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SUPERINTENDENTE DE INDUSTRIA Y COMERCIO

E. S. D.

REF: Expediente 08 007.949

TiTULO SOLICITADO: COMPOSICIONES FARMACEUTICAS DE
LIBERACION MODIFICADA Y SUS PROCESOS.

PUBLICACION: Gaceta 602 de 31 de Marzo de 2009, N° de
publicacion 1441.

PRIORIDAD: IN 1681/DEL/2005 de 29/06/2005f/

(\ .

SOLICITANTE: PANACEA BIOTEC LTD. /

APODERADO: JUAN PABLO CADENA SARMIENTO./

TRAMITE: PRESENTACION DE OPOSICION

S

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional niumero 44655
del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la-
sociedad TECNOQUIMICAS S.A., é/n ejercicio de lo dispuesto por el articulo 42 de

la Decision 486 de 2000, muy respetuosamente me permito formular la siguiente

. PETICION

Negar el beneficio patentario a la solicitud contenida en el expediente 08 007.949,
por no cumplir con los requisitos de patentabilidad a que se refieren los articulos
14, 16 y 18 de la Decision 486 de la Comunidad Andina de Naciones, con base en

los fundamentos de hecho y de derecho que me permito exponer a continuacion.



REYES & REYES

A B O G A D O

i. LEGITIMO INTERES

Asiste a TECNOQUIMICAS S.A., legitimo interés para presentar esta oposicion,
pues la eventual concesion de la solicitud restringiria injustificadamente el empleo
de ciertas sustancias, derivados y procesos que a nuestro juicio carecen de nivel
inventivo, en detrimento de sus legitimos intereses comerciales. De igual manera
mis clientes estan interesados, por su misma condicion de industrias
farmacéuticas, en evitar la concesion de privilegios de patente que incumpian los
requisitos materiales de patentabilidad establecidos en las normas vigentes, y que
supongan un riesgo para la libre competencia.

. FUNDAMENTO DE LA OPOSICION

La solicitud colombiana en tramite 08 007.949 que se refiere a una composicion
farmacéutica de liberacion modificada comprendiendo por lo menos uno o unos
agente(s) activo(s) o sus sales, ésteres, profarmacos, solvatos, hidratos o
derivados de los mismos farmacéuticamente aceptables; un sistema polimérico en
una cantidad menor de alrededor de 80% en peso/peso de la compasicion
comprendiendo por lo menos dos polimeros hinchables pH independientes y un
polimero hidréfilo en una proporcién de 1:20 hasta 20:1; opcionalmente otros
excipientes farmacéuticamente aceptables; donde dicha composicion proporciona
un tiempo quieto inicial donde 5- 15% o menos del ingrediente(s) activo(s) se
libera seguido de una liberacion sostenida de ingrediente(s) activo(s), de tal
manera que la composicion dispone de unas concentraciones terapéuticas de
agente(s) activo(s) durante unos periodos de tiempo prolongados; no retune los
requisitos necesarios para otorgarsele el privilegio de patente de invencién, como

se demuestra a través de los siguientes argumentos:

En primer lugar, y ante la reivindicacién textual de un “método de uso” de una
composicién de liberacién modificada que comprende al menos un agente activo y
un sistema polimérico, especificamente en su reivindicacion 18, es relevante
sefnalar que dicha pretension resulta inaceptable a la luz de la Decision 486, en
tanto los “usos” son una categoria excluida del concepto de “Productos o
Procedimientos” que establece el articulo 14 de la norma citada. Lo anterior,

ademas, en consonancia con reiteradas interpretaciones de la SIC sobre este
punto.



Sin perjuicio de lo anterior me permito hacer notar que, aun si en gracia de
discusion los usos 0 métodos terapéuticos fuesen permitidos en nuestro medio,
éstos deberian cumplir necesariamente, y en forma simultanea, con los requisitos
materiales de patentabilidad, es decir, novedad, nivel Inventivo y aplicacién
industrial. Ademas de anotar que respecto del pretendido “uso” el tercer requisito
resulta de imposible cumplimiento, en tanto la reproduccioén industrial del uso
separado, combinado ¢ secuencial de medicamentos para tratar ciertas patologias
seria del resorte de la profesion médica, y no, por supuesto, de las actividades
industriales.

En otro aspecto, y esta vez refiriéndonos a la falta de nivel inventivo de la solicitud
colombiana en tramite, cualquier persona medianamente versada en la materia
reconoce que dentro del estado de la técnica, se reconocen dentro de la categoria
de “comprimidos especiales” a aquellos comprimidos que presentan algunas
caracteristicas farmacocinéticas diferentes a las descritas para los comprimidos
convencionales, y que dentro de esta categoria, los de mayor utilizacién son los
sublinguales, bucales, masticables, efervescentes, multicapas, vaginales, de
implantacion, recubiertos y de liberacién controlada’. A estos Ultimos en mencion,
corresponderian las caracteristicas de la formulacién que reivindica la solicitud
colombiana en tramite. Especificamente, y dentro de las posibilidades de Ia
liberacion controlada que se reconocen en el estado de la técnica, las
caracteristicas de la formulacién contenida en las reivindicaciones de la solicitud
en cuestidén, puede clasificarse como una formulacion de liberacion sostenida, en
donde el principio activo se libera de forma continua cierta cantidad de farmaco
durante un periodo de tiempo generalmente largo®. Como cualquier persona
medianamente versada en la materia también debe reconocer, este tipo de
formulaciones pueden obtenerse por distintos métodos, siendo el mas simple, la
incorporacion del principio activo en una matriz de naturaleza polimérica que forme
una barrera lo suficientemente vizcosa que controle la difusién del principio activo
0 que se erosione lentamente permitiendo la liberacion gradual del mismo®.
Evidentemente la formulacion descrita por la solicitud en cuestion, corresponde a
una formulacién que obtiene sus caracteristicas de liberacion sostenida a través

de la insercién del farmaco en un sistema polimérico dual hinchable, tal y COMo se

' Vila Jato. J L. Tecnologia Farmacéutica. Volumen 11, pagina 142.
* 1bid. P4gina 145.
* Ibid. Pagina 145.



expone claramente en la reivindicacién 1. Ademas, y teniendo en cuenta que
dentro de dichas caracteristicas descritas para la formulacién reivindicada por la
solicitud en tramite, se hace mencién del hinchamiento a través del uso de
polimeros que atribuyan caracteristicas hidrofilicas a dicha matriz polimérica, es
relevante sefalar que dichas caracteristicas también son ampliamente
reconocidas en el estado de la técnica, dentro de los mecanismos posibles para
una liberacién controlada, mecanismos tales como los descritos para los sistemas
de liberacién controlada tipo matrices hidrofilicas. Siendo mas especificos, los
polimeros que se involucran para obtener la formulaciéon reivindicada por la
solicitud en cuestion, son polimeros claramente definidos y comunmente utilizados
en el estado de la técnica para la elaboracion de este tipo de formulaciones,
siendo estos polimeros correspondientes a polimeros naturales o semisintéticos,

éteres de celulosa y polimeros de acido acrilico®.

En otras palabras, el tipo de formulaciones a las que se refiere la solicitud
colombiana en tramite, corresponden a las caracteristicas de la formulaciones de
liberacion controlada convencionales y ampliamente descritas en el estado de la
técnica, y cualquier persona medianamente versada en la materia podria en
principio involucrar cualquier farmaco en dicho tipo de formulaciones, aplicando
adecuadamente los respectivos ensayos de preformulacion y formulacion.

Prueba de la versatilidad con que se pueden involucrar diversos tipos de farmacos
en este tipo dem formulaciones, es lo contenido en los capitulos reivindicatorios de
documentos publicados con anterioridad a la fecha de prioridad reivindicada por la
solicitud en cuestién, tales como la patente Europea EP 0581676 publicada el 02
de febrero de 1994, la publicacién internacional WO 99/18932 publicada el 22 de
Abril de 1999, la publicacién internacional WO 02/41876 publicada el 30 de Mayo
de 2002 , la patente americana US 6 093420 publicada el 25 de Julio de 2000 y la
publicacion internacional WO 03/086353 publicada el 23 de Octubre de 2003 | en
donde ademas es importante resaltar el uso de la misma clase de polimeros para
la obtencién del mecanismo de liberacién controlada.

Para finalizar, y esta vez refiriéndonos a la falta de novedad de la invencion, es
importante resaltar que existen documentos que revelan con anterioridad la

inclusion de algunos de los principios activos mencionados por la solicitud
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colombiana en tramite en el mismo tipo de formulaciones de liberacion modificada,

veamaos:

La publicacion internacional WO 2004/066810 publicada el 12 de Agosto de 2004

revela:

composition for administration to & su ject
comprising:
(a} a . therapeutically effective .amount of a

(111Jan aux111ary release modlfylng agent whereln said
primary, eecondaryj anc auxilisry release mcdifying agents are

present in amounts that synergistically extend the zrelease of

the pharmaceutically active ingredient.

()

(i) a primary release modifying agent selected from

invd
ﬂJ.H.|y'

high molecular weight _
(iit)an auxiliary release modifying agent selected

from the starch derivatives
(-..)

23, The pharmaceutical compogition of claim 22, wherein

the low soluble high dose API or a derivative is selected from

OxcerbaZepine, Oxyphenbutazone, - Paracetamol, Phenindione,

Phenylbutazone, Phenylsulphathiazole, Piperazine

phosphate, Proguanll hydrochloride, Promethazine thecclate,

Propylthicuracil, Quinidine .=.sulp

fsim
(...)

26. The pharmaceutical compositicen of " claim 25, wherein

hate,.....Ouinine sulphate,

Quinidochlor, Rifampic¢in, Spironolactone,

the low soluble low dase API or a dﬁrivative i gelected from

the grcup con51st1ng of Alprazolam Awniloride hydrochloride,

Benzhexol hydrochloride,

Astemlzole,




(.)

29. The pharmaceutical composition of claim 1, wherein the

modifying agent is a low molecular weight

prlmary release

38. The pharmaceutical composition of <claim 1, wherein

pEIonalBitodting which is
1 il

designed for the mcdification of drug release.
(...)
La publicacién internacional WO 2005/020993 publicada el 10 de Marzo de 2005

revela:

said composition further comprises ]

1. A solid pharmaceutical composition comprising an active ingredient selected among
i
_,__ml;g;gll‘ljm%ksE %nd analogues thereof, wherein less than 20% wiw of the active ingredient is

released within 0.5 hours, when subjected to an in vitro dissolution test using USP Paddle
method and using 0.1 N HCI as dissoiution medium.

(...)
9. The composition according to claim 8, wherein less than 40 wiw% of the active
RS

pharmaceutical ingredient is releasedwt N 8:hourst preferablywithin:15

Wﬂ%b"l

actlve mgredlent in agmndrophl

EERCEET

aqen

17. The composition according to ciaim 12, wherein the hydrophilic or water-miscible vehicle

is selected from the group consisting of polyethylene glycols“poly‘diyf“tﬁ‘ﬁl elo dees,,m-

T i ‘-‘1I T e

poloxamers, polyoxyethylene stearates, poly-epsilon caprolactone' polyglycollzed glycendes

such as Gelucire®, and mixtures thereof.

(...)




7 1

18. The composition according to claim 12, wherein the hydrophilic or water-miscible vehicle
is selected from the group consisting of polyvinylpyrrolidones, polyvinyl-polyvinylacetate
copolymers (PVP-PVA), polyvinyl alcohol (PVA), polymethacrylic polymers (Eudragit RS;
Eudragit RL, Eudragit NE, Eudragit E), celiulose derivatives including hydroxypropyl
methylcellulose (HPMC), hydroxypropyl cellulose (HPC), methylcellulose, sodium
%’%ﬂﬂuﬁ?cyclodextnns galactomannans,

carboxymethylcellulose hydroxyethyl c:ellulosef%T
alginates ¥ carragenates :~xaniﬁan gume;; and mixtures thereo.

Ty T T I e T e T g TR T T S T Ty e A b
{ Aifonthe preparat

TOT:HLI raton; fa

La publicacién internacional WO 2004/026314 publicada el 01 de Abril de 2004
revela:

2. The oral dosage form compnsnng

' ""f"'accordmg to claim 1 which, when_
e m..— SEATNA i i _.. T e

ﬁ&urs i

excipient selected from cellulose ethers, t::-lrbrmyvmyl-f";“aﬁ'ﬁ s
with alkyl ethers of sucrose or pentaerythritol and polymethacryla

(...)
9. The oral dosage form according to any one of claims 3 to 8 comprising as a filler
microcryst 'l!me‘*cqll’lo

(...)

Como se puede apreciar, en estas anterioridades se revela la inclusién de
atorvastatina, oxcarbazepina, levetiracetam y simvastatina en matrices
compuestas por compuestos del mismo tipo (poliméricas hidrofilicas) que permiten
una liberacion controlada de dicho principio activo. Especificamente se hace
mencion de compuestos tales como celulosa microcristalina, oxido de
polialquilenos, gomas polisacaridas naturales, derivados de acido alginico,
pectina, acidos poliacrilicos entrecruzados, poliacrilatos, asi como la presencia
opciona! de otros excipientes tales como diluentes, desintegrantes, rellenos,
agentes de cubierta, entre otros.



En conclusién, ta solicitud colombiana en tramite carece de los requisitos
fundamentales para otorgarsele el privilegio de patente de invencidn, en primer
lugar porque incurre en una improcedencia directa de patentabilidad al reivindicar
un método de uso de una formulacion farmacéutica, y en segundo lugar porque
_carece tanto de novedad como de nivel inventivo al incluir principios activos en
formulaciones farmacéuticas ampliamente descritas y convencionalmente usadas

_con anterioridad en el estado de |a técnica.

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

consecuencia el archivo del expediente respectivo.

IV. _FUNDAMENTOS DE DERECHO

Son fundamentos de derecho el Capitulo |, articulos 14, 16 y 18 de (Requisitos de
Patentabilidad) y el articulo 42 (Oposiciones) de la Decisién 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 tengan como tales, sin perjuicio de las que puedan presentarse al

vencimiento de la prérroga solicitada, y de aquellas que el Despacho considere
oficiosamente, las siguientes:

» Capitulos reivindicatorios de todas las publicaciones mencionadas en el
acapite de Fundamentos de la Oposicion.

» Vila Jato. J.L. Tecnologia Farmacéutica. Volumen |l, pagina 142, 145 y 399 a
402.
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Para efectos del tramite correspondiente, me permito anexar al presente escrito

Vil. ANEXOS

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.

> wh =

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

o

Copia para correr traslado al solicitante.
6. El mencionado en el ac?(te de pruebas.

Vill. NOTIFICACIONES

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

Sefor Superintende

JOSE LU ES VILLAMIZAR
C.C. 79°152.473 de Usaquén
T.P.A. 44655 del C.S.J.

1



) o rmmnone IO I
o Eumpéan ‘Patent Office

Office européen des brevets (1) Publication number : 0 581 676 A2
) EUROPEAN PATENT APPLICATION
@1 Application number : 93401957.1 @) int. C15: AG1K 9/20

(22) Date of filing : 27.07.93

Priority : 30.07.92 US 922312 - @ Inventor : Baichwal, Anand R.
5 Kendell Dr. , Wappinger Fall, New York
N.Y. 12590 (US) )
Date of publication of application : Inventor : Staniforth, John N.
02.02.94 Bulletin 94/05 High Trees, 170 Bloomfield Road
Bath, BA2 2AT (GB) . )

Designated Contracting States :

AT BE CHDEDKES FRGB GRIEIT U LU MC Representative : Baauchamps, Georges ot al
NL PT SE Cabinet ZWeinstein 20, avenue de Frledland

F-75008 Paris (FR)

@7 Applicant : EDWARD MENDELL CO., INC.
2981 Route 22
Patterson, NY 12563-9970 (US)

EP 0 581 676 A2

@ Aggtomerated hydrophiiic complexes with multi-phasic release characteristics.

@ The present invention relates to a controlled release formulation which includes a therapeutically
active medicament, a heterodisperse gum matrix, a phamaceutically acceptable diluent, and an
effective amount of a pharmaceutically acceptable surfactant and/or wetting agent to provide a
multi-phasic confrolled release of a therapeutically active medicament. The invention also relates to a
method of preparing the same.

Jouve, 18, rue Saint-Denis, 75001 PARIS
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EP 0 581 676 A2

TABLE 20
EXAMPLE 21
Ingredient ma/tab X G/350qg
Excipient 750.0 88.64 487.50
PPA HC1l 75.0 8.86 48.75
Iubritab™ 16.92 2.00 11.¢0
Magq. Stear, 4.23 0.50 . 2.75
TOTAL 846.15 100% 550qg
PPA HCl = Phenylpropanclamine Hydrogen Chloride
Mag. Stear. = Magnesium Stearate

The examples provided above are not meant to be exclusive. Many other variations of the present invention
would be obvious to those skilled in the art, and are contemplated to be within the scope of the appended
claims.

Claims

1. Acontrolied-release oral solid dosage form for absorption of an active medicament in the gastro-intestinal
tract, comprising ’

an affective amount of a medicament to render a therapeutic effect;

a controlled release excipient comprising a heterodisperse gurn matrix comprising a heteropolysac-
charide gum and a homopolysaccharide gum capable of cross-linking said heteropolysaccharide gum in
the presence of aqueous solutions, the ratio of said heteropolysaccharide gum to said homopolysacchar-
ide gum being from about 1:3 to about 3:1; and

an inert pharmaceutical diluent selected fromthe group consisting of menosaccharide, a disacchar-
ide, a polyhydric alcohol, and mixtures thereof, the ratio of said inert diluent to said heterodisperse gum
matrix being from about 3:7 to about 7:3;

and an effective amount of a pharmaceutically acceptable surfactant or wetting agent to provide
a multi-phasic release of said medicament when said dosage form is exposed to aqueous fluid.

2. Acontrolled release oral solid dosage form, comprising
(i) a heterodisperse gum matrix comprising xanthan and locust bean gum in a ratio of about 1:1;
{ii) an inert pharmaceutically acceptable diluent selected from the group consisting of a monosacchar-
ide, a disaccharide, a polyhydric alcoho!, and mixtures thersof, the ratio of said diluent to said hetero-
disperse gum matrix being from about 3:7 to about 7:3;
(iii) an effective amount of a medicament to render a therapeutic effect; and
{iv) from about 1 to about 10 by weight of a pharmaceutically acceptable surfactant or wetting agent,
said surfactantorwetting agent being selected from the group consisting of anionic surfactants, cationic
surfactants, amphoteric surfactants, non-ionic surfactants, and mixtures of any of the foregoing, said
medicament having a multi-phasic release of said medicament when exposed to aqueous fluid.

3. The oral solid dosage form of claims 1 or 2, wherein said a heteropolysaccharide gum comprises xanthan
gum and said homopolysaccharide gum comprises locust bean gum.

4. The oral solid dosage form of claim 1, wherein said surfactant or wetting agent comprises from about 1

to about 10 percent of said formuiation, by weight.

5. The oral solid dosage form of claims 1 or 2, which releases said medicament accerding to bi-phasic ki-
netics.

[l

6. The oral solid dosage form of claims 1 or 2, wherein the ratio of said inert diluent to said heterodisperse

gum matrix is about 1:1.

14
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1.

12,

13.

14.

15.

16.

EP 0 581 676 A2

The oral solid dosage form of claims 4 or 2, wherein said surfactant or wetting agent is selected from the
group consisting of pharmaceutically acceptable anionic surfactants, cationic surfactants, amphoteric
{amphipathic/amphophilic) surfactants, non-ionic surfactants, and mixtures of any of the foregaing.

The oral solid dosage form of claim 7, wherein said surfactant or wetting agent is an anionic surfactant
selected from the group consisting of monovalent alkyl carboxylates, acyl lactylates, alky! ether carbox-
ylates, N-acyl sarcosinates, polyvalent alkyl carbonates, N-acyl glutamates, fatty acid-polypeptide con-
densates, sulfuric acid esters, alkyl sulfates (including sodium lauryl sulfate (SL.S)), ethoxylated alkyl sul-
fates, ester linked sulfonates (including docusate sodium or dioctyl sodium succinate (DSS)), alpha olefin
sulfonates, phosphated ethoxylated alcohols; a cationic surfactant selected from the group consisting of
monoalkyl quaternary ammonium salts, dialkyl quaterriary ammanium compounds, amidoamines, amini-
mides; an amphoteric surfactant selected from the group consisting of N-substituted alkyl amides, N-alky!

betaines, sulfobetaines, N-alkyl 8 -aminoproprionates; 2 non-ionic surfactant selected from the group
consisting of polyoxyethylene compounds, ethoxylated alcohols, ethoxylated esters, ethoxylated amides,
polyoxypropylene compounds, propoxylated alcohols, ethoxylated/propexylated block polymers, pro-
poxylated esters, alkanolamides, amine oxides, fatty acid esters of polyhydric alcohols, ethylene glycol
esters, diethylene glycol esters, propylene glyco! esters, glyceryl esters, polyglyceryl fatty acid esters,
sorbitan esters, sucrose esters, glucose (dextrose) esters; or mixtures of any of the foregoing.

The oral solid dosage form of claim 1, wherein said surfactant or welting agent is a wetting agent selected
from the group cansisting of acacia, benzalkonium chloride, cholesterol, emulsifying wax, docusate so-
dium, glyceryl monostearate, lanolin alcohols, lecithin, poloxamer, poloxyethylene castor oil derivatives,
poloxyethylene sorbitan fatty acid esters, poloxyethylene stearates, sodium lauryl sulfates, sorbitan es-
ters, stearic acid, tristhanolamine, and mixtures of any of the foregoing. '

The oral solid dosage form of claim 7, wherein said surfactant or wetting agent is selected from the group
consisting of sodium lauryl sulfate/polyethylene glycol (PEG) 6000 and sodium lauryl sulfate/PEG
6000/stearic acid. -

The oral solid dosage form of claim 7, wherein said surfactant or welting agent comprises sodium fauryl
sulfate, docusate sodium, or a combination of sodium lauryl sulfate and docusate sodium.

The oral solid dosage form of claims 1-11, wherein said therapeutically active medicament is selected from
the group consisting of antihistamines, analgesics, anti-inflammatory agents, gastro-intestinals, anti-
emetics, anti-epileptics, vasodilators, anti-tussive agents, expectorants, anti-asthmatics, anti-
spasmodics, hormones, diuretics, anti-hypotensives, bronchodilators, anti-inflammatory steroids, antibi-
otics, antihemorrhoidals, hypnotics, psychotropics, antidiarrheals, mucolytics, sedatives, decongestants,
laxatives, antacids, vitamins, and stimulants.

The oral solid dosage form of claims 1-12 which is a tablet.

A method of treating a human patient, comprising orally administering to the patient the oral solid dosage
form of claims 1-13.

A method for preparing an oral solid dose formulation providing a multi-phasic release of a therapeutically
active medicament when said dosage form is exposed to aqueous or gastric fluid, comprising

mixing a heteropolysaccharide gum and a homopolysaccharide gum capable of cross-linking said
heteropolysaccharide gum in the presence of aqueous solutions, such that the ratio of said heteropoly-
saccharide gum to said homopolysaccharide gum is from about 1:3 to about 3:1, to obtain a heterodisperse
gum matrix;

adding an inert pharmaceutical diluent selecied from the group consisting of monosaccharide, a
disaccharide, a polyhydric alcohol, and mixtures thereo!, to said heterodisperse gum matrix such that the
ratio of said inert diluent to said heterodisperse gum matrix is from about 3:7 to about 7:3;

adding an effective amount of a medicament to render a therapeutic effect, and

adding an effective amount of a pharmaceutically acceptable surfactant or wetting agent to provide
a multi-phasic release of said medicament when said dosage form is exposed to aqueous fluid.

A methad for preparing a controlled release dosage form which exhibits multi-phasic release of a medi-
cament incorporated therein, comprising
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19.

20.

21,

22.
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preparing & controlled release multi-phasic excipient by mixing (i} a heterdpolysaccharide gum and
a homopaolysaccharide gum capable of cross-linking said heteropolysaccharide gum in the presence of
aqueous solutiens, such that the ratio of said heteropolysaccharide gum to said homopolysaccharide gum
is from about 1:3 to about 3:1, with (ii) an inert pharmaceutical diluent selected from the group consisting
of monosaccharide, a disaccharide, a palyhydric aicahol, and mixtures thereof, the ratio of said inert dilu-
ent to said heterodisperse gum matrix being from about 3:7 to about 7 3; and (iii) a pharmaceutically ac-
ceptable surfactant or wetting agent;

adding a therapeutically effective amount of 2 medicament to said controlled release multi-phasic
excipient; and tableting said mixture of controlled release multi-phasic excipient and medicament, said sur-
factant or wetting agent being included in an amount sufficient to provide a multi-phasic release of said
medicament from said tablet when said tablet is exposed to aqueous fluids.

The method of claims 15 or 16, further comprising compressing the final mixture into tablets.

The method of claims 15 or 16, wherem from about 1 to about 10 percent by waeight surfactant or wetling
agent is added.

The method of claims 15 or 16, wherein said surfactant or wetting agent is selected fram the group con-
sisling of anionic surfactanls, cationic surfaclants, amphoteric surfactants, non-ionic surfactants, and mix-
tures of any of the foregoing.

A controlled release multi-phasic pharmaceutical excipient, comprising:

a heterodisperse gum matrix comprising a heteropolysaccharide gum and a homopolysaccharide
gum capable of cross-linking said heteropolysaccharide gum in the presence of aqueous solutions, the
ratio of said heteropolysaccharide gum to said homopolysaccharide gum being form about 1.3 to about
31,

an inert pharmaceutical diluent selected from the group consisting of monosaccharide, a disacchar-
ide, a polyhydric alcohol, and mixtures thereaf, the ratio of said inert diluent to said heterodisparse gum
matrix being from about 3:7 to about 7:3; and

from about 1 to about 20 percent by weight of a pharmaceutically acceptable surfactant or wetling
agent. '

The pharmaceutical excipient of claim 20, wherein said heteropolysaccharide gum comprises xanthan
gum and said homopolysaccharide gum comprises locust bean gum, and said inert diluent comprises lac-
lose, dextrose, sucrose, fruclose, microcrystalline celiulose, xylitol, sorbitol or mixtures thereof.

The pharmaceutical excipient of claim 20, wherein said surfactant or wetting agent comprises from about
1 to about 10 percent of said formulation by weight.
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CLAIMS
1. A s0lid oral controlled release pharmaceutical

composition for administration to a subject in need thereof
comprising:
5 (a}) a - therapeutically | effective amount of a
pharmaceutically active ingredient; and .
{b) a controlled release modifying complex
wherein said complex comprises: _
(i) a primary release modifxing agent;
10 {ii) a secondary release modifying agent; énd
{iii)an auxiliary release.modifying agent - wherein said
primary, secondary and auxiliary release modifyipé agenkts are
present in amounts thaF synergistically extend tﬁe release of
the pharmaceutically active ingredient. |
15 2. A solid oxal controlled release pharmaceutical
’ composition for administration to a subject in need thereof
- comprising:
{a) a therapeutically effective amount Of‘i a
pharmaceutically active ingfedient; and
20 (b) a controlled release modifying complex
wherein said complex comprises:
(i) a primary release modifying agent; or
(ii) a secondary release modifying agent; and
(iii)an auxiiiary release modifying agent wherein said
25 primary, secondary and auxiliary release modifying agents are
present in amounts that synergistically extend the release of
the pharmaceutically active ingredient.
3. A  solid oral centrolled releasé pharmaceutical
composition for administration to a subject in need thereof
30 comprising:
(a{ a therapeutically effective amount of a
pharmaceutiéally active ingredient; and

(b) a controlled release.modifying ccmplex

wherein said complex comprises:
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(i) a primary release modifying agent selected from
low molecular weight hydrophilic polymers; .
(ii) a secondary release modifying agent selected from
high molecular weight hydrophilic polymers; and
{iii)an auxiliary release modifying agent selected
from the starch derivatives
wherein said primary, secondary and auxiliery release
modifying agents are present in amounts that s¥nergiétically
extend the release of the pharmaceutically active 1ngred1ent 4
4, A s80lid oral <controlled release pharmaceutlcal
composition for adminietrafion to a subject in ‘need thereof

comprising: ) .;

3
i

(a) a therapeutically effective amount ;ef a .

pharmaceutically active ingredient; and
(b) a controlled release modifying complex

wherein said complex comprises:

(i) a primary release modifying agent selected from.

low molecular weight hydrophlllc polymers, or

(ii} a secondary release modlfylng agent selected firom

high molecular weight hydrophilic polymers; and
(iii)an auxiliary release modifying agent gselected
from the starch derivatives '
wherein said primary, secondary and auxiliary release
modifying agents are present in amounts that synerglstlcally
extend the release of the pharmaceutically active 1ngred1ent
5. The pharmaceutical composition of claim 1 wherein the
dosage form is a tablet, caplet or capsule. 4
6. The pharmaceutical composition of claim 1, wherein the
active pharmaceutical ingredient is a macrolide or azide

antibiotic or a derivative thereof.

7. The pharmaceutical composition of claim 6, wherein the

macrolide is an erythromycin derivative or its pharmaceutically

acceptable hydrates, salts or esters.
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8. The pharmaceutical composition of claim 6, wherein the
azide 1is azithromycin, or its pharmaceutically acceptable
hydrates, salts or esters.

5. The pharmaceutical compositicn of claim 7, wherein the

erythromycin derivative is selected from the group consisting of

elarithromycin, josamycin, = midecamycin, kitamycin,

roxithromycin, rokitamycin, oleandomycin, miocamycin,
flurithromycin, and rosaramicin, and tpeir pharmaceutically
acceptable hydrates, salts and esters. '

10. The pharmaceutical composition of'clai@ 1, wherein the
active pharmaceutical ingredient is a penicillin antibiotic or a
derivative thereof.

11. The pharmaceutical composition of claim 10, wherein
the penicillin derivative is sgelected from the group consisting

of BAmoxicillin, Ampicillin, Ampicillin Sodium, Apalcillin,

Aspoxicillin, Azlocillin, Aztreonam, Bacampicillin,
Cabenicillin, Carfecillin, Carindacillin, Ciclacillin,
Cloxacillin, Dicloxacillin, and their pharmaceutically

acceptable hydrates, salts and esters.

) 12. The pharmaceutical composition of claim 1, whexein the
active pharmaceutical ingredient 1s a cephaleosporin antibiotic
or a derivative thereof.

13. The pharmaceutical compoéition of c¢laim 12, wherein
the cephalosporin derivative is selected from the group

consisting of Cefacetrile, Cefadroxil, Cefaloridine, Cefalothin

Sodium, Cefapirin, Cefazaflur, Cefazedone, Cefazolin, Cefradine,

Ceftezole, Cefsulodin Sodium, Cefamandolé, Cefonicid,
Cefoperazone, Cefuroxime, Cefuzonam, Cefbuperazone, Cefoxitin,
Cefminox, Cefmetazole; Cefotetan, Loracarbef, Cefmenoxime,
Cefodizime Sodium, Cefotaxime, Cefpimizole, Cefpiramide,
Ceftazidime, Ceftiolene, Ceftizoxime, Ceftriaxone, Cefepime,
Cefeteccl, Cefpirome, Cefguinome, Cefalosporin €, Cefozopran
Hydrochloride, Cefaclor, Cefadroxil, Cefalexin, Cefaloglycine,
Cefatrizine, Cefdinir, Cefetamet Pivoxil, Cefixime, Ceforanide,

Cefotiam, Cefpodoxime, Cefpodoxime Proxetil, Cefprozil,
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Cefradine, Cefroxadine, Cefteram Pivoxil, Ceftibuten, Cefuroxime
Axetil, and their pharmaceutically acceptable hydrates, salts
and esters.

14. The pharmaceutical composition cof claim 1, wherein the
active pharmaceutical ingredient is a quinolone antibiotic or a
derivative thereof. _

15. The -pharmaceutical composition of claim 14, wherein
the gquinolone derivative is selected from the group consisting
of Nalidixic Acid, Cinoxacin, Oxolinic Acid, Flumequine,
Pipemidic Acid, Rosoxacin, Norfloxacin, Lomefloxacin, Ofloxacin,

Enrofloxacin, Ciprofloxacin, ‘Enoxacin, Amifloxacin, Fleroxacin,

Gatifloxacin, Gemifloxacin, Pefloxacin, Rufloxacin,
Sparfloxacin, Temafloxacin, Tosufloxacin, Grepafloxacin,
Levofloxacin, Moxifloxacin, Trovafloxacin, and their

pharmaceutically acceptable hydrates, salts and esters.

16. The pharmaceutical composition of claim 1, wherein the

-active pharmaceutical ingredient is a high scluble high dose API

or a derivative thereof.

