE 1972 BAJC EL NRO. 794 DEL
LIBRO IX , CAMBIC SU NOMBRE DE COMPARNIAS TECNOQUIMICAS LIMITADAR COMANDITA POR
ACCIONES (SIC) . POR EL DE TECNOQUIMICAS LIMITADA & CIA S.C.A.

CERTIFICA;
QUE POR ESCRITURA NRO. 3255 DEL 30 DE AGCSTO DE 1983 NOTARIA DECIMA DE CALI ,
INSCRITA EN LA CAMARA DE COMERCIO EL 3% DE AGOSTO DE 1983 BAJO EL NRO. 62343
DEL LIBRC IX ,SE TRANSFORMO DE SOCIEDAD EN COMANDITA POR ACCIONES EN SOCIEDAD
ANONIMA BAJO EL NOMBRE DE TECNOQUIMICAS S A

CERTIFICA:
QUE POR ESCRITURA NRO. 5664 DEL 12 DE DICIEMBRE DE 2005 NGTARIA TERCERA DE
CALI , INSCRITA EN LA CAMARA DE COMERCIO EL 19 DE DICIEMBRE DE 2005 BAJOC EL
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NRO. 14102 DEL LIBRO IX ,S5E APROBO LA FUSION PCR ABSORCION ENTRE (ABSORBENTE}

TECNOQUIMICAS S.A. Y (ABSORBIDA (S)) DISTRIBUIDORA FARMACEUTICA CALOX
COLOMBIANA S.A. - EN LIQUIDACION-,

ORGANIZACION FARMACEUTICA AMERICANA S.A. OFA - EN LIQUIDACION-
CERTIFICA:

QUE POR ESCRITURA NRO. 1675 DEL 08 DE MAYO DE 2008 NOTARIA TERCERA DE CALI ,

INSCRITA EN LA CAMARA DE COMERCIO EL 16 DE MAYO DE 2008 BAJO EL NRO. 5362 DEL

LIBRO IX , CAMBIO SU NOMBRE DE TECNOQUIMICAS S A . POR EL DE TECNOQUIMICAS S.
A. . SIGLA: TQ S.A.

CERTIFICA:
QUE POR ESCRITURA NRO. 4551 DEL 23 DE OCTUBRE DE 2008 NOTARIA TERCERA DE
CALI , INSCRITA EN LA CAMARA DE COMERCIO EL 04 DE NOVIEMBRE DE 2008 BAJO EL
NRG. 12416 DEL LIBRO IX ,SE APROBO LA ESCISION PARCIAL DEL PATRIMONIC SOCIAL

ENTRE (ESCINDENTE) TECNOQUIMICAS GS5.A. Y {BENEFICIARIA(S)) INVERSIONES TQTS S.
A.

CERTIFICA:
REFORMAS
DOCUMENTO FECHA.DOC  ORIGEN FECEA.INS NRO.
INS LIBRO
E.P. 4075 05/09/1957 NOTARIA SEGUNDA DE CALI 27/09/1857
16822
E.P. 5718 28/11/1957 NOTARIA SEGUNDA DE CALI 30/12/1957
17242
E.P. 5507 31/12/1957 NOTARIA PRIMERA DE CALT 13/03/1958
17529
E.P. 3124 16/07/1958 NOTARIA PRIMERA DE CALI 17/10/1958
18365
E.P. 3325 25/07/1958 HNOTARIA PRIMERA DE CALY 17/10/1958
18366
E.P. 5726 17/12/1958 NOTARIA PRIMERA DE CALI 12/05/1959
12258
E.P. 2374 12/05/1959 ©NOTARIA PRIMERA DE CALI 03/06/1959
19368
E.P. 2793 20/06/1961 NOTARIA PRIMERA DE CALT 07/07/1961
22616

**% CONTINUA ***
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E.P. 2794
22617
E.P. 6365
23489
E.P. 1383
23850
E.P. 3396
26016
E.P. 8853
27107
E.P. 5718
27181
E.P. 2743
27681
E.P. 2744
27682
E.P. 7057
28591
E.P. 1693
29569
E.P. 1799
31623
E.P. 2458
32757
E.P. 2792
33008
E.P. 2209
34591
E.P. 6933
35082
E.P. 6363
37141
E.p. 7711
37615
E.P. 5597

20/06/1961

30/12/1961

21/03/1962

28/05/1963

30/12/1963

28/11/1957

29/04/1964

29/04/1964

21/10/1%64

26/04/1965

10/05/1966

18/11/1966

27/12/1966

25/09/1967

20/12/1967

14/11/1968

31/12/1968

30/09/1969

NOTARTIA PRIMERA

NOTARIA PRIMERA
NOTARIA PRIMERA
NOTARIA PRIMERA
NOTARIA PRIMERA
NOTARIA SEGUNDA
NOTARIA PRIMERA
NOTARIA PRIMERA
NOTARIA PRIMERA
NOTARIA PRIMERA
NOTARIA | PRIMERA
NOTARIA
NOTARIA
NOTARIA
NOTARIA SEGUNDA
NOTARIA SEGUNDA
NOTARIA SEGUNDA

NOTARIA SEGUNDA
*%% CONTINUA ***
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CALI
CALI
CALI
CALI
CALI
CALI
CALI
CALI
CALI
CALI
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CALI
CALI
CALI
CALI
CALI

CALI

07/07/1961

23/01/19%62

28/03/1962

11/066/1963

23/01/1964

10/02/1964

06/05/1964

06/05/1964

22/10/1964

28/04/1965

11/05/13%66

25/11/1966

05/01/1967

04/10/1967

28/12/19867

26/11/1968

04/02/1969

18/10/1969
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39341
E.P. 5211
41379
E.P. 6576
44154
E.P. 7286
44367
E.P.
44716
E.P. 6209
2505 IX
E.P. 8741
7636 IX
E.P. 9270
11772 IX
E.P. 9504
12441 IX
E.P. 7566
15581 IX
E.P. 2671
41529 IX
E.P. 779
54655 IX
E.P. 4324
61172 IX
E.P. 1269
83730 Ix
E.P. 5089
87933 IX
E.P. 7064
2552 IX
E.P. 7065
2553 IX
E.P. 5929
20225 IX

8042

27/08/1970 NOTARIA SEGUNDA DE CALI

07/16/1971

08/11/1971

03/12/1971

05/10/1973

31/12/1973

31/12/1974

31/12/1974

05/12/1975

09/05/1980

16/03/1982

10/11/1982

18/03/198¢

24/09/1988

04/11/1987

04/11/1987

14/07/1989

NOTARIA

NOTARIA

NOTARIA

NOTARIA

NOTARIA

NOTARIA

NOTARIA

NOTARIA

NOTARIA

NCTARIA

NOTARIA

NOTARIA

NOTARIA

NOTARIA

NCTARIA

NOTARIA

SEGUNDA

SEGUNDA

SEGUNDA

SEGUNDA

SEGUNDA

SEGUNDA

SEGUNDA

SEGUNDA

SEGUNDA

DECIMA

DECIMA

DECIMA

DECIMA

DECIMA

DECIMA

DECIMA

DE

DE

DE

DE

DE

DE

DE

DE

DE

DE

DE

DE

DE

DE

DE

DE
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CALI

CALI

CALI

CALI

CALI

CALI

CALI

CALI

CALI

CALI

CALT

CALI

CALI

CALI

CALI

CALI

04/09/1970

14/i0¢/1971

10/:1/1%M

21/12/1971

15/10/1973

08/03/1974

31/01/1975

04/04/1975

09/01/1976

22/10/1980

03/08/1982

30/06/1983

01/04/1986

29/09/1986

19/11/1987

18/11/1987

26/07/1989
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E.P.

8569

29/09/1989

NCTARIA DECIMA DE CALI 02/10/1%89
22250 IX
E.P. 10571 04/12/1992 NOTARIA DECIMA DE CALI 15/12/1892
6092¢ IX
E.P. 10249 18/12/19%95 NOTARIA DECIMA DE CALI 20/12/1995
10214 IX
E.P, 2389 22/05/1997 NOTARIA TERCERA DE CALI 27/05/1997
3813 IX
E.P. 2624 30/06/2000 WOTARIA TERCERA DE CALI 07/07/2000
4740 IX
E.P. 3814 15/09/2000 NOTARIA TERCERA DE CALI 18/09/2000
6381 IX
E.P. 3588 30/07/2004 MNOTARIA TERCERA DE CALI 04/08/2004
8542 IX
E.P. 2224 24/05/2006 NOTARIA TERCERA DE CALI 30/05/2006
6565 IX
E.P. 1675 08/05/2008 NOTARIA TERCERA DE CALI 16/05/2008
5362 IX
E.P. 4551 23/10/2008 NOTARIA TERCERA DE CALI 04/11/2008
12416 IX
E.P. 917 05/03/2009 NOTARIA TERCERA DE CALI 13/03/2009
2978 IX
E.P. 1809 05/05/2009 NOTARIA TERCERA DE CALI 15/05/2009
5625 IX
E.P. 5409 01/12/2009 NOTARIA TERCERA DE CALI 07/12/2009
14004 Ix
E.P. 2465 18/06/2010 NOTARIA TERCERA DE CALI 25/06/2010
7575 IX

CERTIFICA:
VIGENCIA: 01 DE ENERC DEL ANO 2057
CERTIFICA:

OBJETQO SOCIAL. LA SOCIEDAD TIENE POR OBJETO: A) LA FABRICACION, EL ENVASADO,

LA IMPORTACION, LA EXPORTACIQON, LA VENTA Y DISTRIBUCION DE PRODUCTOS

BIOLOGICOS Y QUIMICOS, MEDICAMENTOS O PRODUCTOS FARMACEUTICOS, PERFUMERIA O

EFECTOS DE TOCADOR, PRODUCTOS VETERINARIGCS, AGRICOLAS Y ALIMENTOS NATURALES
***% CONTINUAD **#*
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¥/0 PRODUCTOS DE CONSUMO POPULAR DE CUALQUIER NATURALEZA Y SERVICIOS EN
GENERAL. B) INVERTIR EN SOCIEDADES O EMPRESAS DE CUALQUIER NATURALEZA O
ESPECIE DE LA SQCIEDAD MERCANTIL, WNACIONAL O EXTRANJERA, QUE TENGAN COMO
ACTIVIDAD O NEGOCIO PROPIO DE SU OBJETO LA FABRICACION, DISTRIBUCION Y
COMERCIO EN GENERAL DE PRCDUCTOS BIOLOGICOS Y QUIMICOS, MEDICAMENTOS O
PRODUCTOS  FARMACEUTICOS, PERFUMERIA O EFECTOS DE  TOCADOR, PRODUCTOS
VETERINARIOS, AGRICOLAS, ALIMENTOS WNATURALES 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 SQCIALES, BONOS
CEDULAS, TITULOS U OTROS VALORES EN COMPANIAS DE CUALQUIER NATURALEZA O TIPO
LEGAL, DEDICADAS A LA EXPLOTACION DE CUALQUIER ACTIVIDAD ECONOMICA LICITA Y
ENAJENARLAS.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 ESCRITOS. E) GARANTIZAR LAS OBLIGACIONES
PROPIAS DE LOS ACCIONISTAS O DE TERCEROS. F) LA ADQUISICION DE BIENES MUEBLES,
INMUEBLES Y DE TODA CLASE DE EQUIPC Y MAQUINARIA PARA SU ARRENDAMIENTO O PARA
LA COMERCIALIZACION DE ELLGS. EN DESARROLLG DEL OBJETO SOCIAL PODRA GBTENER
PRIVILEGIOS INDUSTRIALES, CONCESIONES, 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
EXPLOTACION  SOBRE  ESTOS DERECHOS, EJECUTAR TODA CLASE DE CONTRATOS DE
COMPRAVENTA, 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,
INDUSTRIALES O DE OTRA INDOLE QUE SE REFIERAN DIRECTAMENTE A LAS ACTIVIDADES
QUE PERSIGUE LA SOCIEDAD.
QUE EN LA ESCRITURA PUBLICA NRO. 5409 DE REFORMA CITADA, SE ADICIONA AL
ARTICULO 4 DE LOS ESTATUTOS SCCIALES EL LITERAL G) EN LOS SIGUIENTES TERMINOS:
i) LA PRESTACION DE SERVICIOS RELACIONADOS CON EL CUIDADO DE BEBES, INCLUIDOS
SERVICIQS DE GUARDERIA, SALA CUNA Y SIMILARES.,
ii) LA PRESTACION DE SERVICIOS RELACIONADOS CON LA INVESTIGACION DE MERCADOS
EN BENEFICIO DE NEGOCIOS PROPIOS 0 DISTRIBUIDOCS.
CERTIFICA:
ORGANCS DE DIRECCION Y ADMINISTRACION. PARA LOS FINES DE SU DIRECCION,
ADMINISTRACION Y REPRESENTACION, LA SOCIEDAD TIENE LOS SIGUIENTES ORGANOS: A)
*** CONTINUA ***
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ASAMBLEA GENERAL DE ACCIONISTAS. B) JUNTA DIRECTIVA. C) PRESIDENTE EJECUTIVO.
D) DOS VICEPRESIDENTES EJECUTIVOS. E) VICEPRESIDENCIAS ADMINISTRATIVAS.
LA DIRECCION DE LA SOCIEDAD CORRESPONDE, EN PRIMER TERMINO A LA ASAMBLEA
GENERAL DE ACCIONISTAS Y EN SEGUNDO LUGAR, A LA JUNTA DIRECTIVA COMO DELEGADA
DE AQUELLA.
LA REPRESENTACION LEGAL DE LA SOCIEDAD Y LA GESTION DE LOS NEGOCIOS SOCIALES,
ESTARAN A CARGO DEL PRESIDENTE EJECUTIVC Y DE LOS DCS VICEPRESIDENTES
EJECUTIVOS.  LAS  VICEPRESIDENCIAS  ADMINISTRATIVAS SON ORGANOS ESPECIALES
CREADOS POR LA ASAMBLEA EN BENEFICIO DE LA COMPANIA Y BEL NOMBRAMIENTO DE
QUIENES SEAN DESIGNADOS, SU NUMERO, FACULTADES Y ATRIBUCIONES QUE EJERCERAN SE
CONFIEREN EN SU REGLAMENTACION Y EJECUCION, COMO NORMA ESPECIAL, A LA JUNTA
DIRECTIVA QUE LAS DETERMINARA DE  CONFORMIDAD ESTOS ESTATUTOS, A LA
ORGANIZACION ADMINISTRATIVA QUE POR ORIENTACION SE LE QUIERE DAR A LA SOCIEDAD
Y POR LA LEY.
FUNCIONES DE LA ASAMBLEA DE ACCIONISTAS. ENTRE OTRAS LAS SIGUIENTES: 1)
ACORDAR LA FUSION DE 1A SOCIEDAD, SU TRANSFORMACION, LA ENAJENACION O EL
ARRENDAMIENTO DE LA EMPRESA SOCIAL, LA DISOLUCION O LA PRORROGA Y CUBRLQUIER
REFORMA,  AMPLIACION  MODIFICACION DEL CONTRATO SOCIAL. 9) AUTORIZAR LA
ADQUISICION DE ACCIONES PROPIAS, CON SUJECION A LOS REQUISITOS ESTABRLECIDOS
POR LA LEY. 10) ADOPTAR EN GENERAL, TOCDAS LAS MEDIDAS QUE RECLAMEN EI
CUMPLIMIENTO DE LOS ESTATUTOS O EL INTERES DE LA SOCIEDAD.
LA JUNTA DIRECTIVA SE COMPONE DE NUEVE (9) MIEMBROS PRINCIPALES O DIRECTORES,
ELEGIDOS POR LA ASAMBLEA GENERAL DE ACCTONISTAS PARA PERfODOS DE DOS ANOS, SIN
PERJUICIO DE QUE PUEDAN SER REMOVIDOS LIBREMENTE POR LA ASAMBLEA O REELEGIDOS
INDEFINIDAMENTE.  SIMULTANEAMENTE CON LA ELECCION DE LOS PRINCIPALES LA
ASAMBLEA ELEGIRA NUEVE (9) SUPLENTES PERSONALES LOS CUALES REEMPLAZARAN A LOS
RESPECTIVOS PRINCIPALES EN SUS FALTAS ABSOLUTAS, ACCIDENTALES O TEMPORALES.
PRARAGRAFO. CUANDO LA ELECCION DE PRINCIPALES Y SUPLENTES SE HUBIERE EFECTUADO
CON BASE EN MAS DE UNA LISTA, LOS SUPLENTES REEMPLAZARAN A LOS PRINCIPALES
ELEGIDOS POR LA MISMA LISTA. AL EFECTUAR LA ELECCION DE 1OS MIEMBROS
PRINCIPALES Y SUPLENTES LA ASAMBLEA DE ACCIONISTAS DETERMINARA DE ACUERDO CON
LOS RESULTADOS DEL ESCRUTINIO, EL ORDEN DE PRECEDENCIA DE UNOS Y OTROS.
EN LA JUNTA DIRECTIVA SE ENTIENDE DELEGADQ EL MAS AMPLIO MANDATO PARA
ADMINISTRAR LA SOCIEDAD Y POR CONSIGUIENTE, TENDRA ATRIBUCICNES SUFICIENTES
PARA ORDENAR QUE SE EJECUTE ¢ CELEBRE CUALQUIER ACTO O CONTRATO COMPRENDIDO
k%% CONTINUA *** '
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DENTRO DEL OBJETO SOCIAL Y PARA ADOPTAR LAS DETERMINACICNES NECESARIAS EN
ORDEN A QUE LA SOCIEDAD CUMPLA SUS FINES Y DE MANERA ESPECIAL, TENDRA LAS
SIGUIENTES FUNCIONES ENTRE OTRAS:

C) NOMBRAR Y REMOVER LIBREMENTE Al, PRESIDENTE EJECUTIVO, A LOS VICEPRESIDENTES
EJECUTIVOS Y A LOS VICEPRESIDENTES ADMINISTRATIVOS.