17. The pharmaceutical composition of claim 16, wherein
the high soluble high dose API or a derivative is selected from
the group consisting of Acebutolol hydrochloride, Amantadine
hydrechloride, Aminocaproic acid, Aminophylline, Amodiaquine
hydrochloride, Ascorbic acid, Bupropion hydrochloride,

Carbenoxolone sodium, Cefuroxime sodium, Chloroquine phosphate,

Chloroguine sulphate, Chlorpromazine hydrochloride,
Ciprofloxacin hydrochloride, Cloxacillin sodium, Cyclogerine,
Diltiazem hydrochloride, Diethyl carbamazine citrate,
Doxycycline hydrochloride, Ethosuximide, Ferrous glucocnate,
Isoniazid, -Levamisole hydrochloride, Levetiracetam, Lincomycin

hydrochloride, Mebeverine hydrochloride, Mepyramine maleate,
Met formin hydrochloride, Metoprolol tartrate, ‘Metoprolel
succinate, Niacin, Nicotinamide, Nicotinic acid, Oxprenoclol
hydrochloride, Oxytetracycline hydrochloride, Penicillamine,

Pentobarbitone sodium, Phenoxy Methyl Penicillin K, Phenytoin

Ssodiuim,” 'Piperazine —adipate,' Potassium chloride,- .Procainamide.
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hydrochloride, Propranclol hydrochloride, Pseudoephedrine
hydrochloride, Quinalbarbitone  sodium, Qﬁinine bisulphate,
Ranitidine hydrochloride, Sodium amino salicylate, Sodium

fusidate, sodium wvalproate, Streptomycin sulphate, Tetracycline
hydrochloride, Topiramate, Troxidone, Verapa@il hydrochloride
and the like and their pharmaceutically acceptable salts, ester
and hydrates.

18. The pharmaceutical composition o©f c¢laim 17, wherein
the acﬁive ihgfedient.is Nicotinic acid.

19. The pharmaceutical composition of claim 1, wherein the

"active pharmaceutical ingredient is a high soluble low dose API

or a derivative thereof. ‘

20. The pharmaceutical composition of <claim 19, wherein
the high soluble low dose API or a derivative is selected from
the group consisting of Amitriptylline hydrochloride, captopril,
Clonidine hydrochloride, Colchicin, éyclophosphamide,
Diphenhydramine hydrochloride, Dothiepen hydrochloride, Doxepin
hydrochloride Ephedrine hydrochloride, Ergometrine maleate,
Ergometrine tartrate, Fenfluramine hydrochloride, Félic aéid,
Glyceryl ' ‘trinitrate, Hyoscine hydrobromide, Hyoscine

buytlbromide, Imipramine hydrochloride, Isoprenaline sulphate,

Isoscorbide dinitrate, Isosorbide-S5-mononitrate, Levocetrizine
hydrochloride, Methadone hydrochloride, Methdilazine
hydrochloride, Metoclopramide hydrochloride, = Neostigmine
kbromide, Oxybutynin hydrochloride, Perindopril erbumine,

Pethidine hydrochloride, Phenformin hydrochloride, ' Pheniramine
maleate, Phenobarbitone sodium, Primaquine phosphate,
Promethazine hydrochloride, bropantheline bromide, Propranolol
hydrochloride, Pyridoxine hydrochloride, Salbutamol sulphate,
Terbutaline sulphate, Thiamine hydrochleride, ‘Timolol maleate,
Tizanidine hydrochloride, Trifluoperazine hydrochloride,
Triflupromazine hydrochloride, Triprolidine hydrochloride,
Warfarin sodium and the 1like and their pharmaceutically

acceptable salts, ester and hydrates.
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21. The pharmaceutical compdsition of claim 20, wherein
the active ingredient is Oxybutynin hydrochloride.

22. The pharmaceutical composition of claim 1, wherein the

active pharmaceutical ingredient is a low soluble high deose APIT

or a derivative thereof.

23. The pharmaceutical compesitien: of claim 22, wherein

the low soluble high dose API or a derivative .is selected from
the group consisting of Acetazolamide, Allcpurinol, Atenolol,
Carbamazepine, Cefadroxil, Cephalexin, . Chloramphenicol,
Cefuroxime Axetil, Chlorthalidone, Cilastozol, Cime;idine,
Clarithromycin, Clofazemine, Dapsone, Diclofenac. sodium,
Diilodohydroxy quinolone, Diloxanide furoate, Disulfiram,
Erythromycin, Erythromycin estclate, Erythromycin stearate,
Ethacrynic | cid, Ethionamide, , gthopropaziné hydrochloride,
Ferrous fumarate, Fluconazole, Flurbiprofen, Furazolidone,
Griseofulvin, Hydrochlorthiazide, Ibuprofen, Itraconazole,
Ketoconazole, Ketoprofen, Labetalol hydrochloride, Levodopa,
Linezolid, Lithium qarbonate, ngaldrate, Mebendazole, Mefenamic
acid, Megestrol acetate, Mercaptopurine, Mesalamimre, Nélidixic
acid, Nateglinide, Niclosamide, DNitrofurantoin, Norfloxacin,
Oxcarbazepine, Oxyphenbutazone, - Paracetamol, Phenindione,
Phencbarbitone, Phenylbutazone, Phenylsulphathiazole, Piperazine
phosphate, Proguanil hydrochloxride, Promethazine theoclate,
Propylthiouracil, Quinidine sulphate, Quinine sulphate,
Quinidochlor, Rifampicin, Simvastatin, Spironolactone,
Succinylsulphathiazole, Sulphadiazine, Sulphadimethoxine,
Sulphadimidine, Sulphafurazole, Suiphaphenazole, Thiabendazole,
Tinidazole, Tolbutamide, Triamterene, Sulphamephoxazole and the
like and their pharmaceutically acceptable salts, ester and
hydrates.

24. The pharmaceutical composition of claim 23, wherein
the active ingredient is Clarithromycin.

25. The pharmaceutical composition of claim 1, wherein the

active pharmaceutical ingredient is a low soluble low dose API

‘or a derivative thereof. e e e
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26. The pharmaceutical composition of claim 25, wherein
the low soluble low dose API or a derivative is selected from
the group consisting of Alprazolam, Amiloride hydrochloride,
Astemizole, Atorvastatin, Renzhexol hydrochloride,

Betamethasone, Bromhexine hydrochloride, Bromocryptine mesylate,

Buprenorphine  hydrochloride, carbimazole, Chiordiazepoxide,
Citalopram, Cortisone acetate, cyproheptadine hydrochloride,
diazepam, Desloratadine, Dexamethasone hydrochloride,
Dextromethorphan hydrochloride, Idicyégomine ' hydrochloride,

Dienoestrol, Digitoxin, Digoxin, Domperidone, Dydrogesterone,

enalapril maleate, Esomeprazole, * Ethinyloestradiol,
Ethyloestrenol, Fludrocortisone acetate, Frusemide,
glibenclamide, Glimepiride, = Thaloperidol, Indomethacin,
Isexsuprine hydrochloride, Lanatoside C, Lercanidipine

hydrochloride, Lévonorgesrtel, Lomustine, Loratadine, Isoxuprine
hydrochleride, methotrexate, Mecizine hydrochloride, Melphalan,
Methotrexate, Methylergometrine waleate, Methylprednisolone,

Mianserin hydrochloride, Mosapride, Nicoumalone, Nifedipine,

Nitrazepam, Norethisterone, nortripf?line HYdfochloride,
Omeprazole, Ormeloxifene hydrochforide, Pentazocine-
hydrochioride, Phenindamine ltartrate, piroxicam, prazosin
hydrochloride, Prednisolone, Prednisone, Prochlorperazine

maleate, Repaglinide, Riboflavinee, Rosuvastatin, Stilbostrol,

Tamoxifen citrate, Thyroxine sodium, triamcinilone,

Trimethoprim, Valdecoxib, Zolpidem tartrate and the 1like and

their pharmaceutically acceptable salts, ester and hydrates.

27. The pharmaceutical composition of claim 26, wherein
the active ingredient is Alprazolam.

28. The pharmaceutical composition of claim 26, wherein
the active ingredient is Lercanidipine hydrochloride.

29. The pharmaceutical composition of claim 1, wherein the
primary release modifying agent is a low molecular weight

polyethylene oxide.
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30. The ﬁharmacéutical comﬁosition of claim 1, wherein the

low molecular weight polyethylene oxide has a molecular weight‘

of at least about 100,000.

31. The ﬁharmaceutical composition of claim 1 wherein the
low molecular weight polyethylene oxide has a molecular weight
ranging from 100,000 to %00,000.

32, The pharmaceutical composition of claim 1, wherein the
secondary release modifying agent is a high molecular weight
polyethylene oxide.

33. The pharmaceutical comp?sition of claiﬁ 1, wherein the
high wmolecular weight polyethylene oxide has a molecular weight
of at least about 1,000,000.

34. The pharmaceutical composition of claim 1, wherein the
high wmolecular weight polyethylene oxide has a. molecular weight
ranging from 1,000,000 to 9,000,000.

35. The pharmaceutical composition of 6laim 1, wherein the
auxiliary release modifying agent is a starch derivative
selected £from pregelatinized staréh, partially pregelatinized
starch, retrograded étarch, 6r a combination thereof.

36. The pharmaceutical composition of claim 1, wherein the
auxiliary release meodifying agent is a retrograded starch.

37. The pharmaceutical composition of claim 1, wherein
said composition further comprises at least one pharmaceutically
acceptable additive selected from diluents, f£fillers, binders,
glidants, and lubricants. !

38. The pharmaceutical composition of c¢laim 1, wherein
said composition further comprises an optional goating which is
designed for the modification of drug release. .

39. The pharmaceutical composition of claim 38, 'wherein
the coating compositioﬁ ig selected from the group consisting of
cellulose ethers such as ethyl cellulose, hydfoxypropyl methyl
cellulose, hydroxypropyl cellulose, and others such as polyvinyl
alcohol, polyvinyl pyrrolidone, methacrylic acid derivatives,

resins, clays, 1long chain hydrocarbons, long chain carboxylic
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percent weight to about 80 percent weight of the release
modifying complex.

49. The pharmaceutical composition of claim 48, wherein
the primary release modifying agent comprises from about 5
percent weight to about 70 percent weight of the release
modifying complex.

50. The pharmaceutical composition of claim 1, wherein:the
secondary release modifying agent comprises from about 1 percent
weight to about 95 percent weight of the release modifying
complex.

51. The pharmaceutical composition of claim 50, wherein
the secondary release modifying agent comprises from about 5
percent weight to about 90 percent weight of the release
modifying complex.

$2. The pharmaceutical composition of claim 1, wherein the
auxiliary release modifying agent comprises from about 1 percent
weight to about 95 percent weight of the release modifying
complex.

53. The éharmaceutical composition of claim 52, wherein
the auxiliary release modifying agent comprises from about 5
percent weight to about 95 percent weigﬁt of the release
modifying complex.

54. The pharmaceutical composition of claim 53, wherein
the auxiliary release modifying agent comprises from about 10
percent weight to about 95 percent weight of the release
modifying complex.

55. A controlled release pharmaceutical composition
comprising a pharmaceutically active ingredient and‘a release
modifying complex, wherein said release wmodifying complex
comprises a synergistic combination of (a) a primary release
modifying  agent selected from a low molecular weight
polyethylene oxide and (b) an auxiliary releasé modifying agent
selected from a starch derivative, and said primary release

modifying agent and auxiliary release modifying agent are
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acids, 1long chain carboxylic acid esters, long chain alcohols
and the like and mixtures ther;of.

40. The pharmaceutical composition of claim 1, wherein
‘said composition further comprises an optional coating which is

5 not designed for the maodification of drug release.

41. The pharmaceutical composition of claim 40, wherein
the coating composition is selected from the group consisting of
cellulose ethers such as ethyl cellulose, hydroxypropyl methyl
cellulose, hydroxypropyl cellulose, and others such as polyvinyl

10 alcohol, polyvinyl pyrrolidone, methacrylic acid derivatives,
resinsg, clays, long chain hydrocarbons, long chain carboxylic
acids, long chain carboxylic acid esters, long chain alcohols
and the like and mixtures thereof.

42. The pharmaceutical composition of claim 1, wherein

15 galid composition comprises from about 0.1 percent weight to
about 90 percent weight of the active pharmaceutical ingredient.

43. The pharmaceutical composition of claim 42, wherein
said composition comprises £from about 0.1 pércent weight to
about B0 percent weight of Ehe active‘pharmaceuticai ingredieht.

20 44, The pharmaceutical composition of claim 1, wherein the
composition‘comprises from about ikpercent weight to about 90
percent weight of the release modifying complex.

45. The pharmaceutical composition of claim 44, wherein
the composition comprises from about 5 percent weight to about

25 85 percent weight of the release modifying complex.

46. The pharmaceutical composition of c¢laim 45, wherein
the composition comprises from about 10 percent weight to about
80 pexrcent weight of the release medifying comp}ex,

47. The pharmaceutical composgition of cléim 1, wherein the

30 primary release modifying agent comprises from about 1 percent
weight to about 90 percent weight of the release modifying
complex.

48. The pharmaceutical compositicn of claim 47, wherein

the primary releage modifying agent comprises from “about 5
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bresent in synergistic effective amounts to extend the release
of the active pharmaceutical ingredient.
56. The pharmaceutical compositicn of claim 55, wherein

the active pharmaceutical ingredient is a macrolide or azide

21

5 antibiotic or a derivative thereof.

57. The pharmaceutical composition cof claim 56, wherein
the macrolide is an er?thromycin derivative or its
pharmaceutically acceptable hydrates, salts or esters.

58. The pharmaceutical composition of claim 56, wherein

10 the azide is azithromycin, or its pharmaceutically acceptable
hydrates, salts or esters.

59. The pharmaceutical composition of claim 57, wherein
the erythromycin derivative 1is selected  from the group

._consispinglof clarithromycin, josamycin, midecamycin, kitamycin,

15 roxithromyéin, rokitamycin, h oieandomycin, " miocamycin,

flurithromycin, and rosaramicin, and their pharmaceutically
acceptable hydrates, salts and esters.

60. The pharmaceutical composition of claim 55, wherein
the active pharmaceutical ingredient-is.a peniciilin énfibiotié

20 or a derivative thereof.

61. The pharmaceutical composition of claim 60, wherein
the penicillin derivative is selected from the group consisting
of Amoxicillin, Ampicillin, Ampicillin Sedium, Apalcillin,
Aspoxic¢illin, Azlocillin, Aztreonam, Bacampicillin,

25 Cabenicillin, Carfecillin, Carindacillin, Ciclacillin,
Cloxacillin, Dicloxacillin, and their pharmaceutically
acceptable hydrates, salts and esters.

62. The pharmaceutical composition of claim 55, wherein
the active pharmaceutical ingredient 1is .a c¢ephalosporin

30 antibiotic or a derivative thereof.

63. The pharmaceutical composition of claim 62, wherein
the cephalosporin derivative is selected from the group
consisting of Cefacetrile, Cefadroxil, Cefaloridine, Cefalothin
Sodium, éefapirin, Cefazaflur, Cefazedone, Cefazolin, Cefradine,

35-—Ceftezole, - = ‘Cefsulodin Sodium, - --Cefamandole;- — Cefondcid, -----
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Cefoperazone, Cefuroxime, Cefuzonam, Cefbuperaéone, Cefoxitin,
Cefminox, Cefmetazole, Cefotetan, Loracarbef, Cefmenoxime,
Cefpdizime Sodium, Cefotaxime, Cefpimizole, Cefpiramide,
Ceftazidime, Ceftiolene, Ceftizoxime, Ceftriaxone, Cefepime,
Cefetecol, Cefpirome, Cefquinome, Cefalosporin C, Cefozopranl
Hydrochloride, Cefacleor, Cefadroxil, Cefalexin, Cefaloglycine,
Cefatrizine, Cefdinir, Cefetamet Pivoxil, Cefixime, Ceforanide,
Cefotiam, Cefpodoxime, Cefpodoxime Proxetil, Cefprozil,
Cefradine, Cefroxadine, Cefteram Pivoxil, Ceféibuten, Cefuroxime
Axetil, and their pharmaceutically acceptable hydrates, salts
and esters. '

64. The pharmaceutical composition of claim 55, wherein
the active pharmaceutical ingredient is a guinecleone antibiotic
or a derivative thereof.

65. The pharmaceutical comp051tlon of claim &4, wherein
the quinolone derivative is sélected from the group consisting
of Nalidixic Acid, Cinoxacin, Oxolinic Acid, Flumeguine,
Pipemidic Agid,wgospxacin, Norfloxapiny Lomefloxacin, Ofloxacin,

Enrofloxacin, Ciprofloxacin, Encxacin, Amifloxacin, Fleroxacin,

Gatifloxacin, Gemifloxacin, pPefloxacin, Rufloxacin,
Sparfioxacin, Temafloxacin, Tosufloxacin, Grepafloxacin,
Levofloxacin, Moxifloxacin, Trovafloxacin, and their

pharmaceutically acceptable hydrates, salts and esters.

66. The pharmaceutical composition of claim 55, wherein
the active pharmaceutical ingredient is a high soluble high dose
API or a derivative thereof.

67. The pharmaceutical composition of claim 66, wherein
the high soluble high dose API ox a derivative is selected from
the group congisting of Acebutolol hydrochloride, BAmantadine
hydrochloride, Aminocaproic acid, Aminophylline, Amodiaguine
hydrochloride, Ascorbice acid, Bupropion hydrochloride,
Carbenoxolone sodium, Cefuroxime sodium, Chloroquine phosphate,
Chloroquine sulphate, Chlorpromazine h hydrochloride,
Ciprofloxacin hydrochloride, Cloxacillin sodium, Cycloserine,

Diltiazem hydréchloride, Diethyl " carbamazine ~ citrate,
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Doxycycline hydrochloride, Ethosuximide, Ferrous gluconate,
Isoniazid, Leva;isole hydrochloride,Levetiracetam, Lincomycin
hydrochloride, Mebeverine hydrochloride, Mepyramine maleate,
Metformin  hydrochloride, Metoprolol tartrate, Metoprolol
succinate, Niacin, Nicotinamide, Nicotinic acid, Oxprenolol
hydrochloride, Oxytetracycline hydrochloride, Penicillamine,
Pentobarbitone sodium, Phenoxy Methyl Penicillin XK, Phenytoin

sodium, Piperazine adipate, Potassium chloride, Procainamide

hydrochloride, Propranclol hydrochloride, . Pseudoephedrine
hydrochloride, Quinalbarbitone sodium, Quinine bisulphate,
Ranitidine hydrechloride, Sodium amine salicylate, Sodium

fusidate, sodium valproate, Streptomycin sulphate, Tetracycline
hydrochloride, Topiramate, Troxiddﬁe, Verapamil hydrochloride
and the like and their pharmaceutically acceptable salts, ester
and hydrates. '

68. The pharmaceutical composition of claim 67, wherein
the active ingredient is Niccotinic acid.

69. The pharmaceutical composi;ion of “claim: 55, wherein
the active pharmaceutical ingredient is a high soluble 16w aose
API or a derivative thereof.

70. The pharmaceutical composition of claim 69, wherein
the high soluble low dose API or a derivative is selected from
the group consisting of Amitriptylline hydrochloride, captopril,
Clonidine hydrochloride, Colchicin, Cyclophosphamide,
Diphenhydramine hydrochloride, Dothiepen hydrochloride, Doxepin
hydrocﬁloride Ephedrine hydrochloride, Ergometrine maleate,
Ergometrine tartrate, Fenfluramine hydrochloride, Folic¢ acid,
Glyceryl trinitrate, Hyoscine hydrobromide, Hyoscine

buytlbromide, Imipramine hydrochloride, Iscprenaline sulphate,

Isoscorbide dinitrate, Iscsorbide-5-mononitrate, Levocetrizine
hydrochloride, Methadone hydrochloride, Methdilazine
hydrochloride, Metoclopramide hydrochloride, Neostigmine
bromide, Oxybutynin - hydrochloride, Perindopril erbumine,

Pethidine hydrochloride, Phenformin hydrochloride, Pheniramine

“"maleaté, " PHéndbarbitoné& - sodium, "Primaquine  — phosphate, -
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Promethazine hydrochloride, Propantheline bromide, Propranolol
hydrochloride, Pyridoxine hydrochloride, salbutamol sulphate,
Terbutaline sulphate, Thiamine hydrochloride, Timolol maleate,
Tizanidine hydrochloride, Trifluoperazine hydrochloride,
Triflupromazine hydrochloride, Triprolidine ~ hydrochloride,
Warfarin sodium and the 1like and their pharmaceutically
acceptable sélts, egster and hydrates.

71. The pharmaceutical composition of claim 70, wherein
the active ingredient is Oxybutynin hydrochloridé.

72. The pharmaceutical composition of claim 55, wherein
the active pharmaceutical ingredient is a low soluble high dose
API or a derivative thereof.

73. The pharmaceutical compositicen of claim 72, wherein
the low soluble high dose API or a derivative is selected from

the group consisting of Acetazolamide, Allopurincl, Atenolol,

Carbamazepine, Cefadroxil, Cephalexin, Chloramphenicol, .
Cefuroxime Axetil, Chlorthalidone, Cilastozol, Cimetidine,
Clarithromycin, Clofazemine, Dapsone, Dicleofenac sodium,
Diiodohydroxy quinolone, Diloxanide furoate, ﬁisulfiram,

’

Erythromycin, Erythromycin estolate, Erythromycin stearate,

Ethacrynic cid, Ethionamide, , Ethopropazine hydrochloride,
Ferrous fumarate, Fluconazole, Flurbiprofen, Furazolidone,
Griseofulvin, Hydrochlorthiazide, Ibuprofen, Itraccnazole,

Ketoconazole, Ketoprofen, Labetalol hydrochloride, Levodopa,
Linezolid, Lithium carbonate, Magaldrate, Mebendazole, Mefenamic
acid, Megestrol acetate, Mercaptopurine, Mesalamimne, Nalidixic
acid, Nateglinide{ Niclosamide, Nitrofurantoin, Norfloxacin,
Oxcarbazepine, Oxyphenbutazone, Paracetamol, Phenindione,
Phenobarbitone, Phenylbutazone,.Phenylsulphathiazole, Piperazine
phosphate, Proguanil hydrochloride, Promethazine theoclate,
Propylthiouracil, Quinidine sulphate, Quinine sulphate,
Quinidochlor, Rifampicin, Simvastatin, Spironolactone,
Succinylsulphathiazole, Sulphadiazine, Sulphadimethoxine,

Sulphadimidine, Sulphafurazcole, Sulphaphenazcle, Thiabendazole,

Tinidazole,” Tolbutamidé, "Triamtérene, Sulphamethoxazole and ‘the - —
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like and their pharmaceutically acceptable salts, ester and
hydrates.

74. The pharmaceutical composition of claim 73, wherein
the active ingredient is Clarithromycin.

75. The pharmaceutical composition of claim 55, wherein
the active pharmaceutical ingredient is a low scoluble low dose
API or a derivative thereof.

76. The pharmaceutical compogition of claim 75, wherein
the low soluble léwldose API or a derivative is selected from
the group consisting of Alprazolam, Amiloride hydrochloride,
Astemizole, Atorvastatin, Benzhexol hydrochloride,

Betamethasone, Bromhexine hydrochloride, Bromocryptine mesyiate,

Buprenorphine hydrochlioride, carbimazole, Chlordiazepoxide,
Citalopram, Cortiscne acetate, cyproheptadine”™ hydrochloride,
diazepam, Desloratadine, Dexamethasone hydrochloride,
Dextromethorphan hydrochloride, dicyclomine hydrochloride,

Diencestrol, Digitoxin, Digoxin, Domperidone, Dydrogesterone,

enalapril maleate, ‘ ‘EgoTeprazole, Ethinyloestradiol,
Ethyloestrenol, : Fludrocortisone acetéte, Frusemide,
Glibenclamide, Glimepiride, Haloperidol, Indomethacin,
Isoxsuprine hydrochloride, Lanatoside C, Lercanidipine

hydrochloride, Levonorgesrtel, Lomustine, Loratadine, Isoxuprine
hydrochloride, methotrexate, Mecizine hydrochloride, Melphalan,
Methotrexate, Methylergometrine maleate, Methylprednisolone,

Mianserin hydrochloride, Mosapride, Nicoumalone, Nifedipine,

Nitrazepam, Norethisterone, nortriptyline hydrochloride,
Omeprazole, Ormelcoxifene hydrochloride, Pentazocine
hydrochloride, Phenindamine tartrate, piréxicam, prazosin
hydrochloride, Prednisclone, Prednisone, Prochlorpera%ine

maleate, Repaglinide, Riboflavinee, Rosuvastatin, Stilbostrol,
Tamoxifen citrate, Thyroxine sodium, _ triamcinilcone,
Trimethoprim, Valdecoxib, Zolpidem tartrate and the 'like and
their pharmaceutically acceptable salts, ester and hydrates.

77. The pharmaceutical composition of claim 76, wherein

‘the active ‘ingreédiént is Alprazolam.” - - STt s e
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78. The pharmaceutical composition of claim 76, wherein
the active ingredient is Lercanidipine hydrochloride.

79. The pharmaceutical composition of claim 55, wherein
the brimary release modifying agent 1is a low molecular weight
polyethylene oxide.

B0.. The pharmaceutical composition of claim 55, wherein
“the low molecular weight polyethylene oxide has a molecular
weight of at least about 100,000.

81. 'The pharmaceutical composition of claim 55, wherein
the low molecular weight polyéthylene oxide has a molecular
weight ranging from 100,000 tc 900,000.

82. The pharmaceutical composition of claim 55, wherein
the auxiliary release modifying agent is a starch derivative
selected from pregelatinized starch, partially pregelatinized
starch, retrograded starch, or a combination thereof.

83. The pharmaceutical composition of claim 55, wherein
the auxiliary release modifying agent is a retrcgraded starch.

84. Thé pharmaceutical cpmposition of claim 55, wherein
said composition further comprises at léast one pharm&céﬁﬁiéally
acceptable additive selected from diluents, fillers, binders,
glidants, or lubricants.

85. The pharmaceutical composition of claim 55, wherein
said composition further comprises an optional coating which is
designed for the modification of drug release.

86. The pharmaceutical composition of claim 85, wherein
the coating'composition is selected from the group consisting of
cellulose ethers such as ethyl cellulose, hydroxypropyl methyl
cellulose, hydroxypropyl cellulose, others such as .polyvinyl
alcohol, polyvinyl pyrrolidone, methacrylic acid derivatives,
regins, clays, long chain hydrocarbons, long chain carboxylic
acids, long chain carboxylic acid esters, long chain alcohols
énd the like or mixtures thereof.

87. The pharmaceutical composition of c¢laim 55, wherein

said compositioan further comprises an optional coating which is:

not 'désigied for the modifitaticn of drug release. - -
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88. The pharmaceutical composition of claim 87, wherein
the coating composition is selected from the gréup consisting of
cellulose ethefs such as ethyl cellulose, hydroxypropyl methyl
cellulose, hydroxypropyl cellulose, and others such as polyvinyl
alcohol, polyvinyl pyrrolidone, methacrylic acid. derivatives,
resins, clays, long chain hydrocarbons, long chain carboxylic
ébids,'long'chain carboxylic acid- esters, 1long chain alcohols
and the like and mixtures thereof, '

8%. The pharmaceuticél composition of claim 55, wherein
said composition comprises from about 0.1 percent weight to
about 90 percent weight of the active pharmaceutical ingredient.

90. The pharmaceutical compesition of claim 89, wherein

_said composition comprises from about 0.1 percent weight to

about 80 percent weight of the active pharmaceutical ingredient.

91. The pharmaceutical composition of claim 55, wherein
the composition comprises from about 1 percent weight toﬂébout
90 percent weight of the release mocdifying complex.

92. The _pparmacgqtical composition of claim 91, wherein
the composition comprises Er;m aboﬁt's ﬁéfceﬁh Qeighﬁ to abéut
85 percent weight of the release modifying complex.

93. The pharmaceutical composition of claim 92, wherein
the composition comprises from - about 10 percent weight to about
80 percent weight of the release modifying complex.

94. The pharmaceutical composition of ClaiﬂliSS, wherein
the primary release wmodifying agent comprises from ébout 1
percent weight to about 80 percent weight of .the release
modifying complex.

95. The pharmaceutical compeosition of claim 94, wherein
the primary zrelease modifying agent comprises from about 5
percent weight to about 80 percent weight of the release
modifying. complex.

96. The pharmaceutical composition of claim 95, wherein
the primary release modifying agent compriées from about 5
percent weight to about 70 percent weight of the release

modifying complex.
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97. The pharmaceutical composition of c¢laim 55, wherein
the auxiliary release modifying agent comprises from about 1
percent weight to about §5 percent weight of the release

modifying complex.

98. The pharmaceutical composition of c¢laim 97, wherein.

the auxiliary release modifying agent comprises from about 5
percent weight to about 95 percent weight of the release
modifying complex. .

99. The pharmaceutical composition of claim 98, wherein
the auxiliary release modifying agent comprises from about 10
percent weight to about 95 percent weight of the release
modifying c&mplex.

100. A controlled release pharmaceutical composition
comprising e{ pharmaceutically active ingredient and a release
modifying complex, wherein said release modifying complex
comprises a synergistic combination of (a) a secondary release
modifying agent selected from a high molecular weight
polyethylene oxide an§'jb) an auxilia;y release modifying agent
selected from a starch derivative, and said primary release
modifying agent and auxiliary release modifying agent are
present in synergistic effectiye amounts to extend the release
of the active pharmaceutical ingredient.

101. The pharmaceutical composition of claim 100, wherein
the active pharmaceutical ingredient is a macrolide ox azide
antibiotic or a derivative thereof. .

102. The pharmaceutical composition of claim 101, wherein
the macrolide is an erythromycin derivative or its
pharmaceutically acceptable hydrates, salts or esters.

103. The pharmaceutical composition of claim 100, wherein
the azide is azithromycin, or its pharmaceutically acceptable
hydrates, salts or esters. 4

- 104. The pharmaceutical composition of claim 102, wherein
the erythromycin derivative is selected from the group

consisting of clarithromycin, josamycin, midecamycin, kitamycin,

" foxithromy¢in, ~ ~ rokitadamycin, - " oleandomycin, © mioccamycin,-
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flurithromycin,. and rosaramicin, and their pharmaceutically
acceptable hydrates, salts and esters.

105. The pharmaceutical composition of claim 100, wherein
the active pharmaceutical ingredient is a penicillin antibiotic
or a derivative thereocf.

106. The pharmaceutical composition of claim 105, wherein
the peniciliin-derivative 1z selected from the group consisting

of &Amoxicillin, Ampicillin, Ampicillin 8Scdium, Apalcillin,

Aspoxicillin, Azlocillin, Aztreonam, Bacampicillin,
Cabenicillin, Carfecillin, Carindacillin, Ciclacillin,
Cloxacillin, Dicloxacillin, and their pharmaceutically

acceptable hydrates, salts and esters.

107. The pharmaceutical composition of c¢laim 100, wherein
the active pharmaceutical ingredient is a cephalosporin
antibiotic or a derivative thereof.

108. The pharmaceutical composition o¢f claim 107, wherein
the cephalosporin derivative 1is selected from the group

consisting of Cefacetrile, Cefadroxil, Cefaloridine, Cefalothin

‘Sodium, Cefapirin, Cefazaflur, Cefazedone, Cefazolin, Cefradine,'

Ceftezole, Cefsulodin Sodium, Cefamandole, Cefonicid,

Cefoperazone, Cefuroxime, Cefuzonam, Cefbuperazone, - Cefoxitin,

Cefminox, Cefmetazole, Cefotetan, Loracarbef, Cefmenoxime,
Cefodizime Sodium, Cefotaxime, Cefpimizole, Cefpiramide,
Ceftazidime, Ceftiolene, Ceftizoxime, Ceftriaxone, Cefepine,

Cefetecol, Cefpirome, Cefquinome, Cefalosporin ¢, Cefozopran
Hydrochloride, Cefaclor, Cefadroxil, Cefalexin, Cefalpglycine,
Cefatrizine, Cefdinir, Cefetamet Pivoxil, Cefixime,'Ceforanide,
Cefotiam, Cefpodoxime, Cefpodoxime Proxetil, Cefprozil,
Cefradine, Cefroxadine, Cefteram Pivoxil, Ceftibuten, Cefuroxime
Axetil, and their pharmaceutically acceptable hydrates,’_salts
and esters. ;

109. The pharmaceutical composition of claim 100, wherein
the active pharmaceutical ingredient is a quinolone antibiotic

or a derivative thereof.
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110. The pharmaceutical composition of claim 109, wherein
the quinolone derivative is selected from the group consisting
of Nalidixic Acid, Cinoxacin, Oxelinic Acid, Flumeguine,
Pipemidic Acid, Rosoxacin, Norfloxacin, Lomefloxacin, Ofloxacin,

Enrofloxacin, Ciprofloxacin, Enoxacin, Amifloxacin, Fleroxacin,

Gatifloxacin, GCemifloxacin, Pefloxacin, Rufloxacin,
Sparfloxacin, Temafloxacin, Tosufloxacin,  Grepafloxacin,
Levofloxacin, Moxifloxacin, Trovafloxacin, and their

pharmaceutically acceptable hydrates, salts and esters.

111. The pharmaceutical composition of claim 100, wherein
the active pharmaceutical ingredient is a high soluble high dose
API or a derivative thereof.

112. The pharmaceutical composition of claim 111, wherein

the high soluble high dose API or a derivative is selected from

the group consisting of Acebutolol hydrochloride, Amantadine.

hydrochloride, Aminocaproic acid, * Aminophylline, Amodiaduine
hydrochloride, Ascorbic acid, Bupropion hydrochloride,

Carbenoxolone sodium, Cefuroxime sodium, Chlorogquine phosphate,

Chloroquine sulphate, Chlorpromazine hydrochloride;'

Ciprofloxacin hydrochloride, Cloxacillin sodium, , Cycloserine,
Diltiazem hydrochloride, Diethyl carbamazine citrate,
Doxycycline hydrochloride, Ethosuximide, Ferrous gluconate,
Isoniazid, Levamisole hydrochloride,Levetiracetam, Lincomycin

hydrochloride, Mebeverine hydrochloride, Mepyramine maleate,

Metformin hydrochloride, Metoprolol . tartrate, Metoprolol
succinate, Niacin, Nicotinamide, Nicotinic acid, Oxprenclol
hydrochloride, Ooxytetracycline hydrochloride, Penicillamine,

Pentobarbitone sodium, Phenoxy Methyl Penicillin K, Phenytoin

sodium, Piperazine adipate, Potassium c¢hloride, Procainamide

hydrochloride, Propranolol hydrochloride, Pseudoephedrine
hydrochloeride, Quinalbarbitone sodium, Quinine bisulphate,
Ranitidine hydrochloride, Sodium amino salicylate, Scdium

fusidate, sodium valproate, Streptomycin sulphate, Tetracycline

hydrochloride, Topiramate, Troxidone, Verapamil hydrochloride
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and the like and their pharmaceutically acceptable salts, ester

and hydrates.

113. The pharmaceutical composition of c¢laim 112, wherein

the active ingredient is Nicotinic acid.

114. The pharmaceutical composition of claim 100, wherein
the active pharmaceutical ingredient is a high soluble low dose
API or a derivative thereof.

115. The pharmaceutical composition of claim 114, wherein
the high soluble low dose API or a derivative is selected from
the group consisting of Amitriptylline hydrochloride, captopril,
Clonidine ~ hydrochloride, Colchicin, Cyclophosphamide,
Diphenhydramine hydrochloride, Dothiepen hydrochloride, Doxepin
hydrochloxride  Ephedrine  hydrochloride, Exgometrine maleate,
Ergometrine tartrate, Fenfluramine hydrochloride, Folic acid,
Glyceryl trinitrate, Hyoscine hydrobromide, Hyoscine

buytlbromide, Imipramine hydrochloride, Isoprenaline sulphate,

Isosorbide dinitrate, Isosorbide-5-mononitrate, Levocetrizine
hydrochloride, Methadone hydrochloride, Methdilaéine
hydrochloride, Metoclopramide hydrochloridé, Neostigminé
bromide, Oxybutynin hydrochloride, Perindopril erbumine,

Pethidine hydrochloride, Phenformin hydrochloride, Pheniramine
maleate, Phenobarbitone sodium, Primaquine phosphate,
Promethazine hydrochloride, Propantheline bromide, Propranolol
hydrochloride, Pyridoxine hydrochloride, Salbutamol sulphate,
Terbutaline sulphate, Thiamine hydrochloride, Timolol maleate,
Tizanidine hydrochloride, Trifluoperazine hydrochloride,
Triflupromazine hydrochloride, Triprolidine hydrochloride,
Warfarin sodium and the like and their ~ pharmaceutically
acceptable salts, ester and hydrates. .
116 . The pharmaceutical composition of claim 115, wherein
the active ingredient is Oxybutynin hydrochloride.
- 117. The pharmaceutical composition of claim 100, wherein
the active pharmaceutical ingredient is a low scluble high dose

APT or a derivative thereof.
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118. The pharmaceutical compositicn of c¢laim 117, wherein
the low soluble high dose APl or a derivative is selected from

the group consisting of Acetazolamide, Allopurinol, Atenolol[

Carbamazepine, Cefadroxil, Cephalexin, Chloramphenicol,
Cefuroxime Axetil, Chlorthalidone, Cilastozol, Cimetidine,
Clarithromycin, Clofazemine, Dapsone, Diclofenac sodium,
Diicdohydroxy quinolone, Diloxanide furecate, Disulfiram,
Exrythromycin, Brythromycin estolate, Erythromycin stearate,
Ethacrynic cid, Ethionamide, , Ethopropazine hydrochloride,
Ferrous fumarate, Fluconazole, Flurbiprofen, Furazolidone,
Griseofulvin, Hydrochlorthiazide, Ibuprofen, Itraconazole,
Ketoconazole, Ketoprofen, Labetalol hydrochloride, Levodopa,

Linezolid, Lithium carbonate, Magaldrate, Mebendazole, Mefenamic
acid, Megestrol acetate, Mercaptopurine, Mesalamimne, Nalidixic
acid, Nateglinide, Niclosamide, Nitrofurantoin, Norfloxacin,
Oxcarbazepine, Oxyphenbutazone, Paracetamol, Phenindione,
Phenobarbitone, Phenylbutazone, Phenylsulphathiazole, Piperazine
phosphate, Progganil hydrochloride, Promethazine theoclate,
Propylthiouracil, Quinidine sulﬁhaté, - Qﬁininé sdlphate,
Quinidochlor, Rifampicin, Simvastatin, Spironolactone,
Succinylsulphathiazole, Sulphadiazine, Sulphadimethoxine,
Sulphadimidine, Sulphafurazole, Sulphaphenazole, Thiabendazocle,
Tinidazole, Tolbutamide, Triamterene, Sulphamethoxazole and the
like and their pharmaceutically acceptable salts, ester and
hydrates.

119. Thelpharmaceutical composition of claim 118, wherein
the active ingredient is Clarithromycin.

120. The pharmaceutical composition of claim 100, wherein
the active pharmaceutical ingredient is a low soluble low dose
API or a derivative thereof.

121. The pharmaceutical composition of c¢laim 120, wherein
the low soluble low dose API or a derivative is selected from
the group consisting of Alprazolam, BAmiloride hydrochioride,
Astemizole, Atorvastatin, Benzhexol ' hydrochloride,

Betamethasone, Bromhexine hydrochloride,; Bromocryptine mesylate,
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Buprenorphine  hydrochloride, carbimazole, Chlordiazepoxide,
Citalopram, Cortisone acetate, cyproheptadine hydrochloride,
diazepam, Desloratadine, Dexamethasone hydrochloride,
Dextromethorphan hydrochloride, dicyclomine hydrochloride,

Dienoestrol, Digitoxin, Digoxin, Domperidone, Dydrogesterone,

enalapril maleate, Esomeprazole, Ethinyloestradiol,
Ethyloestrenol), Fludrocortisone acetate, Frusemide,
glibenclamide, Glimepiride, haloperidol, Indomethacin,
Isoxsuprine hydrochleride, Lanatoside C, Lercanidipine

hydrochloride, Levonorgesrtel, Lomustine, Loratadine, Isoxuprine
hydrochloride, methotrexate, Mecizine hydrochloride, Melphalan,
Methotrexate, Methylergometrine maleate, Methylprednisolone,

Mianserin hydrochloride, Mosapride, Nicoumalone, Nifedipine,

Nitrazepam, Norethisterone, nortriptyline hydrochloride,
Omeprazole, Ormeloxifene hydrochloride, Pentazocine
hydrochloride, Phenindamine tartrate, piroxicam, prazosin
hydrochloridé, Prednisolone, Prédnisone, Prochlorperazine

maleate, Repaglinide, Riboflavinee, Rosuvastatin, Stilbostrol,
Tamoxifen citrate, Thyroxine sodium, v triamcinilone,
Trimetheoprim, Valdecoxib, Zolpidem tartrate and the 1like and
their pharmaceutically acceptable salts, ester and hydrates.

122. The pharmaceutical composition of claim 121, wherein
the active ingredient is Alprazolam.

123. The pharmaceutical composition of claim 121, wherein
the active ingredient is Lercanidipine hydrochloride.

124. The pharmaceutical compesition of claim 100, wherein
the secondary release modifying agent is a high molecular weight
polyethylene éﬁide.

125. The pharmaceutical composition of claim 100, wherein
the high molecular weight polyethylene oxide has a molecular
weight of at least about 1,000,000.

126. The pharmaceutical composition of claim 100, wherein
the high molecular weight polyethylene oxide has a molecular

weight ranging from 1,000,000 to 9,000,000,
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127. The pharmaceutical composition of claim 100, wherein
the auxiliary release modifying agent is a starch derivative
selected from pregelatinized starqh, partially pregelatinized
starch, retrograded starch, or a combination thereof.

128. The pharmaceutical composition of <¢laim 100, wherein
the auxiliary release modifying agent is a retrograded starch.

129, The pharmaceutical composition of claim 100, wherein
said composition further comprises at least one pharmaceutically
acceptable additive selected from diluents, f?llers, binders,
glidants, and lubricants.

130. The pharmaceutical composition of claim 100, wherein
said composiEion further comprises an optional coating which is
designed for the modification of drug release.

131. The pharmaceutical composition of claim 130, wherein
the coating composition is selected from the group consisting of
cellulose ethers such as ethyl cellulose, hydroxypropyl methyl
cellulose, hydroxypropyl cellulose, others such as pelyvinyl
alcohol, polyvinyl pyrrolidone, methacrylic acid derivatives,
resins, c¢lays, long chain hydrccarbons, long chain carbox}lic
acids, long chain carboxylic acid esters, long chain alcohols
and the like and mixtures thereof.

132. The pharmaceutical composition of claim 100, wherein
said composition further comprises an optional coating which is
not designed for the modification of drug release.

133. The pharmaceutical composition of claim 132, wherein
the coating composition is selected from the group consisting of
cellulose ethers such as ethyl cellulose, hydroxypropyl methyl
cellulose, hydroxypropyl cellulose, and others such as polyvinyl
alcohol, polyvinyl pyrrolidone, methacrylic acid derivatives,
resins, clays, long chain hydrocarbons, leong chain carboxylic
acids, long chain carboxylic acid esters, long chain alcohols
and the like and mixtures thereof.

134. The pharmaceutical composition of c¢laim 100, wherein

said composition comprises from about 0.1 percent weight to

" "&aBGUET90 ‘pércent weight of the active pharmaceutical ingredient. -
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135. The pharmaceutical composition of claim 134, wherein

. said composition comprises from about 0.1 percent weight to

about 80 percent weight of the active pharmaceutical ingredient.

136. The pharmaceutical composition of claim 100, wherein
the composition comprises from about 1 percent weight to about
90 percent weight of the release modifying complex.

137. The pharmaceutical composition of claim 136, wherein
the composition comprises from about 5 percent weight to about
B85 percent weight of the release modifying complex.

138. The pharmaceutical composition of claim 137, wherein
the composition comprises from about 10 percent weight to about
B0 percent weight of the release modifying complex.

139. The pharmaceutical composition of c¢laim 100, wherein
the secondary release modifying agent comprises from about 1
percent welght to about 95 percent weight of the release
modifying complex.

140. The pharmaceutical composition of claim 139, wherein
the secondary release modifying agent comprises from about 5
percent weight to Aabéut 90 percent weighf of the release
modifying complex.

141. The pharmaceutical composition of claim 100, whexein
the auxiliary release modifying agent comprises from about 1
percent weight to about 95 percent weight of the xrelease
modifying complex.

142. The pharmaceutical composition of claim 141, wherein
the auxiliary release modifying agent comprises £rom about 5
percent weight Lto about 85 percent weight of the release
modifying complex.

143. The pharmaceutical composition of claim 142, wherein
the auxiliary release wmodifying agent comprises from about 10
percent weight to about 95 'percent weight of the release
modifying complex.

144. A process for the preparation of coﬁtrolled release

pharmaceutical composition of the present invention.
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145. A pharmaceutical composition which gives an improved
method of extended release of the API from the dosage form,
comprising of the API, the release retarding complex and the
other required pharmaceutically acceptable additives; the
improvements comprising the synergistic combination of release
retardant cémp;ex in synergistic effective amounts to extend the

release of the API.

it
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CLAIMS

1. A solid pharmaceutical compasition comprising an active ingredient selected among
tacrolimus and analogues thereof wherein less than 20% wiw of the active ingredient is
released within 0.5 hours when SUbJECtEd to an in vitro dissolution test using USP Paddle
method and using 0.1 N HCI as dissolution medium.,

2. The solid pharmaceuﬁcal composition according to claim 1, wherein less than 20% w/w of
the active ingredient is released within 3 hours.

3. The solid pharmaceutical composition according to claim 1, wherein less than 10% w/w of
the active ingredient is released within 3 hours.

4. The solid pharmaceutical composition according to claim 1, whareiﬁ at least 50 % wiw of
the active ingredient is released within 4 hours when subjected to an in vitro dissolution test
using USP Paddle method and using 0.1N HCl as dissolution medium during the first 2 hours
and then using a dissolution medium having a pH of 6.8.

5. The solid pharmaceutical composition according to claim 1, wherein at least 50 % w/w of
the active ingredient is released within 2.5 hours when subjected to an in vitro dissolution test
using USP Paddle method and using 0.1N HCI as dissolution medium dunng the first 2 hours
and then using a dissolution medium having a pH of 6.8.

8. A solid pharmaceutical composition according to claim 1, wherein less than 50 w/w% of
the active pharmaceutical ingredient is released within 8 hours, preferably within 15 hours,
when subjected to an in vitro dissolution test using USP Paddle methed and an aqueous
dissolution medium adjusted to pH 4.5 with 0.005% hydroxypropylceilulose.

9. The composition according to claim 8, wherein less than 40 w/w% of the agtive
pharmaceutical ingredient is released within 8 hours, preferably within 15 hours.

10. The compasition according to claim 1, which is designed to substantially avoid CYP3A4
metabolism in the gastrointestinal tract upon oral administration.

11. The compasition according to claim 10, wherein the composition is coated with an enteric
coating.
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12. The composition according to claim 1 comprising a solid dispersion or solid solution of

active ingredient in a hydrophilic or water-miscible vehicle and one or more modifying release
agents.

13. The composition according to claim 1, wherein the active ingredient is dispersed or
dissolved in a hydrophobic vehicle-

14. The composition according to claim 13, wherein the hydrophobic vehicle is an cil, an oily
material, a wax or a fatty acid derivative. ' '

15. The composition according to claim 14, wherein the hydrophobic vehicle is selected from
the group consisting of straight chain saturated hydrocarbons, sorbitan esters, paraffins; fats
and oils such as cacao buiter, beef tallow, lard, palyether glycol esters; higher fatty acid such
as stearic acid, myristic acid, palmitic acid, higher alcohols such as cetanol, stearyl alcohol,
low melting point waxes such as glyceryl monostearate, glyceryl monooleate, hydrogenated
tallow, myristyl alcohol, stearyl alcohol, substituted and/or unsubstituted monag!ycerides,
substituted and/or unsubstituted diglycerides, substituted and/or unsubstituted triglycerides,
yellow beeswax, white beeswax, carnauba wax, castor wax, japan wax, acetylate

monoglycerides; NVP polymers, PVP polymers, acrylic polymers, and mixtures thereof.

16. The composition according to claim 15, wherein the hydrophobic vehicle is glyceryl
mongstearate (GMS).

17. The composition according to claim 12, wherein the hydrophilic or water-miscible vehicle
is selected from the group consisting of polyethylene glycols, polyoxyethylene oxides,
poloxamers, polyoxyethylene stearates, poly-epsilon caprolactone, polyglycolized glycerides

such as Gelucire®, and mixtures thereof.

18. The composition according to claim 12, wherein the hydrophilic or water-miscible vehicle
is selected from the group consisting of polyvinylpyrrolidones, polyvinyl-polyvinylacetate
copolymers (PVP-PVA), polyvinyl alcohol (PVA), polymethacrylic polymers (Eudragit RS;
Eudragit RL, Eudragit NE, Eudragit E), cellulose derivatives including hydroxypropyl
methylcellulose (HPMC), hydroxypropy! cellulose (HPC), methyléellulose. sodium
carboxymethylcellulose, hydroxyethyl cellulose, pectins, cyclodextrins, galactomannans,
alginates, carragenates, xanthan gums and mixtures thereof.
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19. The composition according to claim 12, wherein the vehicle is a polyethylene glycol

(PEG).

20. The composition according to claim 12, wherein the polyethylene glycol has an average
molecuiar weight of at least 1500.

'21. The composition'according to claim 12comprising a mixture of two or more hydrophilic or

water-miscible vehicles.

22. The composition according to claim 12, wherein the mixture comprises a polyethylene
glycol and a poloxamer in a proportion of between 1:3 and 10:1, preferably between 1:1 and
5:1, more preferably between and 3:2 4.1, especially between 2:1 and 3:1, in particular about
7:3.

23. The composition according to claim 12, wherein the poloxamer is poloxamer 188.

24. The composition according to claim 12, wherein the polyethylene glycol has an average
molecular weight of about 6000 (PEGE000).

25. The compasition according to claim 1 which further comprises one or more modifying
release agents selected from the group consisting of water-miscible polymers, water-
insoluble polymers, oils and oily materials.

26. The composition according to claim 25, wherein the water-insoluble polymer is selected
from the group consisting of ethyl cellulose, cellulose acetate, cellulose nitrate, and mixtures

thereof,

27. The composition according to claim 26, wherein the oil or oily material is hydrophilic and
selected from the group consisting of polyether glycols such as polypropylene glycols;
polyoxyethylenes; polyoxypropylenes; poloxamers; polyglycolized glycerides such as

Gelucire® and mixtures thereof,

28. The composition according to claim 27, wherein Geiucire® is selected among Gelucire®
50/13, Gelucire® 44/14, Gelucire® 50/10, Gelucire® 62/05 and mixtures thereof.

29. The composition according to claim 25, wherein the oil or cily material is hydrophobic and
selected from the group consisting of straight chain saturated hydrocarbons, sorbitan esters,
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paraffins; fats and oils such as cacao bulter, beef taliow, lard, polyether glyco! esters; higher
fatty acid such as stearic acid, myristic acid, palmitic acid, higher alcohols such as cetanol,
steary! alcohal, low melting point waxes such as glyceryl monostearate, glyceryl
monoofeate, hydrogenated tallow, myristyl alcohol, stearyl alcohol, substituted and/or
unsubstituted monoglycerides, substituted and/or unsubstituted diglycerides, substituted
and/or unsubstituted triglycerides, yellow beeswax, white beeswax, carnauba wax, castor
wax, japan wax, acetylate monoglycendes NVP polymers PVP polymers, acrylic polymers,
and mixtures thereof. .

30. The composition according to claim 25, wherein the oil or oily hydrophoblc material has a
melting point of at least about 20°C.

31. The composition according to claim 25, wherein the water-miscible polymer is a cellulose
derivative selected from the group consisting of hydroxypropyl methylcellulose (HPMC),
hydroxypropyl cellulose (HPC), methylcellulose, sodium carboxymethylcellulose,
hydroxyethyl cellulose, poloxamers, polyoxyethylene stearates, poly -e-caprolactone,
polyvinylpyrrolidone (PVP), polyvinylpyrrolidone-polyvinylacetate copolymer PVP-PVA,
polymethacrylic polymers and polyvinyl alcohol {PVA), poly{ethylene oxide): (‘PEO) and
mixtures thereof.

32, The composition according to ¢laim 31, wherein the palymethacrylic polymers are
selected among Eudragit® RS, Eudragit® RL, Eudragit® NE and Eudragit® E.

33. The composition according to claim 11, which is entero-coated using a water-miscible
polymer having a pH-dependant sclubility in water. '

34. The composition according to claim 33, wherein the water-miscible polymer is selected
from the group consisting of polyacrylamides; phthaiate derivatives such as acid phthalétes
of carbohydrates including amylose acetate phthalate, cellulose acetate phthalate, celiulose
acetate terephtahalate, cellulose acetate isophthalate, other cellulose ester phthalates,
cellulose ether phthalates, hydroxypropyl celiulose phthalate, hydroxypropylcellulose acetate
phthalate, hydroxypropyl ethylcellulose phthalate, hydroxypropy! methylcellulose phthalate
(HMPCP), methylceliulose phthalate, methyl cellulose acetate phthalate, polyvinyl acetate
phthalate, polyvinyl acetate hydregen phthalate, sodium cellulose acetate phthalate, starch
acid phthalate; phthalates of other compounds including polyvinyl acetate phthalate (PVAP);
other cellulose derivatives including hydroxypropyl methylceliulose acetate succinate
{(HPMCAS), carboxymethylcellulose, cellulose acetate trimellitate; alginétes; ¢arbomers;
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polyacrylic acid derivatives such as acrylic acid and acrylic ester copolymers, polymethacrylic
acid and esters thereof, poly acrylic methacrylic acid copolymers, methacrylic acid
copolymers (for example Eudragit® L and Eudragit® S); styrene-maleic acid dibutyl phthalate
copolymer, styrene-maleic acid polyvinylacetatebphthalate copoiymer, styrene and maleic
acid copolymers; shellac, starch glycolate; polacrylin; vinyl acetate and crotonic acid
copolymers and mixtures thereof.

'35. The composition according to claim 1 which further comprises one or more

pharmaceutically acceptable excipients.

36. The pharmaceutical composition according to claim 35, wherein the pharmaceutically
acceptable excipients are selected from the group consisting of fillers, diluents, disintegrants,

binders and lubricants.

37. The pharmaceutical composition according to claim 35 in particulate form, for example in
powder form.

38. The pharmaceutical composition according to ctaim 35, wherein the particles have a
geometric weight mean diameter dg, from about 10 um to about 2000 pm, preferably from
about 20 ym to about 2000 pm, especialty from about 50 ym to about 300 pm.

39. The pharmaceutical composition according to claim 35, wherein the patrticles have a
geometric weight mean diameter dg, from about 50 pm to about 300 ym. '

40. A dosage form comprising the pharmaceutical composition according to claim 35, which
is a solid oral dosage form.

41. The dosage form according to claim 40, which is a unit dosage form.

42, The dosage form according to claim 40, which further comprises a pharmaceutically
acceptable additive selected from the group consisting of flavoring agents, coloring agents,
taste-masking agents, pH-adjusting agents, buffering agents, preservatives, stabilizing
agents, anti-oxidants, welting agents, humidity-adjusting agents, surface-active agents,
suspending agents and absorption enhancing agents. .

43. The dosage form according to claim 40, wherein at least one pharmaceutically
acceptable excipient is selected from the group consisting of silica acid ar a derivative or saft
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thereof including silicates, silicon dioxide and polymers thereof; magnesium aluminosilicate
and/or magnesium aluminometasilicate, bentonite, kaolin, magnesium trisilicate,
montmorillonite and/or saponite.

44. The dosage form according to claim 40, wherein at least one pharmaceutically
acceptable excipient is a silica acid or a derivative or salt thereof.

45. The dosage form according to claim 40, wherein at least one pharmaceutically
acceptable excipient is silicon dioxide or a polymer thereof.

48. The dosage form according to claim 45, whetein the silicon dioxide product has
properties corresponding to Aeropert® 300, (available from Degussa, Frankfurt, Germany).

47. Use of the oral pharmaceutical composition according to claim 1 to enhance the oral
bioavailability of tacrolimus.

48. Use of the soiid composition according to claim 1 for the preparation of an oral dosage
form, preferably tablets, capsules or sachets.

49. Use of the solid composition according to claim 1 for the preparation of granules, pellets

microspheres or nanoparticles.

50. Use of the solid composition according to claim 1 for the preparation of a controlled or

modified release solid dosage form.

51. Use of the solid composition according to claim 1 for the preparation of a delayed release
solid dosage form.

52. Use of the solid composition according to claim 1 for the preparation of a topical dosage

form.

53. A method far the preparation of the composition according to ctaim 12, the method
cemprising the step of dissolving or dispersing tacrolimus or an analogue thereof in a

hydrophilic vehicle to obtain a solid solution or dispersion at ambient temperature.
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Claims

. An oral dosage form comprising oxcarbazepine adapted to be administered once a day.

. The oral dosage form comprising oxcarbazepine according to claim 1 which, when
administered once a day, is released to produce constant MHD plasma levels over 24
hours.

. The oral dosage form according to claim 1 or 2 consisting of a tablet core and a coating

wherein the core comprises oxcarbazepine, optionally, a filler, and at least one further
excipient selecled from cellulose ethers, carboxyvinyl polymer of acrylic acid cross linked
with alkyl ethers of sucrose or pentaerythritol and polymethacrylates.

. The oral dosage form according to claim 3 wherein a cellulose ether is employed which is

hydroxypropyl methyl cellulose.

. The oral dosage form according to claim 4 wherein the weight ratio of total hydroxypropyl-

methyl cellulose lo oxcarbazepine is from about 1:10 to about 1:20.

. The oral dosage form according o claim 3 wherein a cellulose ether is employed which is

ethy! cellulose.

. The oral dosage form according to claim 6 wherein the weight ratio of.total ethyl cellulose

to oxcarbazepine is from about 1:10 to about 1:20.

. The oral dosage form according to claim 3 comprising a polymethacrylate which is

trimethylammonium methacrylate.

. The oral dosage form according to any one of claims 3 to 8 comprising as a filler

microcrystalline celivlose.

10. The oral dosage form according to any one of claims 1 to 9 having a 80% or greater

release of the oxcarbazepine dose within 1 hour indicated in standard in vilro dissolution
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tests at 37 degrees Celsius in water using scdium dodecyl sulphate as a solubilizing
agent at a concentration of 1% for a 600 mg dosage form.

11. The ora! dosage form according to any one of claims 1 to 10 releasing oxcarbazepine at
a constant release rate for 4 hours or more as indicated in standard in vitro dissolution
tests at 37 degrees Celsius in water using sodium dodecyl sulphate as a solubilizing
agent at a concenl.ration of 1% for a 600 mg dosage form.

12. The oral dosage form according to claim 11 releasing about 80 % of oxcar‘bazepine
within 8 hours. '

13. An ora! dosage form comprising oxcarbazepine which, when administered once a day, is
released to produce constant MHD plasma levels over 24 hours.

14. Use of oxcarbazepine for the manufacture of an oral dosage form medicament {o be
administered to a patient once a day wherein cxcarbazepine is released to produce a

constant profile aver 24 hours for the treatment of epilepsy.

15. Use of oxcarbazepine for the manufacture of an oral dosage form medicament according
to any one of claims 1 to 13 for the treatment of epilepsy.

16. A method of orally administering oxcarbazepine, e.g., for the treatment of epilepsy, said
method comprising orally administering to a patient in need of oxcarbazepine therapy

once-a-day an oral dosage form of any one of claims 1 to 13.

17. A method of reducing the variability of bicavailability levels of cyclosporin A for patients
during oxcarbazepine therapy, said method comprising crally administering to a patient in
need of oxcarbazepine therapy an oral dosage form of any one of claims 1 to 13.
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(57) Abstract

This invention is directed to a novel solid matrixed controlled release, oral dosage form where the dosage form contains a
therapeutically effective amount of a sulfonyluren or a salt or derivative thereof in the matrix. Further, the use of an aqueous alkalizing
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What is_claimed is: )
1. A controlled release dosage form for oral administration comprising

a) a therapeutically effective amount of glipizide or a pharmaceuticaily
acceptable salt thereof; and,

b) a controlied release matrix comprising a gelling agent, an ionizable gel

strength enhancing agent and an inert diluent;
wherein: the ratio of gelling agent to inert diluent is from about 1:8 to about 8:1;
the gelling agent comprises xanthan gum and locust bean gum in a ratio of from
aboul 3:1 to about 1:3; the ionizable gel strength enhancing agent increases the gel
strength of the controlled release matrix; and, the glipizide is suspended or
dissolved in a pharmaceuticaily acceptable wetting agent prior to incorporation

with the remaing ingredients of the controlled release matrix.

2. The controlled release dosage fonm of claim 1 wherein said oral dosage

form is effective for once a day oral administration.

3. The controlled release oral dosage form of claim 1 wherein the controlled

rclease matrix comprises: xanthan gum; locust bean gum; and dextrose.
4, The controlled release oral dosage form of claim 3 wherein the controlled
release matrix comprises: 12.0%w/w xanthan gum; 18%w/w locust bean gum;

and, 65%w/w dextrose.

5. The controlled release oral dosage form of claim 4 wherein the controlled

release matrix additionaily comprises ethylcellulose.

6. The controlled release oral dosage form of claim 5 wherein the

cthylcellulose is present in an amount of 5%w/w.

42
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7. -The controlled release oral dosage form of claim 1 wherein the inert diluent
is selected from the group consisting of a moﬁosaccharide, a disaccharide, a

polyhydric alcohol, microcrystaliine cellulose, starch and mixtures thereof.

8. The controlled release oral dosage form of claim 7 wherein the inert diluent
is selected from the group consisting of sucrose, dextrose, lactose, fructose, xylitol,

sorbitol and mixtures thereof.

9. The controlled release oral dosage form of claim 8 wherein the inert diluent

[y

1s dextrose.

10.  The controlled release oral dosage form of claim 1 wherein the controlled
release matrix is wet granulated with a aqueous solution comprising an alkalizing
excipient present in an amount effective to provide a pH ranging from about 7.0 to

about 9.0.

11.  The controlied release oral dosage form of claim 10, wherein said

sulfonylurea is solubilized in said alkalized solution.

12. The controlled release oral dosage form of claim 11 wherein the alkalizing
excipient is selected from the group consisting of a monovalent metal alkali and a

divalent metal alkals.

13. The controlled release oral dosage form of claim 12 wherein the alkalizing
agent is selected from the group consisting of sodium hydroxide; potassium
hydroxide, calcium hydroxide, magnesium hydroxide, ammonia, tertiary sodium
phosphate, diethanolamine, ethylenediamine, N-methylglucamine, or L-lysine and

mixtures thereof,

43
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14, The controlled rclcase oral dosage form of claim 12 wherein the alkalizing
agent is presgnt in an amount ranging from_aboufo.om percent thi'ough about 10

percent by weight of the formulation.

1S.  The controlled relcase oral dosage form of claim | in the form of a unit
dosage seiccted from the group consisting of a-tablet, a caplet and a soluble capsuie

comprising a plurality of beads or particles.

16.  The controlled release oral dosage form of claim 15.wherein the unit
dosage form is further coated with a sustained release hydrophobic coating

comprising a pharmaceutically acceptable hydrophobic polymer, .

17. The controlled reiease oral dosage form of claim 16 wherein the
hydrophobic coating is selected from the group consisting of ethyl cellulose,
acrylic polymers, methacrylic pelymers in an amount of from about 1 to about 30

percent, by weight of the total unit dosage form. A

18. A method of manufacturing a controlled release oral dosage form suitable
for once a dajf administration of a glipizide or a salt thereof comprising the steps
of:  a) granulating a control'led release ‘matrix wifh an aqueous vmcdium made
alkaline by a pharmaceutically acceptable alkalizing agens present in an amount
effective Lo provide a pH ranging from at least 7.0 to about 9.0 1o produce &
granutation;

b} suspending, dissolving or admixing a sulfonylurea compound in a
pharmaceutically acceptable wetting agent to form an aclive agent composition;

c) mixing a suitable tableting lubricant, the active agent composition and
said granulation to a Jubricated granulation; andg, ‘

d} compressing said lubricated granulation into a solid dosage form;
wherein the sulfonylurea is selected from the grop consisting of tolbutamide,

chlorpropamide, tolazamide, acetohexamide, glyburide, glibomuride, glisoxepide,
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g]ipi-zilde and gliclazide.

]9; - .A. m:eihod of lr;eating type 11 diah‘etres comprising administering an at least
onze a day a solid controlied releasc oral dosage form comprising;

a) an effective amount of atkalized glipizide or a salt thereof,

b} a controlled relcase matrix which has been granulated with an aqueous
medium made alkaline by bharmaceutica]ly acceplable atkalizing agent present in
an amount effective to providé a pH ranging from at lcast 7.0 to about 2.0,

‘wherein the controlled release oral dosage form provides a sustained release

of glipizide over a period of 24 hours.
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{#7) Abstract: A pharmaceulical composilian in the form ol a tablet for conirolled release of an active ingredient comprises a
= belalrctam antibiotic such as cephalezin, celiclor or their pharmaceutically zccepiable hydrates, salls or esiers as active ingredient,
= and a mixiute of hydrophilic palymers selected from the group consisting of at least one sodium alginale and al least one xanthan
— LU controlled release matrix; and optinnally probenecid as an sntibiotic adjuvant as either immediate releass or comtrolled refease

pari. The composition may also contain one or more of o waler soluble and/or waler dispcrsihlé diluent, wherein the quantities of
O the hydrophitic pulymes matrix but sBll pravides the desized vnee a day profile. The resulling modified release matrix formulation

3 net containitg probenecid may be adminisiered onee or twice daily. The resulting modified release matrix fermvlation containing -

probenecid may be administered onee daily.,
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CLAIMS

1. A pharmaceutical compasition for controlled release of an active ingredient, said

composition comprising a controlled release matrix comprising a betalactam
antibiotic of their piuar'maceuiica!ly acceptéble hydrates, salts or esters as the active
ingredient, and amixture of hydrophilic polymers, said hyd'rc)phi]ic polymers being
selected from the group consisting of at least one sodium alginate arid at least one
xanthan gum; and optionally probenecid as either immediate release or -:d;ﬁtrolle'd
release part, wherein said composition comprises about 30 % 10 about 90 % by
weight of active ingrediém and about 1 % to about 25 % b.y weight of hydrophilic
polymers comprising from about 0.1 % to about 20 % by weight of sodium alginate
and about 0.1 % to about 20 % by weight ofxalithan gum. - i

The composition as clzimed in claim 1, wherein the betalactam _ahtibiotic is
selected from éephaie'xi;a, cefaclor or their phanﬁélcemica!ly acceplable hydrates,
salis ar esters. | . )

The compos.ition as claiined in -:]-s.lim I, wherein the active is released &t 2 raie
suitable for once daily or twice daily administration of the composition.

The composition as claimed in claim | in the fonﬁ of a solid dosage.