E) DISPONER EL ESTABLECIMIENTO O LA CLAUSURA DE SUCURSALES O AGENCIAS, DENTRO
O FUERA DEL DOMICILIO SOCIAL.

F) FIJAR LAS POLITICAS DE 1A SOCIEDAD EN LOS DIFERENTES ORDENES DE SU
ACTIVIDAD, ESPECIRLMENTE FN MATERIA FINANCIERA, ECONOMICA Y LABORAL; APROBAR
PLANES DE 1INVERSION Y DE PRODUCCION; DECIDIR SOBRE NUEVAS LINEAS DE PRODUCCION
Y VENTA, ESTABLECER NORMAS GENERALES EN MATERIA DE PRECIOS Y DE VENTAS DE LOS
PRODUCTOS ELABORADOS POR LA SOCIEDAD O DE LOS MATERIALES Y DEMAS ELEMENTOS EN
QUE ELLA NEGOCIE Y DICTAR NORMAS Y REGLAMENTOS PARA LA ORGANIZACION Y EL
FUNCIONAMIENTO DE TODAS LAS DEPENDENCIAS DE LA SOCIEDAD.

G) DETERMINAR LA APLICACION QUE DEBA DARSE A LAS UTILIDADES QUE, CON EL
CARACTER DE RESERVAS DE INVERSION, HAYAN SIDO AFROPIADAS POR LA ASAMBLEA DE
ACCIONISTAS.

R) AUTORIZAR PREVIAMENTE LAS OPERACIONES QUE TENGAN POR OBJETO:

1) ADQUIRIR, HIPQTECAR Y EN CUALQUIER OTRA FORMA GRAVAR O LIMITAR EL DOMIRIO
DE BIENES RAICES, CUALQUIERA QUE SEA SU CUANTIA.

2) CONSTITUIR PRENDA SOBRE BIENES SOCIALES O DARLOS EN ANTICRESIS FARA ACTQOS O

CONTRATOS CUYA CUANTIA SEA SUPERIOR A $100.000.000.00 MONEDA CORRIENTE.

3) AUTORIZAR INVERSIONES EN BIENES DE CAPITAL Q EFECTUAR REPARACIONES O
MEJORAS DE LOS MISMOS, CUANDO UNAS U OTRAS IMPLIQUEN, EN CADA CASQ, COSTOS ©
DESEMBOLSOS EN CUANTIA IGUAL O SUPERIOR A CIEN MIL DOLARES DE USA
(5US100.000.00) .
4) AUTORIZAR LOS CONTRATOS DE MUTUO QUE PUEDAN CELEBRAR LA SQCIEDAD, LOS
REPRESENTANTES LEGALES CUANDO SU CUANTIA SEA SUPERIOR A $100.000. 000.00
MONEDA LEGAL COLOMBIANA O A TRESCIENTOS MIL DOLARES DE USA (SU8300.000.00) .
PARAGRAFQ: NO OBSTANTE LO ANTERIQOR, LOS REPRESENTANTES LEGALES PODRAN CELEBRAR
ILIMITADAMENTE, SIN NECESIDAD DE APROBACION PREVIA DE LA JUNTA DIRECTIVA,
CONTRATOS RELACIONADOS CON LICENCIAS, AGENCIA COMERCIAL, SUMINISTRO,
ADQUISICION, VENTA O DISTRIBUCION DE PRODUCTOS FABRICADQS O DISTRIBUIDOS POR
LA COMPANIA; 1A ADQUISICION DE MATERIAS PRIMAS O MATERTALES Y EIL DESCUENTO DE
TiTULOS- VALORES O DE CREDITOS ORIGINADCS DE LAS OPERACIONES SOCIALES; CREAR
*** CONTINUA *+**
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LOS EMPLEOS, FIJAR SUS ASIGNACIONES O LA FORMA DE RETRIBUCION, NOMBRAR Y

REMOVER LIBREMENTE A LOS EMPLEADOS.

(3) CELEBRAR CUALQUIER ACUERDO, ARREGLO O TRANSACCION CON CUALQUIER PERSONA

NATURAL O JURIDICA RELACIONADA CON LA COMPARTA, INCLUYENDO 2 CUALQUIER

ACCIONISTA, MIEMBRO DE JUNTA DIRECTIVA, ADMINISTRADOR, EMPLEADQ, FUNCIONARIO,

AFILIADO, O A CUALQUIER COMPANIA CONTROLADA POR CUALQUIERA DE LOS ACCIONISTAS

MAYORITARIOS DE LA COMPANTA; SIEMPRE Y CUANDO TALES CONTRATOS O ACUERDOS:

(1) INVOLUCREN PAGOS DE LA COMPANIA SUPERIORES A UN MONTO EQUIVALENTE A

SETENTA Y CINCO MIL DOLARES DE USA (US$75.000.00) .

{ii) TENGAN UN PLAZO SUPERIOR A UN ARO.

(1ii) NO HAYAN SIDO NEGOCIADOS EN IGUALDAD DE CONDICIONES QUE TRANSACCIONES

GON  PERSONAS NO RELACIONADAS, O NO SE CONSIDEREN DENTRO DEL GIRO ORDINARIO DE

LOS NEGOCIOS.

PARAGRAFO I.- PARA EFECTOS DEL NUMERAL (5) SE CONSIDERA "PERSONA RELACIONADA"

A CUALQUIER PERSOMA: (i) QUE ES AFILIADA DE LA OTRA PERSONA ESPECIFICADA.

(ii) QUE ACTUA COMO MIEMBRO DE JUNTA DIRECTIVA, ADMINISTRADOR, SOCIO, ALBACEA,

O FIDUCIARIC DE LA OTRA PERSONA ESPECIFICADA.

(iii) EN LA CUAL LA OTRA PERSONA ESPECIFICADA POSEE UN INTERES MATERIAL.

(iv) QUE TIENE UN INTERES MATERIAL EN LA OTRA PERSONA ESPECIFICADA. EN

RELACION CON UN INDIVIDUO, EL TERMINO "PARTE RELACIONADA" INCLUYE A UN

INDIVIDUO QUE SEA MIEMBRO DE LA FAMILIA DEL INDIVIDUO EN CUESTION HASTA EL

CUARTO  GRADO DE CONSANGUINIDAD, Y CUALQUIER PERSONR QUE ES UNA PARTE

RELACIONADA DE DICHQO MIEMBRO DE FAMILIA.

PARA ESTOS EFECTOS, "INTERES MATERIAL" SIGNIFICA PROPIEDAD, DIRECTA O

INDIRECTA, DE ACCIONES CON DERECHO A VOTO QUE REPRESENTEN POR LOS MENOS EL 10%

DEL CAPITAL O DE LOS DERECHOS DE VOTC DE LA PERSONA EN CUESTION.

PARAGRAFO II. IGUALMENTE, PARA EFECTOS DEL NUMERAL (5), EN RELACION CON

CUALQUIER PERSONA SE CONSIDERA "AFILIADA" A CUALQUIERA OTRA PERSONA QUE:

(i) DIRECTA O INDIRECTAMENTE LA CONTROLE.

{ii) QUE SEA CONTROLADA POR DICHA PERSONA O QUE SE ENCUENTRAN COMONMENTE

CONTROLADAS POR OTRA PERSONA. PARA ESTOS EFECTOS, "CONTROL" CONSISTE EN LA

FACULTAD DE  DIRIGIR O DE HACER DIRIGIR, DIRECTA O INDIRECTAMENTE, LA

ADMINISTRACION Y LAS POLITICAS DE ESA PERSONA, BIEN SEA A TRAVES DE LA

PROPIEDAD DE LAS ACCIONES CON DERECHO A VOTO, O A TRAVES DE UN CONTRATO U OTRA

FORMA, EN EL ENTENDIDC QUE LA PROPIEDAD DIRECTA O INDIRECTA DEL 25% O MAS DEL
**%* CONTINUA ***
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LAS ACCIONES CON DERECHO A VOTO DE LA PERSONA EN CUESTION SE CONSIDERA COMO
EVENTO CONSTITUTIVO DE CONTROL SOBRE DICHZA PERSONA.
(6) APROBAR Q MODIFICAR C MODIFICAR EL PLAN ANUAL DE NEGOCIOS O EL PRESUPUESTO
ANUAL DE LA COMPANIA,
(7} REALIZAR ~ ADQUISICIONES O INVERSIONES EN UNA ©O MAS CORPORACIONES,
SOCIEDADES, ASOCIACIONES O CUALQUIER OTRA ORGANIZACION © PERSONA JURfDICA
SIMILAR, POR UNA SUMA O SUMAS QUE, CONJUNTAMENTE, SUPEREN UN MONTO EQUIVALENTE
A DOS MILLONES QUINIENTOS MIL DOLARES (US$2.500.000.00) DURANTE UN ARQ FISCAL.
L) AUTORIZAR AL REPRESENTANTE LEGAL PARA QUE SOLICITE, LLEGADO EL CASO, QUE SE
ADMITA A 1A COMPAMIA A LA CELEBRACION DE CONCORDATO PREVENTIVO CON SUS
ACREEDORES.
M) SERVIR DE ORGANO CONSULTIVO Y ASESOR DE LOS REPRESENTANTES DE LA COMPARTA.
LA ADMINISTRACION INMEDIATA DE LA COMPARNIA, SU REPRESENTACION LEGAL Y La
GESTION DE LOS NEGOCIOS SOCIALES ESTARAN A CARGO DEL PRESIDENTE EJECUTIVO Y DE
DOS  (2) VICEPRESIDENTES EJECUTIVOS, DESIGNADOS POR LA JUNTA DIRECTIVA PARA
PERIODOS DE UN ANO, REELEGIBLES INDEFINIDAMENTE Y REMOVIBLES LIBREMENTE POR
ELLA EN CUALQUIER TIEMPO, QUIENES COMO REPRESENTANTES LEGALES PODRAN ACTUAR
CONJUNTA O SEPARADAMENTE. TODOS LOS EMPLEADOS DE LA COMPARIA CON EXCEPCION DE
LOS DESIGNADOS POR LA ASAMBLEA DE ACCIONISTAS Y LOS DEPENDIENTES DEL REVISOR
FISCAL, SI 10S HUBIERE, ESTARAN SOMETIDOS EN EL DESEMPENO DE SUS CARGOS A L0S
REPRESENTANTES LEGALES.
LOS REPRESENTANTES LEGALES SON MANDATARIOS CON REPRESENTACION INVESTIDOS DE
FUNCIONES EJECUTIVAS Y ADMINISTRATIVAS Y COMO TALES TIENEN A 5U CARGO LA
REPRESENTACION LEGAL DE LA COMPARTA, LA GESTION COMERCIAL Y FINANCIERA, LA
RESPONSABILIDAD DE LA ACCION ADMINISTRATIVA, LA COORDINACION Y LA SUPERVISION
GENERAL DE LA EMPRESA, LAS CUALES CUMPLIRAN CON ARREGLO A LAS NORMAS DE LOS
ESTATUTOS Y A LAS DISPOSICIONES LEGALES Y CON SUJECION A LAS ORDENES E
INSTRUCCIONES DE LA JUNTA DIRECTIVA.
COMO REPRESENTANTES LEGALES DE LA COMPANfA EN JUICIO Y FUERA DE JUICIO, LOS
REPRESENTANTES ~ TIENEN  FACULTADES PARA EJECUTEAR O CELEBRAR SIN OTRAS
LIMITACIONES QUE 1AS ESTABLECIDAS EN LOS ESTATUTOS EN CUANTC SE TRATE DE
OFERACIONES QUE DEBAN SER PREVIAMENTE AUTORIZADAS POR LA JUNTA DIRECTIVA O POR
LA ASAMBLEA DE ACCIQONISTAS, TODOS LOS ACTOS O CONTRATOS COMPRENDIDOS DENTRO
DEL OBJETO SOCIAL O QUE TENGAN CARACTER SIMPLEMENTE PREPARATORIQ, ACCESORIO O
COMPLEMENTARIO PARA LA REALIZACION DE LOS FINES QUE PERSIGUE LA SOCIEDAD Y LOS
*A* CONTINUZ ***
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QUE SE RELACIONAN DIRECTAMENTE CON LA EXISTENCIA Y EL FUNCIONAMIENTO DE 1A
MISMA. LOS REPRESENTANTES QUEDAN INVESTIDOS DE PODERES ESPECIALES PARA
TRANSIGIR, ARBITRAR Y COMPROMETER LOS NEGOCIOS SOCIALES; PROMOVER @ COADYUVAR
ACCIONES JUDICIALES, ADMINISTRATIVAS O CONTENCIOSO ADMINISTRATIVAS EN QUE LA
COMPANTA TENGA INTERES E INTERPONER TODOS LOS RECURSOS QUE SEAN PROCEDENTES
CONFORME A LA LEY; DESISTIR DE LAS ACCIONES 0O RECURSOS QUE INTERPONGAN; NOVAR
OBLIGACIONES O CREDITOS; DAR O RECIBIR BIENES EN PAGO; CONSTITUIR APODERADOS
JUDICIALES Q EXTRAJUDICIARLES, DELEGARLES FACULTADES REVOCAR MANDATOS Y
SUSTITUCIONES.
PARAGRAFD: LOS REPRESENTANTES LEGALES DE LA SOCIEDAD TIENEN AMPLIAS
FACULTADES, SIN NINGUNA LIMITACION Y GSIN REQUERIR AUTORIZACION PREVIA DE LA
JUNTA DIRECTIVA, PARA ACTUAR EN NOMBRE DE LA ©SOCIEDAD EN LICITACIONES
PUBLICAS, PRIVADAS O CURLQUIER OTRA MODALIDAD DE CONTRATACION, PRESENTAR
PROBUESTAS, ACEPTAR ADJUDICACIONES Y CONTRATAR SIN LIMITACION DE CUANTIA
ALGUNA ANTE LAS ENTIDADES PUBLICAS, EMPRESAS INDUSTRIALES Y COMERCIALES DEL
ESTADG, SOCIEDADES DE EcoNnoMia MIXTA, BIEN SEAN ELLAS DEL ORDEN NACIONAL,
DISTRITAL, DEPARTAMENTAL 0 MUNICIPAL.
CERTIFICA:
DOCUMENTO: ACTA No. 393 DEL 20 DE ENERO DE 1993
ORIGEN: JUNTA DIRECTIVA
INSCRIPCION: 26 DE ENERO DE 1993 No. 62203 DEL LIBRO IX
FUE (RON) NOMBRADO (S) :
PRESIDENTE EJECUTIVO
FRANCISCO JOSE BARBERI OSPINA
C.C.14445880
VICEPRESIDENTE EJECUTIVO
JUAN MANUEL BARBERI OSPINA
C.C.14949561
VICEPRESIDENTE EJECUTIVO
EMILIO SARDI APARICIO
C.C.14434582
CERTIFICA:
DOCUMENTO: ACTA No. 70 DEL 22 DE ENERO DE 2009
ORIGEN: ASAMBLEA DE ACCIONISTAS
INSCRIPCION: 13 DE MARZO DE 2009 No. 2979 DEL LIBRO IX
*%% CONTINUA ***
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DOCUMENTO: ACTA No. 74 DEL 15 DE OCTUBRE DE 2010
ORIGEN: ASAMBLEA DE ACCIONISTAS
INSCRIPCION: 25 DE OCTUBRE DE 2010 No. 12493 DEL LIBRO IX
DOCUMENTO: ACTA No. 75 DEL 30 DE MARZO DE 2011
ORIGEN: ASAMBLEA GENERAL
INSCRIPCION: 04 DE MAYO DE 2011 No. 5355 DEL LIBRO IX
FUE (RON) NOMBRADO (S)

JUNTA DIRECTIVA
PRINCIPALES
PRIMER RENGLON
FRANCISCO JOSE BARBERI OSPINA
C.C.14445880
SEGUNDO RENGLON
JUAN MANUEL BARBERI OSPINA
€.C.14949561
TERCER RENGLON
MAURICIO BARBERI BLUM
C.C.16749545
CUARTO RENGLON
SANTIAGO BARBERI GONZALEZ
C.C.94384742
QUINTO RENGLON
FRANCISCO PIEDRAHITA PLATA
€.C.14934246
SEXTO RENGLON
ISAAC YANOVICH FARBAIARZ
C.C.8243355
SEPTIMO RENGLON
ROBERTO ALBISETTI
PPTE.IFC94809
OCTAVO RENGLON
LUIS ERNESTO MEJIA CASTRO
C.C.16685633
NOVENO RENGLON
JAIME BERMUDEZ MERIZALDE
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C.C.79386262
SUPLENTES
PRIMER RENGLON
EMILIO SARDI APARICIO
C.C.14434582
SEGUNDO RENGLON
JORGE ENRIQUE ARIZA BERNAL
C.C.19494493
TERCER RENGLON
ANA MARIA ALVAREZ ROBLEDO
C.C.3117089¢
CUARTO RENGLON
MARIA TERESA CANON DE GUZMAN
C.C.31238104
QUINTO RENGLON
ANTONIC JAIRQO RAMIREZ ECHAVE
C.C.16741040
SEXTO RENGLON
ALONSC BOTERO PARDO
C.C.16830282
SEPTIMC RENGLON
ANGELA MARIA FONSECA ARANGO
C.C.51902267
OCTAVO RENGLON
ERNESTC TRUJILLO PEREZ
C.C.14984104
NOVENQO RENGLON
MARIA DEL PILAR CORREA LENIS
C.C.31931424
CERTIFICA:

'DOCUMENTO: ACTA No. 59 DEL 31 DE MARZO DE 2003
ORIGEN: ASAMBLEA DE ACCIONISTAS
INSCRIPCION: 23 DE ABRIL DE 2003 No. 2845 DEL LIBRO IX
FUE (RON)} NOMBRADO(S) :
REVISOR FISCAL

*%% CONTINUA ***

o oo Al diresien LA NI BSOS www ek oo D09



CERTIFICADO NACIONAL
CAMARA DE COMERCIQ DE CALI
FECHA: 2011/12/15 HORA: 13:47:46

OPERACION: 02C261215120 PAGINA: 14
hh kAR KT A Ik Tk h AR KRR ARk h ok h ko ko hh sk hkhdhkh bk h kA h R A bk Ak hdokk ok ko ok k& ko ko
DELOITTE & TOUCHE LTDA D & T LTDA
NIT.860005813-4

CERTIFICA:
DOCUMENTQ: DOCUMENTO PRIVADO DEL 26 DE AGOSTO DE 2004
ORIGEN: DELOITTE & TOUCHE LTDA D & T LTDA
INSCRIPCION: 30 DE AGOSTO DE 2004 No. 9417 DEL LIBRO IX
FUE (RON) NOMBRADO (S) :
REVISOR FISCAL PRINCIPAL
LUIS FERNANDC QUICENO BENAVIDES
C.C.0106227

CERTIFICA:
DOCUMENTO: DOCUMENTO PRIVADO DEL 08 DE JUNIO DE 2009
ORIGEN: DELOITTE & TOUCHE LTDA D & T LTDA
INSCRIPCION: 11 DE JUNIO DE 2009 No. 6757 DEL LIBRO IX
FUE (RON) NOMBRADO (S) :
REVISQOR FISCAL SUPLENTE
KENELMA JUDITH PALENCIA CABANA
C.C.29181230

CERTIFICA:
QUE POR ESCRITURA NRO. 6224 DEL 15 DE DICIEMBRE DE 2004 NOTARIA TERCERA DE
CALI , INSCRITA EN LA CAMARA DE COMERCIO EL 17 DE ENERO DE 2005 BAJO EL NRG. 3
DEL LIBRO V MEDIANTE LA CUAL CONCEDE PODER ESPECIAL PERO AMPLIO Y SUFICIENTE
A DIEGC PEREZ MENDOZA MAYOR DE EDAD, VECINO DE BOGOTA, IDENTIFICADO CON CEDULA
DE  CIUDADANIA NUMERO 16.820.530 DE CALI, COMO SU REPRESENTANTE CON PODER
ESPECIAL, AMPLIO Y SUFICIENTE, PARA REALIZAR TODOS LOS TRAMITES RELACTONADOS
CON EL PROCEDIMIENTO DE OTORGAMIENTO DE LICENCIA DE VENTA DE LOS PRODUCTOS
AGRICOLAS DE LA SOCIEDAD, CON FACULTAD PARA FIRMAR TODO TIPG DE DOCUMENTOS,
SOLICITUDES, REQUERIMIENTOS, MEMORIALES RESPUESTAS, ACLARACIONES BIEN SEA ANTE
EL  INSTITUTO COLOMBIANO AGROPECUARIO ICA, MINISTERIO DEL MEDIO AMBTENTE,
MINISTERIO ~ DE  PROTECCION SOCIAL O ANTE LAS AUTORIDADES GUBERNAMENTALES
COMPETENTES ~EN 1O RELACIONADO CON 1LOS TRAMITES QUE  PERMITAN LA
COMERCIALIZACION DE ESE TIFO DE PRODUCTOS. LA FACULTAD TAMBIEN COMPRENDERA LA
DE  NOTIFICARSE, RESPONDER E INTERPONER RECURSOS DE TODO TIPO DE ACTO
ADMINISTRATIVO. EL APODERADO SUSCRIBIRA TODOS LOS DOCUMENTOS Y REALIZAR TODOS
LOS ACTOS QUE OBLIGUEN A LA SOCIEDAD ANTE LAS AUTORIDADES MENCIONBRDAS,
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PUDIENDO IGUALMENTE NOTIFICARSE DE TODAS LAS ACTUACIONES, ACTOS
ADMINISTRATIVOS, DILIGENCIAS O GESTIONES RELACIONADAS O QUE SE DERIVEN DE
DICHA ACTIVIDAD Y EN GENERAL, PARA QUE ASUMA LA PERSONERIA A WOMBRE DE
TECNOQUIMICAS S.A., SIEMPRE QUE LO ESTIME CONVENIENTE, DE MANERA QUE EN NINGUN

CASO QUEDE SIN LA DEBIDA REPRESENTACION EN LA SALVAGUARDIA DE SUS DERECHOS Y
CUMPLIMIENTO DE OBLIGACIONES EN LOS ASUNTOS CONRCERNIENTES PARA LAS MATERIAS DE
QUE TRATA ESTE PODER. EL APODERADC SE CENIRA RIGUROSAMENTE A LOS TERMINOS
EXPRESADOS EN ESTE MANDATC QUE SE OTORGA POR TERMINO INDEFINIDO Y CUALQUIER

MODIFICACION O REVOCATORIA SE HARA EXPRESAMENTE POR ESCRITURA PUBLICA.

CERTIFICA:

QUE POR ESCRITURA NRQ. 4265 DEL 16 DE SEPTIEMBRE DE 2005 NOTARIA TERCERA DE
CALI , INSCRITA EN LA CAMARA DE COMERCIO EL 04 DE QCTUBRE DE 2005 BAJO EL KRRO.
168 DEL LIBRO V EL SEROR JUAN BAUTISTA DE LOS RIOS GUTIERREZ MAYOR DE EDAD,
DOMICILIADO EN CALI, IDENTIFICADC CON LA CEDULA DE CIUDADANIA NUMERO 17108621
DE BOGOTA, QUIEN ACTUA EN SU CALIDAD DE REPRESENTANTE LEGAL DE TECNOQUIMICAS §.
A. SOCIEDAD COMERCIAL ORGANIZADA Y EXISTENTE CONFORME A LAS LEYES COLOMBIANAS,
CON  DOMICILIO Y SEDE PRINCIPAL EN CALI. EN DICHA CONDICION CONFIERE PODER
AMPLIO Y SUFICIENTE A 1AS SIGUIENTES PERSONAS: CLAUDETTE VERNCT HERNANDE?Z
ABOGADA TITULADA Y EN EJERCICIO, IDENTIFICADA CON LA CEDULA DE CIUDADANIA No.
51722517 DE BOGOTA, PORTADORA DE LA TARJETA PROFESIONAL DE ABOGADO No. 57111
DEL C.5. DE LA J., ANDRES FELIPE ZAPATA OCAMPO, IDENTIFICADO CON LA CEDULA DE
CIUDADANIA No. 79598546 DR BOGOTA, PORTADOR DE LA TARJETA PROFESICNAL DE
ABQOGADO No. 107240 DEL C.5. DE 1A J. Y JUAN MANUEL SERRANO CASTILLO,
IDENTIFICADO CON LA CEDULA DE CIUDADANIA No. 79875670 DE BOGOTA, PORTADOR DE
LA TARJETA PROFESIONAL DE ABOGADO No. 124853 DE C.S. DE LA J., TODOS CON
DOMICILIO EN LA CIUDAD DE BOGOTA, D.C., PARA QUE EN NCOMBRE DE MI REPRESENTADA
ACTUEN EN TODOS LOS ASUNTOS DE PROPIEDAD INTELECTUAL Y 1LOS DERIVADOS DE ELLA,
CON FACULTAD PARA RECIBIR NOTIFICACICNES, NOMBRAR APODERADCS JUDICIALES O
EXTRAJUDICIALES EN ESTOS ASUNTOS.

EL PRESENTE PODER SE CONFIERE PARA QUE LOS APCDERADOS ACTUEN ANTE CUALQUIER
PERSCNA 0 AUTORIDAD ADMINISTRATIVA DEL ORDEN NACIONAL, DEPARTAMENTAL,
DISTRITAL Y LOCAL; ANTE LAS AUTORIDADES CONTENCIOSO ADMINISTRATIVAS Y
JUDICIALES, PARA OBTENER LA PROTECCION ©CE NUESTRA PROPIEDAD INTELECTUAL Y
CONTRA LAS PRACTICAS RESTRICTIVAS DE LA COMPETENCIA Y LOS ASUNTOS DE
COMPETENCIA DESLEAL, A CUYQ EFECTO 1A AUTORIZO, EN TODO LO CONCERNIENTE A LOS
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SIGUIENTES ASUNTOS: A} OBTENCION DE PATENTES DE INVENCION, DE MCDELC DE
UTILIDAD, ESQUEMAS DE TRAZADOS DE CIRCUITGS INTEGRADOS, DISENOS INDUSTRIALES,
EL REGISTRO DE MARCAS DE PRODUCTQS O SERVICIOS; LEMAS COMERCIALES; DEPOSITC DE
NOMBRES Y ENSENAS COMERCIALES, INDICACIONES GEOGRAFICAS: RENOVACION DE SIGNGCS
DISTINTIVOS, RENOVACIONES, AFECTACIONES AL REGISTRO, INSCRIPCION DE CONTRATOS,
SOLICITUD Y RENOVACION DE NOMBRES DE DOMINIO; B} PRESENTACION DE OPOSICIONES
AL REGISTRO DE MARCAS DE TERCERO, PRESENTACION DE ALEGATOS EN DEFENSA DE
QPOSICIONES AL REGISTRO, ACCION DE CANCELACION, ACCION POR INFRACCION DE
DERECHOS, REVOCATORIA DIRECTA, ACCION DE NULIDAD, ACCION DE NULIDAD Y
RESTABLECIMIENTO DEL DERECHO, ACCION REIVINDICATORIA, ACCIONES DE TUTELA,
POPULARES, DE GRUPQO, DE CLASE; ACCIONES Y PROCESOS QUE PROMOVAMOS O SE NOS
PROMUEVAN; C) AGOTAMIENTO DE LA VIA GUBERNATIVA, EJERCICIO DEL DERECHO DE
PETICION ANTE CUALQUIER PERSGNA O AUTORIDAD; D) SOLICITUD DE MEDIDAS
CAUTELARES, PRESENTACION DE ACCIONES MEDIANTE PROCESOS CIVILES, PENALES,
ADMINISTRATIVOS O CONTENCIOSC ADMINISTRATIVOS RELACIONADOS CON E5STOS DERECHOS
U OTROS DE DIFERENTE NATURALEZA, MEDIDAS EN FRONTERA, ACCIONES Y PROCESOS QUE
PROMOVAMOS O SE NOS PROMUEVAN; E) OBTENER Y TRAMITAR TODO LO RELACIONADO CON
EL RECONOCIMIENTC DE DERECHOS DE AUTOR, DERECHOS CONEXOS Y NUEVAS TECNOLOGIAS
Y SU PROTECCION LEGAL; F) SOLICITUD DE REGISTRO Y RENQVACICN DE CONTRATOS DE
TRANSFERENCIA DE TECNOLOGIA; G) OBTENER Y TRAMITAR TODC LO RELACIONADO CON
LICENCIAS DE FUNCIONAMIENTC, REGISTROS SANITARIOS, AUTORIZACION LE
CERTIFICADGS DE LIBRE VENTA, AUTORIZACION DE PUBLICIDAD ANTE EL MINISTERIQ DE
PROTECCION SOCIAL O EL INVIMA O ANTE CUALQUIER AUTORIDAD SANITARIA; H)
OBTENCION DE CERTIFICADOS DE CARENCIA DE INFORMES POR TRAFICO ©DE
ESTUPEFACIENTES .RENQVACIONES, AUTORIZACIONES EXTRAORDINARIAS ANTE LA DIRECCION

NACIONAL DE ESTUPEFACIENTES O EL CONSEJO NACIONAL DE ESTUPEFACIENTES; I)
SOLICITUD DE AUTORIZACIONES PARA PROMOCIONES, RIFAS Y JUEGOS ANTE ETESA O ANTE
LAS AUTORIDADES CCMPETENTES DEL ORDEN LOCAL, DISTRITAL O DEPARTAMENTAL; Y EN
GENERAL CUALQUIERA OTRA PETICION ANTE LAS AUTORIDADES ADMINISTRATIVA, ASI COMO
PARA  NOTIFICARSE DE CUALQUIER PROVIDENCIA Y RENUNCIAR A TERMINOS. EN TODOS LOS
ASUNTOS ARRIBA DETERMINADOS LA APODERADA QUEDA FACULTADA PARA SUSTITUIR TOTAL
] PARCIALMENTE ESTE MANDATGC, TRANSIGIR, CONCILIAR EXTRAJUDICIAL G

JUDICIALMENTE, ADMITIR LOS HECHOS DEL PROCESO PERC NO PARA CONFESAR, DESISTIR,
CANCELAR, RECIBIR, RENUNCIAR Y RATIFICAR LOS ACTOS DE AGENTES OFICIQSO0S.

CERTIFICA:
**% CONTINUA *#%%*
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QUE POR DOCUMENTO PRIVADO DEL 22 DE MAYO DE 2008 DE CALT , INSCRITA EN La
CAMARA DE COMERCIO EL 04 DE JUNIO DE 2008 BAJO EL NRO. 90 DEL LIBRO V Y
MODIFICADO POR DOCUMENTO PRIVADO DE FECHA 18 DE JULIO DE 2008, INSCRITA EN LA
CAMARA DE COMERCIO EL 08 DE AGOSTO DE 2008 BAJO EL NRO. 151 DEL LIBRO V, SE
CONCEDE PODER ESPECIAL, AMPLIO Y SUFICIENTE A LOS SIGUIENTES FUNCIONARIOS DE
LA EMPRESA:

1. ANA MARIA ALVAREZ R., CON €.C. 31.170.896 DE CALI Y JORGE ENRIQUE GIRALDO,
CON C.C. 16.784.794 DE CALI, OBRARAN COMO APODERADOS ESPECIALES PARA EL

DESARROLLO DE LAS SIGUIENTES FACULTADES:

A. SUSCRIBIR LOS CONTRATOS DE TRABAJO, SUS MODIFICACIONES Y DARLOS POR

TERMINADO DEL PERSONAL VINCULADO O QUE SE VINCULE A TECNOQUIMICAS S.A.

B. SUSCRIBIR CONTRATOS DE APRENDIZAJE Y PASANTIAS ASI COMO SUS MODIFICACIONES

Y ADICIONES.

C. SUSCRIBIR ACUERDOS CON LOS EMPLEADOS DE LA SOCIEDAD.

D. COMPARECER DIRECTAMENTE U OTORGAR PODER PARA ATENDER RECLAMACIONES Y

PROCESOS DE ORDEN LABORAL BIEN SEAR DE CARACTER ADMINISTRATIVO O JUDICIAL ANTE

LAS OFICINAS REGIONALES ©DE TRABAJC, MINISTERIQ DE LA PROTECCION SOCIAL Y ANTE

CUALQUIER OTRA AUTORIDAD O ENTIDAD ANTE LA QUE SE INICIE Y TRAMITE

PROCEDIMIENTGS DE CARACTER LABORAL O RELACIONADCOS CON TEMAS DE LA SEGURIDAD

SOCIAL.

E. FIRMAR TODOS L0OS DOCUMENTOS Y ATENDER TODOS LOS TRAMITES ANTE LAS CAJAS DE

COMPENSACION FAMILIAR, EMPRESAS PRESTADORAS DE SERVICIOS DE SALUD (EPS],

FONDCS DE PENSIONES Y CESANTTAS, ADMINISTRADORA DE RIESGOS PROFESIONALES (

ARP), INSTITUTO DE LOS SEGUROS SOCIALES {ISS). ESTA FACULTAD TAMBIEN COMPRENDE

LA DESIGNACION DE APODERADOS.

F. ASISTIR EN NOMBRE DE LA SOCIEDAD A LAS AUDIENCIAS DE CONCILIACION,

DECLARACIONES DE PARTE Y RENDICION DE TESTIMONIOS DENTRO DE LOS PROCESQOS DE La

JURISDICCION LABORAL Y TRAMITES ADMINISTRATIVOS, CUANDOQ ELLO SEA REQUERIDO.