The composition as claimed in claim 1, whergin the controlled release part of the
pharmaceutical composition comprises from about 30 % to about 90 % by weight
of active ingredient or their pharmaceutically acceptable hydrates, salts or esters
and about 1 % to about 20 % by weight of hydrophilic polymers comp-rising of 2
low or a medium viscosity gréde sodsum: alginate-in an amount from about 0.1 % to
about 15 % by weight and a medium or a ligh viscosity grade xanthan gum in an
amount from about 0.1 % to aboul 15 % By weight. ‘ -

The composition as claimed in claim 1, wherein the controlled release part of the
pharmaceuﬁcai composition comprises from about 30 % to zbout 90 % by weight
of active ingredient or their pharmaceutically acceptable hydrates, salté Or esters
and abaut 1 % to about 18 % by weight of hydrophilic polymers comprising ol a
low or a medium viscosity grade sodium alginate in an amount from about 1.0 % to
about 10.0 % by weight and a medium or a high viscosity grade xanthan gum in an

amount from about 10 % 1o about 10.0 % by weight.

<
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10.

11

12,

14.

15,

16.

17.

19,

29

The compasition as claimed in claim !, which further contains at least one water
soluble or water dispersible diluent.

The composition as claimed in claim 7, wherein the water soluble or water
dispersible diluent comprises about 1 % to about 30 % by ‘Weight of the
composition. . o '

The composition as claimed in claim 7, wherein the diluent is lactose.

The composition as claimed in claim 9, wherein the amount of lactose is from
about 4 % to about 20 % by weight of the composition. |

The composition as claimed in claim 7, wherein the diluent is microcrystalline
cellulose.

The composition as claimed in claim 11, wherein the amount of microcrystalline

cellulose is from about 4 % to about 15 % by weight of the composition.

. The composition as claimed in claim | [urther comprising magnesium stearate, talc,

colloidal silicon dioxide or mixtures thereof in amounts from about 0.2 % to about

5 % by weight each.

A composition as claimed in any preceding claim wherein a multidose contains 250

mg to 2 g activc ingredient.

A composition as claimed in claims 1 to 13 in dosage unit form containing 100 to 1

g of active ingredient.

A process for the preparation of a pharmaceutical composition as claimed in claim .

1, comprising mixing together the active ingredient and the hydrophilic polymers,
and optionally probenecid together with at least one lubricant to form a blend,
further compacting, sizing, blending and compressing into tablets. -

A process for the preparation of a pharmaceutical composition as claimed in claim
1, comprising mixing together the active ingredient and the hydrophitic polymers
together with at least one lubricant 10 form a blend, further compacting, sizing,

blending and compressing into tablets along with immediate release probenecid

part.

. The composition as claimed in claim 1, wherein probenecid is present in an amount

from about 250 mg to about 1000 mg,
The composition as claimed in claim 1, which further contains a disintegrating

agent from about 2 % to about 9 % by weight of immediate release part.

40
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20.

21.

22.

23.

30

The composition as claimed in claim 19 wherein disintegrating agent is sodium
starch glycolate. h

A process for the preparation of pharmaceutical composition as claimed in claim 1,
comprising mixing together probenecid, diluent and disintegrating agent together,
compacting, sizing and blending with lubricant and compressing the blend into
tablets along with controlled release part of the active ingredient.

The composition as claimed n claim 1 wherein, the controlled release part in a
hydrophilic matrix and immediate release probenecid part are compressed together
into a tablet dosage form.

The cormposition as claimed in claim | wherein, the controlled release part in a
hydrophilic matrix and immediate release probenecid part arc compressed

separately into tablets and packed in a way to be administered simultaneously.
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ABSTRACT

Sustained release dosage forms of high dose insoluble drugs
such as ibuprofen and methods for their marufacture arc

disclosed.
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TABLE 1

Lhissolution Results

Yime (fr) Ex. 7 Ex. 8 Ex. ¢ x. A Fx. B
n (1] n n i 0
1 1.7 35 2.3 1.3 0.2
2 3.6 10.2 B.] 3 1.1
3 4.8 1.8 1.3 sy 2.8
4 1.0 220 26,0 16.2 114
G 1582 279 24 - 0.9 233
? 191 34.4 a1.4 a5.5 26,8
1z 27.7 448.8 72.7 6.8 9.1
1B a6.6 bR 98.3 733 5.2
iR Se.d 61.6 1.z .8 9i.5
24 674 0.0 104 N8l

The dissolution results are also graphically depicted in
FIG: 2. . )

‘The results show that a suitable sustained release of
ibuprofen is still obtained although the tablet formulations of
Examples 7-9 contain 50% less sustained release excipient
than Examples 4-6.

The Examples provided above arc not meant to be exclu-
sive. Many other variations of the preseat invention will be

apparent to fhose skilled in the art, and are contemplated to

be within the scope of the present invention,

What is claimed is:

I. A snstained release dosage form, comprising from
about 500 mg 1o about 1000 myg of an insoluble NSAID and

an ¢ffective amount of a sustained release carrier comprising 3

santhan gum, locust bean gum and a phammaccutically
acceptahle inert dileent, wherein the total weight of said
dosage form is from abowt 110 percent 10 about 140 percent
by weight of said insoluble NSALD, said xanthan gum and

said locust bean gum comprising from about 7 (o about 40 25

pereeni by weight of the dosage form, said tocust bean gum
comprising from about 50% to about 95% of the sustained
release carrier, said dosage form providmg a dissolution of
said NSAID in-vitro when measured by the USP Type 11
{Paddle) Methael, of from about 6 perccat by weight of said
NSAID released alter about 2 hours and a L at about 12 10
aboit 16 howres.

2. 'the dosage form of claim 1, wherein said NSAID is
selected [tom the group consisting of ibuproten, calcium
tenoprolen, naproxen, ctodolac, mefenamic acid, tolmetin,
and mixtures thercof.

3. The dosage form of claim 1, wherein said NSAID is
ibupmfen.

4. The sustained release dosage form of claim 1, whercin
the dosage form is a tablet.

5. A sustained release dosage foom, comprising from
about 500 mg to about 1000 mg of an insoluble NSALD and
arvellective amount of a sustained release carrier comprising
xanthan sum, locust hean (ium and a2 phammacentically
-acceptable inert diluent, wherein the total weight of said
dosage form is from about 11¢ pereent 10 about 140 percent

“by weight of said insoluble NSAID, said xanthan gum and
said locust bean gum comprising, from about 7 10 about 40
percent by weight of the dosage ferm, said locust bean gum
comprising, from about 50% o about 95% of the suslained
refcase carrier, said dosage form providing a dissolution of
saidd NSAID in-vitro when messured by the USP Type I
{Paddie) Method, of from abow 20 percent by weight of said
NSAID released after about 4 hours and a 154 at about 12 1o
about 16 howrs.

6. The dusape form of claim 5, whercin the said NSAID
is sclected from the group consisting of ibuprofen. calcium
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fenoprofen, naproxen, ctodolac, mefenamic acid, timetin,
and mixtures thereol,

7. The dosage form of claim §, wherein the said NSAID
is ibuprofen. '

8. An oral sustained release dasage form, comprising a
matrix comprising from about 500 to about 1000 mg of
ibuprofen and a sustained releasc carrior comprising al feast
about 56 of xanthan gums about 506 to about 95% of a
crosslinking agent comprising locus! bean gum and a phar-
maccuticatly accepable inert diluent] wherein the weigla
ratio of said ibuprofen 1o the combined weight of said
xanthan gum and said locus! bean gum is from about 1:0.06
W about 1:0.4, said dosage form providing a dissolution of
said ihuprofen in-vitro when measured by the USP Type 1)
(Paddlc) Method, of from about 6 pervent by weight of said
ibuprolen released after about 2 hours and a 15, at about 12
to aboul 16 hours.

9. The oral sustained release dosage form of claim 8,
wherein the weight ratio of said ibuprofen lo the combined
weight of said xanthan gum and said locust bean gum is
from about 1:0.08 to about 1:10.25.

10. "Ihie oral sustained cclease dosage form of claim 8.
comprising, from about 800 10 about 1000 mg ihuprofen,

11. A suslained release lablel comprising

from about 500 mg 10 aboul 10 my ol an insoluble
NSAID in a sustained release matrix comprising xan-
than gum, locust bean gum and a pharmaccutically
accepable inert diluent, wherein the total weight of said
tablet is from about 110 percent to about 140 percent by
weight of said insoluble NSAID, sand xanthan gum aad
said locust bean gum comprising from about 7 to about
40 percent by weight of the tablet said loéust bean gum
comprising from about 50% to about; 95% of the
sustained release matrix, said tablet providing a disso-
lution of said NSAID in-vitro whea measured by the

USE Iype 1 (Paddie) Method, of from about 6 percent

by weight of said NSAID rcleased aficr about 2 hours
and from about 20 percent by weight of said NSAID
released after about 4 hours and a 1,4 at about 12 1o
about 16 hours.

12. The sustained release tablet of claim 11, wherein said
NSAID is ibuprofen and the total weight of seid tablet is
from abont 119 percent 1o about 136 peroent by weight of
ibuprofen.

13. A sustained release ihuprofen tablet comprising

from about 300 to about 1000 mg, ibuprofen uniformly

dispersed in a sustained release carrier comprising

xanthan gum; ‘

locust bean gum; 2nd

an pharmaceutically acceptable inert diluent;

wherein the total weight of said xanthan gum and said
locust bean guis is from about 7 10 about 40 pereent

by weight of the final ablet weights the ratio of

ibuprofen to the 1otal weight of said xanthan gum
and said locust beap gum s from about 1:0.00 1o
-about 1 :0.4, and said locust bean gum comprising
from about 50% 1o about 95% of 1he sustained
release carrier, said (ablet providing a dissolution of
sai¢h thuprofen in-vilro when measored by the USP
Type 11 {Paddle) Mcthod, of from about 6 percent by
weight ol said ibuprolen released alter about 2 hours
. Tand 2 15, at about 12 to about 16 hours,

14. A susiained release ibuprofen tablet of claim 13
whercin the ratio of ibuprofen to the total weight of said
xanthan gum and smd locust bean gum is from about 1:0.08
to about 1:0.25.
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15. An oral sustained release dosage form, comprising

a matrix compnising from about 500 1o aboul 1000 myg of
ibuprofen and a sustained release carricr comprising at
lcast about 5% of xanthan gum, about 50% to aboul
95% of a crosslinking agent comprising locust boan
gum and a pharmaceutically acceptabie incnt diluent;
wherein the weight ratio of 2aid ihoprofen to the
combined weight of said xanthan gum and said locust
bean gum is from about 1:0.U6 to abowt 1:0.4, said
dosage [orm providing a dissolution of said ibuprofen
in-vitro when measured by the USP ‘Type Il (Paddle)
Mecthod, of from about 20 percent by weighl of said
ibuprafen released afier about 4 hours and a ty, at about

2 to about 16 hours.

16. ‘The oral sustained release dosage form of claim 15,
wherein the weight ratio of said ibuprofen to the combined
weight ol said xanthan gum and said locust bean gum is
from about 1:0.08 1 abowt 1:0.25.

17. The oral sustained release dosage form of claim 18,
comprising from about 810 10 about 1000 myg ihuprofen.

18. The sustained release dosage fonn of claim 5, wherein
saitl NSALD is ibuprofen, and the 101al weight of said dosage
form s {rom abowl 119 pereent o about 130 percent by
weight of ibuprofen.

19. A sustained release ibuprofen tablet comprising

from about 500 10 about 1000 mg ibuprofen uniformly 2

dispersed in a suslained release carricr comprising

xanthan pum;

locust bean gum; and

an pharmaceultically acceplable incit diluent;

wherein the tolal weight of said xanthan gum and said
locust bean gum is from about 7 o about 40 percent
by weight of the final 1ablet weight, and the ratio of
ibuprolen to the tolal weight of said xanthan gum
and said locust bean gum is from about 1:0.06 to
ahout 1:04, and said locust hcan gum comprising
from about 50% to about 95% of the suslained
releasc carrier, said tablet providing a dissolution of
said ibuprofen in-vileo when measurced by the USP
Type 11 {(Paddic) Method, of from about 20 percent
by weight of said ibuprofen rcleased after about 4
hours and a L5, 21 about 12 10 about 16 hours.

20, “The sustained release: ibuprofen wablat of claim 19,
wherein the ratio of ibuprofen to the totat weight of said
xanthan gum and said locust bean guen is from about 1:0.08
to zbout 1:0.25.

21. The sustzined release dosage form of claim 1, com-
prising a matrix in which said NSAID is wniformly dispersed
with saict sustained release carrer.

22, The sustained release dosage form of claim 5, com-
prising a matrix in which said NSAID is uniformly dispersed
witl) said susiained release carricr.

23. The sustained relcase dosage fonn of claim 5, wherein
he dosage form is a wablet,

24, I'he ol sustained release dasage lorm of claim K,
wherein the dosage form is a tablet.

25. The oral sestained release dosage furm of claim 15,
wherein the dosage form is a tablet.

26. "I'he sustained release dosage form of claim 1, whercin
the sustained refease carricr comprises wet granulated par-
tickes of xanthan gum, locust bean gum and pharmaceuti-
cally acceprable inert diluent.

27. The sustained refease dosage form of claim 5, wherein
the sustained release earrier comprises wel granulated par-
ticles of xanthan gum, locust bean gum and a pharmaceu-
tically acceptahle inert diluent,

28. The oral sustained relcase dosage fonn of claim 19,
wherein the sustained release carricr comprises wet granu-

=3

>

.

et
"

A
“n

5

f=}

s

"

2z

n

6

18

Jated! particles of xamhan gum, locust bean gum and phar-
maccutically acceptable inert diluent.

29. The sustained rclease tablet of claim 11, wherein the
sustained release carrice comprises wel granufated particles
of xanthan gum, locust bean gum and pharmaccuticaily
acceptable inent dituent.
© 30, The sustained release ibuprofen tablet of claim 13,
wherein the sustaincd releasc carricr compriscs wet graonu-
lated particics of xanthan gum, locust bean gum and phar-
macentically acceptable incrt diluent.

31. The oral sustained release dosage form of cluim 15,
wherein the sustained release carricr comprises wet granu-
latedd particles of xanthan gum, locust bean gum and phar-
maceutically acceptable incrt difuent.

32. The sustained release buprofen tablet of claim 19,
wherein the sustained release carrier comprises wel granu-
lated particles of xanthan gum, locust bean gum and phar-
maceutically acceptable inert diluent.

33. The sustained release dosage forn of claim 1, wherein
the pharmaceutically acceptable inert diluent is selected
from the group consisting of monosaccharide, a
disacehiaride, a polyhydric alcohol, a ccllulose. starclhes,
pre-manufactured direet compression excipients and mix-
turcs thereof.

34. The sustained release dosage form of claim 5, wherein
the pharmaceutically acceptable inert diluent is selected
from the proup consisting of monosaccharide, a
disaccharide, a polyhydric alcehel, a cellutose, starches.,
pre-manufactured direct compression excipicnis and mix-
tures thereof.

35. The oral sustained release dosage form of claim 8.
witcrein the pharmaceutically acceptable inert diluent is
selected {rom the group consisting of monosaccharide, a
diseecharide, a polyhydric aleohol, a cellulose, starches,
pre-manufactured direct compression excipicnts and mix-
lures thercof.

36. The sustaincd releasc tablet of claim 11, wherein the
pbarmaceutically acceptable inert diluent is selected from
the group consisting of monosaccharide, a disaccharide, a
polyhydric alcchol, a cellulose, starches, pre-manulactured
direct compression excipients and mixtures thereof.

37. "I'he sustained release ibuprofen tablet of claim 13,
whetein the pharmaceutically aceeptable inert dituent is
sclected from the group consisting of monosaccharide, a
disaccharide, a polyhydric aleohol, a cellelose, slarches,
pre-manutactured dircct compression excipients and mix-
tures thereof.

38. The oral sustained release dosage form of claim 15,
wherein the pharmaceutically accepiable inert diluent is
selected (rom the group consisting of monosaccharide, a
disaccharide, a polyhydric alcohol, a cellulose, starches,
pre-wanvfactured direct compression excipicats and mix-
tures thereof.

39, The sustained release ibuprofen tablet of claim 19,
.wherein the pharmaceutically accepiable inert dilucit is
selected from the group consisting of a monosaccharide, a
disaccharide, a polyhydric alcobol, a cellulose, slarches,
pre-manufactured dircct compression cxcipicnts and mix-
lures thereof.

40. The sustained release dosage form of claim 1, wherein
the ratio of 1ocust bean gum (o xanthan gum is 1:0.08,

41. The sustained release dosage form of claim §, wherein
the ratio ol locust bean gum o xanthan gum is 1:0.08,

42. The oral sustained release dogage form of claim R,
wherein the ratio of locest bean gum to xanthan gum is
1:0.08. -

43, The sustained releasc tablet of claim 11, wherein the
ratio of locust bean pum 1o xanthan gum is 1:0.08.
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What is claimed is:

A sustained release oral solid dosage form comprising:

a sustained release matrix comprising from about 12.5 to about 400 mg of metoprolol
tartrate and a sustained release excipient;

said oral dosage form providing a mean Cmax of metoprolol from about 10 ng/ml to
about 40 ng/ml when the dosage form contains 100 mg metoprolol tartrate; said
dosage form providing a therapeutic effect for about 24 hours after oral

administration.

The sustained release oral dosage form of claim 1, wherein said mean Cmax of
metoprolol is from about 15 ng/ml to about 30 ng/ml when the dosage form contains

100 mg metoprolol tartrate,

The sustained release oral dosage form of claim 1, wherein said oral dosage form
provides a mean Cpyy of metoprolol from about 40 ng/ml to about 90 ng/ml when the

dosage form contains 200 mg metoprolol tartrate.

The sustained release oral dosage form of claim 1, wherein said oral dosage form
provides a mean Cp,, of metoprolol from about 5 ng/ml to about 30 ng/ml when the

dosage form contains 50 mg metoprolol tartrate.

The sustained release oral dosage form of claim 1, wherein said oral dosage form
provides a mean C¢ of metoprolol from about 2 ng/m! to about 15 ng/ml when the

dosage form contains 25 mg metoprolol tartrate.

The sustained rclease oral dosage form of claim 1, wherein said oral dosage form is

substantially dose proportional.

The sustained release oral dosage form of claim 1, wherein said sustained rclease

excipicnt is pre-agglomerated prior to incorporation of the metoprolol tartrate.

The sustained release oral dosage form of claim 1, wherein said dosage form provides

a mcan Tmax at from about 2.5 to about 20 hours after oral administration.
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The sustained release oral dosage form of clajm 1, wherein said dosage form provides

a mean Tmax at from about 6 to about 16 hours after oral administration.

The sustained reiease oral dosage form of ¢laim 1, wherein said sustained relcase

matrix comprises a plurality of matrix multiparticulates,

The sustained telease aral dosage form of claim 10, wherein said matrix

multiparticulates are overcoated with a coating comprising a hydrophobic material.

The sustained release oral dosage form of claim 11, wherein said hydrophobic
material is selected from the group consisting a hydrophobic polymer, a cellulosic
material, an acrylic polymer, a methacrylic acid polymer, a methacrylic copolymer,

hydrogenated vegetable oils, zcin, and mixtares thereof,

The sustained release oral dosage form of claim 11, whersin said hydrophobic

matenal is ethylceliulose.

The sustained release oral dosage form of claim 11, wherein said hydrophobic

matetial comprises one or more anumonio methacrylate copolymers.

The sustained release oral dosage form of claim 1, wherein said dosage form is a

 compressed tablef. . -

The sustained release oral dosage form of claim 15, further comprising a coating over

said comprossed tablet; said coating comprising a hydrophobic imaterial.

The sustained release oral dosage form of claim 16, wherein said hydrophobic
material is selected from the group consisting of a hydrophobic polymer, a cellulosic
material, an acrylic polymer, a methacrylic acid polymer, a njetﬁacry]ic acid

copelymer, hydrogenated vegetable oils, zein, and mixiures thsteof. -
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The sustained release oral dosage form of claim 1, wherein the sustained release
excipient comprises a gelling agent selected from the group consisting of a

heteropolysaccharide gum, a homopolysaccharide gum, and mixtures thereof.

The sustained release oral dosage form of claim 1, wherein the sustained release

excipicnt comprises a heteropo]yshccharide gum and a homopolysaccharide gm‘nf '

The suslained release oral dosage fonn of clain 19, wherein said

heteropolysaccharide gum is xanthan gam and said homopolysaccharide gum is locust

bean gum.

The sustained release oral dosage form of claim 1, whercin the sustained release

excipient further comprises a ionizable gel strength-enhancing agent.

The sustained release oral dosage form of claim 21, wherein said jorizable gel
sirength-enhancing agent is selected from the group consisting of calcium sulfate,
sodium chloride, potassium sul.fate, sodium carbonate, lithium 6h10ﬁde, iripotassiwm
phosphate, sodium borate, potaésium bremide, potassium fluoride, sodium
bicarbonate, calcium chlori.de', magnesium chloride, sodiimn citzate, sodium acetate,

calcium lactate, magnesium sulfate, sodium fluoride, and mixtures thereof,

A sustained release oral solid dosage form comprising;

" a sustained release matrix comprising from about 12.5 to about 400 mg metoprolol

{arlrate and a sustained release excipient; |

said oral dosage form providing a mean Cimax at steady state of mctbprnlo] from
about 4 ng/ml to about 20 np/ml! when the dosage form contains 25 mg' metoprolol
tartrate; said dosage form providing a therapeutic effect for about 24 hours afier oral

administration.

The sustained releasc oral dosage form of ¢laim 23, wherein the Cmax at steady state
of metoprelol is from about § ng/ml to about 15 ng/ml when the dosage form contains

25 mg metoprolo] tartrate.



25.

20,

27.

28.

29.

30.

3L

32.

33,

34,

WO 030856353 ' PCE/USOI 104

The sustained release oral dosage form of claim 23, wherein said dosage form
provides 2 mean Tmax at from about 2.5 to about 20 hours after oral administration.
The sustained release oral dosage form of claim 23, wherein said dosage form

provides a mean Tmax at from about 6 to about 16 hours after oral administration.

The sustained release oral dosage form of claim 23, wherein said sustaitied release

matrix compriscs a plurality of matrix multiparticulates.

The sustained release oral dosage form of claim 27, wherein said matrix

multiparticulates are overcoated with a coating comprising a hydrophebic material.

The sustained release oral dosage form of claim 28, wherein said hydrophobic

- malerial is selected from the gréup consisting.a hydrophobic polymer, a cellulesic

malerial, an acrylic polymer, a methacrylic acid polymer, a methacrylic copolymer,

hydrogenated vegetable oils, zein, and mixtures thereof.

The sustained release oral dosage form of claim 28, wherein said hydrophobic

material is ethylcellulose.

The sustained release oral dosage form of claim 28, wherein said hydrophobic

material comprises éne or more ammonio methacrylate copolymers,

The sustained release oral dosape form of claim 23, wherein said dosage form'is a
| L]
compressed tablet,

T I%c,salslai;ned release oral dosage form of claimn 32,'furthsr comprising a coating over
said compressed tablet; said coating comprising a hydrophobic material.

‘The sustained release oral dosage form of ¢laim 32, wherein said hydrophoebic
material is selected from the group consisting of a hydrephebis polymer, a cellulosic
material, an acrylic polymer, a methacrylic \acid polymer, a methacryiic acid

copolymer, hydrogenated vegetable oils, zein, and mixtures thereof.

30
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The sustained release oral dosage form of claim 23, wherein the sustained release
excipient comprises a gelling agent selected from the group consisting of a

heteropolysaccharide gum, a homopolysaccharide gum, and mixtures thereof.

The sustained release oral dosage form of claim 23, wherein the sustained release

excipient comprises a heteropolysaccharide gum and a homopolysaccharide gum.
The sustained release oral dosage form of claim 36, wherein said
heteropolysaccharide gum is xanthan gum and said homopolysaccharide gum s locust

bean gum.

The sustained release oral dosage fonm of claim 23, wherein the sustained release

excipient further comprises a ionizable gel strength-enhancing agent.

The sustained relcase oral dosage form of claim 38, wherein said ionizable gel

" strength-enhancing agent is selected from the group consisting of calcium sulfate,

sodium chloride, potassium sulfate, sodium carbonate, lithium chloride, tripotassium
phosphate, sodium borate, potassium bromide, potassium fluoride, sodium
bicarbonate, calcium chloride, magnesium chloride, sodiwm citrate, sodium acetate, -

calcium lactate, magnesium suifate, sodium fluoride, and mixtures thereof.

A sustained release oral solid dosage form comprising:

a sustained release matrix comprising from about 12.5 mg to about 400 mg of
metoprolol tartrate and a sustained release excipient; said oral dosage form providing
a mean Cimax at steady state of metoprolol from about 5 ng/ml to about 30 ng/ml
when the dosage form contains 50 mg metoprolol tartrate; said dosage form providing

a therapeutic effect for about 24 hours afler oral administration.

A sustained release oral dosage form comprising:

metoprolol tartrate in an amount of from about 12.5 mg to about 400 mg dispersed in
a matrix comprising (i) a gelling agent said gelling agent in an amount of from about
10% to about 60% by weight of the dosage férm,'(ii) an inert pharmaceutical diluent
in an amount of from about 5% to about 40% by weight of the dosage form, and (jii}

an ionizable gel strength enhancing agent in an amount of from about 0.5% to about

1)
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16% by weight of the dosage form; a hydrophobic coating coated over said matrix in
an amount of from about 1% to about 20% by weight of the dosage form; said dosage
form providing for the sustained release of said metoprolol tartrate suitable for once a

day administration.

The sustained release oral dosage form of claim 41, wherein said matrix 1s pre-

agglomerated prior to incorporation of the metoprolol tartrate,

The sustained rclease oral dosage form of claim 41, wherein said gelling agent

consists of a heteropolysaccharide gum and a homopolysaccharide gum.

The sustained release oral dosage form of claim 41, wherein said inert pharmaceutical

diluent is mannitol. .

A sustained release oral dosage form comprising:

a matrix comprising metoprolol tartrate in an amount of from about 12.5mg to about

- 400mg dispersed in a sustained release excipient.comprising (i) locust bean gum in an

amount of 5% to about 30% by weight of the oral dosage form and (i1) xanthan gum
in an amount from about 5% to about 30% by weight of the oral dosage form, (iii)
mannitol in an amount of from about 5 % to about 40% by weight of the oral dosage
form, and (iv) calcium sulfate dihydrate in an amount (;f about 0.5% to about 16% by
weight of the oral dosage form; and

a hydrephobic coating coated over said matrix in an amount of from about 1% to
about 20% by weight of the oral dosage form;

said dosagé form providing for the sustained rclease of said metoprolol tartrate

suitable for once-a-day administration.

A sustained release tablet formulation comprising:

a matrix core composition comprising

(a) metoprolol tartrate in an amount of from about 12.5 mg to about 400 mg;

(b) a cellulose derivative selected from the group consisting of an alkylcellulose,
hydroxyalkylcellulose, hydroxypropylatkylcellulose, or mixtures thereof; and

(c) a sustained release excipient comprising a gelling agent in an amount of about

10% to about 60% by weight of the formulation; an inert diluent in an amount of from
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about 5% to about 40% by weight of the formulation; and an ionizable gel strength
enhancing agent in an amount of from about 0.5% to about 16% by weight of the
formulation; and

a coating over said core comprising

(a) a hydrophobic material in an amount of from about 2% to about 15% by weight of
the formulation; _

said formulation providing for the sustained release of said metoprolol tartrate

suitable for once-a-day administration.

The sustained releasce tablet formulation of claim 46, wherein said hydrophobic
material is selected from the group consisting of a hydrophobic polymer, a cellulosic
matertal, an acrylic polymer, a methacrylic acid polymer, a methacrylic acid

copolymer, hydrogenated vegetable oils, zein, and mixtures thereof

The sustained relcase tablet formulation of claim 46, wherein said hydrophobic

material is ethylcellulose.

The sustained release tablet formulation of claim 46, wherein said hydrophobic

material comprises one or more ammonio methacrylate copolymers.

The sustained release formulation of claim 46, wherein said coating further comprises

hydroxypropylmethyicellulose.

A sustained release excipient for the sustained release of an active age:'nt comprising
from about 20% to about 60% of a gelling agent by weight of said sustained release
excipient, said gelling agent consisting of a heteropolysaccharide gum and a
homopolysaccharide gum; from about 1% to about 20% of an ionizable gel strength
enhancing agcnt.by weight of said sustained release excipient; and from about 6% to
about 60% of mannitol by weight of the sustained release excipient.

\
The sustained release excipient of claim 51, further comprising a cellulosic material
selected from the group consisting of alkylcellulose, hydroxyalkyleellulose,

hydroxypropylalkylcetlulase, or mixtures thercof.
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The sustained release excipient of claim 51, wherein said heteropolysaccharide gum is

xanthan gum.

The sustained release excipient of claim 51, wherein said homopolysaccharide gum is

locust gum.

The sustained release excipient of claim 51, wherein said ionizable éel strength
enhancing agent is selected from the group consisting of calcium sulfate, sodium
chloride, potassium sulfate, sodium carbonate, lithium chloride, tripotassium
phosphate, sodium boraté, potassium bromide, potassium fluoride, sodium
bicarbonate, calcium chloride, magnesium chloride, sodium citrate, sodium acetate,

calcium lactate, magnesium sulfate, sodium fluoride, and mixtures thereof.

The sustained release excipient of claim 51, wherein said ionizable gel strength

enhancing agent is calcium sulfate dihydrate.

A method of treating a patient with hypertension comprising:

administering to said patient a sustained relcase oral dosage form cdmpn'sing a
sustaincd release matrix comprising from about 12.5 to about 400 mg of metoprolol
tartrate and a sustained release excipient; said oral dosage form'providing a mean
Cmax of metoprolol from about 10 ng/inl to about 40 ng/ml when the dosage form
contains 100 mg metoprolol tartrate; said dosage form providing a therapeutic effect

for about 24 hours after oral administration.

The methed of claim 57, wherein said mean Cmax of metoprolol is from about 15

" ng/ml to about 30 ng/ml when the dosage form contains 100 mg metoprolol tartrate.

A method of reducing blood pressure comprising

administering o a human patient a sustained reléase oral solid dosage form
comprising a sustained release matrix comprising about 12.5 to about 400 mg of
metoprolol tartrate and a sustained release excipient; said oral dosage form providing
a mean Cmax of metoprolol from about 10 ng/ml to about 40 ng/ml when the dosage
form contains 100 mg metoprolol tartrate, said dosage form providing a therapeutic

effect for about 24 hours after oral administration.
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A method of providing cardiosclective antihypertensive therapy to a human patient
comprising administering to said patient a sustained release oral dosage form
comprising a sustained release matrix comprising about 12.5 to about 400 mg of
metoprolol tartrate and a sustained release excipient; said oral dosage form providing
a mean Cmax of metoprolol from about 10 ng/ml to about 40 ng/ml-when the dosage
form contains 100 mg metoprolol tartrate; said dosage form providing a therapeutic

effect for about 24 hours after oral administration.

A method of preventing or reducing a matlaird-type reaction in a metoprolol tartrate
sustained release oral dosage form comprising preparing said sustained release oral
dosage form by combining a therapeutically effective amount of mctoprolol tartrate
with a sustained release excipient that provides for the sustained release of said
metoprolol tartrate, and including in said dosage form an effective amount of

mannitol to prevent or reduce the degradation of said metoprolol tartratc.

The method of claim 61, wherein said mannitol is included in said sustained release

excipient prior to combining said excipient with said metoprolol tartrate.

The method of claim 61, wherein said mannitol is incorporated into said dosage when

said metoprolol tartrate and said sustained release excipient are combined.

A method of preparing a sustained release tablet formulation of metoprolol tartrate for
once-a-day administration comprising: ,

spray granulating a sustained release excipient and metoprolol tartrate with a
suspension or solution comprising a cellulose derivative selected from the group
consisting of an alkylcellulose, hydroxyalkylcellulose, hydroxyalkylalkylcellulose, or
mixtures thereof, and tableting the resultant granulation such that each tablet provides
a dose of metoprolol tartrate sufficient to provide a therapeutic effect for about 24

hours after oral administration.

Theé method of claim 64, further comprising overcoating the tablets with a coating

comprising a hydrophobic material.
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The methed of claim 65, wherein the hydrophobic material is selected from the group
consisting of hydrophobic polymer, a cellulosic material, an acrylic polymer, a
methacrylic acid polymer, a methacrylic copolymer, hydrogenated vegetable 6iIs,

zein, and mixtures thereof.

A sustained release oral solid dosage fonu comprising:

a suétained relcase matrix comprising a therapeutically effective amount of
metoprolol tartrate and a sustained release excipient;

said oral dosage form providing a2 mean Cmax of metoprolol from about 10 ng/m] to
about 40 ng/ml per 100 mg mctoprolol tartrate, said dosage form providing a

therapcutic effect for about 24 hours after oral administration.

A method of treating a patient with hypertension comprising:
administering to said patient a sustained release oral dosage form comprising a
sustained release matrix comprising a therapeutically effective amount of metoprolol

tartratc and a sustained release excipient; said oral dosage form providing a mean

. Cmax of metoprolol from about 10 ng/ml to about 40 ng/m! per 100 mg metoprolol

tartrate; said dosage form providing a therapeutic cffect for about 24 hours after oral

administration.

A method of reducing blood pressure comprising administering a sustained release

oral dosage form of claim 67 to a human patient.

A mcthod of reducing blood pressure comprising administering a sustained release

oral dosage form of claim 67 to a human subject.

A method of providing cardioselective antihyperiensive therapy to ahuman patient
comprising administering a sustained relcase oral dosage form of claim 67 to a patient
in need of said therapy.

A sustained release oral solid dosage form comprising:

a sustained release matrix comprising a therapeutically effective amount of

metoprolol tartrate and a sustained rclease excipient; said oral dosage form providing
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a mean Cmax at steady state of metoprolol from about 5 ng/ml to about 30 ng/ml per
50 mg metoprolol tartrate, said dosage form providing a therapeutic effect for about

24 hours after oral administration.

A sustained release oral solid dosage form comprising:

a sustained release matrix comprising a therapeutically effective amount of
metoprolol tarirate and a sustained release excipient;

said oral dosage form providing a mean Cmax at steady state of metoprolol from
aboul 4 ng/mi to about 20 ng/m! per 25 mg metoprolol tartrate, said dosage form

providing a therapeutic cffect for about 24 hours afler oral administration.

A sustained release tablet formulation comprising:

about 31% by weight of metoprolol tartrate;

about 45% by weight of a sustained release excipicnt comprising xanthan gum, locust
bean gum, calcium sulfate dibydrate, and mannitol;

about 3% by weight hydmxypropylrﬁethylcellulose;

about 4% by weight talc;

about 2% by weight sodium stearyl fumarate, _

about 9 to about 12% by weight hydrophobic coating material; and

about 3% by weight of a color coating matérial;

said formulation providing for the sustained release of said metoprolol tartrate.

The sustained release tablet formutation of claim 74, wherein said hydrophobic
coating material comprises ethylcellulose in an amount of about 8% by weight of the

formulation.

The sustained relcase tablet formulation of claim 74, wherein said sustained release
excipient comprises about 20% by weight xanthan gum; about 30% by weight locust
bean gum; about 10% by weight calcium sulfate dihydrate; and about 40% by weight

mannitol.

A sustained release tablet formulation comprising; ‘.

about 32% by weight of metoprolol tartrate;
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about 48% by weight of a sustained release excipient comprising xanthan gum, locust
bean gum, calcium sulfate dihydrate, and mannitol;

about 4% by weight hydroxypropylmethylceilulose;

about 4% by weight talc;

about 2% by weight sodium stearyl fumarate;

about 8% by weight hydrophobic coating malerial; and

about 3% by weight of a color coating material;

said formulation providing for the sustained release of said metoprolol tartrate.

The sustained release tablet formulation of claim 77, wherein said hydrophobic
coating material comprises a combination of two anunonio methacrylate copolymers

in a combined amount of about 5% by weight of the formulation.

The sustained relcase tablet formulation of claim 77, wherein said sustained release
excipient comprises about 20% by weight xanthan gum; about 30% by weight locust
bean gum; about 10% by weight calcium sulfate dihydrate; and about 40% by weight

mannitol.

The use of the oral solid dosage form or formulation of claims 1-56, 67, 72-78 or 79

in the preparation of a metoprolo! tartrate fonmulation for treating hypertension, which

provides a sustained release of said metoprolol tartrate after exposure of the dosage

form or formulation to gastrointestinal fluid.

The use of the oral solid dosage form or formuiation of claums 1-56, 67, 72-78 or 79
in the preparation of a metoprolol tartrate formulation for providing cardioselective
anti-hypertension therapy, which provides a sustained release of said metoprolol

tartrate aficr exposure of the dosage form or formulation to gastrointestinal flaid.

The use of the orz._tl solid dosagc form or formulation of claims 1-56, 67, 72-78 or 79
in the preparation of a metoprolol tartrate formulation for reducing blood pressure,

which provides a sustained release of said metoprolol tartrate after exposure of the

dosage form or formulation to gastrointestinal fluid.
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2.11. Comprimidos especicles

Se incluye dentro de esta categoria a acualios cemprimidos que presentan
na caracteristica farmacotécnica diferents dz las descritas para los Comprimidg,
convencionales. Los comprimidos especiates de mayor wtilizacign ?c@:amcmaf.
cucales, masticables, efervascentes, mult;

€222, vaginales, de implantacion. de libe.
racién sestenida y recubiertos) se descripen a centinuacion.

m_mc ,

A) Comprimidos sublinguales v pucales

Son comprimidos destinados a sityarse 52j0 ! lengua (sublinguales) o o man.
renarse en la cavidad oral {bucales). donce se disuzlven lentamente Hberando ef
£rinciplo activo para producir vn efecio locai o ser absorbides a través de 2 muco.
sa y eiercer un efecto sistémico. En g2enerai presentan Pequeno tamafio v una for.
ma plana u oval, Los comprimidos bucales deken disolverse con lentited, paralg
cualen su _nom\BcEnam se evita la presencia de ac ¢S v se m:no:uo.
sanaglutinantes endraicos (gelatina, goma aribig 8&0552:8_ESP..V ¥ lubri.
cantes de accion hidroidbica, del tipo del esizarato magndsico, que contribuven a

aumentar el tiempo de disaregacion. Ademis, se utifizan fuerzas elevadas de com.

prasion para obtener comprimidos durgs, Se pucden administrar de esta forma hor-
monas como la metiltestosterona, el citrato de oxitocina, la progesterona, antisép-
1icos y antibidticos, etc.

Los comprimidos sublinguales suelan cenizner tirmacos que

inactivados a su paso por el tracto gastrointesii;
dite el principio activo se ceda lentamente. de
wa del mismo orden de magnitud que [a de
“schamiento de la dosis administrada. Si |
. la mucosa no estaria en situacidn de
“.por lo que una parte de éste seria de

)

2ntes ammmﬂmmu:“

g
a.

serian destruidos o
al. En general estdin concebidos para
mnera que la velocidad de liberacicn
atsorcicén para asegurar el miximo apro-
aliberacion se predujera muy ripidamen-
absorgzr toda la caniidad de farmaco

glutica junto con la saliva, Por ef contrario, en
ve aesta form

2 de administracién para el ira-
situaciones urgentes, como |a angina de pecho g el asma, los com

ente, permitiendo ung rdpida absorci
parasu obtencidn se emplean bajas fuerz

a de una forma lenticular ¥ de gran superficie. De
Macos tales como la nitroglicerina, el clorhicratg de |
Aalina, ef dinitrato de isosérbi

disuel.

primi-
on def
as de compresign vse
este modo se administran

soproterenol, el sulfato de iso-
da.la ketanserina, ere.
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3. Formulaciones pH-independicentes

Puesio que el valor del pH varia de forma considerable a lo largo de| :.mn.....
gastrointestinal, as formulaciones pH-independientes mm,naommas.: COmMo.up, alte,
nativa muy interesantes para su uso por via oral. Estas tormulaciones € Obtiene,
mezelando un principio activo, dcido o base. con agentes buffer (sales de acido cjyy,
co) ¥ excipientes que permiten obtener unos mS::.Em que se recubren cop der,.
vados de la celulosa que dan lugar a cubiertas mma_.c..uﬂanmc_,nm. ﬂcu:ao los gr.
aulos se encuentran en g aparato digestivo, penetra fluido a su 58.:9. v, noq. efecry
del sistema bugfer, el pH adquiere un valor adecuado. segun el tipe de Principjg
activo, se disuelve éste y difunde a iravds de la membrana polimérica a <m_ogmw.m
constante,

4. Matrices hidrofilicas

La formutacicn ce principios activas ¢n cipsulas mg.,:.m_:omum oen noB.oa.Bae.
utifizando pelimeros hidrerilicas con elevada capacidad gelificante noﬂo uxn.@naﬁ
base. representa una aiternativa de incudabie interés ex cleampo de la __n.waﬂo: cea-
trolada eral. Cuando estas formuliciones entran 27 Centacto con un medio acuosase
preduce una ripida Aidratacidn de las macromoléculas situadas en la interfaz m@_ao.
liquide. sezuida de la formacion de un lecho <mm,no.mo. Tal como se recoge en _u.:m__a
8.16, a medida que el agua vy penctrando en 21 sistema con una _ionaua.n:o depen.
de en gran medida de la nateraleza del polimero. fa capa a.c zel nxnwﬂﬂnzs uma
expansion progresiva que externamente se manifiesta en un incremento de su espe-
Sor. Al MismOo tiemgo, los estratos exteriores va nomﬁ_na_:n:ﬁ ._:QS:ES se van dis
persando €0 un procsso de erosicn que Heva consigo E nomﬁm:aug. o_..n, que el proce-
so de penetracidn de agua se prolongue hosta la retal dispersion dei sistema.

Tormenido wieny atsolidas: nc...c‘.r,ln;\l.

TR wolidos
3 solidox

FiGurs 3.1¢. Regresentecicn esquemctica del preceso de hidreiecian de un camerimido de
matriz hidrofiiicz. .
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La liberacién del principio actjve 5 partic de unssistema matricial hidroflie, b Jm@?..
de producirse por dos procesos simultdneos, tal como se recoge en la figury m.S am

— Erosién o desgaste de Ias €apas mis externas y de menor no:aﬂnsgm i
gel. . ¢
— Disolucién del principio activo en ef medio liquido y difusién atraye
gel barrera, una vey que €ste se ha formado.

Medicamento solubje:

Difusién
Ingestién - . b -
=SS e .
- ¢ ..r .
Comprimido Humectacign Expansiénde Ia Medicamento ingofy.
inicial inicial ble: Eresién

capa de gel

FIGURA 8.17. Liberacién de un principio aciive a portir de ung makiz hidrofilicq.

El predominio de uno u Otro mecanismo estj directamente relacionadg conly
hidrosolubilidad del PFIACipio activo. Si ésta as reducida, las posibilidades de cesigy *
por difusidn serdn practicamente nulas y la liberacién se producird casi exclusivy. .
MENte por erosidn superficial, con lo Que se obtendrdn perfiles caracter: :
lacinética de orden 0. En cambio, si el principio acj
mente EaﬂomoHcEn, el mecanismo implicado en |3 liberacién ser4 [a di
este ultimo caso, pueden distinguirse tres €tapas en el procesg global de |

iberacign:

— Enla fase inicial e agua disuelve e] principio activo que se encuentra en Jp*
superficie, lo que provoca sy liberacign inmediata. E| agua penetraenly
matriz a través de log POros y se produce ia gelificacién del polimero. En
esta primera etapa la velocidad de penetracion de] liquido depende de |5°
porosidad del sistemna y la capa de gel no constituye necesariamente una i

capa de gel continua, especialmente cuando [ag particulas son relativamen- .
te grandes.
— Enla segunda etapa o estacionaria, que abarca del 60 al 70
el frente de agua Penetra de forma continyg en el sistema
produce la expansién de |a capa de gel. Durante |a misma
principio activo ests controlada por el proceso de difusign
disolucién de) principio activo o por la velocidad de penetr
en el sistema. ‘ g
— El periodo final o de agotamiento comienza cuando el frente ha alcanzadg 7oz §
el centro del m_.masm_m concentracién de Principio activo ha caido w:o..q.....». il
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. _— ) : caracter;
debajo de su coeficicnte de solubilidad. mvﬂ‘ngwu se caracte iza por ung
reduccién gradual de la velocidad de liberacién del principio activg.

Como polimeros que se pueden utilizar en la elaboracién de matrices hidrqg;,
0 : puede: :
licas se pueden considerar los siguientes:

‘ L s de orn %
Polimeros naturales o semisintéricos. Son pr oa:ﬁ.ov de origen gelal (agar.
agar, alginatos, etc.) o bien transformados mediante Procesos tisicos o dg
mMSm_E.:mwwh.m (chitosanos, aimidones modificados, Lw..v. téticos de la cely|
Erwres de la celulosa. Este grupo de derivados semisintéticos cetlo.
B es el que ha encoatrado mayor aplicacién en el campo de ias Matrices
sa s FET

hidrofilicas. Se obticnen substituvendo alguncs dtomos de hidrdgeno de -

los grupos hidroxilo de la nmiom.m. de las cE.,a.uo.m.m QMM_.:nwwuw%noMawaMm
Bonﬂo. hidréxietilo, hidroxipropiiv o n.,:coﬁﬂa,:_o‘. a,.u:mﬂaw:.amm N L
cas v fisicoquimicas de los dteres de ta cefulosa estin .rc min: : nm
ipo. reidén vy, en su caso, variedad de los 2rupos substitu; n.: es. Esto
. nﬂowo,mh,o olo con la viscosidad de las dispersiones ACU0sas, aspec.
wwwrraww.%:c.ﬂmwﬂﬂm:og 2n mw_unma: con muchas de las aplicaciones de estog
k] 4
Nciplentes. ) , - ~
— WMMWMM: del acido acritico. _:_,mmaao% enel mEmw de _oﬁm nwﬂu.o:ﬂm.c “ MMBM_M.
cializados bajo el nombre de Carbopai®. no:z:cu.,ww,mﬂ_“. ua _,m u nuom%aua
meros con variedades que diiferen en su peso molecular ve I

viscosizante.

L < { R - . s «uo QG _Dm MO -
OUF\: 191531 an encontr —n_.OH_—nﬂnpv:—T.lw :u:ﬁ. ictones ¢ Hﬂ_ﬂ:: I

ml GO j n o )

mas or m—ﬁ-m Qr :Uﬂup:\ on FO—.:.-:mLQ—— v Ccon su n\::u—nlo Urrfr 1 FC:MAI«JC“-M( _vn_muﬁﬂu

mente tres tipos de sistemas:

tye ! .A ue _ a5 - 3 c —Om Qmmu.-.wnuom <
.W_ ﬁﬁ\w:.c. N&Q meiusion en _O.m ﬂ e Qs mo rﬂc_ 15 S¢ :Ch 1N CI er

F0C acio iste en—-
tos en la red moléeular del polimero. tras provocar.la floculacin de és

medio acuoso mediante una Boa:wnmnmo:.n.o::o_u.m._.m del nﬁhoﬂ:wmﬂmw?.
el aducto asi formado se separa por n:.ﬁec:. se amnu.amu y m.r:M.S mmwm ot
Sistemas megaioporosos. Estin ws:m:anV. m.wﬂ .n.w_u JMMM i wua:mquna:
nua denominada “hospedadora™, que controla .p .?of,_, Incipio activo ¥
del liquido en i sistema. v otraen la Gque se encuentra el princip e

: to ance gz del control de su liberacion durante un Liempo pro oau_ﬁ &
Mwwwmmﬂﬂmwrm estos sistemas. obtenido por compresién de _.M_:M HMM“M ol
granulados de una y otra fase, se pone en contacio con un HmaH. n.éz.auma
liquido penetra en la fase hospedadora debido a la _nﬂm.m@ueuam Q,o o s
importantes de componentes solubles. provocando la mﬁwmﬂ_no en las partes
poros en el sistema. A medida que el liguido va ﬂmz_ﬂ f.“_?:..:....ha It
W:Eqnmm de! dispositivo. una parte cada vez mavor de I:

Ly

il

- 1 e+
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cipio activo al liquido de los poros. Puesto que la velocidad cop g,
ta la superficie utif para liberar principio activo alos megalopg
Y&, mientras que aumenta la superficie totaj de los poros expu
do, los sistemas megaloporosos pueden Proporcionar velogi
liberacicn sensiblemente constantes,

— Matrices hidrofilicas. [ 4 ¢apacidad gelificante de Jog carbomer log Cony
te en productos potencialmente dtiles en I3 formulacisn de mmﬁmamms
ciales de caracter hidrofilice. L3 mayoria de las publicaciones se nm::m“.
la utilizacién de 13 variedad 934 Y persiguen, como objetivo ?:amags‘
obtencidén de una formulacisn adecuada para e] principio activo sele,
nado en cada caso. Para ello se acude 2 modificaciones en Jas no:aﬁ.opa.m.

de elaboracién Y. en algunas ocasiones, a Ia incorporacién de Otrog g
ptentes de diferente naturaleza.

F

5. Matrices lipidicas

Las matrices lipidicas constituyen una interesante alternativa para |5 Obtencigy - ]
de niveles sostenidos en plasma de up principio activo administrado POT via gy
La base de estos Sistemas matriciales estd constituida POT compuestos de mnob..w‘...;
50 0 lipidico que, en contacto con los Auidos gastrointestinales, sufren un gradyy” &
proceso de erosign, fiberando lentamente e principio activo gl medio. Sin em
80, las matrices lipidicas presentan §eneralmente problemas de estabilidag e
condiciones habituales de m_anm:mS_.Q:o‘ Ya que las grasas natyrales y los comy
puestos lipidicos suelen sufrir con el tiempo transiciopes polimérficas 0 amgrf.

bar. &
n E.w m

i f
Entre los Procedimientos utilizados para dispersar e} principio activo en e am.",w.e._ :
rial graso, se puede citar el consistente en adicionar una solucjgn © dispersion def-
principio activo y aditivosen Ia grasa fundida y posteriormente eliminar el discl
vente por evaporacion, Otrg alternativa consiste en incorporar a?mnﬁmaoam_ " §
priacipio activo y 1os aditivos a Ia matriz grasa, Previamente fundida a una tem:-
peratura ligeramente SUPerior a su punto de fusién. : . i f

La liberacién de principios activos 3 Partir de matrices lipidicas estd control” §
da por los mecanismos de difusign Y €rosion, y prevalece UNo u otro segun [as caraér. §
teristicas del principio activo y del propio excipiente lipidico. Las matrices i
Cas presentan un cierto grado de porosidad que permite {3 Penetracidn inici
medio de disolucién Y, €N consecuencia, Ia disolucién y difusisn del principi j
vo en el mismo, wmqam_manim. se producird Una gradual erosién de la matriz pot;
lipélisis enzimitica, simple hidrolisis o solubilizacién por innivamizn a - 15
locidad de lihararigna .. -
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ESCRITURA NUMERO CUATRO MIL QUINTENTOS -

TREINTA Y NUEVE (No.ﬁ.539)‘t—---- ________

En la ciudad de Cali, Capit-al del Depar-

tamento del Velle del Cauca, Repiiblica de |

Colombia, a lop VEINTITRES (23) dias -

del .mes de OCTUBRE del afio TOS NIL UNO ==

ante mi, JORCE ENRIQUE CAICEDO ZAMORANO, Notario

(30,) del Circulo de (:al;i,~ - e e = e -

!
4
i

expedido por la Cimara de Comercio de Cah -------- l;:—:ff‘-:«'-_--A-.a-—-;---------f--'-------------;

xd
rd

SEGUNDO: Qur ~n tal cardcter, por cste publico mstrumcrgz(conCedc Poder Especial

pero amplio y su"iente a JOSE LUIS, REYES;,V‘ILLAW’:'TZ_AR, mayor de cdad, vecino de

Bogota, identificadocon C.C. # 791524730 :saquén aboéado en ejercicio, portador

delaT.P 44655 del C.S.de Ia ., "domi '_"__"”cgn Bogotd, D.C., Repiblica dc Colombia

con direccion carrera 7 No. 88.23; oficina205;:de la misma ciudad, como su representante

con poder especial, amplio y suficiente, p‘ara“dbtcner la proteccién, de nuestra propiedad

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

'h-;.x

45

represente ante cualesquiera entidad o persona, ejerzan o DOé_]UT‘lSdlCClén espccmlmanle

ante las del orden administrativo, contencioso- admmlstratlvox‘?yJudlcml en todo lo

=
Y (& ] e

I m L
O & concernienie a los siguientes asuntos: a) Obtencidn, formulacnf)ns de observacmnesq

U a ’ /_,v o v'. \
3:- g s oposicién a patentes de invencién, modeios y lbu_]OS" mdust lcs- y el remstro}vdc

. el - N

o 2 :

g s licencias de uso de csos derechos; b) Las accionés dc\’oposmlén cancclacxon I]Uliddd i

ha O 2N - N

O. R {

31 Q medidas cautelares, concesi6n de llcencmséy’%n gcneral,les\\,"procesos civiles, penales, ;

. 2. O i

- i .

administrativos o contencioso-administrativos relacionados con estds.deréchos u otros de .
T & 4 B . !

~

diferente naturaleza; acciones y procesos que promovarﬁef§ d'se mos’ promucvan; y c) para

ESTE PAPEL NO TIENE COSTO ALGUNO PARAEEUSUARIO ",

N B

“\- - R 1
S :




que en todos los asuntos arriba determinados, , tanto en los términos sefalados-por los

. articulos 42 y complementarios de la Decisién 486 de 1a Comunidad Andina i;_;)'mo 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 tilulo gratuito y/o oneroso, licenciar inscribir contratos de cesién y de licencia; <

v

. l-s’

mscnpcnén de prendas, levantamiento de prendas, inscribir derechos de retencién” Y cn

i

general todos los asuntos que se deban tramitar ante la Supenntende a e [ndusma y

w

,\

¥
Comercio.---------=-=---- e ———— e e & —\-—.-‘?L-;'-‘-’--.--“---

CR
Leido el presente instrumento al otorgante, lo aprobé y en conslanma\ﬁm‘}a conmigo el

Notario de 1odo lo cual doy f[e.-------=--rmesememoeaneees SR SRS S QU S

N

Se agregan comprodantes. Nerechos $30,000,00 Decreto 1681 d?‘

- >

Septiembre 16 de 1996. Reformado mediante Resolucidn No. 5839

de Diciembre 27 del afio 2.000 y Decreto 13267de Julio 06 del

afio 2,001, Se corrid en ls hoja nimero AA 3286877, ENMENDA-

DO "OCTUBRE" VALE,
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CERTIFICADO NACIONAL
CAMARA DE COMERCIO DE CALI
FECHA: 2009/06/16 HORA: 15:11:35
OPERACTON: 02F030616197 . PAGINA: 1
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////y CERTIFICA:

NOMBRE : TECNOQUIMICAS S.A’

SIGLA : TQ S.A.

DCMICILIC: CALI VALLE

DIRECCION COMERCIAL :CL. 23 NRO. 7 39 :

DIRECCION NOTIFICACION JUDICIAL:CL. 23 NRO. 7 39
CIUDAD:CALI )/// :
MATRICULA MERCANTIL ANRO. 7049-4 FECHA MATRICULA : 01 DE JULY DE 1957
AFILIADO v

 CERTIFICA:
NIT : 890300466-5 - 7 - . ‘ : T

ST TN QERTIFiCA‘\\ N

QUE PGR ESCRITURA NRO 2670 DEL 12 DE .JUNE DE 1857 NOTARI? SEGUNDA DE CALI ,
INSCRITA EN LA CAMARA DQ\COMERCIO EL 01 DE*JULY DE 1957 EAJO EL NRO. 16627 DEL
LIBRO IX , SEBE CONSTITUYO LA fSOCIEDAD DENOMINADA —COMPANIAS TECNOQUIMICAS

LIMITADA /f"'wﬂkf ! -~

e wy !
7 s S CERTIFICA \\\ \\
QUE POR ESCRITURA %RO . 8438 DEL 30 DE DECEMBER DE 1970 }NOTARIA SEGUNDA DE:
CALT , INSCRITA EN LA PAMARA DE COMERCIO EL 07 DE_ JANUARY ,DE 1971 BAJQO EL NRO.

42260 DEL LIBRO IX ,LA SOCIEDAD SE/TRANSFORMO DE‘SOCIEDAD LIMITADA EN SOCIEDAD
EN COMANDITA POR ACCIONES BAJO EL NOUBﬁ% DE COMPANIAS TECNOQUIMICAS LIMITADA
COMANDITA POR ACCIONES (SIC) .
‘ ‘ CERTIFICA:

QUE POR ESCRITURA NRO. 2139 DEL 21 DE APRIL DE 1972 NOTARIA, SEGUNDA DE CALI ,
INSCRITA EN LA CAMARA DE COMERCIO EL 26 DE APRIL DE 1972 BAJO EL NRQ. 794 DEL

LIBRO IX , LA SOCIEDAD CAMBIC SU NOMBRE DE COMPANIAS TECNOQUIMICAS LIMITADA
COMBNDITA  POR ACCIONES (SIC) . POR EL DE TECNOQUIMICAS LIMITADA & CIA 5.C.
A,

CERTIFICA:

QUE PCR ESCRITURA NRO. 3255 DEL 30 DE AUGUST DE 1983 NOTARIA DECIMA DE CALI ,
INSCRITA EN LA CAMARA DE COMERCIO EL 31 DE AUGUST 983 BAJO EL NRO. 62343
DEL LIBRO IX ,LA SOCIEDAD SE TRANSFORMC DE SOCIEDAD/€;1COMANDITA POR ACCIONES
EN SOCIEDAD ANONIMA BAJO EL NOMBRE DE TECNOQUIMICAS S A
CERTIFICA:
QUE POR ESCRITURA® NRO. 5664 DEL 12 DE DECEMBER DE 2005 NOTARIA TERCERA DE
*** CONTINUA **%

WIPAE 50 POR DANASARIO £.A, KIT OMI013 7113 15552 22009



CERTIFICADO NACIONAIL

CAMARA DE COMERCIO DE CALI

FECHA: 2009/06/16 AORA:

OPERACION: 02F030616197 ?AGINA: z

CALI , INSCRITA EN LA CAMARA DE COMERCIO Zi 19 DZ DECEMEEZIR D 2005 BAJO ZL NFC.
14102 BDEL LIBRO IX , SE APROBC LA FUSTION POR ABSORCION INTARZI (ABSORZEINTI)
TECNOQUIMICAS S.A. Y (ASSORBIDA (S)) DISTRIBUIDORA FAARMATIUTICA CALTXY
COLOMBIANA S.A. - EN LIQUIDACION-,
ORGANIZACION FARMACEUTICA AMERICANA S.A. OFE -~ EN LIQUIDACION-

CERTIFICA:
QUE POR GCSSCRITURA NRO. 1673 DEL 08 Dz MRY DZ 2003 NOTARIA TEACERA DE CALI
INSCRITA EN LA CAMRRA DI COMERCIQO EL 16 DE MAY DE 200% BAJO EL NRQ. 5362 DEIL
LIBRO IX , LA SOCIEDAD CAMSIQ SU NOMERE DI TICONOQUIMICAS £ r . POR ZL LE
TECNCQUIMICAS S.A. . SIGLA: TQ S.A.

CERTIFICA:
QUE POR ESCRITURA WRO. 4551 DEL 23 DE OCTOSER DE 2008 NOTARIA T
CALI , INSCRITA EN LA CAMARE DE COMERCIO EL 04 DZ NOVEMBER DE 200% ZAJ0O IL NRO.
12416 DEL LIBRO IX ,SE APROEO LA ESCISION PARCIAL DEL PATRIMCHIO SOCIAL INTRI
{ESCINDENTE) TECNOQUIMICAS S.A. Y (BENEFICIARIA(S)) INVERSIONES TOTS S.A.

CERTIFICA:

[
qt

REFORMAS
DOCUMENTO FECHA.DOC  ORIGEN FTECER.INS HRO.
INS LIBRO
£.P. 4075 05/05/1957 NOTARIA SEGUNDA DE CALI Zi/08/1957
16922
E.é 3718 28/11/31957 NOTARIA SEGUNDA DI CALI 30/32/1957
17242
E.P. 5307 31/12/1%57 NOTARIA PRIMERA DE Cail 13s03/2952
17529
E.P. 2124 16/07/1658 NOTARIA PRIMERR DE Call 17/:10/185%8
18365
£.2. 3325 23/07/1958 NOTARIA PRIMERA DE CaLl 17/20/1938
18366
E.P. 5726 i7/12/1%58 NOTARIA PRIMERA DI CaLI 12/03/2.958
19258
E.P. 2374 i2/05/1959 NOTARIA PRIMERA DZ C(Caild 03/06/.3253
19368

P. 2793 20/06/396% NOTARIA PRIMERA DI CAaALl 07/07/1881

S I
N
o,
pms

o

=+ CONTINUA ***
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CERTIFICADC NACICNAL
CAMARA DE COMERCIO DE CALI
FECHA: 20089/06/16 HCRA: 15:11:35
OPERACION: 02F030616197 : PAGINA: 3
LR A A R AR SRR R E SRS ER RS RS L RS SRR R R R EE R E SRR R SRS R R EE R R R RN
E.E. 2754 20/06/1961 NOTARIA PRIMERA DE CALI 07/07/1961
22617
E.P. 5365 30/12/1961 NOTARIA PRIMERA DE CALI 23/01/1962
2348¢
F.E. 1383 21/03/1962 NOTARIA PRIMERA DE CALI 28/03/1962
22850 )
E.P. 3356 28/05/1963 NOTARIA PRIMERA DE CALI - 11/06/1963
26016 ‘
E.P. 8853 30/12/1963 NCTARIA PRIMERA DE CALI 23/01/1964
27107 o
E.P. 5718 28/11/1957 NOTARIAXRSEGUNDA DE- CALI™ ~. - " 10/02/1964
27181 R N |
E.P. 2743 29/04/1964 NOTARIA FPRIMERA DE CALI ; ‘ 06/05/1964
27631 \\\ \ V,</’/’/“f ‘I\\:\»..,«,,m-""/‘ /,/
E.P. 2744 29/04/1964-- NOTARIA PRIMERA DE- CALT .- 06/05/1964
27682 T e T
< o TN e N
E.P. 7057 21/10/1964- NOTARIA PRIMERA” DE CALI ™ \ 22/10/1964
28591 . ! )
E.P. 1692 26/04/1965 ~NOTARIA. -PRIMERA * DE _CALI -~ 28/04/1965
29569 R
E.P. 1799 10/05/1966 NOTARIA PRIMERA DE CALI 11/05/1966
31623 )
E.P. 2498 18/11/1966 NOTARIA CUARTA DE CALI 25/11/1966
32757 .
E.P. 2792 27/12/1966 NOTARIA CUARTA DE CALI 05/01/1967
330069
E.P. 2209 25/09/1967 NOTARIA CUARTA DE CALI 04/10/1967
24591
E.F. 6%33. 20/12/1967 NOTARIA SEGUNDA DE CALI 28/12/1967
35082
T.P. 6363 14/11/1968 NOTARIA SEGUNDA ' DE CALI ' 26/11/1968 g
37141 ’ z
E.P. 7711 31/12/1968 NCTARIA SEGUNDA DE CALI 04/02/1969 %
37615 :
E.P. 5597 30/09/1969 NOTARIA SEGUNDA DE CALI 18/10/1969 :
*** CONTINUA *** g
|
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CERTIFICADO NACIONAL
CAMARA DE COMERCIO DE CALI
11:35

FECHA: 2009/06/16 HORA: 15:

OPERACION: 02F030616197 PAGINA: 5

KA AL AT AR FT IR AT I AR A AR KT A LA AKRA R A A AT AR ATAT RN IAXRT R AR AR AR A AT A A A ARk ok dhkx

E.P. 8h6S 29/09/1939 NOTARIA DECIMA DE CALI 02/10/1989
22250  IX
E.B. 10871 04/12/192%2 NOTARIA DECIMA DE CALI 15/12/1992
60929  IX
E.F. 1024 18/12/19%5 NOTARIA DECIMA DE CALI 20/12/1555
10214 T _
E.P. 2358 22/05/1997 ©NOTARIA TERCERA DE CALI 27/05/19887
3813 IX ' ‘
2.P. Z26Z4 30/06/2000 NOTARIA TERCERA DE CALI 07/07/2000
47490 IX
E.P. 3814 15/09/2000- "NOTARIA TERCERA DE- "CALI ™~ 18/09/2000
6281 X . //" ‘*\‘ - ‘\\\ ~ _
E.2. 3588 30/07/2004 NOTARIA TERCERA DE CALI h 04/08/2004
8542 IX Nl A S
E.P. 2224 24/05/2006\ NOTARIA TERCERA DE‘ CALI e 30/05/2006
6565 IX P, o P \\
E.P. 1675 . 08/05/2008//NOTARIA TERCERA“'DE CALI ™\ 16/05/2008
5362 IX ! A
E.P. 4551 23/10/2005\\NOTARIA,/TERCER£ vDE CALI//// /// 04/11/2008
12416  IX e T ST
E.P. 917 05/03/2009 NOTARIA TERCERA DE CALI 13/03/2009
2978 IX ,
E.P. 1809 05/05/200% NOTARIA TERCERA DE CALL 15/05/2009
5625 X
CERng;;A:

VIGENCIA: 01 DE JANUARY DEL ANO 2057

' CERTIFICA:
OBJETO SOCTAL. LA SOCIEDAD TIENE PQR OBJETO: A) LA FABRICACION, EL ENVASADOQ,
LA IMPORTACICN, - LA EXPORTACION, LA VENTA Y DISTRIBUCION DE PRODUCTOS
BICLOGICOS Y QUIMICOS, MEDICAMENTOS O PRODUCTQS FARMACEUTICOS, PERFUMERIA O
cFECTCS DE TOCADOR, PRODUCTOS VETERINARIOS, AGRICOLAS Y ALIMENTOS NATURALES
Y/0 PRODUCTOS DE CONSUMO POPULAR DE CUALQUIER NATURALEZA Y SERVICIOS EN

GENERAL. B}
ESPECIE DE
ACTIVIDAD O

INVERTIR EN SOCIEDADES O EMPRESAS DE CUALQUIER NATURALEZA O

LA SOCIERDAD MERCANTIL, NACIONAL O EXTRANJERA, QUE TENGAN COMO

NEGOCIO PROPIC DE SU OBJETO LA FABRICACION, DISTRIBUCION Y
*x% CONTINUA ***

INPRESO POR DAAARANID S.A. NIT BSO013 7116 10684 01-2009



CERTIFICADO NACIONAL

CAMARA DE COMERCIO DE CALI

L

FECHA: 2008/06/18 HORA: 1i5:11:

OPERACION: 02r030616197 PAGINA: 5§
COMERCIOQ EN GENERAL DI PRODUCTOS BIOLOGICOS Y QUIMICOS, MEDICAMENTOS ©
PRODUCTCS FARMACEUTICOS, PERFUMERIA O EFECTOS Dz TOCADOR, PRODUCTOS
YETERINARIOS, AGRICOLAS, ALIMENTQS NATURALES Y/O PROCESADOS, 2PRODUCTOS D=
CONSUMO POPULAR, SERVICIOS EN GINERAL O LA EXPLOTACION DE ESTABLECIMIENTOS 0
COMERCIO DEDICADOS A DICHO GIRO. C) ADQUIRIR ACCIONES, CUOTAS SOCIXLES, SONOS
CEDULAS, TITULOS U OTROS VALOREZS EN COMPANIAS DE CUALQUIZR NATURALEZA O
LEGAL, DEDICADAS A LA EXPLOTACION DI CUALQUIER ACTIVIDAD SCONOMICAE LICITa
ENAJENARLAS . D) L XPLOTACION DEL NIGOCIO b LA PUBLICIDAD Y
ESTABLZCIMIEZNTO DE OfICINAS DIDICADAS A GES8T= NEGOCIO G A L2 CREACICN CE
ORGANOS ©DE PUBLICIDAD HABLADOS O ESCRITOS. E) GARANTIZAR LAS OBLIGACICNEIS
PROPIAS DE LOS ACCIONISTAS O D= TERCEROS. F) LA ADQUISICION DT ZTZMEIS ¥
INMUEBLES Y ©DZ TODA CLASE DL ZQUIPO Y MAQUINARIA PARA SU APRTNDAMIENTS O SAR:
LA COMERCIALIZACION DZ ELLOS. IN DESARROLLO DEL QEJSTO SCCIaL PODRA QZTEINER
PRIVILEGIOS INDUSTRIALES, CONCESIONES, PATENTES DE INVEKCION, E MEJCRAS ©
PROCEDIMIENTOS, MARCAS DE FABRICA O DI COMERCIO, YA SE3 IN NGMBRI PROFIC ¢ DOF
TERCEROS, OTORGAR A TERCIROS, DENTRO O FUZRA DEL PAIS CONCEZISIONES O US
EXPLOTACION SOZRE ESTOS DEIRECHOS, EIJzCUTAR TODR CLASE DE CONTRATCE ©f

t
we

re)
(4]

COMPRAVENTA, DISTRIBUCION ©DE MATERIAS PRIMAS, DE PRODUCTOS SZMIZLAEQRADLE C
ELABORADOS EN Ei MERCADO INTERNO O EN EL EXTERIOR Y EN GINZRAL, LA CELEESAZCIIYH
DE TODO ACTQ O CONTRATO SO3RE EBIENES MUZELES 0O INMUIBLIS DI COMIRCID,
INDUSTRIALES O DE OTRA INDOLZ QUE SE RIFIZRAN DIRECTAMENTE A LAS ACTIVIDADES
QUE PERSIGUE LA SOCIEDAD.