G. RESPONDER LAS DEMANDAS DE TUTELA DIRECTAMENTE O A TRAVES DE APODERADO

ESPECIAL.

H. SUSCRIBIR LOS CONTRATOS DE TODO TIPO CON ENTIDADES EDUCATIVAS DE TODO

ORDEN, SIN LIMITACION DE CUANTIA.

I. SUSCRIBIR ILOS DOCUMENTOS Y ESCRITURAS DE DONACION QUE SEAN AUTORIZADAS PCR

LA JUNTA DIRECTIVA, SIN LIMITACION ALGUNA.

J. SUSCRIBIR TODOS LOS CONTRATOS DE CONSTRUCCION, INSTALACION, SERVICIQS,
**% CONTINUA ***
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REPARACIONES Y ADECUACIONES QUE SE REALICEN Y PRESTEN EN LA PLANTA Y SEDE
ADMINISTRATIVA DE TECNOQUIMICAS S.A. LOCALIZADAS EN CALI, HASTA POR L& SUMA
EQUIVALENTE A TRESCIENTOS (300) SALARIOS MINIMOS LEGALES MENSUALES, DARLOS POR
TERMINADQ POR CUALQUIER CAUSA, PRESENTAR RECLAMOS ANTE LAS COMPARfAS
ASEGURADORAS, EXIGIR EL PAGO DE MULTAS E INDEMNIZACICNES DE CUALQUIER TIPC QUE
ESTEN PACTADAS EN 1OS RESPECTIVOS CONTRATOS Y EL CUMPLIMIENTC DE ELLOS.
K. ANTE EL MINISTERIC DEL MEDIO AMBIENTE Y ORGANISMOS DE CONTROL AMBIENTAL DEL
ORDEN NACIONAL, DEPARTAMENTAL Y MUNICIPAL O DISTRITAL: FORMULAR SOLICITUDES,
SUSCRIBIR TODOS LOS DOCUMENTOS QUE SE REQUIERAN PRESENTAR, RENDIR
DECLARACIONES, NOTIFICARSE DIRECTAMENTE O POR MEDIO DE APODERADO, EN TODQS LOS
TRAMITES QUE LA SOCIEDAD TECNOQUIMICAS S.A. REQUIERA ADELANTAR ANTE LA
ENTIDAD, ASf COMO DESIGNAR APODERADOS PARA INICIAR O RESPONDER PROCESOS DE
CARACTER JUDICIAL O GUBERNATIVO.

L. SUSCRIBIR LOS CONTRATOS DE PRENDA SOBRE VEHICULOS DE PROPIEDAD DE TERCEROS
PARA RESPALDAR LQS PRESTAMOS QUE LA EMPRESA OTORGUE Y TODC LOS DOCUMENTOS QUE
SEAN REQUERIDOS PARA SU FORMALIZACION ANTE LAS SECRETARIAS DE TRANSITO Y/O
MOVILIDAD DE LOS RESPECTIVOS MUNICIPIOS. ESTE PODER TAMBIEN COMPRENDE LA
CANCELACION DE LAS PRENDAS Y LA FIRMA DE TODOS LOS DOCUMENTOS QUE SEAN
REQUERIDOS PARA TAL FIN.

M. FORMULAR PETICIONES RELACIONADAS CON LAS FARCULTADES OTORGADAS ANTE
CUALQUIER AUTORIDAD.

PARAGRAFO I. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA
FACULTAD DE DESIGNAR APODERADOS PARR INICIAR, RESPONDER REQUERIMIENTOS O
DEMANDAS, O HACERSE PARTE EN PROCESOS DE CARACTER JUDICIAL, GUBERNATIVO,
TRIBUNALES DE ARBITRAMENTO Y RECLAMOS ANTE LAS COMPARNTAS ASEGURADORAS .
PARAGRAFO II. LOS APODERADOS EJERCERAN SUS FUNCIONES DE MANERA INDIVIDUAL Y
SIN ORDEN DE PRELACION.

2. JORGE ENRIQUE ARIZA BERNAL, IDENTIFICADO CON LA CEDULA DE CIUDADANTA NO,
19.494.493 DE BOGOTA, PARA EL EJERCICIO DE LAS SIGUIENTES FACULTADES:
A. BANTE EL MINISTERIO DEL MEDIO AMBIENTE: FORMULAR SOLICITUDES, SUSCRIBIR
TODCS LOS DOCUMENTOS QUE SE REQUIERAN PRESENTAR, RENDIR DECLARRCIONES,
NOTIFICARSE DIRECTAMENTE O FOR MEDIO DE APODERADO, EN TODOS LOS TRAMITES QUE
LA SOCIEDAD TECNQQUIMICAS §.aA. REQUIERA ADELANTAR ANTE LA ENTIDAD, Asi coMo
DESIGNAR APODERADOS PARA INICIAR O RESPONDER PROCESQOS DE CARACTER JUDICIAIL ©
GUBERNATIVO.
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B. ANTE LA SUPERINTENDENCIA DE VIGILANCIA: FORMULAR SOLICITUDES, SUSCRIBIR
TODOS LOS DOCUMENTOS QUE SE REQUIERAN PRESENTAR, OTORGAR PODERES, RENDIR
CECLARACIOCNES, ATENDER VISITAS, FIRMAR LAS ACTAS CORRESPONDIENTES Y
NOTIFICARSE DIRECTAMENTE O POR MEDIO DE APODERADO, EN TODOS LOS TRAMITES QUE
LA SOCIEDAD TECNOQUIMICAS S.A. REQUIERA
ADELANTAR ANTE LA ENTIDAD, Asf como DESIGNAR APODERADOS PARA INICIAR Q
RESPONDER PROCESOS DE CARACTER JUDICIAL O GUBERNATIVO.
C. ANTE EL FONDQ NACIONAL DE ESTUPEFACIENTES Y DIRECCION NACIONAL ©DE
ESTUPEFACIENTES FORMULAR SOLICITUDES, SUSCRIBIR TODOS LOS DCCUMENTOS QUE SE
REQUIERAN PRESENTAR, RENDIR DECLARACIONES, WNOTIFICARSE DIRECTAMENTE O POR
MEDIO DE APODERADO, EN TODOS LOS TRAMITES QUE LA SOCIEDAD TECNOQUIMICAS S.A.
REQUIERA ADELANTAR ANTE LAS CITADAS ENTIDADES, SUSCRIBIR LAS ACTAS DE VISITA,
Y DESIGNAR APCDERADOS PARA NOTIFICARSE DE ACTOS ADMINISTRATIVOS, INICIAR O
RESPONDER PRQCESOS DE CARACTER JUDICIAL ¢ ADMINISTRATIVO DE CUALQUIER ORDEN.
D. EN TODC LO RELACIONADO CON LOS TRAMITES DE IMPORTACIONES Y EXPORTACICONES,
SEGUN SE INDICA:
I. OTORGAR PODERES Y SUSCRIBIR TODOS LOS DOCUMENTOS QUE SE PRESENTEN Y
TRAMITEN ANTE LAS ADMINISTRACIONES DE ADUANAS DE 1A DIRECCION DE IMPUESTOS Y
ADUANAS -~ DIAN - ASf COMO RENDIR DPECLARACIONES, ATENDER VISITAS E INSPECCIONES
Y FIRMAS LAS CORRESPONDIENTES ACTAS ATENDER DIRECTAMENTE, CUANDO ELLO SEA
REQUERIDO Y EN GENERAL OBRAR COMO APCODERADC ESPECIAL ANTE LAS AUTORIDADES
ADUANERAS EN TODAS LAS OPERACICNES RELACIONADAS CON EL COMERCIO EXTERIOR.
IT. OTORGAR PQDERES Y SUSCRIEBIR TODOS LOS DOCUMENTOS QUE SE PRESENTEN Y
TRAMITEN ANTE LAS SOCIEDADES PORTUARIAS DE BUENAVENTURA, CARTAGENAR Y
BARRANQUILLA, asSf COMO RESPONDER Y ATENDER LOS TRAMITES DIRECTAMENTE O A
TRAVES DE APODERADOS.
III- OTCRGAR PODERES ESPECIALES Y GENERALES, OTORGAR GARANTIAS Y SUSCRIBIR
TODOS LGS DOCUMENTOS QUE SE PRESENTEN Y TRAMITEN ANTE LAS NAVIERAS Y EMPRESAS
ADMINISTRADORAS DE CONTENEDORES PARA EL MANEJO Y RETIRO DE ELLOS.
IV. OTORGAR PCDERES ESPECIALES Y GENERALES A LAS SOCIEDADES DE INTERMEDIACION
ADUANERA - SIA- Y SUSCRIBIR TODOS LOS DOCUMENTOS QUE SE PRESENTEN Y TRAMITEN
DE ACUERDA CON LA NORMATIVIDAD LEGAL SOBRE LA MATERIA.
V., SUSCRIBIR LAS CARTAS DE ANTINARCOTICOS QUE SE PRESENTAN ANTE LA POLIC!A
AEROPORTUARIA BIEN DIRECTAMENTE O AUTORIZANDC A LOS JEFES DE BODEGA DE YUMRO Y
JAMUNDI PARA ESE TRAMITE DOCUMENTOS DENTRO DE LOS TRAMITES DE EXPORTACIONES O
*kk CONTINUA *** '
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REEMBARQUES DE  MERCANCIAS, ¥ EN GENERAL ATENDER TODAS TLTAS DILIGENCIAS
DIRECTAMENTE U OTORGAR PODER AUN TERCERO.
D. SUSCRIBIR CONTRATOS DE CONSTRUCCIGN Y DE OBRA QUE SE REALICEN Y PRESTEN EN
LAS PLANTAS DE TECNOQUIMICAS S.A. LOCALIZADAS EN JAMUNDI, YUMBO Y VILLA RICA
(DEFARTAMENTO DEL CAUCA EN EL CONJUNTO INDUSTRIAL PARQUESUR} HASTA POR LA SUMA
EQUIVALENTE A TRESCIENTOS (300) SALARIOS MINIMOS LEGALES MENSUALES.
E. SUSCRIBIR CONTRATOS, SIN LIMITACION DE CUANTIA QUE TENGA QUE VER CON LA
ADQUISICION DE EQUIPO Y MAQUINARIA, REPARACION, ADECUACION, INSTALACION,
SERVICIOS TECNICOS Y DE ASESORIA.
E. SUSCRIBIR CONTRATCS DE FABRICACION CON TERCEROS BIEN SEA QUE TECNOQUIMICAS
OBRE COMQ FABRICANTE O COMO PROPIETARIO.
PARAGRAFO. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADGS TENDRA LA FACULTAD
DE DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O DEMANDAS, O
HACERSE PARTE EN PROCESOS DE CARACTER JUDICIAL O ADMINISTRATIVO DE CUALQUIER
ORDEN.
3. MARIA TERESA CANON DE GUZMAN, IDENTIFICADA CON LA CEDULA DE CIUDADANTA NO.
31.238.104 DE CALI, CARRLOS ARTURO PENA NIETO IDENTIFICADO CON LA CEDULA DE
CIUDADANTA NO. 19.483.439 DE BOGOTA Y ANGELA MARIA CORREA CARDONA IDENTIFICADA
CON LA CEDULA DE CIUDADANIA NO. 66.835.555 DE CALI, LA PRIMERA COMO PRINCIPAL,
EL SEGUNDO COMO PRIMER SUPLENTE Y LA TERCERA COMO SEGUNDA SUPLENTE, PARA QUE
REPRESENTEN A TECNOQUIMICAS S.A. EN:
A. EN TODOS LOS ASUNTOS CAMBIARIOS, CON FACULTAD PARA FIRMAR DECLARACIONES DE
CAMBIOS SEA POR CREDITOS EN MONEDA EXTRANJERA, POR MOVIMIENTOS DE LA CUENTAS
CORRIENTES DE COMPENSACION,  IMPORTACIONES DE BIENES Y  SERVICIOS,
TRANSFERENCIAS Y OTROS CONCEPTOS, REGISTRO DE PRESTAMOS EN MONEDA EXTRANJERA
OTORGADOS A LA EMPRESA EN SU CONDICION DE RESIDENTE Y TODOS AQUELLOS
DOCUMENTOS, DECLARACIONES O RESPUESTAS A REQUERIMIENTOS QUE DEBAN HACERSE ANTE
EL BANCO DE LA REPUBLICA U OTRAS ENTIDADES GUBERNAMENTALES RESPECTO DE
OPERACIONES EN EL MERCADO CAMBIARIO.
LOS APODERADOS SUSCRIBIRAN TODOS LOS DOCUMENTOS Y REALIZAR TODAS LOS ACTOS QUE
OBLIGUEN A LA SOCIEDAD ANTE LAS AUTORIDADES CAMBIARIAS, PUDIENDO IGUALMENTE
NOTIFICARSE DE TODAS LAS ACTUACIONES, ACTOS ADMINISTRATIVOS, DILIGENCIAS O
GESTIONES RELACIONADAS O QUE SE DERIVEN DE DICHA ACTIVIDAD Y EN GENERAL, PARA
QUE ASUMAN LA PERSONERIA A NOMBRE DE TECNOQUIMICAS S.A., BIEN SEA DIRECTAMENTE
O A TRAVES DE APODERADO, SIEMPRE QUE LO ESTIMEN CONVENIENTE, DE MANERA QUE EN
**% CONTINUA **x
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NINGON CASO QUEDE SIN LA DEBIDA REPRESENTACION EN LA SALVAGUARDIA DE SUS
DERECHOS Y CUMPLIMIENTO DE OBLIGACIONES DE CARACTER CAMBIARIO Y EN LOS ASUNTOS
CONCERNIENTES PARA LAS MATERIAS DE QUE TRATA ESTE PODER.
B. EN RELACION CON SECTOR FINANCIERO:
I.SUSCRIBIR LOS CONTRATOS DE CREDITO Y LEASING CON LOS BANCOS, ENTIDADES
FINANCIERAS, COMPANIAS DE FINANCIAMIENTO COMERCIAL, DE ACUERDO CON LOS CUPOS
FIJADOS POR LA JUNTA DIRECTIVA, AST COMO 10S PAGARES, LOS CONTRATOS DE
GARANTIA PRENDARfA E HIPOTECARIA, 1A CONFIRMACION DE FORWARDS Y TODOS LOS
DEMAS DOCUMENTOS QUE SEAN REQUERIDOS PARA LA CULMINACION Y FORMALIZACION DE
ESTOS TRAMITES.
ESTAS FACULTADES IGUALMENTE APLICAN PARA TODOS LOS CREDITOS QUE OTORGUE EL
BANCO DE COMERCIO EXTERIOR DE COLOMBIA - BANCOLDEX.
II. SUSCRIBIR LOS FORMATOS Y CONTRATOS DE APERTURAS DE CUENTAS CORRIENTES,
AHORROS, SERVICIOS DE BANCA VIRTUAL, LOS FORMATOS DE PROVEEDORES PARA PAGOS
POR TRANSFERENCIA ELECTRONICA Y LOS FORMULADOS UNICOS DE CONOCIMIENTO DE
PERSONA JURIDICA QUE EXIGE EL SECTOR FINANCIERO.
IIT. SUSCRIBIR LAS LETRAS DE COBRANZA Y LAS CARTAS DE CREDITO.
C. SOLICITAR TIDIS Y FIRMAR TODOS LOS DOCUMENTOS RELACIONADOS CON ESTE
TRAMITE .
D. EN RELACION CON LA COMPAN{AS ASEGURADORAS:
I. SUSCRIBIR DOCUMENTOS DE RECLAMACION Y OTORGAR PODERES PARA QUE COMPAREZCAN
A LAS AUDIENCIAS DE RECLAMACIONES, AS! COMO LOS DOCUMENTOS DE TRANSACCION.
ESTAS FACULTADES SE OTORGAN SIN LIMITACION DE CUANTIA.
II. SUSCRIBIR LAS CARTAS DE NO RECLAMACION A LAS COMPANTAS ASEGURADORAS POR
OCURRENCIA DE SINIESTROS Y LAS RESPECTIVAS CONSTANCIAS.
IIT. SUSCRIBIR LOS DOCUMENTOS REQUERIDOS POR EL SISTEMA DE INFORMACION PARA LA
PREVENCION DE LAVADO DE ACTIVOS (SIPLA).
E. FORMULAR PETICIONES RELACIONADAS CON LAS FACULTADES OTORGADAS.
PARAGRAFC 1. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA
FACULTAD DE DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O
DEMANDAS, O HACERSE PARTE EN PROCESGS DE CARACTER JUDICIAL O GUBERNATIVO.
PARAGRAFO II. LOS APODERADOS EJERCERAN SUS FUNCIONES DE MANERA INDIVIDUAL Y
SIN ORDEN DE PRELACION,
4. ADRIANA JIMENEZ MERA, IDENTIFICADA CON LA C.C. 31.174.077 DE PAIMIRA, PARA
EL DESARROLLO DE LAS SIGUIENTES FUNCIONES:
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A. OTORGAR PODER Y CONSTITUIR MANDATARIOS PARA INICIAR LAS ACCIONES CIVILES,
COMERCIALES Y PENALES TENDIENTES A LA RECUPERACION DE LA CARTERA, SIN
LIMITACION DE CUANTIA, CON EXPRESAS FACULTADES PARA ASISTIR EN NOMBRE DE LA
SOCIEDAD A LAS AUDIENCIAS DE CONCILIACION, CON AUTORIZACION PARA TRANSIGIR,
DESISTIR, CONCILIAR O COMPROMETER A LA SOCIEDAD EN TODOS 1L0S PROCESOS,
GESTIONES JUDICIALES, ADMINISTRATIVAS O RECLAMACIONES EXTRA PROCESO EN QUE
INTERVENGA EN ASUNTOS RELACIONADOS CON LAS DEUDAS A FAVOR DE TECNOQUIMICAS §.
A.