CERTIFICA:
ORGANOS DE DIRECCION Y ADMINISTRACION. PARA LOS TINES =  SU  DIRELCICK,

folo}
ADMINISTRACION Y REPRESENTACION, LA SOCIIDAD TIENE LOS SIiGUIENTES ORGANOS: &)
ASAMBLEA GENERAL DE ACCIONISTAS. B) JUNTA DIREC C) PRESIDEINTI EJECUT
D) DOS VICEPRESIDENTES EJECUTIVOS. E) VICEPRESIDENCIAS ADMINI
LA ODIRECCION DI LA SOCIZDAD CORRESPONDZ, EM PRIMER TIRMIKG A L3 ASAMELEA
GENERAL DE ACCIONISTAS Y EN STGUNDO LUGAR, A LA JUNTA DIRECTIVA
DE AQUELLA.
LA REPRESINTACION LEGAL DE LA SOCIEDAD Y LA GZSTION DEZ LGOS NEGOCIOS
ISTARAN A CARGO DEL PRESIDENTE EJECUTIVC Y DE LOS DOS VICIPRESIDENT
EJECUTIVOS. LAS VICEPRESIDINCIAS  ADMINISTRATIVAS SON ORGANCS ESPECIALES
CREADOS P2OR LA ASAMBLEA EN B2ENEFICIO DI LA COMPARIA Y SL NOMBRAMIEINTC LE
QUIENES SEAN DISIGNADOS, SU NUMERQ, FACULTADES Y ATRIBUCIONES QUE TJERCERAN SE
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CONFIZREN 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 LA SOCIEDAD, SU TRANSFORMACION, LA ENAJENACION O EL
ARRENDAMIENTO DE LA EMPRESA SOCIAL, LA DISOLUCION O LA PRORROGA Y CUALQUIER
REFORMA,  AMPLIACION  MODIFICACION DEL CONTRATO SOCIAL. 9) AUTORIZAR LA
ADQUISICION DE ACCIONES PROPIAS, CON SUJECION A LOS REQUISITOS ESTABLECIDOS
POR LA IEY. 10) ADOPTAR EN GENERAL, TODAS LAS MEDIDAS QUE RECLAMEN EL
CUMPLIMIENTO DE LOS ESTATUTOS\O\ EL INTERES DE LA. SOCIEDAD
LA JUNTA DIRECTIVA /se COMPONE DE SIETE (7)” MIEMBROS PRINCIPALES O DIRECTORES,
ELEGIDOS POR LA PSAMBLEA GENERAL DE ACCIONISTAS PARA PERIODOS DE DOS ANOS, SIN
PERJUICIO DE QUE PUEDAN “SER REMOYEpos LIBRQ&ENTE POR. LA ASAMBLEA O REELEGIDOS
INDEFINIDAMENTE. T ; ‘ Tl ./~/'
SIMULTANEAMENTE CON LA-~ELECCION™-DE LOS PRINCIPALES LA “ASAMBLEA ELEGIRA SIETE
{7) SUPLENTES PERSONiLES/Los CUALEé\REEMPLAEARAN A Los\RE§§ECT1vos PRINCIPALES
EN SUS FALTAS ABSOLUTAS ACCIDENTALES 0 TEMPORALES
EN LA JUNTA DIRECTIVA “SE-__ENTIENDE’ \DELEGADO. EL _MAS AMPLIO MANDATO PARA
BDMINISTRAR LA SOCTEDAD ™Y ~POR ’EBNSIGUIENTE “TENDRA-ATRIBUCIONES SUFICIENTES
PARA ORDENAR QUE SE EJECUTE O CELEBRE CUALQUIER ACTO O CONTRATO COMPRENDIDO
DENTRO DEL OBJETO SOCIAL Y PARA ADCPTAR LAS DETERMINACIONES NECESARIAS EN
ORDEN A QUE LA SOCIEDAD CUMPLA SUS FINES Y DE MANERA ESPECIAL, TENDRA LAS
SIGUIENTES FUNCIONES ENTRE QTRAS:
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 LA SOCIEDAD EN LOS DIFERENTES ORDENES DE SU
ACTIVIDAD, ESPECIALMENTE EN MATERIA FINANCIERA, ECONGMICA Y LABORAL; APROBAR
PLANES DE INVERSION 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
FUNCIONAMIENTC DE TODAS LAS DEPENDENCIAS DE LA SOCIEDAD.

**% CONTINUA *#**
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G) DETERMINAR LA APLICACION QUE ODEBA DARSE 2 LAS UTILIDADSS QUE, CCHN TL
CARACTER DE RESERVAS DEZ INVERSION, HAYAN SIDO APROPIADAS POR LA ASAMELTE °F
ACCIONISTAS.
H) AUTORIZAR PREVIAMENTE LAS OPERACIONES QUE TENGZN POR OBJETO:
1) ADQUIRIR, HIPOTECAR Y EN CUALQUIZR OTRA FORMA GRAVAR O LIMITAR Ci. JOMINIO
DE BIENES RAICES, CUALQUIERA QUE SEA SU CUANTIA.
2) CONSTITUIR PRENDA SOBRE BIENES SOCIALES O DARIOS EN ANTICRESIS PARA ACTCS C
CONTRATOS CUYA CUANTIA SEA SUPERIOR A 5100.000.000.00 MONEDZ CORRIENTE.
3) AUTORIZAR INVERSIONES EN EIZINES D= CAPITAL O TZCTUAS RIPARACIONZS O
MEJORAS DE LOS MISMOS, CUANDO UNAS U QTRAS IMPLIQUEN, N CADA CAZQ, COSTCS O
DESEMBOLSOS EN CUANTIA IGUAL O SUPERIOR A CIEN MIi, DOLARSS DE USa
{$US100.000.00} .
4) AUTORIZAR LOS CONTRATOS D MUTUO QUZ PUZIDAN CIZLIBRAR La SCGCIEDRZ, L2&
REPRESENTANTES LEGALES CUANDO SU CUaNTIA SEA SUPERIOR A $100.000. 005
MONEDA LEGAL COLOMBIANZ O A TRESCIENTOS MIL DOLARES DE USA (SUS300.000.co).
PARAGRAFO: NO OBSTANTE LO ANTERIOR, LOS REPRESENTANTES LEGALES PODRAN CELEEZRAR
ILIMITADAMENTE, SIN NECESIDAD DE APROSACION PREVIE D= LA JUNTR DIRICTIVZ,
CONTRATOS RELACIONADOS CON ICENCIAS, AGZNCIiA COMERCIAL, SUMINISTRC,
ADQUISICION, VENTA O DISTRIBUCI ONX DE PRODUCTOS FABRICADDS O DISTRIFUID0NS POR
LA COMPANIA; 1A ADQUISTCION D MATERIAS PRIMAS O MATERIALIS Y i DESCU
TiIULOS— VALORES O DE CREDITOS ORIGINADOS DI LAS OQPERJ < IsLE
LOS EIMPLZOS, TIJAR SUS ASICNACIONES O La  TORMA = T’T?IEUCEOH, NQMERLE
REMOVER LIBREMENTE A LOS EMPLEADOS.
{5) CELEBRAR CUALQUIER ACUERDO, ARRECGLO O TRANSACCION CON CUALQUIER TIRSCNA
NATURAL 0 JURIDICR RELACIONADA CON LA COMPaNia, INCLUYENDD 2 CUzLQUIzER
ACCIONISTA, MIEMBRO DE JUNTA DIRECTIVA, ADMINISTRADOR, EMPLEADO, TUNCIOMARIC,
AFILIARBY, O A CUALQUIER COMPANIA CONTROLADA POR CUALQUIZRA DE LOS ACCIONISTAS
MAYORITARIOS DE LA COMPANIA; SIEMPRE Y CUANDO TALES CONTRATOS O ACULZIRDOS:
{i) INVOLUCREN PAGOS DE LA COMPaNIA SUPERIORES 2 UN MONTO SQUIVALINTE A
SETENTA Y CINCO MIL DOLARES DE USA (USS$75.000.00).
(ii) TENGAN UN PLAZO SUPERIOR A UN ARO.
(iii) NO HAYAN SIDO NEGOCIADOS EN IGURLDAD DZ CONDICIONZS QU TRANSACCIONES
CON PERSONAS NO RELACIONADAS, O NO SE CONSIDEREZN DENTZQ DEL GIR0 ORDINARIC B=
LOS NEGOCIOS.
DPARAGRAFQ I.- PARAR EFECTOS DEL NUMERAL (5) SE CONSIDERA "PERSONE RELACIONADAY
*x% CONTINUA “=**
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A CUALQUIER PERSONA: (i) QUE ES AFILIADA DE LA OTRA PERSCNA ESPECIFICADA.

(ii) QUE ACTGA CcOoMO MIEMBRO DE JUNTA DIRECTIVA, ADMINISTRADOR, SOCIQ, ALBACEA,

O FIDUCIARIC DE LA OTRA PERSONA ESPECIFICADA.

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

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

RELACIOH CON  UN INDIVIDUO, EL TERMINO "PARTE RELACIONADA" INCLUYE A UN
INDIVIDUCG QUE SEA MIEMBRO DE LA FAMILIA DEL INDIVIDUO EN CUESTION HASTA EL
UARTO GRADO DE CONSANGUINIDAD, Y CUALQUIER PERSONA QUE ES UNA PARTE
RELACIONADA DE DICHO MIEMBRO DE FAMILIA.

PARA ESTCS EFECTCS., "INTERES MATERIAL" SIGNIFICA PROPIEDAD, DIRECTA ©
INDIRECTA DE ACCIONES GON DERECHO A VOTO. QUE/RBPRESENTEN\POR LOS MENQOS EL 10%
DEL CAPITAL O DE LOS DERECHOS DE. VOTG~ “DE LA PERSONA EN CUESTION
PARAGRAFQ IT. IGUALMENTE, PARA EFECTOS DEL NUMERAL (5) EN RELACION CON
CUALQUIER PERSONA SE CONS%DERA "AFILIADA" A CUALQUIERA OTRA PERSONA QUE:

(i) DIRECTA O INDIRECTAMENTE/LA CONTROLE\~,,hm/”

{iiy QUE SEA CONTROLADA POR DICHA PERSONA 0. QUE SE-~- Q§CUENTRAN COMUNMENTE
CGNTROLADAS FOR OTRA PERSONA PARA ESTOS " EFECTOS, "QONTROL" CONSISTE EN LA
FACULTAD DE DIRIGIR 0 DE HACER DIRIGIR DIRECTA ;0 INDIRECTAMENTE, LA
ADMINISTRACION Y LAS\ PéiITICAs 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 ENTENDIDO QUE LA PROPIEDAD DIRECTA O INDIRECTA DEL 25% O MAS DEL
LAS ACCIONES CON DERECHO A VOTO DE LA PERSONA EN CUESTION SE CONSIDERA COMC
EVENTO CONSTITUTIVO DE CONTROL SOBRE DICHA PERSONA.
(6) APROBAR O MODIFICAR O MODIFICAR EL PLAN ANUAL DE NEGOCIOS O EL PRESUPUESTO
ANUAIL DE LA COMPANIA.
(7 REALIZAR  ADQUISICICNES O INVERSIONES EN UNA O MAS CORPORACIONES,
SCCIEDADES, ASCCIACIONES O CUALQUIER OTRA ORGANIZACION' O PERSONA JURIDICA
SIMILAR, PCR UNA SUMA O SUMAS QUE, CONJUNTAMENTE, SUPEREN UN MONTO EQUIVALENTE
A DCS MILLONES QUINIENTOS MIL DOLARES (US$2.500.000.00) DURANTE UN ARO FISCAL.
1) AUTORIZAR AL REPRESENTANTE LEGAL PARA QUE SOLICITE, LLEGADO EL CASO, QUE SE
ADMITE A LA COMPANIA A LA CELEBRACION DE CONCORDATO PREVENTIVO CON SUS
ACREEDORES.
M) SERVIR DE ORGANO CONSULTIVO Y ASESOR DE LOS REPRESENTANTES DE LA COMPARIA.
LA ADMINISTRRCION INMEDIATA DE LA COMPANIA, SU REPRESENTACION LEGAL Y LA
GESTION DI LGS NEGOCIOS SOCIALES ESTARAN A CARGO DEL PRESIDENTE EJECUTIVO Y DE
*Ak CONTINUA ***
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DOS (2) VICEZPRISIDEKRTZ SEJTCUTIVOS, DISIGNADOS POR LA JUNTA DIRECFIVE PARA
PERIODOS DE UN ANO, REELEGIBLESS INDIFINIDAMENTZ Y REMOVIBLES LIBREMENTZ 20R

- ELLA EN CUALQUIER TIEMPO, QUIENES COMD REPRESTHNTANTES LIGALES PODRAN ACTUAS
CONJUNTA O SEPARADAMENTE. TODOS LOS EMPLEADOS DE LA COMPARIA COM EIXCESCION O
LOS DESIGNADOS POR LA ASAMELEA DE ACCIONISTAS Y LOS DZPENDIEKTES DEL REVISOR
FISCAL, Si LOS HUBIZRE, ESTARAN SOMETIDOS Ei L DESEMPEIRO DE SUS CARGOS A 1i0S
REPRESENTANTES LEGALLS.

LOS REPRESENTANTES LEGALES SON MANDATARIOS CON REPRISEINTACION INVESTIUDOS
FUNCIONES EJECUTIVAS Y AD VAS Y COMO TALES TIENE i
REPRESENTACION LEGAL DE LA COMPAN?A, LA GESTION COMERCIAL Y FINaNCIiZRA, LA
RESPONSABILIDAD DE i ACCION ADMINISTRATIVA, LA COORDINACION Y La SU?

GENERAL DE LA GEMPRESA, LAS CUALES cuwyblaiu CO¥ ARRICLO A )
" ESTATUTOS Y A LAS DISPOSICIONES LEGALES Y CON SUJECION A LAS ORDENES =
INSTRUCCIONES DE LA JUNTA DIRECTIVA.

COMO REPRESEINTANTES LEGALES DE LA COMPARIA EN JUICIO ¢ FUERA DE JJYICIC, LIS
REPRESENTANTES TIENEN  FACULTADES PARA  LEJECUTAR O CELE3ZRAR  SIN -
LIMITACIONES OQUS 1LAS ESTABLECIDAS EN LOS ESTATUTOS =N CUANTO SE TRATE IE
OPERAC3IONES OUE DEBAN SER PREVIAMENTE AUTORIZADAS POR Lh JUNTA DIRICTIVA O FOR
LA ASAMBLEAZ DE ACCIONISTAS, TODOS LOS ACTOS O CONTRATOS COMPRINDID)DS DINTRO
DEL OBJETO SOCIAL O QUE TENGAN CARACTER SIMPLEIMENTE PREIPARATORIOQ, ACCESGRIC ©

:I‘
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COMPLEMENTARIO PARA LA REALEZACION DE LOS FINES QUE PEIRSICGUE LA SOCIEDAD ¥ LTS
-QUE SE RELACIONAN DIRECTAMENTE CON LA EZXISTENCIE Y ZL FUNCIQMAMIENTO DZ LA
MISMA. Los REPRESENTANTES QUEDAN INVESTIDOS DE PODIRIS EIZSPICIALES PARA
TRANSIGIR ARBITRAR Y COMPROMZITZR LOS NEGOCIOS SOCIALZS; 2PRQOMOVIR O COLDYUVAR
ACCICNES JUDICIALES, ADMINISTRATIVAS O CONTENCIOSO ADMINISTRATIVAS EN QUE LA
NTZRPONER TODOS LOS RECURSOS QUE S=iN FROCEZDEINTES

comMPrNfA TENGA INTERES E 1
CONFORME & L3 LEY; DESISTIR DE LAS ACCIONES O RICURSOS QUE INTER
OBLIGACIONES © CREDITOS; DAR O RECIBIR SIENZS EN PAGD; CONSTITLIR APODERADGS
JUDICIALES O  EXTRAJUDICIALES, DELEGARLES FARCULTADES REIVOCAR

TITUCIONES.

PARAGRAFO: L0S  REPRESENTANTZS  LEGALES DE LA SOCIEDAD TIZNEN AMPLIAS
FACULTADES, SIN NINGUNA LIMITACION Y SIN RSQUSRIR AUTORIZACIOM PREVIA DE LA
JUNTA  DIRECTIVA, PARA ACTUAR EN NOMSRES DX LA SOCIZDAD =M LICITACICNES
PUBLICAS, PRIVADAS O CUALQUIZR OTRA MODALIDAD DE CONTRATACION, PRESINTA
PROPUSSTAS, ACEPTAR ADJUDICACIONES Y CONTRATAR SIN LIMIT ; {

*+* CONTINUA ***
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ALGUN2 ANTE LAS ENTIDADES PUBLICAS, EMPRESAS INDUSTRIALES Y COMERCIALES DEL

ESTADG, SOCIEDADES DE  ECONOMIA MIXTA, BIEN SEAN ELLAS DEL ORDEN NACIONAL,

DISTRITAL, DEPARTAMENTAL 0 MUNICIPAL.
CERTIFICA:

DOCUMENTO: ACTA No. 393 DEL 20 DE JANUARY DE 1993

ORIGEN: JUNTA DIRECTIVA

INSCRIPCION: 26 DE JANUARY DE 1993 No. 62203 DEL LIBRO IX

FUE (RON) NOMBRADO (S) :

PRESIDENTE EJECUTIVO

FRANCISCO JOSE BARBERI OSPINA

C.C.14445880 P

VICEPRESIDENTE EJECUTIVO

JUAN MANUEL BARBERI OSPINA ‘ g

C.C.14945561 NS T Ay
~ - S T e -

VICEPRESIDENTE EJECUTIVO.. .. -~ e

EMILIO SARDI APARICIO ... 7 - T T

- 7 - Sy - - \\

C.C.14434582 / < i . ™ \

S ¢ CERTIFICA: /] /
DOCUMENTO: ACTA Nox 707DEL 22_DE JANUARY DE 2009 -
ORIGEN: ASAMBLEA DE ACCIONISTAS T e
INSCRIPCION: 13 DE MARCH DE 2009 No. 2979 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.C.14949561
TERCER RENGLON
MAURICIO BARBERI BLUM
C.C.16749545
CUARTO RENGLON
SANTIAGO BARBERI GONZALEZ

**% CONTINUA ***
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C.C.94384742
QUINTO RENGLON .
" FRANCISCO PIEDRAHITA PLATA
C.C.14934246
SEXTO RENGLON
ISARC YANOVICH FARBAIARZ
C.C.8243355
SEPTIMO RENGLON
DIEGO HUMBERTO QUIJANO REISNER
C.C.16615708
SUPLENTES
_ PRIMER RENGLON
EMILIO SARDI APARICIO
C.C.14434582
SEGUNDO RENGLON
JORGE ENRIQUE ARIZZ BERNAL
C.C.19494493
TERCER RENGLON
ANA MARIA ALVAREZ ROBLEDO
C.C.31170896
CUARTO RENGLON
'MARIA TERESA CARON DE GUZMAN
C.C.31238104
QUINTO RENGLON
ANTONIQ JATIRO RAMIREZ ECHAVE
C.C.16741040 |
SEXTO RENGLON
ALONSO BOTERQO PARDO j
C.C.16830282
SEPTIMO RENGLON
MARTHA LUZ GONZALEZ TORRES
C.C.31854671

CERTIFICA:
DOCUMENTO: ACTA No. 59 D=L 31 DE MARCH DE 2003
ORIGEN: ASAMBLEA DE ACCIONISTZS
+++ CONTINUA *=*
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INSCRIPCION: 23 DE APRIL DE 2003 No. 2845 DEL LIBRO IX
FUE (RON} NOMBRADO {S) :
REVISOR FISCAL
DELOTTTV & TOUCHE LTDA D & T LTDA
NIT.560005813-4

CERTIFICA:
DOCUMENTO : DOCUMENTO PRIVADO DEL 26 DE AUGUST DE 2004
ORIGEN: DELOITTE & TOUCHEE LTDA D & T LTDA )
INSCRIFPCION: 30 DE AUGUST DE 2004 No. 9417 DEL LIBRO IX
FUE (RON} NOMBRADO(S) :

REVISOR FISCAL PRINCIPAL _ - T T
st FERNANDO QUIGENO BENAVIDES. '@ . N
6106227 | )
N /{7,‘ CERTIFICA: .~ ./
DOCUMENTO: DOCUMENTG™PRIVADO-DEL 08 DE JUNE DEf2009
ORIGEN: DELOTTTE & TOUCHE LTDA D & T LTDA ..~ "

INSCRIPCION: 11 DE/&UNE DE 2009 "No. 6757 DEL LIBRO IX
FUE (RON) NOMBRADO(S) J /
REVISOR FISCAL SUPLENTE\,,,_,,,J‘ v T
RENELMA JUDITH PALENCIA-CABANA = -
C.29181230 »
CERTIFICA:.
QUE PCR ESCRITURA NRO. 5235 DEL 19 DE JULY DE 1996 NOTARIA DECIMA DE CALT ,
TNSCRITA EN LA CAMARA DE COMERCIO EL 25 DE JULY DE 1986 BAJO EL NRO. 144 DEL
LIRBRC Vv MEDIANTE LA CUAL SE LE CONCEDE PODER ESPECIAL, AMPLIO Y SUFICIENTE A
CARLOS ALBERTO QUINTERO, MAYOR DE EDAD, VECINO DE ESTA CIUDAD IDENTIFICADO
CON LA CEDULA DE CIUDADANIA NRO.
14.440.7%8 DE CALI, PARA QUE EN NOMBRE Y REPRESENTACION DE LA SOCIEDAD, CUYA
PERSONERIA - OSTENTA, EL REPRESENTANTE EN LOS SIGUIENTES ACTQS: A) PRESENTAR EN
La  ADMINISTRACION DE IMPUESTOS Y ADUANAS NACIONALES O DEL CRGANISMO QUE HAGA
£ VECES Y TIRMAR EN REPRESENTACION DE LA SOCIEDAD, LAS.DECLARACIONES DEL
IMPUESTO SOBRE LA RENTA Y COMPLEMENTARIOS QUE CORRESPONDA A LA SOCIEDAD, Y
TOBAS LAS5S DEMAS DECLARACIONES QUE LA SOCIEDAD DEBA PRESENTAR ANTE DICHA
ENTIDAD, TALES COMO LA DE VENTAS, RETENCION EN LA FUENTE, TIMBRE Y CUALESQUIER
OTRA DECLARACION' QUE POR LEY LA SOCIEDAD ESTE OBLIGADA A PRESENTAR,
**% CONTINUA ***
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B) PARA PRESENTAR Y SUSCRIBIR TODOS L0S BDOCUMEZNTOS QUZ  OBLIGUZIN A
* TECNOQUIMICAS S.A., €OMO DECLARANTE DEL IMPUZSTO DE INDUSTRIA Y COMERCIO Y EL
COMPLEMENTARICG DE AVISOS Y TABLTROS EIN LOS MUNICIZPIOS =N QUE LA SOCIEDAD ZISTE
OBLIGADA AL PAGO DE LOS CITADOS IMPUESTOS, PUDIZINDO IGUALMEINTE NOTITICARSE OE
TODAS LAS ACTUACIONES, ACTQS, DILIGENCIAS O GESTIONES RILACIONADAS O QUE SE
DERIVEN DE LOS MENCIONADOS TRIBUTOS. C) PARA PRESENTAR Y SUSCRIZIR TOBDOS iLOS
DOCUMENTOS QUE O3LIGUEN A TZICNOQUIMICAS S.A. COMC DECLARANTE DEL 1
PREDIAL Y COMPLEMENTARIOS :IN LOS MUNICIPIQS DONDE TENGA BIZNZIS INMUEELZS
PUDIENDO IGUALMENTE NOTIFICARSE DE TODAS LAS ACTUACIONZS, A ,
GESTIONES RELACIONADRS @ OQUZ ST DERIVEN DEL CITADO IMPUESTO. D) PARE DAK
_ RESPUESTA A 10S REQUIRIMIENTOS ORDINARIOS Y A LAS SOLICITUDES DI INFORMACI
EN RELACION CON LOS IMPUESSTOS ADMINISTRADOS POR Li DIRZCCION DI IMPUSSTCS Y
ADUANAS NACIONALE Y POR LAS DEPENDEINCIAS MUNICIPALEZS QUE ADMINISTRZIN L3S
IMPUESTOS ©DE CARACTER TERRITORIAL. E) Y EIN GENERAL, PARA QUE ASUMA LA
DERSONERIA EIN NOMBRE DZ TECHOQUIMICAS S.A., SIZMPRE QUL 10 ISTIMI CONVENIENTL,
DE MANERA QUE EN NINGUN CASO LA SOCIEDAD QUEDE SIXN RIPRESENTACION IN LOS
ASUNTOS RELACIONADOS CON LAS FACULTADES OTORGADAS.
CERTIFICA:
QUE POR ESCRITURA NRO. 307 DZL 31 DE JANUARY Dz 2002 NOTARIZ TZRCEZR3 DE CAL?
INSCRITA =N LA CAMARA DE COMSRCIO EL 13 DI FESERUARY DI 2002 =3
"DEL LIBRO V MEDIANTE LA CUAL SZ LE COXCEDE PODER E£S?
A  JORGE ROBEZRTO OEBANDO RODRIGUEZ, MAYOR U A
IDENTIFICADC CON LA CEDULA DE CIUDADANIA NRO. 14.9
NOMERE Y REPRESEINTACION DI LA SOCIEDAD, CUYA PZRSONER
O DESISTA D= ACCIONES ANTE CORPORACIONEIS, ENTIDADES ¢ FUNCIQHARI] E
JUDICTAL O GUBERNATIVO, YA SEZA EN PROCESCS, ACTUACIONES (O ACTOS SIMP:
DILIGENCIAS O GESTIONZS =N QUE TECNCQUIMICAS S5.3. TIRGA INTIRIS
DEMANDANDO O TZRCERO INTERVINIENTE EN LACION CON LOS ASUNTOS DE CRRACTER
LABORAL, POLICIVO, PENAL O ©ODE FISCALIA, IN QUE LA EZMPREISA SEA & TIV
PASIVA, CON CAPACIDAD PARA NOTITICARSI Y CONTE
NOMERS DE TECNOQUIMICAS S5.A. 20.) SUSCRIBA Y DE POR TERMINADO LOS CONTRATOS CE
T <

U]

TRABAJO DEL PERSONAL WINCULADO A LA EZIMPRESA. 30.) ¥

DESARROLLO DE ESTA REDPRESENTACION LABORAL, REVOQUE Y SUSTITUYA DICHEOS PODERES

CUANDO LO ESTIME PROCEDENTE. 40.) TRANSIJA, CONCILIE, DESISTA Y COMPROMETA A

LA EMPRESA EN TODOS LOS TRAMITES ADMINISTRATIVOS Y PRCCZSQS JUDICIALES, CE
*+* CONTINGAR *7~*
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CARACTER LABORAL, POLICIVO, PENAL ¢ DE FISCALIA EN LOS QUE LA EMPRESA SEA
FARTE DEMANDANTE, DEMANDADA Q TERCERO INTERVINIENTE. PARAGRAFO. LA FACULTAD
PRRA TRANSIGIR O CONCILIAR SE LIMITA A LA SUMA DE QUINIENTOS (500) SALARIOS
| LEGALES MENSURLES. 50.) OTORGUE PODERES Y CONSTITUYA MANDATARICS PARA:-INICIAR
i Las ACCIONES JUDICIALES DE CARACTER CIVIL, COMERCIAL Y PENAL TENDIENTES A LA
} r‘l"CUT’EZE-‘.ACJ’,OI‘\I DE LOS CREDITOS A FAVOR DE LA SQCIEDAD, BIEN SEA REPRESENTADOS EN
{ FALFURP”, CHEQUES, TITULOS VALORES O CUALQUIER OTRO -DOCUMENTO REPRESENTATIVO
| DE CREDITO, HASTA POR SUMA EQUIVALENTE A QUINIENTOS (500) SALARIOS MINIMOS
; LEGALES MEMSUALES, CON EXPRESAS FACULTADES PARA ASISTIR EN NOMBRE Db
: TECNOQUIMICAS S.A. A LAS AUDIENCIAS DE CONCILIACICN QUE PROGRAMEN LOS JUZGADOCS
CIVILES MUNICIPALES Y .-BEL CIRCUITO CON AUTORIZACION PARA TRANSIGIR, DESISTIR
CONCILIAR O COMPROMETER/ A LA SOCIEDAD ‘HASTA POR LA CUANTIA INDICADA. 6o0.
REPRESENTE A TECNOQUIMICAS S.A. DENTRO - DB LOS TRAMITES' DE CONCORDATOS,
PROCESOS DE REESTRUCTURQCION ECONOMICA PREVISTO _EN-LA LEY 550 DE 1999 Y LAS
NORMAS QUE LA ADICICNEN-- OﬁfMODIFIQUEN Y LIQUIDACIONES OBLIGATORIAS QUE SE
TRAMITEN ANTE LA SUPERINTENDENCIA DE SOCIEDADES "0~ ANTE LAS ENTIDADES
PERTINENTES CUANDC Sﬁf TRATE DE OTRA CLASE CE ACREEDORES O ANTE LCS JUZGADOS
CIVILES, CON EXPRESAS FACULTADES PARA TRANSIGIR, DESISTIR, CONCILIAR O
COMPROMETER, NOMBRAR \APODERADOS, 4PRESEVTAR\\LOS CREDI?ES /APORTAR LAS PRULBAS
QUE ESTIME NECESARIAS, ASISTIR A LAS AUDIENCIAS PRELIMINARES Y DEFINITIVAS,
ACORDAR FORMULAS DE PAGO, RECIBIR Y EN GENERAL PARA EJERCER TODAS AQUELLAS
CESTIONES NECESARIAS PARA OBTENER EL RECONOCIMIENTO Y PAGO DE LOS CREDITOS
FRESENTADOS . LAS FACULTADES "AQUI ESTABLECIDAS ESTAN LIMITADAS PARA LOS
CREDITOS HASTA POR CUANTIA DE QUINIENTOS (500) SALARIOS MINIMOS LEGALES
MENSUALES. PARAGRAFO. IGUALMENTE QUEDA FACULTADO PARA ACEPTAR Y REPRESENTAR A
TECNOQUIMICAS CUANDO LA EMPRESA SEA NOMBRADA EN JUNTA DE ACREEDORES O EN
ORGANOS EQUIVALENTES O SIMILARES, EN LOS PRQOCESOS QUE TRAMITEN ANTE LA
SUPERINTENDERCIA DE SCCIEDADES O ANTE ©LAS ENTIDADES PERTINENTES CUANDO SE
TRATE DE OTRA CLASE DE DEUDORES. 70.) REPRESENTE A TECNOQUIMICAS S.A. EN LOS
PROCEDIMIENTOS DE CONCILIACION QUE LOS DEUDORES DE LA SOCIEDAD CONVOQUEN ANTE
AS ENTIDADES FACULTADAS PARA ELLO CON EL FIN OBTENER UN ACUERDO EN EL PAGO DE
LAS ACREENCTAS, CON EXPRESAS FACULTADES PARA TRANSIGIR, DESISTIR, CONCILIAR O
COMPROMETER Y RECIBIR, FACULTADES QUE SE LIMITAN HASTA POR LA SUMA DE
QUINIENTOS (500) SALARIOS MINIMOS LEGALES MENSUALES. 8o.) REVISE LOS
EXPEDIENTES DE LOS PRCCESOS JUDICIALES DE CARACTER EJECUTIVO EN QdE LA
*** CONTINUA ***
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SEA PARTE DIMANDANTZ, EN TODO EZL TZRRITORIO NACIONAL, PARAR LA
ION DE SUS ACREENCIAS. 9%o0.) APRUEBE Y SUSCRIBA ACUZRDOS PRIVADOS DE
CONCILIACIONES DE OBLIGACIONES A FAVOR DI TECNGQUIMICAS 20R LA VENTA DE
CTOS HASTA POR LA SUMA O (500) SALARIOS MINIMOS LEGARLIS MCINSUALZS.
CERTIFICA:
ESCRITURA NRO. 4.202 DEIL 31 DE MAY DE 1995 NKOTARIA DECIMA DE CRLI
EN LA CAMARA DE COMERCIO EL 24 DE SEPTEMBER DE 2003 BA
O V SE CONFIZRZ PODEZIR ISPECIAL A ANTONIQ JAIRQO RAMIREZ CHAV
Y =N EJERCICIO, CCN TARJETA PROFZSIONAL No. 38.401 DEL
IDENTIFICADD CON LA CEDULA D= CIUDADANIA NUMERO i6.
REPRESENTE & TECNOQUIMICAS S5.A., EN LOS SIGUIENTES
Y ADZLANTAR ANTE EZiL  INSTITUTO COLOM3IANO AGROPECU
TINENTES A LA OBTENCION DI LICENCIAS DE VENTA Y
IZNTO, RENOVACIONES, CERTIFICACIONES, AMPLIARCIONEZS, (INSCR
IONES EN GENERAL; B) TODOS L0S TRAMITES ANTZ ZIi I 3 b
CION DE REGISTRO SANITARIO, RZINOVACION DEL MISMO, EZORMULA
DE NUESTRA LINEA DE PRODUCTOS, CAMEIOS DE TITULAR Y
CERTIFICACIONES DE FORMULA Y EXCLUSIVIDARD, MODIFrICACIONE
Y VINDER A IMPORTAR Y VENDZR Y VICEZIVZIREA,
CiIONZS SOBRE LA LINZA COMPLETA DT KUESTROS ZRODUCTOS,
TO PARA DAR ANTE DICHAS AUTORIDADES TODOS 10S PASOS NECESAKRICS,
SOLICITUDES, HACER DECLARACIONES, PAGAR OZRZCHOS, PRCEAF
ONES, SOLICITAR TESTIMONIOS, RECIZSIR DOCUMENTOS, FORMULAR APELACICHES
0S, ODESISTIR Y PeRCIBIR. ASI MISMO DICEQO AP0DERADDO EZSTA AUTCRIZADS
EZR CUANTO FUERE NECESARIO ANTE LARS AUTORIDADES ADMIK :
ES ARRIBA INDICADOS CON TODAS LAS DIMAS TACU
S OQUE FUEREN NECESARIAS INCLUIDAS LaS DE SUSTITUIR Y DELEGAR EL
PODER SI LO ZSTIMARE CONVENIEINTI Y IN CASQO NICZSARIC RZVOCAR DICHAS
ONZS. PUDIENDO ATENDER ASI MISMO ©LAS NOTIFICACIONES QUE DIRZICTA C
TE ST GENERE DE LOS ACTOS, ACTUACIONES, DILICGEKCIiS O GESTIONES
AN RELACION DE CAUSALIDAD POR LOS SUSODICHOS TRAMITES ¥ I) EXN
PARA QUST ASUMA LA PSRSONERIA EN NOMBRI DE TECNQQUIMICAS S.&., SIZMPRE
ESTIME CONVENIZNTE, DI MANERA OUE ZH NINGUN CASO QUEZIDEZ 514 LA DZEILDA !