B. SUSCRIBIR LOS CONTRATOS DE ARRENDAMIENTO DE INMUEBLES, SU MODIFICACION Y O
TERMINACION, INVENTARIOS Y ANEXOS PERTINENTES, BIEN SEA QUE LA SOCIEDAD OBRE
COMO ARRENDADOR O ARRENDATARIO, SIN LIMITACION DE CUANTIA. ESTA FUNCION LA
PODRA EJERCER DIRECTAMENTE O MEDIANTE LA DESIGNACION DF APODERADQOS.
C.  SUSCRIBIR LOS TFORMATOS DE AUTORIZACION DE CREACION DE CLIENTES Y
PROVEEDQRES DE LA EMPRESA.
D. EN RELACION CON LOS VEHICULOS DE TODC TIPO QUE FIGUREN A NCMBRE DE
TECNOQUIMICAS, TIENE LA FACULTAD DE SUSCRIBIR LOS FORMULARIOS OFICIALES PARA
TODC TIPO DE TRAMITE, ENTRE ELLOS EL TRASPASO, QUE SE REQUIERA REALIZAR, ANTE
LAS SECRETARIAS DE TRANSITC Y ANTE LAS AUTORIDADES DE TRANSITO Y TRANSPORTE DE
CUALQUIER ORDEN, ASI COMO FIRMAR TODO TIPO DE CONTRATOS RELACIONADOS CON LOS
VEHICULOS.
PARAGRAFO. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA FACULTAD
DE DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O DEMANDAS, 0O
HACERSE PARTE EN PROCESOS DE CARACTER JUDICIAL O ADMINISTRATIVO DE CURLQUIER
ORDEN.
ESTOS PODERES ESTARAN VIGENTES HASTA TANTO SEAN REVOCADOS O MODIFICADOS
EXPRESAMENTE POR DOCUMENTQ PRIVADO.
CERTIFICA:
QUE  POR DOCUMENTQ PRIVADO DEL 10 DE JULIO DE 2008 DE CALI ; INSCRITA EN 1A
CAMARAR DE COMERCIO EL 29 DE JULIO DE 2008 BAJO EL NRO. 141 DEL LIBRO V , SE
CONCEDE PODER ESPECIAL, AMPLIO Y SUFICIENTE A LOS SIGUIENTES FUNCIONARIOS DE
LA EMPRESA:
~  GERMAN  ALBERTC SUAREZ HINCAPIE, C.C. 16.722.521 DE CALI, SUBGERENTE
FINANCIERO Y ADMINISTRATIVO DE LA REGIONAL CENTRO PACIFICO DE LA SQOCIEDAD, CON
SEDE EN CALI.
- MARIA VICTORIA VARGAS PORRAS, C.C. 39.638.185 DE BOGCTA, SUBGERENTE
k** CONTINUA **=*
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FINANCIERO Y ADMINISTRATIVO DE LA REGIONAL CUNDINAMARCA DE LA SOCIEDAD, CON
SEDE EN BOGOTA D.C.
~ [ESPERANZA GRANADOS JAIMES, C.C. 63.392.189 DE MALAGA {SANTANDER}, SURGERENTE
ADMINISTRATIVO DE LA REGIONAL CUNDINAMARCA DE LA SOCIEDAD, CON SEDE EN BOGOTA
D.C.
- DIEGO FERNANDO MUNQZ QUINTERC, C.C. 94.282.452 DE CALI, SUBGERENTE
FINANCIERG Y ADMINISTRATIVO DE LA REGIONAL ANTIOQUIA DE LA SCCIEDRD, CON SEDE
EN MEDELLIN.
- CARLOS ORLANDO MUTIS PICON, C.C. 91.200.418 ODE BUCARAMANGA, SUBGERENTE
FINANCIERO Y ADMINISTRATIVO DE LA REGIONAL ORIENTE DE LA SOCIEDAD, CON SEDE EN
BUCARAMANGA .
= DANIEL AMEZQUITA LIZARAZO, C.C. 8.681.962 DE BARRANQUILLA, SUBGERENTE
FINANCIERO Y ADMINISTRATIVO DE LA REGIONAL ATLANTICO DE LA SOCIEDAD, CON SEDE
EN BARRANQUILLA.
LOS MENCIONADOS FUNCIONARIOS EJERCERAN, EN SUS RESPECTIVAS REGIONALES, LAS
SIGUIENTES FACULTADES:
1.PARA QUE EN NOMBRE DE TECNOQUIMICAS 5.A., Y EN ASUNTOS QUE TENGA QUE VER CON
SUS RESPECTIVOS DISTRITOS DE VENTAS SE NOTIFIQUEN Y PROMUEVAN ACCIONES EN
NOMBRE DE ESTA ANTE ENTIDADES PUBLICAS, FUNCIONARIOS O EMPLEADQOS NACIONALES,
DEPARTAMENTALES, DISTRITALES Y MUNICIPALES DEL ORDEN JUDICIAL, ADMINISTRATIVO
POLICIVO, PENAL O DE FISCALIA, YA SEA EN PROCESOS, ACTUACIONES, SIMPLES ACTOS
O DILIGENCIAS Y GESTIONES, CON FACULTADES DE DESISTIMIENTO, ALLANAMIENTO Y
CONCILIACION, EN LOS QUE EL ESTABLECIMIENTO ESTE VINCULADO COMO DEMANDANTE,
DEMANDADO O TERCERO INTERVINIENTE,
PARAGRAFQO: LA FACULTAD DE CONCILIACION, DESISTIMIENTO Y ALLANAMIENTO SE LIMITA
HASTA LA SUMA EQUIVALENTE A CINCUENTA ({50) SALARIOS MINIMOS LEGALES
MENSUALES.
2.PARA QUE OQTORGUEN PODERES Y CONSTITUYAN MANDATARICS PARA INICIAR LAS
ACCIONES CIVILES, COMERCIALES Y PENALES TENDIENTES A LA RECUPERACION DE LA
CARTERA, SIN LIMITACION DE CUANTIA, CON EXPRESAS FACULTADES PARA ASISTIR EN
NOMBRE DE LA SOCIEDAD A LAS AUDIENCIAS DE CONCILIACION E INTERROGATORIOS DE
PARTE, CON AUTORIZACION PARA TRANSIGIR, DESISTIR, CONCILIAR O COMPROMETER A LA
SOCIEDAD EN TQDOS LOS PROCESOS, GESTIONES JUDICIALES, ADMINISTRATIVOS O
RECLAMACIONES EXTRA PROCESO EN QUE INTERVENGA EN ASUNTOS RELACIONADOS CON EL
ESTABLECIMIENTO DE COMERCIO, CON LAS LIMITACIONES PREVISTAS EN EL PARAGRAFO
*rk CONTINUA ***
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DEL NUMERAL ANTERIOR,
3.PARA QUE OTORGUE PODERES Y CONSTITUYAN MANDATARIOS PARA HACERSE PARTE EN LOS
PROCESOS CONCORDATARIQS, DE LIQUIDACION OBLIGATORIA, ¢ REESTRUCTURACION
ECONCMICA QUE SE TRAMITEN ANTE LA SUPERINTENDENCIA DE SOQCIEDADES O ANTE OTRAS
SUPERINTENDENCIAS O ENTIDADES CUANDO SE TRATE DE OTRA CLASE DE DEUDCRES,
TENDIENTES A LA RECUPERACION DE LA CARTERA, SIN LIMITACION DE CUANTIA, CON
EXPRESAS FACULTADES PARA  ASISTIR EN NOMBRE LE LA SOCIEDAD A LOS
INTERROGATORIOS DE PARTE, A LAS DIVERSAS AUDIENCIAS, ENTRE ELLAS LAS DE
CONCILIACION, CON AUTORIZACION PARA TRANSIGIR, DESISTIR, CONCILIAR Q
COMPROMETER A LA SOCIEDAD EN TODOS LOS PROCESOS, GESTIONES, JUDICIALES,
ADMINISTRATIVAS O RECLAMACIONES EXTRA PROCESC EN QUE INTERVENGA EN ASUNTOS DEL
ESTABLECIMIENTO CON LAS LIMITACIONES PREVISTAS EN EL PARAGRAFO DEL NUMERAL
PRIMERO.
4.PRRA SUSCRIBIR LOS CONTRATOS DE TRABAJO Y DARLOS POR TERMINADO DEL PERSONAL
VINCULADO o QUE SE VINCULE AL ESTABLECIMIENTO DE COMERCIO Y EXPEDIR
CERTIFICACIONES LABORALES.
3.PARA CONSTITUIR APQODERADO O APODERADOS EN DESARROLLC DE LA REPRESENTACION
LABORAL, SI ASI LO CONSIDERA NECESARIO, TENIENDO SUMA DILIGENCIA PARA QUE
TECNOQUIMICAS S.A., EN NINGUN CASO, QUEDE SIN LA DEEIDA REPRESENTACION EN LA
SALVAGUARDIA DE SUS DERECHOS Y CBLIGACIONES LABORALES Y A ASISTIR EN NOMBRE DE
LA SOCIEDAD A LAS DILIGENCIAS DE INTERROGATORIOS DE PARTE.
©.SUSCRIBIR LOS CONTRATOS DE PRENDA SOBRE VEHICULOS DE PROPIEDAD DE TERCEROQS
PARA RESPALDAR LOS PRESTAMOS QUE LA EMPRESA OTORGUE Y TODO LOS DOCUMENTOS QUE
SEAN REQUERIDOS PARA SU TFORMALIZACION ANTE LAS SECRETARIAS DE TRANSITO Y/0
MOVILIDAD DE LOS RESPECTIVOS MUNICIPIOS. ESTE PODER TAMBIEN COMPRENDE LA
CANCELACION DE LAS PRENDAS Y LA FIRMA DE TODOS LOS DOCUMENTGS QUE SEAN
REQUERIDOS PARA TAL FIN.
7.PARA QUE EN DESARROLLO DE LAS ACTIVIDADES BEL ESTABLECIMIENTO DE COMERCIO
ADQUIERA Y ENAJENE TODA CLASE DE BIENES MUEBLES CUYA FINALIDAD SEA NECESARIA
PARA EL MEJOR DESEMPENO DE LAS ACTIVIDADES DEL ESTABLECIMIENTO HASTA POR LA
SUMA QUE INDIQUE LOS MANUALES Y PROCEDIMIENTOS INTERNCS DE LA SOCIEDAD.
ESTOS PODERES ESTARAN VIGENTES HASTA TANTO SEAN REVOCADOS Q MODIFICADOS
EXPRESAMENTE POR DOCUMENTO PRIVADO.
CERTIFICA:
QUE POR ESCRITURA NRQ. 2687 DEL 26 DE JUNIO DE 2009 NOTARIA TERCERA DE CALI
*%* CONTINUA **>*
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INSCRITA EN 1A CAMARA DE COMERCIO EL 06 DE JULIO DE 2009 BAJO EL NRO. 103 DEL
LIBRO V SE OTORGO PODER GENERAL, AMPLIC Y SUFICIENTE PARA ATENDER LOS BSUNTOS
DESCRITOS A LAS SIGUIENTES
PERSONAS:
PRIMERO: A ANTONIO JAIRO ECHAVE, IDENTIFICADO CON LA CEDULA DE CIUDADANIR NO
16.741.040 DE CALI Y PORTADOR DE LA TARJETA PROFESIONAL DE ABOGADO NO. 58.401
DEL C.s DE LA J., Y/0 A ANA MARIA ALVAREZ ROBLEDO., CON C.C. 31.170.896 DE
CALI, PARA QUE DE MANERA CONJUNTA O SEPARADA EJERZAN LAS SIGUIENTES FACULTADE
EN NOMBRE DE TECNOQUIMICAS S.A.:
1. REPRESENTAR A LA SOCIEDAD, SIN LIMITACION ALGUNAE EN TODAS LAS LICIACIONES
PUBLICAS, PRIVADAS O DE CUALQUIER OTRA MODALIDAD DE CONTRATION EN QUE ESTE
INTERESADA  PARTICIPAR TECNOQUIMICAS S.A. ESTA FACULTAD COMPRENDE LA DE
PRESENTAR PROPUESTAS, ACEPTAR ADJUDICACIONES, FIRMAR TODOS LOS ANEXOS QUE SEAN
REQUERIDOS DENTRO DEL RESPECTIVO PROCESO LICITATORICO (TALES COMO CARTA DE
PRESENTACION, FORMATOS DE KARDEX, PROPUESTAS ECONOMICAS, FORMATOS TECNICOS,
ETC )} Y DEMAS DOCUMENTOS QUE REQUIERAN LA FIRMA DEL REPRESENTANTE LEGAL,
2. FORMULAR Y SUSCRIBIR LAS OBSERVACIONES QUE SE HAGAN A LOS PLIEGOS DE LAS
LICITACIONES Y PARTICIPAR EN TODOS LOS TRAMITES QUE ANTECEDAN A LA APERTURA DE
LAS LICITACIONES, ASf COMO LA DE INTERPONER TODOS LOS RECURSOS QUE SEAN
PROCEDENTES EN LA VIA GUBERNATIVA E INICIAR LAS ACCIONES QUE SEAN PROCEDENTES
ANTE LA JURISDICCION CONTENCIOSA ADMINISTRATIVA CON FACULTADES PARA DESIGNAR
APODERADOS PARA LA ATENCION DE ELLOS.
3. CONTRATAR Y FIRMAR TODAS LAS POLIZAS QUE SE REQUIERAN PARA CONCURRIR A LAS
LICITACIONES Y PARA FIRMAR Y FORMALIZAR LOS CONTRATOS QUE SEAN ADJUDICADOS A
LA SOQCIEDAD.
4. SUSCRIBIR LAS MODIFICACICNES, CORRECCIONES Y ACLARACIONES DE 10S CONTRATOS
ASf COMO LAS ACTAS DE LIQUIDACION DE ELLOS.
5. INSCRIBIR A LA SOCIEDAD Y RENOVAR SU REGISTRO UNICO DE PROPONENTES -RUP- O
DE LA FIGURA QUE LA SUSTITUYA O MODIFIQUE.
LOS APODERADOS EJERCERAN ESTAS ATRIBUCIONES DE MANERA INDEPENDIENTE SIN QUE SE
REQUIERA LA FIRMA CONJUNTA PARA LA ATENCION DE LOS ASUNTOS ENCOMENDADROS.
SEGUNDO: A ANTONIQ JAIRO RAMIREZ ECHAVE, IDENTIFICADO CON LA CEDULA DE
CIUDADANIA NO. 16.741.040 DE CALI Y PORTADOR DE LA TARJETA PROFESIONAL DE
ABOGADO NO, 58.401 DEL C.S DE LA J., Y/O RODRIGO VELASQUEZ LOPEZ, CON CEDULA
NO. 16.589.361 DE CALI Y PORTADOR DE LA TARJETA PROFESIONAL DE ABOGADO NO.
**% CONTINUA **x*
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27037 DEL CONSEJO SUPERIOR DE LA JUDICATURA, PARA QUE DE MANERA CONJUNTA O
SEPARADA EJERZAN LAS SIGUIENTES FACULTADES EN NOMBRE DE TECNOQUIMICAS SA. :

1. NOTIFICARSE, CONTESTAR DEMANDAS O REQUERIMIENTOS, CONCILIAR, DESISTIR,
ALLANARSE EN CUALQUIER PROCESO JUDICIAL, ADMINISTRATIVO O GUBERNATIVO, SIN
IMPORTAR LA CUANTIA NI LA NATURALEZA DE LA ACCION, QUE SE LE FORMULE A
TECNOQUIMICAS, BIEN SEA POR PERSONMA NATURAL, JURTDICA, EMPRESA INDUSTRIAL Y
COMERCIAL DEL ESTADO, ESTABLECIMIENTOS PUBLICOS Y/O ENTIDADES GUBERNATIVAS DE
CURLQUIER ORDEN, EN LA QUE LA EMPRESA TENGA INTERES COMO ACTOR, DEMANDADO,
TERCERO  INTERVINIENTE O LLAMADO EN GARANTIA Y/0 EN CUALQUIER MODALIDAD
PROCESAL EN QUE SEA VINCULADA,
2. ASISTIR A LAS AUDIENCIAS DE CONCILIACION EN LA QUE SEA CONVOCADA LR EMPRESA
COMO PARTE DEMANDANTE O DEMANDADA, CON PLENAS FACULTADES PARA CONCILIAR,
DESISTIR, ALLANARSE Y COMPRCMETER.
3. REPRESNTAR A LA SOCIEDAD PARA ATENDER LAS DILIGENCIAS DE DECLARACION DE
PARTE  EN CUALQUIER PROCESO JUDICIAL O TRAMITE GUBERNATIVO AL OUE SEAN
CONVOCADO EL REPRESENTANTE LEGAL DE LA SOCIEDAD.
4. INICIAR TODA CLASE DE PROCESOS Y TRAMITES ANTE LA AUTORIDADES JUDICIALES O
GUBERNATIVAS EN LA QUE LA SOCIEDAD TENGA INTERES.
PARAGRAFO: PARA EL EJERCICIO DE LAS FACULTADES PREVISTAS EN LOS NUMERALES 1 Y
4 PODRAN OTORGAR PODER A TERCEROS PARA LA ATENCION DE LOS ASUNTOS
MENCIONADOS.
TERCERO. 1A ACEPTACION DE LA GESTION POR PARTE DE ANTONIQO JAIRO RAMIREZ
ECHAVE, ANA MARfA ALVAREZ Y RODRIGO VELASQUEZ LOPEZ SE ENTENDERA PRESTADA CON
EL  EJERCICIC DE LAS FACULTADES CONFERIDAS Y/0 LA SUSCRIPCION DE LGS
DOCUMENTOS.
ESTE MANDATC SE OTORGA POR TERMINO INDEFINIDO.
COMPARECEN ANTONIO JAIRO RAMIREZ ECHAVE CON DOMICILIO Y RESIDENCIA EN LA
CIUDAD DE CALI, IDENTIFICADO CON LA C.C. NO. 16.741.040 DE CALI, ANA MARIA
ALVAREZ ROBLEDQ CON C.C. 31.170.896 DE CALI Y RODRIGO VELASQUEZ LOPEZ, CON C.
C. 16.589.361 DE CALI, Y MANIFIESTAN QUE ACEPTAN EL PODER GENERAL QUE SE LES
CONFIERE POR ESTE INSTRUMENTO.
CERTIFICA:
QUE POR ESCRITURR NRO. 4765 DEL 16 DE NOVIEMBRE DE 2010 NOTARIA TERCERA DE
CALT , INSCRITA EN LA CAMARA DE COMERCIO EL 03 DE DICIEMBRE DE 2010 BAJO EL
NRO. 144 DEL LIBRO V MEDIANTE LA CUAL SE CONCEDE PODER ESPECIAL, AMPLIG Y
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SUFICIENTE A ANTONIO JAIRQ RAMIREZ ECHAVE, CON C.C. 16.741.040 DE CALI Y/o
BEATRIZ EUGENIA TORRES HURTADO, CON C.C. 1.130.672.089 DE CALI Y/O ADRIANA

MARIA MORALES JIMENEZ, CON C.C. 67.024.965 D= CALI Y/O JUAN CAMILO CARDONA

MELC, CON C.C. 1.130.666.199 DE CALI, PARA QUE, CONJUNTAMENTE O POR SEPARADO,

REPRESENTEN A LA SOCIEDAD EN TODOS LOS ASUNTOS QUE DEBAN TRAMITARSE ANTE: A)
EL INSTITUTO NACIONAL DE VIGILANCIA DE MEDICAMENTOS Y ALIMENTOS INVIMA, O LAS
CFICINAS O AUTORIDADES NACIONALES QUE CORRESPONDAN, INCLUIDO, PERQ SIN
LIMITARSE A TODCO LO RELACIONADO CON EL TRAMITE DE OBTENCION, RENOVACION,
MODIFICACION Y CERTIFICACION DE REGISTROS SANITARIQS, REPUESTOS DE AUTOS,
REVISIONES DE OFICIO, CAMBIOS DE NOMBRE Y MARCAS DE PRODUCTOS, REFORMULACIONES
Y ADICIONES EN LA LINEA DE PRODUCTOS, CAMBIOS DE IMPORTADOR Y FABRICANTE,
CESIONES DE REGISTROS SANITARIOCS, CERTIFICACIONES DE FORMULA Y EXCLUSIVIDAD,
MODIFICACIONES EN LA MODALIDAD DEL REGISTRO SANITARIO, RENUNCIAS A REGISTROS
SANITARICS, DESISTIMIENTOS DE TRAMITES, CERTIFICACIQONES SOBRE LA LINEA
COMPLETA DE PRODUCTCS, LICENCIAS DE FUNCIONAMTENTO DE LAS PLANTASA,
CERTIFICADOS DE BUENAS PRACTICAS DE MANUFACTURA (BPM), CERTIFICADOS DE
CAPACIDAD Y DE NORMAS TECNICAS DE FABRICACION, CERTIFICACIONES DE EXCLUSION DE
IVA, TRAMITES DE SOLICITUD DE AUTORIZACION DE PUBLICIDAD Y RECURSOS ANTE EL
COMITE DE PUBLICIDAD Y LA COMISION REVISORA, SUSCRIPCION DE ACTAS DE VISITA,
ASI COMO RESPONDER REQUERIMIENTOS Y HACER DECLARACIONES DENTRO INVESTIGACIONES
ADMINISTRATIVAS QUE POR QUEJAS O DENUNCIAS HAGA LA SUBDIRECCION DE VIGILANCIA
¥ CONTROL DEL INVIMA, O CUALQUIERA DE SUS DEPENDENCIAS Y DE LAS DEMAS
ENTIDADES © SECCIONALES ©DE SALUD; LOS APODERADOS QUEDAN IGUALMENTE FACULTADOS
PRRA ELEVAR SOLICITUDES, PETICIONES, RECLAMACIONES, FORMULAR ENMIENDAS,
PRESENTAR RECURE0S, OPQSICIONES, SCLICITUDES ODE CORRECCION, SQLICITUD DE
CONCEPTOS, PRESENTAR DENUNCIAS, ABONAR TODOS LOS IMPUESTOS Y CUQTAS, ¥
EFECTUAR TODOS 1LOS PAGOS DETERMINADCS POR LA LEY, RECIBIR TODOS LOS DOCUMENTOS
Y VALORES, LLENAR CUALQUIER OTRO REQUISITO, TOMAR TODAS LAS MEDIDAS QUE
CREYEREN CONDUCENTES AL RESGUARDO DE LOS DERECHOS E INTERESES DE ESTA
COMPARIA, RECIBIR, NOTIFICARSE Y NOMBRAR APODERADQS JUDICIALES Y
EXTRAJUDICIALES Y EN GENERAL PARA ADELANTAR CUALQUIER TRAMITE QUE SE REQUIERA
ANTE EL INSTITUTO Y SUS DEPENDENCIAS, © ANTE LA OFICINA O AUTORIDAD QUE
CORRESPONPA. B) LA DIRECCION NACIONAL DE ESTUPEFACIENTES, INCLUIDO PERO SIN
LIMITARSE A LA SOLICITUD DE AUTORIZACION DE CUPQS DE SUSTANCIAS CONTROLADAS,
SOLICITUDES DE CORRECCION DE RESOLUCIONES, DESISTIMIENTOS DE TRAMITES Y

*** CONTINUA ***

3 1 7 & *
*01* 6’5
CERTIFICADO NACIONAL
CAMARA DE COMERCIC DE CALI
FECHA: 2011/12/15 HORA: 13:47:46
OPERACION: 02C261215120 PAGINA: 27

T Sl 35m -

roweps 4



CERTIFICADO NACIONAL

CAMARA DE COMERCIO DE CALI

FECHA: 2011/12/15 HORA: 13:47:46

OPERACION: 02C261215120 PAGINA: 28

*‘k****'k'k‘k‘k*'k*****7\'*'k***'k‘k****‘k*********‘k******************************

SOLICITUDES, ACLARACIONES, RESPUESTAS A REQUERIMIENTOS, SOLICITUD DE CONCEPTOS
Y EN GENERAL CUALQUIER TRAMITE QUE SEA NECESARIO ADELANTAR ANTE ESTR ENTIDAD O
LA QUE HAGA SUS VECES. C) FONDO NACIOQNAL DE ESTUPEFACIENTES, INCLUIDO PERQ SIN
LIMITARSE A LOS TRAMITES NECESARICS PARA LA APROBACION DE COMPRA DE
MEDICAMENTOS Y MATERIAS PRIMAS DE CONTROL ESPECIAL, ELEVAR SOLICITUDES DE
CORRECCION DE RESOLUCIGNES, DESISTIMIENTOS, ACLARACIONES, RESPUESTAS A
REQUERIMIENTOS, SOLICITUD DE CONCEPTOS Y EN GENERAL CUALQUIER TRAMITE QUE SEA
NECESARIC ADELANTAR ANTE ESTA ENTIDAD O LA OQUE HAGA SUS VECES. D) EMPRESA
TERRITORIAL PARA LA SALUD. ETESA, INCLUIDO PERQ SIN LIMITARSE A LA SOLICITUD
DE NO OBJECION PARA LA REALIZACION DE ACTIVIDADES PROMOCIONALES CONSISTENTES
EN JUEGOS DE SUERTE Y AZAR QUE REALICE LA COMPARNIA CON EL FIN DE IMPULSAR SUS
VENTAS, RESPONDER REQUERIMIENTOS, HACER ACLARACIONES, PRESENTAR RECURSQS,
SOLICITAR CONCEPTOS Y EN GENERAL CUALQUIER TRAMITE Y SOLICITUD QUE SEA
NECESARIO ADELANTAR ANTE ESTA ENTIDAD O LA QUE HAGA SUS VECES. E) INSTITUTO
COLOMBIANO AGROPECUARIO Y MINISTERIO DE MEDIO AMBIENTE, INCLUIDO PERO SIN
LIMITARSE A LA SOLICITUD DE LICENCIAS AUTCRIZACIONES PARA IMPORTAR Y EXPORTAR,
OBTENCICN DE REGISTROS, SOLICITUD DE CONCEPTOS, CONTESTAR REQUERIMIENTOS,
PRESENTAR DECLARACIONES, SUMINISTRAR INFORMACION REQUERIDA, SOLICITAR

CONCEPTCS Y EN GENERAL CUALQUIER TRAMITE Y SOLICITUD QUE SEA NECESARIO
ADELANTAR ANTE ESTA ENTIDAD O LA QUE HAGA SUS VECES. F) MINISTERIO DE
PROTECCION SOCIAL, SECRETARIAS DE SALUD E INSTITUTO NACICNAL DE SALUD,
INCLUIDO PERC SIN LIMITARSE A LA PRESENTACION DE CUALQUIER SOLICITUD DE
APERTURA DE INVESTIGACION, SOLICITUD CONCEPTO, RESPONDER REQUERIMIENTOS PCR
QUEJAS O INVESTIGACIONES Y DEMAS SOLICITUDES Y TRAMITES QUE DEBAN ADELANTARSE
ANTE ESTAS ENTIDADES O LAS QUE HAGAN SUS VECES. G) CUALQUIER ENTIDAD DEL ORDEN
NACIONAL, LOCAL O MUNICIPAL, QUE HAGA REQUERIMIENTOS O SOLICITE ACLARACIQONES A
LA COMPANIZ EN EL CURSO DE CUALQUIER TIPO DE TRAMITE ADMINISTRATIVO, PARA LO
CURL LQS APODERADOS QUEDAN DERIDAMENTE FACULTADOS PARA CONTESTAR Y ACLARAR Y
SOLICITAR TODO <CUANTO SEA DEBIDO. PARA EFECTOS DE TODO LO ANTERIOR, FACULTO A
LOS APODERADOS AQUI NOMBRADOS, APRA DAR ANTE DICHAS AUTORIDADES TODCS LOS
PAS0S NECESARIOS, PRESENTAR SQLICITUDES, HACER DECLARACIONES, PAGAR DERECHOS,
PROBAR EXPLCTACIONES, SOQLICITAR TESTIMONIOS, RECIBIR DOCUMENTOS, FORMULAR
TODOS LeCsS RECURSOS, QUE SEAR PROCEDENTES, PETICIONES, RECLAMOS CON
ATRIBUCIONES PARA DESISTIR Y CONCILIAR, OTORGAR PODERES, SUSTITUIRLOS Y
REASUMIRLOS. ASI MISMO, LOS APODERADOS ESTAN AUTORIZADOS PARA HACER CUANTO
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FUERE NECESARIO ANTE LAS AUTORIDADES ADMINISTRATIVAS PARA LOS FINES ARRIBA
INDICADOS CON TODAS LAS DEMAS FACULTADES GENERALES Y ESPECIALES QUE FUEREN
NECESARIAS, PUDIENDO ATENDER ASI MISMO LAS NCTIFICACIONES QUE DIRECTA O
INDIRECTAMENTE SE GENEREN DE 10S ACTOS, ACTUACIONES, DILIGENCIAS O GESTIONES
QUE TENGAN RELACION DE CAUSALIDAD POR LOS SUSODICHOS TRAMITES. LA ACEPTACION
DE LA GESETION POR PARTE DE ANTONIO JAIRO RAMIREZ ECHAVE, BEATRIZ EUGENIA
TORRES HURTADO, ADRIANA MARIA MORALES JIMENEZ Y JUAN CAMILC CARDONA MELO SE
ENTENDERA PRESTADA CON EL DOCUMENTO EN QUE SOLICITEN CADA TRAMITE ANTE LA
ENTIDAD RESPECTIVA. ESTE MANDATO SE OTORGA POR TERMINO INDEFINIDO Y REVOCA LA
ESCRITURA NO. 1853 DEL 7 DE MAYO DE 2009.
CERTIFICA:

QUE POR ESCRITURA NRO. 4974 DEL 26 DF NOVIEMBRE DE 2010 NOTARIA TERCERA DE
CALI , INSCRITA EN LA CAMARA DE COMERCIO EL 10 DE DICIEMBRE DE 201¢ BAJO EL
NRO. 150 DEL LIBRO V , SE LE CONCEDE PODER ESPECIAL, AMPLIO Y SUFICIENTE E
INDISTINTAMENTE, A JUAN CAMILO CARDONA MELC, MAYOR DE EDAD, VECINO DE ESTA
CIUDAD, IDENTIFICADO CON LA CEDULA DE CIUDADANIA Ne.1130666199 DE CALI Y

PORTADOR DE LA TARJETA PROFESIONAL DE ABGGADO No.193140 DEL CONSEJO SUPERIOR
DE LA JUDICATURA, Y/0O A ADRIANA MARIA MORALES JIMENEZ, MAYCR DE EDAD, VECINA
DE ESTA CIUDAD, IDENTITICADA CON CEDULA DE CIUDADANIA No. 67024965 DE CALI Y
PORTADOCRA DE LA TARJETA PROFESIONAL DE ABOGADA No.193141 DEL C.8. DE 1A J.,
PARA QUE CONJUNTAMENTE ¢ POR SEPARADO, EN NOMBRE Y REPRESENTACION DE LA
SOCIEDAD, CUYA PERSONER{A OSTENTA: 1o.) PROMUEVAN O DESISTAN DE ACCIONES ANTL
CORPORACIONES, ENTIDADES ¢ FUNCIONARIOS DEL ORDEN JUDICIAL, ADMINISTRATIVC O
GUBERNATIVO, YA SEA EN TRAMITES O PROCESCS, ACTUACIQNES O ACTOS SIMPLES, ENTRE
ELLAS ACCIONES LB TUTELA, INCIDENTES, 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 PASTVA, CCN CAPACIDAD PARA
NOTIFICARSE Y CONTESTAR Y HACERSE PARTE EN ELLOS EN NOMBRE DE TECNOQUIMICAS s,
A. 2o0.) CONSTITUYAN APODERADOS EN DESARROLLO DE ESTA REPRESENTACION LABORAL,
REVOQUEN Y SUSTITUYAN DICHOS PODERES CUANDO LO ESTIMEN PROCEDENTE. 3o.)
TRANSIJAN, CONCILIEN, DESISTAN Y COMPROMETAN A LA EMPRESA EN TODOS LOS
TRAMITES ADMINISTRATIVOS Y PROCESCS JUDICIALES, DE CARACTER LABORAL, POLICIVO,
PENAL O DE FISCALIA EN 10S QUE LR EMPRESA SEA PARTE DEMANDANTE, DEMANDADA ©
TERCERQO INTERVINIENTE. PARAGRAFO. LA FACULTAD PARA TRANSIGIR O CONCILIAR SE
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LIMITA A LA SUMA DE QUINIENTOS (500) SALARIOS LEGRLES MENSUALES. 40.) OTORGUEN
PODERES Y CONSTITUYAN MANDATARIOS PARA INICIAR LAS ACCIONES JUDICIALES DE
CARACTER CIVIL, COMERCIAL Y PENAL TENDIENTES A LA RECUPERACION DE LOS CREDITOS
A FAVOR DE LA SOCIEDAD, BIEN SEA REPRESENTADOS EN FACTURAS, CHEQUES, TITULOS
VALORES O CUALQUIER OTRO DOCUMENTO REPRESENTATIVO DE CREDITO, HASTA POR SUMA
EQUIVALENTE A  QUINIENTOS (500) SALARIOS MINIMOS LEGALES MENSUALES, CON
EXPRESAS FACULTADES PARA ASISTIR EN NOMBRE DE TECNOQUIMICAS $.A. A LAS