=~

TACION EN LA SALVAGUARDIA DS SUS ODEREZCHOS Y OQO3LIGACIONES =N LCS

(&}

CONCERNIENTES PARA LAS MATERIAS DE QUZ TRATA ESTE PODZR. ANTONIO
T*% CONTINUA *>*
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JRIRO RAMIREZ ECHAVE SE CENIRA RIGUROSAMENTE A LOS TERMINOS EXPRESADOS EN ESTE
MANDATO QUE SE OTORGA POR TERMINCO INDEFINIDO Y CUALQUIER MODIFICACION Q SU

REVOCATORIA SE HARA EXPRESAMENTE POR ESCRITURA PUBLICA.
CERTIFICA: _
QUE POR ESCRITURA NRO. 6224 DEL 15 DE DECEMBER DE 2004 NOTARIA TERCERA DE
" CALI , INSCRITA EN LA CAMARA DE COMERCIO EL 17 DE JANUARY DE 2005 BAJO EL NRO.

3 DEL LIBRO V MEDIANTE LA CUAL CONCEDE PODER ESPECIAL PERO AMPLIO Y
SUFICIENTE A DIEGO PEREZ MENDOZA MAYOR DE EDAD, VECINC DE BOGOTA, IDENTIFICADO
CON CEDULR ©BE CIUDADANIA NUMERO 16.820.530 DE CALI, COMO SU REPRESENTANTE CON
EODER ESPECIAL, AMPLIO Y SUFICIENTE, PARA REALIZAR TODOS LOS TRAMITES
RELACIONADOS CON EL PROCEDIMIENTO DE\OTORGAMIENTO ‘DE-LICENCIA DE VENTA DE LOS
PRODUCTOS AGRICOLAS /DE La~ SOCIEDAD f CON /FACULTAD‘\PARX\FIRMAR TODO TIPO DE
DOCUMENTOS, SOLICITUDES, REQUERIMIENTOS, ' MEMORIALES RESPUESTAS ACLARACIONES
B1IEN SEA ANTE EL INSTITUTO COLOMBIANO AGROPECUARIO ICA, MINISTERIO DEL MEDIO
AMBIENTE, MINISTERIO \DE ] PROTECCION SOCIAL _E; ANTE LAS AUTORIDADES
GUBERNAMENTALES COMPETENTES EN “LO RELACIONADO CON LOS TRAMITES QUE PERMITAN LA
COMERCIALIZACION DE ESE/TIPO DE PR&BUCTOS ”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 OBLIGUBN A LA, SOCIEDAD ANTE‘~LAS AUTORIDADES MENCIONADAS,
FUDIENDO IGUALMENTE NOTIFICARSE DE TODAS LAS ACTUACIONES, ACTOS
ADMINISTRATIVOS, DILIGENCIAS O GESTIONES RELACiONADAS 0 QUE SE DERIVEN DE
DICHA ACTIVIDAD Y EN GENERAL, PARA QUE ASUMA LA PERSONERIA A NOMBRE DE
TECNOQUIMICAS S.A., SIEMPRE QUE LO ESTIME CONVENIENTE, DE MANERA QUE EN NINGUN
CASC QUEDE SIN LA DEBIDA REPRESENTACION EN LA SALVAGUARDIA DE S.US DERECHOS Y
CUMPLIMIENTC DE OBLIGACICONES EN LOS ASUNTOS CONCERNIENTES PARA LAS MATERIAS DE
QUE TRATA ESTE PODER. EL APCDERADO SE CENIRA RIGUROSAMENTE A LOS TERMINOS
ZXPRESADCS EN ESTE MANDATO QUE SE OTORGA POR TERMINO INDEFINIDO Y CUALQUIER
MODIFICACION O REVOCATORIA SE HARA EXPRESAMENTE POR ESCRITURA PUBLICA.

! CERTIFICA:
é QUE POR ESCRITURA NRO. 4265 DEL 16 DE SEPTEMBER DE 2005 NOTARIA TERCERA DE
CALI , INSCRITA EN LA CAMARA DE COMERCIC EL 04 DE OCTOBER DE 2005 BAJO EL NRO.

168 DEL LIBRO V EL SENOR JUAN BAUTISTA DE LOS RIOS GUTIERREZ MAYOR DE EDAD,

COMICITLIADO EN CALI, IDENTIFICADO CON LA CEDULA DE CIUDADANIA NUMERO 17108621

CE  BOGOTA, QUIEN ACTUA EN SU CALIDAD DE REPRESENTANTE LEGAL DE TECNOQUIMICAS S.
*%% CONTINUA ***
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Y EXISTINTE CONTORME A
EN CALI. EN DICHA CONDICION CONTI
IGUIENTES PEZRSOHAS: CLAUDITTZ 3
IDENTIFICADA CON LA CZDULA DT
LA TARJETA PROFESIONKL DZ

A, SOCI=ZDApD COMERCIAL ORGANIZADA
CON DOMICILIO Y SEDZ
AMPLIO Y SUFrICIZNTE
ABQOGADA TITULADA Y

51722517 DE BOGOTH,
DEL C.S5. ©DE J.,

CIUDADANTIA No. 73538546
ABOGADO No. 107240 DEL C(C.S. BDE
IDENTIFICADO CON LA CEDULA DT CIUDADANIA No.

LA

MANUEL .
79375670 D= PORTADCR Tz

B0GCTA, -+
TODOS CON

LA TARJETA PROFESIONAL DE ABOGADO No. 124953 DE C.S5. D& L& J.,

DOMICILIQO EN LA CIUDAD DE BOGOTA, D.C., PARA QUZ EN NOMBRZ D MI RIFRESINTADA
ACTUEN EN TODOS LOS ASUNTOS DI PROPIZDAD INTELECTUAL Y LOS DZRIVADOS DI ILLA,
CON FACULTAD PARA RECIBIR ROTIFICACIONES, NOMBRAR APODERADOS JUDICIALES o
EXTRAJUDICIALES EN ESTOS ASUNTOS.

L PREZSENTE PODER SE CONFIERES PARA QUE LOS APODERADOS ACTUZIN ANTE CUALGUIZR
PERSONA o AUTORIDAD ADMINISTRATIVA DEL, ORDEN NACIONARL, DIPARTEMINTRL,
DISTRITAL Y LOCAL; ANTZ LAS RUTORIDADES CONTERCIOSO ADMINISTREATIVASE ¥
JUDICIALES, PARA OBTENER LA 2PROTECCION Dz NUESTRE ZPROPIEDAD INTELECTUAL X
CONTRA LAS PRACTICAS RESTRICTI¥AS DI LA COMPETENCIA Y LOS  ASUNTOS TE
COMPETENCIA DESLEAL, EN TODO 1O COKCERNIEINTI A LGS

A CUYQ TTFECTO LA AUTORIZO,
ASUNTOS: A) OBTENCION DE PATENTES DE INVENCION, D=
ESQUEMAS DE TRAZADOS DE CIRCUITOS INTEGRADOS, DISZROS INDUSTRIALES,
DZ MARCAS DE PRODUCTOS O SZRVICIOS: LEMAS COMERCIZ
ENSENAS COMERCIALES, INDICACIONES CIOGRATICAES;
RENOVACIONES, AFSCTACIONES AL REGISTRO i
RENOVACION DE NOMBRES DI DOMINIO; 2)

SIGUIZNTES
UTILIDAD,
£L REGISTRO

NOMBRES Y
1
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AI, REGISTRO DE MARCAS DI TIRCIRO, PRESENTACION DE ALZGATOS IN DETINSA DE
OPOSICIONES AL REGISTRQ, ACCION DE CANCILACION, ACCION POR INTRACCION I
DERECKOS, REVOCATORIA DIRECTA, ACCION DE NULIDAD, ACCICN DI NULIDAD Y
RESTABLECIMIENTO DEL DERECHO, ACCION REIVINDICATORIA, ACCIOKES DBE  TUTZLA,
POPULARES, DE GRUPO, DE CLASDS; ACCIONZISE Y PROCESOS QUEZ PRCGMOVAMGS O S NOS
PROMUEYAN; C) AGOTAMIENTO DZ LA VIA GU3ERNATIVA, EIJZRCiCI0 DZL DERECHS CZ

PETICION ANTE CUALQUIER FERSONA O AUTORIDAD; D) BE  MEDIDAS
CAUTELARES, PRESENTACION D5 ACCIONES MEDIANTE PROCZSOS IVILDZS, PFENALES,
ADMINISTRATIVOS O CONTENCIOSO ADMINISTRATIVOS RELACIONADOS CON =STOS DERECHCS
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J QTRCS DE DIFERENTE NATURALEZA, MEDIDAS EN FRONTERA, ACCIONES Y PROCESQOS QUE
PROMOVAMOS O SE NOS PROMUEVAN; E) OBTENER Y TRAMITAR TODO LO RELACIONADO CON
REL RECONCCIMIENTO DE DERECHQS DE AUTOR, DERECHOS CONEXCS Y NUEVAS TECNOLOGIAS
Y SU PROTECCION LEGAL; F} SOLICITUD DE REGISTRO Y RENOVACION DE CONTRATOS DE
TRENSFERENCIA DE TECNQLOGIA; G) OBTENER Y TRAMITAR TODO LO RELACIONADO COnN
LICENCIAS DE FUNCIONAMIENTO, REGISTROS SANITARIOS, AUTORTIZACION DE
CERTI?ICADOS DE LIBRE VENTA, AUTORIZACION DE PUBLICIDAD ANTE EL MINISTERIO DE
PROTECCICN SOCIAL © EL INVIMA O ANTE CUALQUIER AUTORIDAD SANITARIA; H)
QOBTENCION DE CERTIFICADOS DE CARENCIA DE iNFORMES POR TRAFICO DE
ESTUPEFACIENTES . RENOVACIONES, AUTORIZACIONES EXTRAORDINARIAS ANTE LA DIRECCION
NACIONAL DE nSTUPEFPCIENTES"'O BL_ CONSEJO NACIONAL DE ESTUPEFACIENTES;- I}
SCLICITUD DE AUTORIZACIONES PARA PROMOCIONEST/QIFAS Y\JUEGOS ANTE ETESA O ANTE
LAS  AUTORIDADES COMPETENTES DEL ORDEN LOCAL DISTRITAL (0] DEPARTAMENTAL Y EN
GENERAL CUALQUIERA OTRA PETICION AE;E LAS'AQEORIDADES,AB&}NISTRATIVA, ASI COMO
PARA NOTIFICARSE DE CUALQUIER PROVIDENCIA Y RENUNCIAR -A"TERMINOS. EN TODOS LOS
ASUNTOS ARRIBA DETER%}NADOS LA APODERADA QUEDA FACULTADA PARA SUSTITUIR TOTAL
O PARCIALMENTE ESTE /MANDATO TRANSIGIR CONCILIAR \EXTRAJUDICIAL e}
JUDICIALMENTE, ADMITIR LOS HECHQS DEL PROCESO PERO NO PARA CONFESAR, DESISTIR,
CANCELAR, RECIBIR, %ENH&EIAR, XﬁMééTIEICAR\¢%95 ACTOS DE- AGENTES OFICICSOS.
DR CERTIFICA:
QUE POR DOCUMENTO PRIVADO DEL 22 DE MAY DE 2008 DE CALI ,INSCRITA EN LA CAMARA
DE COMERCIO EL 04 DE JUNE DE 2008 BAJO EL NRO. 90 DEL LIBRO V Y MODIFICADO POR
DOCUMENTO PRIVADC DE FECHA 18 DE JULIO DE 2008, INSCRITA EN LA CAMARA DE
COMERCIO EL 08 DE AGOSTO DE 2008 BAJO EL NRO. 151 DEL LIBRQ V, SE CCONCEDE
PODER ESPECIAL, AMPLIQ Y SUFICIENTE A LOS SIGUIENTES FUNCIONARIOS DE LA
EMPRESA:
1. ANA MARIA ALVAREZ R., CON C.C. 31.170.8%6 DE CALI Y JORGE ENRIQUE GIRALDO,
com  C.C. 16.784.7%94 DE CALI, OBRARAN COMO APODERADOS ESPECIALES PARA EL
ESARROLLO DE LAS SIGUIENTES FACULTADES:
SUSCRIBIR LOS CONTRATCS DE TRABAJO, SUS MODIFICACIONES Y DARLOS POR
ERMINADO DEL PERSONAL VINCULADO O QUE SE VINCULE A TECNOQUIMICAS S.A.
SUSCRIBIR CONTRATOS DE APRENDIZAJE Y PASANTIAS ASI COMO SUS MODIFICACIONES
RDICIONES. '
C. SUSCRIBIR ACUERDOS CON LOS EMPLEADOS DE LA SOCIEDAD.
L. COMPARECER DIRECTAMENTE U OTORGAR PODER PARA ATENDER RECLAMACIONES Y
*x % CONTINUA ***
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PROCESOS DE ORDIX LABORAL BIZN SEA DE CARACTER ADMINISTRATIVC O JUDICIAL ANTE

NAS REGIONALES DE TRABAJO, MINISTERIO DE LA PROTZCCION SOCIAL v
CUALQUIER OTRA AUTORIDAD O Z=ZNTIDAD ANTE LA QUE 5z INICIZ Y TRAMITE
PROCEDIMIENTOS ©DE CARACTER LABORAL O RELACIONADOS CON TZMAS DI il SEGURIDAD

L
wn
Q
m
i
[g]
bey

E. FIRMAR TODOS LOS DOCUMENTOS Y ATENDIR TODOS LOS TRAMITES ANTE LAS C&JAS DE
COMPENSACION FAMILIAR, EMPRESAS PRESTADORAS DI SERVICIOS .  SALUD (EPS
FONDOS DE PENSIONES Y CEZSANTIAS, ADMINISTRADORA
- ARF), INSTITUTO DE LOS SEGUROS SOCIALES (ISs). ESTA
LA DESIGNACION DE APODERADOS.

F. ASISTIR EIN NOMERE DE LA SOCIEDAD A LAS AUDIEXCIA DI CONCILIACICH,
DECLARACIONES DEZ PARTE Y RCHMDICION DE TSSTIMOKIOS DENTRO DT LOS PROCESOS DI Lx
JURISDICCION LABORAL Y TRAMITES ADMINISTRATIVOS, CUANDO ZLLO SER RIQUESRIDC.

G. RESPONDER LAS DEMANDAS DE TUTELA DIRSCTAMENTE O A TRAVES DE APCLIZADD
ESPECIAL.

#. SUSCRIBIR LOS CONTRATOS DE TODO TIPO CON ENTIDADES EDUCA
ORDEN, SIN LIMITACION DE CUANTIA.

I. SUSCRIBIR i05 DOCUMENTOS Y ESCRITURAS DI DONACION QUZ SIiAN AUTORIZADAS PCR
LA JUNTA DIRECTIVA, SIN LIMITACION ALGUNA.

b
|..J
H
m
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(D]
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o
2

J. SUSCRIBIR TODOS LOS CONTRATOS ©DE CONSTRUCCION, INSTALACION, SERVICICS,
REPARACIONES Y ADECUACIONES OQUE SE REALICEN Y PRESTEN EN L& PLANTZ Y ZZDT
AD&INISTRATIVA DE TECNOQUIMICAS S.A. LOCALIZADAS EN CaLI, HASTA POF LL SUms
EQUIVALENTE A TRESCIENTOS (200) SALARIOS MINIMOS LEGRLES MEINSUALES, DARLTS PoF
TERMINADO POR CUALQUIZR CAUSA, PRESENTAR RECLAMOS ANTE LAS COMPANIAES

ASEGURADORAS, EXIGIR EL PAGO DI MULTAS I INDEZMNIZACIONEZS DI CUALQUIER TIPO CUE

ESTEN PACTADAES EN LOS RESPECTIVOS CONTRATOS Y SL CUMPLIMIENTC DE ELLOS.

K. ANTE £EL MINISTERIQO DEL MEDIOQO AMBIENTE Y ORGANISMOS DI CONTRGL AMBIENTAL DEL
ORDEN NACIONAL, DEPARTAMENTAL Y MUNICIPAL QO DISTRITAL: TORMULAR SOLICITUDES,
SUSCRIBIR TODOS LOS DOCUMENTOS QUE S REQUIERAN PRESZMTAR, RENDIR

DECLARACIONES, NOTIFICARSE ODIRECTAMENTI O POR MIDIOQ DL APODERALO, ZN TODOS L0S

t

TRAMITES OQUT LA SOCIEDAD TECNOQUIMICAS S.A. REQUIERA ADDLANTAR ANTZ LA

ENTIDAD, ASi COMO DESIGNAR APODERADOS PARA INICIAR O RESPONDER PROCESOS D=

CRRACTER JUDICIAL O GUBERNATIVO.

L. SUUSCRIBIR 1L0S CONTERATOS DT PRENDA SOBRI VEIHICULOS D= PROPIZDAD DE TERCEROS

PARA RESPALDAR LOS PRESTAMOS QUE LA EMPRESA OTORGUE Y TODO LOS DOCUMENTOS QUE
* CONTINUA *x %
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SEEN REQUERIDOS PARA SU FORMALIZACION ANTE LAS SECRETARIAS DE TRANSITO Y/O
MOVILIDAD DE LOS RESPECTIVOS MUNICIPIOS. ESTE PODER TAMBIEN COMPRENDE LA
CANCELACICH DE LAS PRENDAS Y LA FIRMA DE TODOS LOS DOCUMENTOS QUE SEAN
REGUERIDCS PARA TAL FIN.
M.  FORMULAR  PETICIONES  RELACIONADAS CON LAS FACULTADES OTORGADAS ANTE
CUALQUIER AUTORIDAD.
PARAGRAFO 1. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA
FACULTAD DE DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O©
DEMANDAS, C HACERSE PARTE EN PROCESOS DE CARACTER JUDICIAL, GUBERNATIVO,
TRIBUNALES DE ARBITRAMENTO Y RECLAMOS ANTE LAS COMPANIAS ASEGURADORAS.
PARAGRAFO II. LOS AgQDERADos EJERCERAN ' SUS-FUNCIONES--DE MANERA INDIVIDUAL Y
SIN ORDEN DE PRELACTON.” N\ /7 TN
2. JORGE ENRIQUE ARIZA1 BERNAL, IDENTIFICADO CON LA cEDULA DE CIUDADANIA NO.
19.484.493 DE BOGOTA PARA EL EJERCLCIO _DE LAS- SIGUIENTES FACULTADES:
A. ANTE EL MINISTERIO “DEL MEDIO AMBIENTE \FORMULAR’SOLICITUDES SUSCRIBIR
TODOS  LOS  DOCUMENTOS- QUE _SE REQUIERAN PRESENTAR “CRENDIR DECLARACIONES,
NOTIFICARSE DIRECTAMpNTL//o POR MEDI& DE KBODERADO, EN\T&BOS LOS TRAMITES QUE
LA SOCIEDAD TECNOQUIMICAS S.A. REQUIERA ADELANTAR ANTE LA ENTIDAD, ASI COMO
DESIGNAR AFODERADOS PARA ““INICIAR - 0 RESPONDER PROCESOS DE CARACTER JUDICIAL ©
GUBERNATIVO. Toee : e T
B. ANTE LA SUPERINTENDENCIA DE VIGILANCIA: FORMULAR SOLICITUDES, SUSCRIBIR
TODCS LO5 DOCUMENTOS QUE SE REQUIERAN PRESENTAR, OTORGAR PODERES, RENDIR
DECLARACIONES,  ATENDER  VISITAS, FIRMAR LAS ACTAS CORRESPONDIENTES Y
WOTIFICARSE 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 O
RESPONDER PROCESOS DE CARACTER JUDICIAL O GUBERNATIVO.
C. ANTE EL FONDC NACTIONAL DE ESTUPEFACIENTES Y DIRECCION NACIONAL DE
ESTUPEFACIENTES FORMULAR SOLICITUDES, SUSCRIBIR TODOS LOS DOCUMENTOS QUE SE
REQUIEAAN PRESENTAR, RENDIR DECLARACIONES, NOTIFICARSE DIRECTAMENTE O POR
MEDIO DE AFODERADO, EN TODOS LOS TRAMITES QUE LA SOCIEDAD TECNOQUIMICAS S.A.
REQUIERA ADELANTAR ANTE LAS CITADAS ENTIDADES, SUSCRIBIR LAS ACTAS DE VISITA,
¥ DESIGNAR APODERADOS PARA NOTIFICARSE DE ACTOS ADMINISTRATIVOS, INICIAR O
RESPONDER PROCESOS DE CARACTER JUDICIAL ¢ ADMINISTRATIVO DE CUALQUIER ORDEN.
D. EN TODO LO RELACIONADO CON LOS TRAMITES DE IMPORTACIONES Y EXPORTACIONES,
*** CONTINUA ***
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SEGUN SE INDICA:

I. OTORGAR PODERES Y SUSCRIZIR TODOS LOS DOCUMENTOS QUE Z PRESEMTER V
TRAMITEN ANTE LAS ADMINISTRACIONES DI ADUANAS DE L& DIRICCIOM DE IMBUSSTOS ¥
ADUANAS - DIAN - ASI COMO RENDIR DECLARACIONES, ATENDER VISITAS £ INSPECCIONES
Y FIRMAS LAS CORRESPONDIENTES ACTAS ATENDITR DIRECTAMENTI, CUANDO ELLO SEER
REQUERIDO Y EN GENERAL O3RAR COMO APODERADO ESPECIAL ANTE LAS Al D
RDUANERAS EN TODAS LAS OPERACIONES RELACIONADAS CON EL COMERCI

CII. OTORGRR PODERES Y SUSCRIBIR TODOS LOS DOCUMENTOS OUE SZ PRESENTIN Y

TRAMITEN ANTE LAS SOCIZDADES PORTUARIAS DI BULNAVINTURA, CARTAGINA Y
BARRANQUILLA, ASI COMO RESPONDEZR Y ATENDER LOS TRAMITES DIRSCTAMENTE © A
TRAVES DE APODERADOS.
fIT- OTORGAR PODERES ESPECIALES Y GENERALES, OTORGAR GARAKTIAS Y SUSCRIZIR
TODOS LOS DOCUMENTOS QUE SE PRESENTEN Y TRAMITEN ANTE LAS NAVIZZAS Y EMCSTEISAS

ADMINISTRADORAS DE CONTENEDORES PARA EL MANEJO Y RETIRO DE ELLGS.
V. TORGAR PODERES EISPECIALES Y GENERALES A LAS SOCIEZDADLS DL EHTERMEDZACEGK
ADUANERA - SIA- Y SUSCRIBIR TODOS LOS DOCUMENTOS QUE SE PRESENTEN Y

DE ACUERDA CON LA NORMATIVIDAD LEGAL SOBRE LA MATERIA.

- ¥, SUSCRIBIR LAS CARTAS DE ANTINARCOTICOS OQUE SE PRESENTAM ANTE L& 20LICIA
AFROPORTUARIA RIZN DIRECTAMENTEZ O AUTORIZANDO A LOS JETES DI BODEIGR DE YUMEC Y
JAMUNDI PARA I£SE TRAMITE DOCUMENTOS DENTRO DI LOS TRAMITES DI ZXPORTACIONEIS O
REEMBARQUES DE MERCANCIAS, Y EN GENERAL ATENDER TODAS LAS CILIGENCTIAS

DIRECTAMENTE U OTORGAR PODER AUN TERCERO.

D. SUSCRIBIR CONTRATOS DE CONSTRUCCION Y DE OZRA QUE ST REALICEN Y BRESTEZH T
LAS PLANTAS DE TECNOQUIMICAS S.2A. LOCALIZADAS EN JaMUNDE, YUMBO Y VILLA RICA
(DEPARTAMENTO DEL CAUCA EN EL CONJUNTO INDUSTRIAL PARQUESUR) HASTA FOF LA 30
EQUIVALENTE A TRESCIENTOS (300) SALARIOS MINIMOS LEGALE j i

£. SUSCRIBIR CONTRATOS, SiIN LIMITACION ©DE CUANTIA QUZ TENGR QUZ VYER CON La
ADQUISICION DE EQUIPO Y MAQUIMARIA, REPARACION, ADEICUACION, INMSTALATICK,
SERVICIOS TECNICOS Y DE ASESORIA.

£. SUSCRISIR CONTRATOS DE FARRICACION CON TERCIROS BIfN SEA QUE TICKNOJUIMICAS
OBRE COMO FABRICANTE ¢ COMO PROPIETARIO.

PARAGRAFO. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA FACULTAD
DE DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUEIRIMIENTOS O DEMANDAS, O
HACERSE PARTS EN PROCESOS DF CARACTEIR JUDICIAL O ADMINISTRATIVO DE CUALQUIERR
ORDEN .

w
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3. MARIA TERESA CANON DE GUZMAN, IDENTIFICADA CON LA CEDULA DE CIUDADANIA NO.
21.238.104 DE <CALI, CARLOS ARTURC PENA NIETO IDENTIFICADO CON LA CEDULA DE
CTUDARDANIA 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 COMC 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 CE CCMPENSACION, 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

RS
DOCUMENTOS, LLARPCIONES/’O RESPUESTAS A REQUERIMIBNTOS QUE DEBAN HACERSE ANTE
EIL, BANCO DE LA REPGBLICA U  QTRAS \ENTIDADES GUBERNAMENTALES RESPECTC DE
OPERACIONES EN EL MERCADO CAMBIARgO ﬂ//// ///

LOS ABODERADOS SUSCRIBIRAN. TODOS’LOS DOCUMENTOSRY _REALIZAR TODOS LOS ACTOS QUE
CBLIGUEN A LA SOCIEEAD ANTE LAS AUTORIDADES CAMBIARIASK\PUDIENDO IGUALMENTE
MOTIFICARSE DE TODAS LAS ACTUACIONES, ACTOS ADMINISTRATIVOS DILIGENCIAS C
GESTIONES RELACTONADAS O QUE SE DERIVEN DE DICHA ACTIVIDAD!Y EN GENERAL, PARA
QUE ASUMAN LA PERSONERii\A\NOMBRE DE’ TECNOQUéﬁFCAS S-A/, BIEN SEA DIRECTAMENTE
O A TRAVES DZ APODERADO} -SIEMPRE QUE ‘L0 ESTIMEN CONVENIENTE DE MANERA QUE EN
NINGUN ©A30 QUEDE SIN LA DEBIDA REPRESENTACIQN EN LA SALVAGURRDIA DE SUS
DERECEOS 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, COMPARNIAS DE FINANCIAMIENTO COMERCIAL, DE ACUERDO CON LOS CUPOS
FIJADOS POR LA JUNTA DIRECTIVA, ASI COMO LOS PAGARES, LOS CONTRATOS DE
GARANTIA PRENDARIA E HIPQOTECARIA, LA CONFIRMACION DE FORWARDS Y TODOS LOS
DEMAS DQCUMENTOS © QUE SEAN REQUERIDOS PARA LA CULMINACION Y FORMALIZACION DE
ESTOS TRAMITES.
TSTAS FACULTADES IGUALMENTE APLICAN PARA ~ TODOS LOS CREDITOS QUE OTORGUE EL
BANCO DE COMERCIQ EXTERIOR DE COLOMBIZ - BANCOLDEX.
f1. SUSCRIBIR LOS FORMATOS Y CONTRATOS DE APERTURAS DE CUENTAS CORRIENTES,
AHCKROS, SERVICIOS DE BANCA VIRTUAL, LOS FORMATOS DE PROVEEDORES PARA PAGOS
PCR TRANSFERENCIA ELECTRONICA Y LOS FORMULADOS ONICOS DE CONOCIMIENTC DE
*** CONTINUA **x%*
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PERSONA JURIDICA QUE EXIGE Ei. SECTOR FINANCIERO.

III. SUSCRIBIR LAS LETRAS DE COBRANZA Y LAS CARTAS DE CREDITO.

C, SOLICITAR TIDIS Y FIRMAR TODOS LO3S OOCUMENTOS RTLLCIOHADOS CON  ESTE
TRAMITE.

D. EN RELACION CON LA COMPANIiAS ASEGURADORAS:

1. SUSCRIBIR DOCUMENTOS DE RECLAMACION Y OTORGAR PODERES PARA QUE COMPALRSZCAN
A LAS AUDIENCIAS DE RECLAMACIONES, ASI COMO LOS DOCUMENTOS D= TRANSACCIEN.
ESTAS FACULTADES SE OTORGAN SIN LIMITACION DE CUANTIA.
II. SUSCRIBIR LA CARTAS D NO RECLAMACION = LAS COMDaKias &
OCURRENCIA DE SINIESTROS LAS RESPECTIVAS CONSTANCIAS.
III. SUSCRIBIR LOS DOCUMENTOS REQUERIDOS POR LI, SISTEMA DE INTORMACION ZiFn LA
PREVENCION DE LAVADO DE ACTIVOS (SIPLA).

E. FORMULAR PETICIONES RELACIONADAS CON L2S FACULTADES OTOXGAEDAS,
PARAGRAFO 1. EIN LA ATENCION DI TODOS LOS ASUNTOS MENCIQNADOS TENDRA L2
TACULTAD DZ DIZSIGNAR APQDZRADOS P2PARA INICIAR, RESPONDZR RIQUISRIMIENTCSE C
DEMANDAS, O HACERSE PARTE EN PROCESOS DE CARACTER JUDICIAL O GUBESNATIVC.
PARAGRAFO T1I. L0OS APODERADOS EJERCERAN SUS FUHCIOKES DE MANERA INDIVIDUAL Y
SIN ORDEN DE PRELACION.