AUDIENCIAS DE CONCILIACION QUE PROGRAMEN LOS JUZGADOS CIVILES MUNICIPALES ¥
DEL  CIRCUITO, CON  AUTCRIZACION  PARA  TRANSIGIR, DESISTIR CONCILIAR 0O
COMPROMETER A LA SOCIEDAD HASTA POR LA CUANTIA INDICADA. 5o. REPRESENTEN A
TECNOQUIMICAS  S.A. DENTRO DE 1L0OS TRAMITES OE CONCORDATOS, PROCESOS DE

REESTRUCTURACION ECONOMICA PREVISTO EN LA LEY 550 DE 1999, Y MODIFICADOS POR
EL REGIMEN DE INSOLVENCIA EMPRESARIAL Y DE PERSONA NATURAL NO COMERCIANTE,
REGULADAS EN LAS LEYES 1116 DE 2006 Y 138C DE 2010 Y LAS DEMAS NORMAS QUE LAS
ADICIONEN O MODIFIQUEN, O QUE LLEGAREN A REGULAR LOS PROCEDIMIENTOS DE
INSOLVENCIA O ILIQUIDEZ DE PERSONAS NATURALES O JURIDICAS, ASfT COMO LAS
LIQUIDACIONES  OBLIGATORIAS QUE SE TRAMITEN ANTE LA SUPERINTENDENCIA DE
SOCIEDADES O ANTE LAS ENTIDADES PERTINENTES, CUANDO SE TRATE DE OTRA CLASE DE
ACREEDORES O ANTE LOS JUZGADOS CIVILES, CON EXPRESAS FACULTADES PARA
TRANSIGIR, DESISTIR, CONCILIAR O COMPROMETER, NOMBRAR APODERADOS, PRESENTAR
LOS CREDITOS, APORTAR LAS PRUEBAS QUE ESTIME NECESARIAS, ASISTIR A LAS
AUDIENCIAS PRELIMINARES Y DEFINITIVAS, ACORDAR FORMULAS DE PAGO, RECIBIR Y EN
GENERAL PARA EJERCER TODAS AQUELLAS GESTIONES NECESARIAS PARA ORTENER EL
RECONOCTIMIENTO Y PAGO DE 105 CREDITOS PRESENTADOS. LAS FACULTADES apui
ESTABLECIDAS ESTAN LIMITADAS PARA LOS CREDITOS HASTA POR CUANTIA DE QUINIENTCS
{500} SALARIOS  MINIMOS  LEGALES MENSUALES. PARAGRAFO, IGUALMENTE QUEDAN
FACULTADOS PARA ACEPTAR Y REPRESENTAR A TECNOQUIMICAS CUANDO LA EMPRESA SEA
NOMBRADA EN JUNTA DE ACREEDORES O EN ORGANOS EQUIVALENTES O SIMILARES, EN LOS
PROCESOS QUE TRAMITEN ANTE LA SUPERINTENDENCIA DE SOCIEDADES O ANTE LAS
ENTIDADES ~ PERTINENTES CUANDO SE TRATE DE OTRA CLASE DE DEUDORES. 60.)
REPRESENTEN A TECNOQUIMICAS $.A. EN LOS PROCEDIMIENTOS DE CONCILIACION QUE LOS
DEUDORES DE LA SOCIEDAD CONVOQUEN ANTE LAS ENTIDADES FACULTADAS PARA ELLO CON
EL FIN OBIENER UN ACUERDO EN EL PAGO DE LAS ACREENCIAS, CON EXPRESAS
FACULTADES  PARA TRANSIGIR, DESISTIR, CONCILIAR O COMPROMETER Y RECIBIR,
FACULTADES QUE SE LIMITAN KASTA POR 1A SUMA DE QUINIENTOS (500) SALARIOS
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MINIMOS LEGALES MENSUALES. 7Jo.) REVISEN LOS EXPEDIENTES DE 1LOS PROCESOS
JUDICIALES DE CARACTER EJECUTIVO EN QUE LA SOCIEDAD SEA PARTE DEMANDANTE, EN
TODO EL TERRITORIO NACIONAL, PARA LA RECUPERACION DE SUS ACREENCIAS. 8o0.)
APRUEBEN Y  SUSCRIBAN  ACUERDOS  PRIVADOS DE PAGO Y CONCILIACIONES DE
OBLIGACIONES A FAVOR DE TECNOQUIMICAS POR LA VENTA DE SUS PRODUCTOS HASTA POR
LA SUMA DE (500) SALARIOS MINIMOS LEGALES MENSUALES .
CADA  UNO DE LOS APODERADOS AQUI MENCIONADOS, SE CENIRA RIGUROSAMENTE A L0S
TERMINOS EXPRESADOS EN ESTE MANDATO QUE SE OTORGA POR TERMINO INDEFINIDO Y
CUALQUIER  MODIFICACION O REVOCATORIA SE HARA EXPRESAMENTE POR ESCRITURA
PUBLICA.

CERTIFICA:
QUE POR ESCRITURA NRO. 2755 DEL 19 DE JULIO DE 2011 NOTARIA TERCERA DE CALI .
INSCRITA EN LR CAMARA DE COMERCIO EL 28 DE JULTO DE 2011 BAJO EL NRO. 100 DEL
LIBRO V MEDIANTE LA CUAL SE LE CONCEDE PODER ESPECIAL, AMPLIO Y SUFICIENTE A
CARLOS ~ ALBERTO  QUINTERO ROA, MAYOR DE EDAD, VECINO DE ESTA CIUDAD,
IDENTIFICADC CON LA CEDULA DE CIUDADANIA NO. 14.440.778 DE CALI, PARA QUE EN
NOMBRE Y REPRESENTACION DE TECNOQUIMICAS S.A., CUYA PERSONERIA OSTENTA, LA
REPRESENTE EN LOS SIGUIENTES ACTOS: A) PRESENTAR EN LA ADMINISTRACION DE
IMPUESTOS Y ADUANAS NACIONALES - DIAN- O DEL ORGANISMO QUE HAGA SUS VECES, Y
FIRMAR EN REPRESENTACION DE LA SOCIEDAD LAS DECLARACIONES DEL IMPUESTO SOBRE
1A RENTA Y COMPLEMENTARIOCS A CARGO DE LA SOCIEDAD Y TODAS LAS DEMAS
DECLARACIONES QUE DEBA PRESENTAR ANTE DICHA ENTIDAD, TALES COMO LA DE VENTAS,
RETENCION EN LA FUENTE, Y CUALQUIERA OTRA DECLARACION OUE POR LEY ESTE
OBLIGADA A PRESENTAR. B) NOTIFICARSE EN REPRESENTACION DE LA SOCIEDAD, DE
TODAS LAS ACTUACIONES, ACTOS, DILIGENCIAS O GESTIONES QUE EXPIDA O REALICE LA
ADMINISTRACION DE IMPUESTOS Y ADUANAS NACIONALES ~ DIAN- O DEL ORGANISMO QUE
HAGR SUS VECES, EN RELACION CON TODOS TRIBUTOS Y OBLIGACIONES FORMALES Y/O
SUSTANCIALES QUE SEAN AD MINISTRADAS POR ESA ENTIDAD.
C) PRESENTAR Y SUSCRIBIR TODOS LOS DCCUMENTOS QUE OBLIGUEN A LA SOCIEDAD COMO
DECLARANTE DEL IMPUESTO DE INDUSTRIA Y COMERCIO Y EL COMPLEMENTARIO DE AVISOS
Y TABLEROS EN EL  MUNICIPIC EN QUE LA SOCIEDAD ESTE OBLIGADA AL PAGC DE LOS
CITADOS IMPUESTOS, ASI COMO TODOS LOS DOCUMENTOS QUE CBLIGUEN AL PAGO DE OTROS
TRIBUTOS DE CARACTER TERRITORIAL ANTE LOS MUNICIPIOS EN QUE ESTOS SE CAUSEN.
D) NOTIFICARSE EN REPRESENTACION DE LA SOCIEDAD, DE TODAS LAS ACTUACIONES,
ACTOS, DILIGENCIAS O GESTIONES OQUE EXPIDAN O REALICEN LOS MUNICIPIOS Y
**% CONTINUA *** '
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DEPARTAMENTOS, EN RELACION CON TODOS TRIBUTOS Y OBLIGACIONES FORMALES Y/O
SUSTANCIALES QUE SEAN ADMINISTRADAS POR ESTAS ENTIDADES., E) RESPONDER EN
REPRESENTACION DE LA SOCIEDAD TODO TIPO DE EMPLAZAMIENTOS, REQUERIMIENTOS
ORDINARIOS Y ESPECIALES, PLIEGO DE CARGOS, SOLICITUDES DE INFORMACION Y DEMAS
ACTOS ADMINISTRATIVOS EN RELACION CON TODOS LOS TRIBUTOS Y OBLIGACIONES
FORMALES Y/O SUSTANCIALES ADMINISTRADAS POR LA DIRECCION DE IMPUESTOS Y
ADUANAS NACIONALES, DIAN, O POR LA ENTIDAD QUE ASUMA Y DESARROLLE ESAS
FUNCIONES Y POR LAS DEPENDENCIAS MUNICIPALES, DEPARTAMENTALES Y DISTRITALES
QUE ADMINISTREN LOS TRIBUTOS Y OBLIGACIONES FORMALES Y/O SUSTANCIALES DE
CARACTER TERRITORIAL. F) INTERPONER, SUBSANAR Y DESISTIR EN REPRESENTACION PE
La SOCIEDAD DE LOS RECURSGS EN LA VIA GUBERNATIVA QUE SEAN PROCEDENTES DE
ACUERDG CON LA LEY, CONTRA LAS LIQUIDACIONES OFICIALES DE REVISION, AFORO Y
CORRECCION  ARITMETICA,  RESOLUCION SANCION Y CONTRA TODO TIPO DE ACTOS
ADMINISTRATIVOS QUE PROFIERA LA ADMINISTRACION DE IMPUESTOS NACIONALES -DIAN-
Y ~LAS ENTIDADES TERRITORIALES EN RELACION CON TODOS 1OS TRIBUTOS Y
OBLIGACIONES FORMALES Y/C SUSTANCIALES QUE ADMINISTREN Y/O RECAUDEN. G) EN
GENERAL, PARA QUE ASUMA LA PERSONERIA EN NOMBRE DE LA SOCIEDAD SIEMPRE QUE LO
ESTIME CONVENIENTE, DE MANERR QUE EN NINGUN CASO QUEDE SIN REPRESENTACION EN
LOS ASUNTOS RELACIONADOS CON LAS FACULTADES OTORGADAS. PARAGRAFG 1. EN LA
ATENCICN DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA FACULTAD DE DESIGNAR
APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O DEMANDAS, O HACERSE PARTE
EN PROCESOS DE CARACTER JUDICIAL, GUBERNATIVO, TRIBUNALES DE ARBITRAMENT( Y
RECLAMOS ANTE LAS COMPANIAS ASEGURADORAS. PARAGRAFO TII. LOS APODERADOS QUE
DESIGNE EL SENOR QUINTERO EJERCERAN SUS FUNCIONES DE MANERA INDIVIDUAL Y STN
ORDEN DE PRELACION. ESTE PODER ESTARA VIGENTE KASTA TANTO SEA REVOCADO O
MODIFICADO EXPRESAMENTE POR ESCRITURA PUBLICA. TERCERO: CON EL OTORGAMIENTO DE
ESTE PODER SE REVOCA EL OTORGADO MEDIANTE ESCRITURA PUBLICA NO. 5235 DEL 19 DE
JULIO DE 1996, DE LA NOTARIA DECIMA DE CALI, REGISTRADO EN LA CAMARA DE
COMERCIO DE CALI EL 25 DE JULIO DEL MISMO ARC BAJO EL NO. 144 DEL LIBRO V.,
PRESENTE CARLOS ALBERTO QUINTERO ROA, VECINO DE ESTA CIUDAD, IDENTIFICADO CON
LA CEDULA DE CIUDADANIA 14.440.778 DE CALI, MANTFIESTA QUE ACEPTA EL PODER QUE
POR  ESTA  ESCRITURA LE CONFIERE LA SOCIEDAD  TECNOQUIMICAS S.A.

CERTIFICA:
CAPITAL AUTORIZADO: $27,200,000,000

NUMERO DE ACCIONES: 54,400,000
*** CONTINUA ***
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VALOR NOMINAL: $500
CAPITAL SUSCRITO: $21,792,754,000
NUMEROC DE ACCIONES: 43,585,508
VALOR NOMINAL: $500
CAPITAL PAGADO: $21,792,754,000
NUMERC DE ACCIONES: 43,585,508
VALOR NOMINAL: $500
CERTIFICA:

DOCUMENTO: DOCUMENTO PRIVADO DEL 12 DE MARZO DE 2009
INSCRIPCION: 18 DE MARZO DE 2009 BAJO EL NRO. 3193 DEL LIBRO IX
CONSTA LA SITUACION DE CONTROL
SOCIEDAD CONTROLANTE
DENOMINACION: INVERSIONES TQ S.A.
NIT. 900.220.408-1
DOMICILIO: CALI
NACIONALIDAD: COLOMBIANA
ACTIVIDAD: LAS ACTIVIDADES DE INVERSIONES TG S.A. CORRESPONDEN A LA INVERSION
EN SQOCIEDADES MERCANTILES DE CUALQUIER NATURALEZA O ESPECIE, BIEN SEA
NACICNALES O EXTRANJERAS QUE TENGAN COMO OBJETO SOCIAL 1A FABRICACION,
ENVASADO, DISTRIBUCION Y COMERCTALIZACICN EN GENERAL DE PRODUCTQS BIQOLOGICOS Y
QUIMICOS; MEDICAMENTOS O PRODUCTQOS FARMACEUTICOS, PERFUMERIA O EFECTOS DE
TOCADOR; PRODUCTQS VETERINARICS, AGRICOLAS; ALIMENTOS NATURALES O PROCESADOS;
PRODUCTOS DE CONSUMO POPULAR Y SERVICIOS EN GENERAL.
SOCIEDAD CONTROLADA
DENOMINACION: TECNQQUIMICAS S.A.
NIT. 890.300.466-5
DOMICILIO: CALI
NACIONALIDAD: COLOMEIANA
ACTIVIDAD: LAS ACTIVIDADES DE TECNOQUIMICAS CORRESPONDEN A LA FABRICACION, EL
ENVASADO, LA IMPORTACION, LA EXPORTACION, LA VENTA Y DISTRIBUCION DE PRODUCTOS
BIOLOGICOS Y QUIMICOS, MEDICAMENTOS © PRODUCTOS FARMACEUTICOS, PERFUMERIA O
EFECTCS DE TOCADOR, PRODUCTOS VETERINARIOS Y PRODUCTO DE CONSUMO POPULAR DE
CUALQUIER NATURALEZA.
SUBCRDINACION. INVERSIONES TQ S.A. TIENE SUSCRITAS Y PAGADAS ACCIONES EN
TECNOQUIMICAS S.A. EN PORCENTAJE EQUIVALENTE AL 94.90% DEL CAPITAL SUSCRITO Y

k% CONTINUA ***
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PAGADC DE DICHA SOCIEDAD, LO QUE CONFIGURA SITUACION DE SUBCRDINACION EN LA
QUE LA PRIMERA ES LA MATRIZ Y LA SEGUNDA LA FILIAL.

CERTIFICA:

DOCUMENTO: DOCUMENTO PRIVADC DEL 14 DE SEPTIEMBRE 2009
INSCRIPCION: 18 DE SEPTIEMBRE DE 2009 NRO.10818 DEL LIBRO IX
CONSTA EL GRUPC EMPRESARIAL:
MATRIZ: TECNOQUIMICAS S.A.
NIT: 890300466-5
DOMICILIO: SANTIAGO DE CALTI.
NACIONALIDAD: COLOMBIANA
ACTIVIDAD: DEDICADA A LAS SIGUIENTES ACTIVIDADES: LA FABRICACION, EL ENVASADO,
LA IMPORTACION, LA EXPORTACIGN, LA VENTA Y DISTRIBUCIGN DE PRODUCTOS
BIOLOGICOS ¥ QUIMICOS, MEDICAMENTOS O PRODUCTOS FARMACEUTICOS, PERFUMERIA ©
EFECTOS DE TOCADOR, PRODUCTOS VETERINARIOS Y PRODUCTC DE CONSUMO POPULAR DE
CUALQUIER NATURALEZA.
SUBORDINADA: ADHESIVOS INTERNACIONALES S.A.-ADHINTER S.A.
NIT: 805003416-4
DOMICILIO: CALI VALLE DEL CAUCA
NACIONALIDAD: COLOMBIANA
ACTIVIDAD: LA CUAL DESARROLLA LAS SIGUIENTES ACTIVIDADES: PRODUCCION Y
COMERCIALIZACION EN EL MERCADC NACIONAL E INTERNACIONAL ©DE ADHESIVOS
MEDICINALES TALES COMO CURAS, VENDITAS, ESPARADRAPOS, PARCHES, VENDAS;
ADHESIVOS PARA USQO EN OFICINA TALES COMO CINTAS, PEGANTES, PAPELES ADHESIVOS;
Y CINTAS ADHESIVAS PARA USQO INDUSTRIAL.
PRESUPUESTO DE CONTROL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
{50%) DEL CAPITAL DE LA SOCIEDAD ADHESIVQS INTERNACIONALES S.A.-ADHINTER S.A.
¥ EXISTE ENTRE ELLAS UNIDAD GDE PROPOSITO Y DIRECCION . SEGUN LO PREVISTO EN
LOS ARTICULOS 26,27, Y 28 DE LA LEY 222 DE 1995
SUBORDINADA: INDUGRAFICAS S A S
NIT: 890304375-1
DOMICILIO: CALI, VALLE DEL CAUCA.
NACIONALIDAD: COLOMBIANA
ACTIVIDAD: LA CUAL DESARROLLA ACTIVIDADES QUE CORRESPONDEN AL DESARROLLC DE
NEGOCIOS RELACIONADOS CON LAS ARTES GRAFICAS, LA DISTRIBUCION DE LAS MISMAS YA
SEA DE SUS PRODUCTOS PROPIOS O POR CONTRATQ, TANTQ EN EL MERCADG NACIONAL COMO

*rx CONTINUA **%
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EN EL INTERNACIONAL.

PRESUPUESTO DE CONTROL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
(50%) DEL CAPITAL DE LA SOCIEDAD INDUGRAFICAS S A S Y EXISTE ENTRE ELLAS

UNIDAD DE PROPOSITO Y DIRECCION , SEGUN LO PREVISTO EN LOS ARTICULOS 26,27, Y
28 DE LA LEY 222 DFE 1995

SUBORDINADA: TECNOFAR TQ SAS

NIT: 817003055

DOMICILIO: VILLA RICA, CAUCA

NACTONALIDAD: COLOMBIANA

ACTIVIDAD: LA CUAL DESARROLLA ACTIVIDADES QUE CORRESPONDEN A LA PRODUCCION Y
COMERCIALIZACION DE MEDICAMENTOS, FARMACEUTICOS, BIOLOGICOS, COSMETICOS Y
ARTICULOS DE TOCADOR, QuiMICOS, VETERINARICS, AGRICOLAS, PRODUCTOS DE ASEO
PARA EL HOGAR Y ENVASES PLASTICOS PARA TODC TIPO DE USO.

PRESUPUESTO DE CONTROL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
(50%) DEL CAPITAL DE LA SOCIEDAD TECNOFAR TQ S A S Y EXISTE ENTRE ELLAS
UNIDAD DE PROPOSITO Y DIRECCION , SEGUN LO PREVISTO EN LOS ArTiCULOS 26,27, Y
28 DE LA LEY 222 DE 1995

SUBCRDINADA: COLOMBIANA DE ADHESIVOS COLDESIVCS S.A.S

NIT: 890302608-3

DOMICILIO: CALI, VALLE DEL CAUCA

NACICONALIDAD: COLOMBIANA

ACTIVIDAD: LA COURL DESARROLLA ACTIVIDADES CORRESPONDIENTES A LA FABRICACION,
IMPORTACION Y EXPORTACION DE PRODUCTOS ADHESIVOS, ABRASIVOS Y AISLANTES Y DE
CONSUMO POPULAR.

PRESUPUESTO DE CONTROL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
{50%) DEL CAPITAL DE LA SOCIEDAD COLOMBIANA DE ADHESIVOS COLDESIVOS S.A.S. Y
EXISTE ENTRE ELLAS UNIDAD DE PROPOSITC Y DIRECCION , SEGUN LO PREVISTO EN LOS
ARTICULOS 26,27, Y 28 DE LA LEY 222 DE 1995

SUBORDINADA: TECNOQUIMICAS DE ECUADOR S.A

DOMICILIO: DISTRITO METROFQLITANO DE QUITO, REPUBLICA DE ECUADOR
NACIONALIDAD: ECUATORIANA

ACTIVIDAD: LA COUAL DESARROLLA LAS ACTIVIDADES DE VENTA AL POR MAYOR DE
PRODUCTOS FARMACEUTICOS, VETERINARIOS Y AGRICOLAS, DE SUSTANCIAS ADHESIVAS,

COSMETICAS Y DE HIGIENE Y DE PRODUCTOS QUIMICOS ORGANICOS E INORGANICOS.

PRESUPUESTO DE CONTROL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
*%% CONTINUA ***
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(50%)  DEL CAPITAL DE LA SOCIEDAD TECNQQUIMICAS DE ECUADOR S.A. Y EXISTE ENTRE
ELLAS UNIDAD DE PROPOSITO Y DIRECCION , SEGUN LO PREVISTO EN LOS ARTICULOS
26,27, Y 28 DE LA LEY 222 DE 1995
SUBORDINADA: LABORATORIOS TERAMED S.A DE C.V.
DOMICILIO: SAN SALVADOR
NACIONALIDAD: SALVADORERA
ACTIVIDAD: LA CUAL DESARROLLA ACTIVIDADES QUE CORRESPONDEN A LA PRODUCCION Y
COMERCIALIZACION DE MEDICAMENTOS Y PRODUCTOS BIOLOGICOS PARA CONSUMO HUMANO.
PRESUPUESTO DE CONTRCL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
{50%) DEL CAPITAL DE LA SOCIEDAD LABORATORIOS TERAMED S.A DE C.V. Y EXISTE
ENTRE ELLAS UNIDAD DE PROPOSITO Y ODIRECCION , SEGUN LO PREVISTO EN LOS
ARTICULOS 26, 27, Y 28 DE LA LEY 222 DE 1995
SUBORDINADA: DISTRIBUIDORA PRINCIPAL S.A DE C.V.
DOMICILIO: SAN SALVADOR
NACIONALIDAD: SALVADQRENA
ACTIVIDAD: LA  CUAL DESARROLLA  ACTIVIDADES QUE CORRESPONDEN A 1A
COMERCIALIZACION Y DISTRIBUCION DE MEDICAMENTOS Y PRODUCTOS BIOLOGICOS FARR
CONSUMO HUMANQ.
PRESUPUESTO DE CONTROL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
(50%)  DEL CAPITAL DE LA SOCIEDAD DISTRIBUIDORA PRINCIPAL S.A DE C.V Y EXISTE
ENTRE ELLAS UNIDAD DE PROPOSITO Y DIRECCION , SEGON L0 PREVISTO EN LOS
ARTICULOS 26, 27, Y 28 DE LA LEY 222 DE 1995
SUBORDINADA: GALEMI S.A. DE C.V
DOMICILIO: SAN SALVADOR
NACIONALIDAD: SALVADORERNA
ACTIVIDAD: LA  CUAL DESARROLLA ACTIVIDADES QUE CORRESPONDEN A LA
COMERCIALIZACION Y DISTRIBUCION DE MEDICAMENTOS Y PRODUCTOS BIOLOGICOS PARA
CONSUMO HUMEANQ,
PRESUPUESTO DE CONTROL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
(50%)  DEL CAPITAL DE LA SOCIEDAD GALEMI S.A DE C.V. Y EXISTE ENTRE ELLAS
UNIDAD DE PROPOSITO Y DIRECCION , SEGUN LO PREVISTO EN LOS ARTICULOS 26, 27, Y
28 DE LA LEY 222 DE 1995
SUBORDINADA: DROGUERIA FARMACEUTICA MONTREAL S.A.
DOMICILIQ: GUATEMALA
NACIONALIDAD: GUATEMALTECA

*Xx CONTINUA ***
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ACTIVIDAD: LA  CUAL DESARROLLA  ACTIVIDADES QUE CORRESPONDEN A LA
COMERCIALIZACION Y DISTRIBUCION DE MEDICAMENTOS Y PRODUCTOS BIOLOGICOS PARA
CONSUMO HUMANOQ
PRESUPUESTO DE CONTROL: TECNOQUIMICAS POSEE MAS DEL CINCUENTA POR CIENTO
(50%) DEL CAPITAL DE LA SOCIEDAD DROGUER!IA FARMACEUTICA MONTREAL S.A Y EXISTE
ENTRE ELLAS UNIDAD DE PROPOSITO Y DIRECCION , SEGON Lo PREVISTO EN LOS
ARTICULOS 26, 27, Y 28 DE 1A LEY 222 DE 1995
CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRTICULADG EN LA CAMARA DE COMERCIO BAJO
EL NRO.7050-2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS
UBICADO EN: CL. 23 NRO. 7 39 DE CALT
RENOVO : POR EL ANO 2011
CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
EL NRO.311235-2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS
UBICADO EN: CL. 23 NRO. 4 66 DE CALI
FECHA MATRICULA : 22 DE ABRIL DE 1992
RENOVO ¢ POR EL ANO 2011
CERTIFICA:
QUE A NOMBRE DE 1A SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIC SAJO
EL NRO.606730-2 ESTABLECIMIENTCO DE COMERCIO: TECNOQUIMICAS S A JAMUNDI
UBICADO EN: -—-CARRETERA JAMUNDI KM. 23 DE JAMUNDI
FECHA MATRICULA : 14 DE ABRIL DE 2003
RENOVO : POR EL ARNO 2011
CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
EL NRO.606736-2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS S A YUMBO
UBICADO EN: =--CL. 15 NRO. 30 98 AUTOPISTA CALI-YUMBO KILOMETRO 4 DE YUMEO
FECHA MATRICULA : 14 DE ABRIL DE 2003
RENQVO : POR EL ANO 2011
CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
EL NRO.754339-2 ESTABLECIMIENTO DE COMERCIO: LABORATORIOS MK FEMME
UBICADQ EN: CL. 23 NRO. 7 34 DE CALI
FECHA MATRICULA : 19 DE DICIEMBRE DE 2008
*%% CONTINUA ***
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RENOVO POR EL ANO 2011
CERTIFICA:
LA SOCIEDAD FIGURA MATRICULADO EN
ESTABLECIMIENTO DE COMERCIO:
23 NRO. 7 34 DE CALT
19 DE DICIEMBRE DE 2008

POR EL ANO 2011

QUE A NOMBRE DE
EL NRO.754340-2
UBICADO EN: CL.
FECHA MATRICULA
RENOVO
CERTIFICA:
LA SOCIEDAD FIGURA MATRICULADO EN
EL NRQO.754341-2 ESTABLECIMIENTO DE COMERCIO:
UBICADO EN: CL. 23 NRO. 7 34 DE CALI
FECHA MATRICULA : 19 DE DICIEMBRE DE 2008
RENOVO POR EL ANO 2011

QUE A NOMBRE DE

CERTIFICA:
LA SOCIEDAD FIGURA MATRICULADO EN
EL NRO.754342-2 ESTABLECIMIENTO DE COMERCIO:
UBICADO EN: CL. 23 NRO. 7 34 DE CALI
FECHA MATRICULA : 19 DE DICIEMBRE DE 2008
RENOVO POR EL ANO 2011

QUE A NOMBRE DE

CERTIFICA:
LA SOCIEDAD FIGURA MATRICULADO EN
EL NRO.761356-2 ESTABLECIMIENTO DE COMERCIO:
UBICADO EN: CL. 23 NRO. 6 65 DE CALT
FECHA MATRICULA : 30 DE MARZO DE 2009
RENOVO POR EL ANO 2011

QUE A NOMBRE DE

CERTIFICA:
QUE LA SOCIEDAD EFECTUQO 1A RENOVACION DE
MARZO DE 2011

LA CAMARA DE COMERCIC BAJO
LABORATORIOS MK

LA CAMARA DE COMERCIQ BAJO
LABORATORIOS MK VISION

LA CAMARA DE COMERCIO BAJC
LABORATORIQS MK CARDIQ

1A CAMARA DE COMERCIO BAJO
ALMACEN VENTA A EMPLEADOS

SU MATRICULA MERCANTIL EL 15 DE

CERTIFICA:
QUE HACIENDA  CALI FUE INFORMADO(A) EL 23 DE DICIEMBRE DE 2008 DE LA APERTURA
DEL ESTABLECIMIENTO DE COMERCIO. 754340-2 LABORATORIOS MK
QUE HACIENDA ~ CALI FUE INFORMADO(A) EL 23 DE DICIEMBRE DE 2008 DE LA APERTURA
DEL ESTABLECIMIENTO DE COMERCIO. 754341-2 LABORATORIOS MK VISION
QUE HACIENDA  CALIT FUE INFORMADO(A) EL 23 DE DICIEMBRE DE 2008 DE LA APERTURA
DEL ESTABLECIMIENTO DE COMERCIO. 754339-2 LABORATORIOS MK FEMME

*%%x CONTINUA ***
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QUE PLANEACION FUE INFORMADO (A) EL 06 DE ABRIL DE 2009 DE LA APERTURA DEL

ESTABLECIMIENTO DE COMERCIO. 761356-2 ALMACEN VENTA A EMPLEADOS

QUE LA SECRETARIA DE SALUD FUE INFORMADO () EL 06 DE ABRIL DE 2009 DE LA

APERTURA DEL ESTABLECIMIENTO DE COMERCIO. 761356-2 ALMACEN VENTA A EMPLEADOS

QUE HACIENDA CALI FUE INFORMADO(A) EL 06 DE ABRIL DE 2009 DE LA APERTURA DEL

ESTABLECIMIENTO DE COMERCIO. 761356-2 ALMACEN VENTA A EMPLEADOS

QUE HACIENDA CALI FUE INFCRMADO(Z) EL 23 DE DICIEMBRE DE 2008 DE LA APERTURA

DEL ESTABLECIMIENTO DE COMERCIO. 754342-2 LABORATORIOS MK CARDIO
CERTIFICA:

QUE NO FIGURAN OTRAS INSCRIPCIONES QUE MCDIFIQUEN TOTAL O PARCIALMENTE EL

PRESENTE CERTIFICADO,

LOS ACTOS Y DOCUMENTOS REGISTRADOS OQUEDAN EN FIRME CINCO (5) DIAS HABILES

DESPUES DE LA FECHA DE SU INSCRIPCION, SIEMPRE Y CUANDO DENTRO DE DICHO

TERMINO NO SEAN OBJETO DE RECURSOS EN LA VIA GUBERNATIVA,

DE CONFORMIDAD CON EL DECRETO 2150 DE 1.995 Y LA AUTORIZACION IMPARTIDA POR

LA SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO LA FIRMA MECANICA QUE APARECE A

CONTINUACION TIENE PLENA VALIDEZ PARA TODOS LOS EFECTCS LEGALES.

DADO EN CALI A LOS 15 DIAS DEL MES DE DICIEMBRE DEL ANO 2011 HORA: 01:47:20
PM
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SUPERINTENDENCIA DE' INDUSTRIAY COMERCIO

NIT : 800.176.089-2
-1

L

Industria y Comercio

SUPERINTENDENCIA

RECIBO DE CAJA

No. 11 - 123076

Bogola 0.C., Diciembre 19 de 2011 - 15:57:32

RECIBIDO DE : REYES Y REYES ABOGADOS

NI 900.048.328

*** Soporte del Pago ***

TIPGC PAGO BANCO CUENTA Na PAGO EECHA PAGO VR.PAGO
CONSIGNACION BANCO DE BOGOTA 062754387 418721531 19/12/2011 780.000.00
“* Conceptos Pagados ***
CANT., RENTISTICO CONCEPTO Ve UNDITARIO Ve CONCEPTO
1 50005-01-04 PRESENTACION DE OBSERVACIONES 12 MARCAS Y LEMAS COMERCIALES 304.000.00 304.000.00
A SOLICITUDES $302.000 60

SON: ™TRESCIENTOS CUATRO MIL PESOS MONEDA CORRIENTE***

Responsatie:
-i-** i***_

T

/

Recibo de Caja Aplicado al Expediente No.
.

Wob: www.slc.gov.co e-mal: Info@sic.gov.co  Conmutador: {571) 3870000 Fax: (571) 5670284 Linsa: 018000.910165 Call Contar; (571) 6513240
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SUPERINTENDENCIA DE INDUSTRIA'Y COMERCIO

NIT : 800.176.089-2
-l

%

Industria y Comercio
SUPERINTENDENCIA

RECIBO DE CAJA

No. 11 - 123079

Bogota D.C., Diciembre 19 de 2011 - 15:57:32

RECIBIDO DE : REYES Y REYES ABOGADOS

NI 900.048.328

*** Soporte del Pago ***

TIRQ PAGO BANCO

CUENTA

No. PAGO

EECHA PAGO

VR PAGO

CONSIGNACION BANCO DE BOGOTA

062754387

418721531

19/12/2011 780.000.00

*** Conceptos Pagados ***

CANT. _RENTISTICO CONCEPTO Ve LUNODITARIO. - Vr CONCEPTO
1 50005-01-08 PRORROGA DE TERMINDS 1608 N.CREACION PRORROGA DE TERMINOS - 86.000.00 $ggggggg

SON: *OCHENTA Y SEIS MIL PESCS MONEDA CORRIENTE*™

i _*t_ E =

£
Recibo de Caja Aplicado al Expediente No.

. }

Sedo Ceniro: Carrera 13 No. 27 . 00 Pikos 34,5 y 10 Bogots, D.C.- Colombia
Wob: www.sic.gov.co e-mal: info@sic.gev.co Conmutador: (571) 5870000 Fax: (571) 5870284 Linea: 318000-010165 Cafl Contar; {571) 6513240

. Piclembra 19 de 2011 - 15:57:3)
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