4. ADRIANA JIMENEZ MSRA, IDENTITICADA CON La C.C. 31.174.077 DE PAIMIREL, PLE:X
Ei DESARROLLO DE LAS SIGUIENTES FUNCIONES:

h.' OTORGAR PODER Y CONSTITUIR MANDATARIOS P2RA INICTAS LAS ACCIONES CIVILIES,

=l N
PR

-

k

COMERCIALES Y PENALES TENDIENTES & LA RECUPIRACION DE L3 CARTERA, SId
LIMITACION ©DE CUANTIA, CON EXPRESAS FACULTADIS PARA ASISTIR TN NOMERZI DI LA
SOCIEDAD A LAS AUDIENCIAS DE CONCILIACION, CON AUTORIZ! "RAN

DESISTIR, CONCILIAR O COMPROMETER A LA SOCIEDAD EXN TODOS LOS PROCESCS
GESTIONES JUDICIALES, ADMINISTRATIVAS O RECLAMACIONES EXTRA PROCLSDO IN
INTERVENGA EN 2SUNTOS RELACIONADOS CON LAS DEUDAS 2 FAWOR DI TECNOQUIMICAS s.
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8. SUSCRIBIR LOS
TERMINACION, INVENTARIOS Y ANZXQS PERTINENTZS, ZIEN SEAR QUTZ LA SOCIEDAD SERE
COMO ARRENDADOR © ARRENDATARIO, S : 3 £ i =

PODRA EJERCER DIRECTAMENTE O MEDIANTE L2 DESIGNACION DI APODERADOS.
C. SUSCRIBIR Los FORMETOS DE AUTORIZACiION DE CREACION ©E CLIENTES v
PROVEEDORES DE LA EMPRESA.

D. EN RELACION CON LOS VEHICULOS DE TODO TIPQ QUE FIGUREN A NOMBRE CE

*vx CONTINUA ***
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TZCNOQUIMICAS, TIENE LA FACULTAD DE SUSCRIBIR LOS FORMULARIOS QFICIALES PARA
TODG  TIPO DE TRAMITE, ENTRE ELLOS EL TRASPASO, QUE SE REQUIERA REALIZAR, ANTE
LAS SECRETARTAS DE TRANSITO Y ANTE LAS AUTORIDADES DE TRANSTITC Y TRANSPORTE DE
CUALQUIZR ORDEN, ASI (OMO FIRMAR TODO TIPO DE CONTRATCS RELACIONADOS.CON LOS
VERICULOS.

PALAGRAFO. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA FACULTAD
CE DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O DEMANDAS, O
HACERSE PARTE EN PROCESOS DE CARACTER JUDICIAL O ADMINISTRATIVO DE CUALQUIER
ORDEN.

ESTOS PODERES ESTARAN VIGENTES HASTA TANTO SEAN REVOCADOS O MODIFICADOS
EXPRESAMENTE .~~~ "POR~ . . _~DOCUMENTO - PRIVADO.

e N CERTIFICA: ™ O .
QUE POR DCCUMENTO fRIVADO DEL 10 DE JULY DE 2008 DE CALI , INSCRITA EN 1A
CAMRRA DE COMERCTO “EL 29 _ DE JULY’ DE 2008_BAJO EL_NKO. V41 DEL LIBRO V , SE
CONCEDE PODER ESPECIAL)-AMPLIO —Y SUFICTENTE A~LOS SIGUTENTES FUNCIONARIOS DE
LA EMPRESA: P LT e e
- GERMAN  ALBERTO (SUAREZ HINCAPTE} & C.C{ 16.722.521 DE\ CALI, SUBGERENTE
FINANCTERO ¥ ADMINI?TRAQEVO DE LA REGIONAL CENTRO PACIFICO ?E LA SOCIEDAD, CON
SEDE EN CALI. N e T
- MARTA VICTORIA VARGAS- -PORRAS, C.C. 39.638.185 -DE BOGOTA, SUBGERENTE
FINANCTERG Y ADMINISTRATIVO DE LA REGIONAL CUNDINAMARCA DE LA SOCIEDAD, CON
SEDE EN BOGOTA D.C. . )
- ESPERANZA GRAWADOS JAIMES, C.C. 63.392.189 DE MALAGA (SANTANDER), SUBGERENTE
ADMINISTRATIVO DE LA REGIONAL CUNDINAMARCA DE LA SOCIEDAD, CON SEDE EN BOGOTA
D.C.
- DIEGO  FERNANDO MUNOZ QUINTERQ, C.C. 94.282.452 DE CALI, SUBGERENTE
FINANCIERO Y ADMINISTRATIVO DE LA REGIONAL ANTIOQUIA DE LA SOCIEDAD, CON SEDE
EN MEDELLIN.
- CARLOS ORLANDO MUTIS PICON, C.C. 91.200.418 DE BUCARAMANGA, SUBGERENTE
FTNANCIZRO Y ADMINISTRATIVO DE LA REGIONAL ORIENTE DE LA SOCIEDAD, CON SEDE EN
BUCAREMANGA . | ' '
-  DANIZL AMEZQUITA LIZARAZO, Cc.C. 8.681.962 DE BARRANQUILLA, SUBGERENTE
FINANCTERO Y ADMINISTRATIVO DE LA REGIONAL ATLANTICO DE LA SOCIEDAD, CON SEDE
EM BARRANQUILLA.
LOS MENCIONADOS FUNCTONARIOS EJERCERAN, EN SUS RESPECTIVAS REGIONALES, LAS

x%% CONTINUA ***
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SIGUIZNTES FACULTADES:
1.PARA QUE EN NOMERE DE TECNOQUIMICAS S.A., Y IN ASUNTOS QUI TENGA QUE VER TON
SUS RESPECTIVOS DISTRITOS Oz VINTAS SZ NOTIFIQUEN Y PROMUEVAN ACCIONES EN
NOMBRE Of E£STA ANTE NTIDADIS PUBLICAS, TUNCIONARIOS O IMPLEADOS NACIONALES
DEPARTAMENTALES, DISTRITALZS Y MUNICIPALES DIZi; ORDEN JUDICIAL, ADMINISTRATIVO
POLICIVO, PENAL O DE FISCALIA, YA SEA EN PRCCESOS, ACTUACIONES, SIMPLES &CTOS
O DILIGENCIiAS Y GESTIONES, CON FACULTADES DE DESISTIMIENTO, ALIANAMIENTI ¥
" CONCILIACION, EN LOS QUE ZiL ESTAELECIMIINTQ ISTE VINCULADDO COMO DEMANDANTE,
DEMANDADO O TERCERQ INTERVINIENTE.
PARAGRAFQ: LA FACULTAD DE CONCILIACION, DEZSISTIMIEINTO Y ALLANAMIENTO SE
HASTA LA SUMA EQUIVALENTE A CINCUEZINTA (50) SALARICS MIMNIMOS LICGALES
MENSUALES
2.PARA QUE OTORGUEN PODEREZES Y CONSTITUYAN MANDATARIOS PAFRA INMICIAR  LAS
ACCIONZS CIVILZS, COMERCIALES Y PENALES TZINDIZINTES A LA RSCUPIRACION DE L2
CARTERA, SIN LIMITACION ©ODE CUANTIA, CON EXPRESAS TACULTADIS PARA ASISTIZ IN
NOMBRE DE LA SOCIEDAD A LAS AUDIENCIAS DE CONCILIBCION T INTZIRROGATORIOS CF
PARTE, CON AUTORIZACION PARA TRANSICIR, DESISTIR, COXCILIAR Q COMPROMETER & LA
SOCIEDAD EN TODOS LOS PROCZS0S, GESTIONES JUDICIALES, ADMINISTRETIVOS O
RECLAMACIONES EXTRA PROCESO zZMN QUE INTERVENGA EMN ASUNTOS FZL:CI
CSTABLECIMIZNTO DE COMERCIO, CON LAS LIMITARCIONLS PRIVISTAS IN IZL PARAGRAT
DEL NUMERAL ANTERIOR.
3.PARA QUE OTQRGUE PQODERES Y CONSTITUYAN MANDAZTARIOS PxRA4 HACERSI PARTE EZIN LOS
PROCLES0S CONCORDATARIOS, () LIQUIDACION OBLIGATORIA, O REZSTRUCTURACICN
ECONOMICA QUE SE TRAMITEN ANTE LA SUPZRINTENDENCIA DE SOCIEDADZS O ANTE CTRAS
SUPERINTENDENCIAS O ENTIDADES CUANDC SE TRATE DE OTRAa CLAST DE DEUDORES,
TENDIENTES A LA RECUPERACION Df LA CARTERA, SIN LIMITACION DZ CUANTIE, CIH
EXPRESAS TACULTADES PARA ASISTIR EN KOMERE DE La SQCIEZD=sD &2 LGS
INTERROGATORIOS DE PARTE, A LAS DIVCRSAS AUDIEXRCIAS, INTRZ EZLLAS LA
CONCILIACION, COx AUTORIZACION PARA TRANSIGIR, DESI =
COMPROMETER A iLa SOCIEDAD EIM TODOS LOS PROCISQS, GEISTIOKRES, JUDICIALES,
ADMINISTRATIVAS O RECLAMACIGHEZS ZXTRA PROCZLSO =M QUEZ INTZRVINGR N ASUNTOS DEL
ESTABLECIMIZNTO CON LAS GLIMITACIONES PREVISTAS EN
PRIMERO.
4 . PARA SUSCRIBIR LOS CONTRATOS DI TRABAJQ Y DARLOS POR TESRAMINADO DZL PERSONAL
VINCULADO 9] QUE SE VINCULE AL ESTASLECIMIENTO DE COMERCIO Y ZXPED
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CERTIFICACIONES LABORALES.
5.PARAR CONSTITUIR APODERADO O APODERADOS EN DESARROLLO DE LA REPRESENTACION
LABORAL, SI ASI LO CONSIDERA NECESARIQ, TENIENDC SUMA DILIGENCIA PARA QUE
TECNCQUIMICAS S.A., EN NINGUN CASO, QUEDE SIN LA DEBIDA REPRESENTACION EN LA
SALVAGUARDIA DE SUS DERECHOS Y OBLIGACIONES LABORALES Y A ASISTIR EN NOMBRE DE

LA SOCIEDAD A LAS DILIGENCIAS DE INTERROGATORIOS DE PARTE.

6.SUSCRIEIR LOS CONTRATOS DE PRENDA SOBRE VEHICULOS DE PROPIEDAD DE TERCEROS
FARZA RESPALDAR LOS PRESTAMOS QUE LA EMPRESA OTORGUE ¥ TODO LOS DOCUMENTOS QUE
SEAN REQUERIDOS PARA SU FORMALIZACION ANTE LAS.SECRETARIAS DE TRANSITO Y/C
MOVILIDAD DE LOS RESPECTIVOS MUNICIPIQOS. ESTE PODER TAMBIEN COMPRENDE LA
CANCELACICN DE LAS PRENDAS Y- LA FIRMA DE TODOS T LOS_ DOCUMENTOS QUE SEAN
REQUERIDOS PARA TAL FIN. N A ‘x\ \\

7.PARA QUEZ EN DESPRROLLO DE LAS ACTIVIDADES DEL ESTABLBCIMIENTO DE COMERCIO
ADQUIZRE Y ENAJENE “MODA™ CLASE DE BIENES MUEBLES CUYA/fINALIDAD SEA NECESARIA
PARA EL MEJOR DESEMPENQ-- DE.. LAS ACTIVIDADES DEL ESTABLECIMIENTO HASTA POR LA
SUMA QUE INDIQUE LOS-MANUALES-Y PROCEDIMIENTOS INTERNOS DE LA SOCIEDAD.
ES'TOS PODERES ESTARAN VIGENTES HASTA TANTO SEAN REVOCADOS C MODIFICADOS

EXPRESAMENTE o POR DOCUMENTO PRIVADO.

y : P CERTIFICA: L

QUE POR ESCRITURA NRO 1853 DEL 07 DE MAY DE "2009- NOTARIA TERCERA DE CALI ,
INSCRITA EN LA CAMARA DE COMERCIO EL 15 DE MAY DE 2009 BAJO EL NRO. 64 DEL
LIBRO V SE CONCEDIO PODER ESPECIAL AMPLIO Y SUFICIENTE 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/0
A  BEATRIZ EUGENIA TORRES HURTADO, IDENTIFICADA. CON LA CEDULA DE CIUDADANIA NO
1.130.672.(089 DE CALI Y PORTADORA DE LA TARJETA PROFESIONAL DE ABOGADA No. 168
064 DEL C. S. DE LA J. PARA QUE, CONJUNTAMENTE O POR SEPARAD(O, REPRESENTEN A
LA  SOCIEDAD EN TODOS LOS ASUNTOS QUE DEBAN TRAMITARSE ANTE: A) EL INSTITUTO
NMACIONAL DE VIGILANCIA DE MEDICAMENTCS Y ALIMENTOS INVIMA, O LAS OFICINAS O
AUTORIDADZS NACIONWALES QUE CORRESPONDAN, INCLUIDQ, PERO SIN LIMITARSE A TODO
©O RELACIONADO CON FL TRAMITE DE OBTENCIéN, RENOVACI@N; MODIFICACION Y
CERTIFICARCION DE REGISTROS SANITARIOS, RESPUESTAS DE AUTQOS, CAMBIQOS DE NOMBRE
Y MMARCAS DE PRODUCTOS, REFORMULACICONES Y ADICIONES EN LA LINEA DE PROﬁUCTOS,
CAMRBIOS DE IMPORTADCR Y FABRICANTE, CESIONES DE REGISTROS SANITARIOS,
CERTIFICACIONES DE FORMULA Y EXCLUSIVIDAD, MODIFICACIONES EN LA MODALIDAD DEL
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REGISTRO SANITARIO, RENUNCIAS A RIGISTROS SANITARIOS, DESISTIMIENTCGS GLE
TRAMITES, CERTIFICACIONES SOBRE LA LINSA COMPLETA DE PRODUCTOS, LICENCIAS DE
FUNCIONAMIENTO DT LAS PLANTAS, CERTIFICADOS DI BUEINAS FRACTICAS DE MANUFACTURZ
(BPH) , CERTIFICADOS DS CAPACIDAD Y DE NORMAS TECNICAS DI FABRICACION,
CERTIFICACIONES DE EXCLUSION DE IVa, TRAMITES DE SOLICITUD DE AUTORIZACISO DS
PUBLICIDAD Y RECURSOS ANTE £FL COMITE ©DE PUBLICIDAD Y LA COMISION REVISCRA,
SUSCRIPCION DE ACTAS DE ViSIita, ASI COMO RESSPONDER REQUERIMIEINT S C
. INVESTIGACIONES QUE HAGA LA SUBDIRECCION DE VIGILAKCIZ Y CONTROL DEL INVIMA, C
CUALQUIERA DE SUS DEPINDINCIAS Y DE LAS DIMAS ENTIDADES: LOS APQODIRADDS QUEDAN
IGUALMENTE FACULTADOS PARA ELEVAR SOLICITUDES, PETICIONES, RECLAMAECE
FORMULAR ENMIZNDAS, PRESENTAR RECUZRS0S: OPOSICIQONES, SOLICITUDES
CORRECCION, SOLICITUD DE CONCIPTOS, PRESINTAR DENUXCIAS, ABCONAR TODCS LCS
IMPUESTOS Y <CUQTAS, Y EFECTUARR TODOS LOS Pa

Q
w
3
o
| ]
o
U}
(]
T
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2 ‘,
RECIEIR TOD0OS LOS DOCUMENTOS Y VALORES, LLENAR CUALQUIEZR OTRO REQUISITC, TOMAR

INTERESES DE ESTA COMPARIA, RECIBIR, NOTIFICARSE Y NOMSRAR APODISALTS
JUDICIALES Y EXTRAJUDICIALES Y EN GENERAL PARA ADELANTAR CUALQUIZR TRAMI
SE REQUIERA ANTE EL INSTITUTO Y SUS DEPENDENCIAS, O ANTZ LA OrICINA
2UTORIDAD OUE CORRESPONDA. B) LA DIRECCION NACIONAL DI ESTUPEF:CI

TODAS LAS MEDIDAS QUE CRZDYERZN COXNDUCENTES AL RESGUARDO DT LOS DEFICEHDS Z

INCLUIDO PERG SIN LIMITARSE A LA SOLICITUD DI AUTORIZACION DE CU
SUSTANCIAS CONTROLADRS, SOLICITUDES DE CORRECC 10¥ DE RESQLUCIONES,
DEéISTIMIENTOS DE TRAMITES Y SOLICITUDES, 2CLARACIONZS, RESPUES
REQUERIMIEZNTOS SOLICITUD DI CONCEPTOS Y IN GINTRAL CURLQUIZR TRAMITE QU SE:
NECESARIO ADELANTAR ANTE ESTA EINTiDAD O LA OQUE HAGA SUS VECES
MACIONARL DZ ESSTUPEFACIENTES, INCLUIDO PERO SIN LIMITARSE A& LOS
NECESARIOS PARA LA APROBACION DE COMPRA DE MEDICAMENTOS Y MAT s
CONTROL ESPICIAL, ELEVAR SOLICITUDES D CORRECCION D RZSOLUCIONES
DESISTIMIENTOS, ACLARACIONES, RESPUZSTAS & RIQUERIMIINTOS, SOLICI
CONCEETOS Y SN GENERAL CUARLQUIER TRAMITE QUE SEA NECESARIO ADSLANTAR ANTZ ZSTA
ENTIDAD O LA QUE HAGA SUS VECES. D) EMPRESA TIRRITORIAL PARA LA SALY

INCLUIDO PERO SIN LIMITARSE A LA SOLICITUD DE NO OBJECION PARA LA REALIZATION
DE ACTIVIDADES PROMOCIONALES CONSISTENTIS =R JUEGOS Dz SUZRTE Y ARZAR 2UE
REALICE LA COMPARIA COx EL inN DE  IMPULSAR SUS VEKTAS, RESPONDER
REQUERIMIENTOS, HACER ACLARACIONES, PRISENTAR RECURSOS, SOLICITAR CONCZIPTIS Y
EN GENERAL CUALQUIER TRAMITE Y SOLICITUD QUS SEA NECESARIO ADELANTAR ANTE ESTA

**%* CONTINUA ***
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ENTIDAD C LA QUE HAGA SUS VECES, E) INSTITUTO COLOMBIANQ AGROPECUARIO Y
MINI3TBERIC DE MEDIO AMBIENTE, INCLUIDO PERO SIN LIMITARSE A LA SOLICITUD DE -
LICENCIAS, AUTORIZACIONES PARA IMPORTAR OBTENCION DE REGISTROS, SOLICITUD DE
..... CCNTESTAR REQUERIMIENTOS, SUMINISTRAR INFORMACION REQUERIDA, SOLICITAR
CCWCEPTOS Y EM  GENERAL CUALQUIER TRAMITE Y SOLICITUD QUE SEA NECESARIO
i ADELANTAR ANTE ESTA _ENTIDAD O LA QUE HAGA SUS VECES F) MINISTERIO DE
FRCTECCION SOCIAL, SECRETARIAS DE SALUD E INSTITUTC NACIONAL DE SALUD,
INCLUIDO FERO SIN LIMITARSE A LA PRESENTACION DE CUALQUIER SOLICITUD DE
APERTURA DE INVESTIGACION, SOLICITUD CONCEPTO, RESPONDER REQUERIMIENTOS POR
QUEJAS © INVESTIGACIONES Y DEMAS SOLICITUDES Y TRAMITES QUE DEBAN ADELANTARSE
ANTE ESTAS ENTIDADES C. _LAS’ QUE HAGAN SUS VECES~ G) CUALQUIER ENTIDAD DEL ORDEN
1JACIONAL, LOCAL O MUNICIPAL QUE hAGA REQUEﬁ&MIENTOS O\§OLI?ITE ACLARACIONES A
LA COMPARIA EN EL - CURSO DE CUALQUIER TIPO DE TRAMITE ADMI?ISTRATIVO PARA LO
CUAL LOS APODLRADOS\\QUEDAN DEBIDAMENTE FACULTADOS PARA CONTESTAR Y ACLARAR Y
SOLTCITAR TODO CUARNTO “SEA _DEBIDO PARA EFECTOS DE. TODO™ LO ANTERIOR FACULTO A
LOS APODERADOS AQUI NOMBRADOS, PARA DAR ANTE DICHAS AUTORIDADES TODOS LOS
PASQOS NECEDARIOS, PRESENTAR SOLICITUDE, HACER DECLARACIONES, PAGAR DERECHOS,
PROBAR EXPLOTACIONES SOLICITAR TESTIMONIOS RECIBIR DOCUMENTOS, FORMULAR
TODOS LO5 RECURSOS QUE SEAN PROCEDENTES, PVTICIONES RECLAMOS CON ATRIBUCIONES
FARA DESISTIR Y CONCILIAR"—OTORGAR PODERES SUSTITUIRLOS asf MIsmMOo, LOS
APODERADOS ESTAN AUTORIZADOS PARA HACER CUANTO FUERE NECESARIO ANTE LAS
AUTORIDADES ADMINISTRATIVAS PARRA LOS FINES ARRIBA INDICADOS CON TODAS LAS
DEMAS FACULTADES GENERALES Y ESPECIALES QUE FUEREN NECESARIAS, PUDIENDO
ATENDER ASI MISMO LAS NOTIFICACIONES QUE DIRECTA O INDIRECTAMENTE SE GENEREN
SE  LOS ARCTOS, ACTUACIONES, DILIGENCIAS O GESTIONES QUE TENGAN RELACION DE
CAUSRLIDAD POR  LOS SUSODICHOS TRAMITES. LA ACEPTACION DE LA GESTION POR PARTE
DE ANTONIO JAIRO RAMIREZ ECHAVE Y BEATRIZ EUGENIA TORRES HURTADO SE ENTENDERA
PRESTADA CON EL DOCUMENTO EN QUE SOLICITEN CADA TRAMITE ANTE LA ENTIDAD
RESPECTIVA. ESTE MANDATO SE QTORGA POR TERMINQ INDEFINIDOQ.
CERTIFICA:

|
1
| CAPITAL AUTORIZADO: $27,200,000,000
| NUMERO DE ACCIONES: 54,400,000

§ VALOR NOMINAL: $500

,  CAPITAL SUSCRITO: $21,792,754,000

| NUMERO DE ACCIONES: 43,585,508

| k%% CONTINUA ***
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VALOR NOMINAL: $500
CAPITAL PAGADO: $21,792,7
NUMERO DE ACCIONES: 43,58
VALOR NOMINAL: $500

54,000
5,508

CERTIFICA:
DOCUMENTO: DOCUMENTO PRIVADO DEL 21 DE MARZO 2001
INSCRIPCION: 27 DE MARZCO DE 2001 NRQ.1979 DEL LIBRO IX
CONSTA LA SITUACION DE CONTROL:
MATRIZ: TECNOQUIMICAS S.A.
DOMICILIO: SANTIAGO DE CALI.
NACIONALIDAD: COLOMBIANA
ACTIVIDAD: LAS ACTIVIDADES DI TECNCGQUIMICAS CORRESPONDIN & LA PRODUCCICH Y
COMERCTALIZACION DE PRODUCTOS BIOQLOGICOS, QUIMICOS, MSDICAMENTOS Y PRCDUITCS
FARMACEUTICOS, PANALES, PRODUGCTOS VETERINARIQ b4 AGRICOLAS, ALIMEZNTCE,
COSMETICOS Y DE TOCADOR Y PRODUCTOS DE ASEQ PARA |
SUBORDINADA: ADHESIVOS INTERNACIONALES S.&.-ADHI
DOMICILIO: CaLI VALLE DEL CAUCA
NACIONALIDAD: COLOMEIANA
ACTIVIDAD: LAS ACTIVIDADES DI ADEINTER S$.3. SE DESARROLLAN ZXCLUSIVAMINTI EM
LA ZONA FRANCA DEL PACIFICO CORREISPONDZIN A LA PRODUCCION Y COMERCIZ z
EL MERCADO NACIONAL E INTIRNACIONAL DI ADHESIVOS MEDICINAL
VENDITAS, ESPARADRAPOS, PARCHES, VENDAS; ADHESIVOS PARA USO E
COMO CINTAS, PEGANTES, PRPELES ADHESIVOS Y CINTAS ADHISIVAS Fara U
INDUSTRIAL.
PRESUPUESTO DE CONTROL: TECHNQQUIMICAS S.a., TIENE SySCRI 3
ADHESIVOS INTERNACIONALES S.A. ADHINTER S5.A., LA CANTIDAD DZ D05 MILLORZIS

CUATROCIENTOS TREINTA MIL (2.430.000) RCCIOKES ORDINARIAS DI VALOR NOMINAZL DI
CIEN PzZ80S (5i00.0C) SOBRE N TOTAL DT TRES MILLONS (3.000.090) OE ACCICNES
ORDINARIAS SUSCRITAS QUE REPRISENTA UNA PARTICIPACION DIRECTA DEL 31% SOEBRE EL

TOTAL DL CAPITAL SUSCRITO Y PAGADQO Dz LA SCOCIEDAD.

CERTIFICA:
DOCUMENTO: DOCUMENTO PRIVADO DEL 17 D NOVIEMBRZ DE 2005
INSCRIPCION: 23 DE NOVIEMBRE DE 2005 NRO. 13.158 DEL LIBRO IX

CONSTA LA SITUACION DE CONTROL:
CONTROLANTE: TECNOQUIMICAS S5.A.
=** CONTINUGA ~™*~
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DOMICILIO: CALT

NACIONALIDAD: COLOMBIANA

CONTRCLADA: INDUGRAFICAS S.A.

POMICILIO: CALI

NACTONALIDAD: COLOMBIANA

ACTIVIDAD: LAS ACTIVIDADES DE INDUGRAFICAS S.A. CORRESPONDEN AL DESARRCLLO DE
NEGOCiOS RELACIONADOS CON LAS ARTES GRAFICAS, LA DISTRIBUCION DE LAS MISMAS YA
SEA DE SUS PRODUCTOS PROPICS O POR CONTRATO, TANTO EN EL MERCADO NACIONAL COMO
EM EL INTERNACIONAL.

UNIDAD DE PROPOSITO Y ADMINISTRACION. ENTRE TECNOQUIMICAS E INDUGRAFICAS S.A.
EXISTE UNIDAD DE PROPOSITO Y DIRECCION YA QUE LO% PLANES Y OBJETIVOS DE ESTA
ULTIMA ESTAN DETERMINADAS POR LA PRIMERA \\\\ \\

CE IGUAL MANERA SE CONCRETA EL CONTROL ADMINISTRATIVO SOBRE ‘LA FILIAL A TRAVES
DE LA GERENCIA Y LA JUNTA DIRECTIVA CUYOS MIEMBROS PRINCIPALES HACEN PARTE

IGUALMENTE DE LA JUNTA\Y ADMINISTRACION DE LA MATRIZ.
R CERTIFICA T

DOCUMENTO DOCUMENTO PRIVADO DEL: 17 DE’ NOVIEMBRE DE\ 2005
INSCRIPCION: 23 DE NOVIEMBRE DE 2005 NRO. 13.159 DEL LIBRO IX
CONSTAR LA SITUACION DE ‘CONTROL;~’ B R ,//
CONTROLANTE : TECNOQUIMICAS SIA. . e
DOMICILIO: CALI
NACIONALIDAD: COLOMBIANA
CONTROLADA: TECNOFAR TQ S.A.
DOMICILIC: VILLA, RICA DEPARTAMENTO DEL CAUCA
NACIONALIDAD: COLOMBTANA
ACTIVIDAD: LAS ACTIVIDADES DE TECNCOFAR TQ S.A. CORRESPONDEN A LA PRODUCCION Y
COMERCIALIZACZION DE PRODUCTOS BIQLOGICOS, QUIMICOS, MEDICAMENTOS Y PRODUCTOS
FARMACEUTICOS, PRODUCTOS VETERINARIOS Y AGRICOLAS, ALIMENTOS, COSMETICOS Y DE
TOCZEZDOR, PRCDUCTOS DE ASEQ PARA EL HOGAR Y LA FABRICACION Y DISTRIBUCION DE
ENVASES PLASTICOS PARA TODO TIPO DE USO.
UMIDAD DE PROPOSITO Y ADMINISTRACION. ENTRE TECNOQUIMICAS f TECNQFAR, EXISTE
UNIDAD DE PROPOSITO Y DIRECCION YA QUE LOS PLANES Y OBJETIVOS DE ESTA ULTIMA
ESTAN DETERMINADAS POR LA PRIMERA. ‘
DE  TIGUAL MANERA SE CONCRETA EL CONTROL ADMINISTRATIVO SOBRE LA FILIAL A TRAVES
UE LA GERENCIA Y LA JUNTA DIRECTIVA CUYOS MIEMBROS PRINCIPALES HACEN PARTE

*xk CONTINUA ***
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OPERACION: 02F030616197 PACINA:
R R I R S S i e T
IGUALMENTE DE LA JUNTA Y ADMINISTRACION DZ LA MATRIZ.
CIRTIFIC2

DOCUMENTO: DOCUMENTO PRIVADO DEL 17 DE SEPTIEMBRE DE 2008
INSCRIPCION: 18 DE SEPTIEMBRE DE 2008 No. 107i0 DEL LIBRO IX
CONSTA LA SITUACION DE CONTROL:

SOCIEDAD CONTROLANTE

DENOMINACION: TECNOQUIMICAS S.A.

DOMICILIO: SANTIAGO DE CALI, DEPARTAMENTO DEL VALLE Dzl CAUC2
- NACIONALIDAD: COLOMBIANA

ACTIVIDAD: LAS ACTIVIDADES OF TICNOQUIMICAS CORRZSPONDIN A LA TASRICACION, EL
ENVASADO, LA IMPORTACION, LA ZXPORTRCION, LA VENTA Y DISTRIBUCIOMN DE FRCOUCIICS
BIOLOGICOS Y QUIMICOS, MEIDICAMENTOS O PRODUCTOS FARMACSUTICOS, PERFUMEZRIA G
EFECTOS DE TOCADOR, PRODUCTOS VETERINARIOS Y P2RODUCTO DE CONSUMO FUPULAR DE
CUALQUIER NATURALEZA.

FILIAL

DENOMINACION: COLOMBIANA DE ADHESIVOS COLDESIVOS 5.4,

DOMICILIO: CALI

NACIONAL: COLOMBIANA

ACTIVIDAD: LA FARRICACION, IMPORTACION Y ZIXPORTACIQGR BE PRODUCTOS ADHISIVCS,
ABRASIVOS Y AISLANTES Y DE CONSUMO POPULAR.

SUBORDINACION. TEZCNOQUIMICAS S.A., IENE SUSCRITAS Y PAGADAS ACCICNES EN
COLOMBIANA DE ADHESIVOS COLDEZSIVOS S.&. EN PORCENTAJZ ZQUIVALTNTZ AL 34.9G%
DEL CAPITAL SUSCRITO Y PAGADC DI DICHA SOCIZDAD, L0 QUI CONTIGURA SITUACION LE
SUBORDINACION EN QUE LA PRIMERA ES LA MATRIZ Y LA SEGUNDE LA FILIAL

CERTIFICA
DOCUMENTO: DOCUMENTG PRIVADO DEL 14 DT OCTUBRE DE 2008
INSCRIPCION: 17 DE OCTUBRE DE 2008 No.1184% DEL LIBRO IX
CONSTR LA SITUACION DE CONTROL:
SOCIEDAD CONTROLANTE
DENOMINACION: TECNOQUIMICAS S.A.
DOMICILIO: SANTIAGO DE CALI, DEPARTAMENTO DEL VALLE DEL CAUCA
NACIONALIDAD: COLOMBIANA
ACTIVIDAD: L3S ACTIVIDADES DE TECNOQU?MICAS CORRESPOKDEN A LA FTASRICACIOM, EL
ENVASADO, LA IMPORTACION, LA EXNPORTACION, LA VINTA Y DISTRIBUCION DE PRODUCTCS
ZI0LOGICOS Y QUIMICOS, MEDICAMENTOS O PRODUCTOS FARMACEUTICOS, PERFUMERIA ©
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SFECTOS DR TOCADOR, PRODUCTOS VETERINARIOS Y PRODUCTO DE CONSUMO POPULAR DE

CUALQUIER NATURALEZA.

SOCIEDAD CONTROLADA

DENOMINACION: UROTEC S.A.

DOMICILIO: CALT

NACIONALIDAD: COLOMBIANA

ACTIVIDAD: Lr PROMOCION Y REALIZACION DE ACTIVIDADES DE INVESTIGACIONES

MEDICAS FARMACEUTICAS EN EL AREA DE LA UROLOGIA Y OTRAS ESPECIALIDADES, BIEN

SEA  DIRECTAMENTE O A TRAVES DE OTRAS INSTITUCIONES CIENTIFICAS RECONGCIDAS.

LA  PROMOCION DE LA EDUCACION MEDICA Y DE LA PREVENCION, Ast coMO La

FZRRICACION, IMPORTACION Y- EXPORTACION DE LOS PRODUCTOS™ FARMACEUTICOS AFINES.

SUBORDINACISN. TECNOQUEMICAS S.A. \§TIENE'/§USCRITAS Y PAGADAS ACCIONES EN

UROTEC 3$.A. EN POR;ENTAJE SUPERIOR ‘AL NOVENTA POR CIENTO '(90%) DEL CAPITAL

SUSCRITO ¥ PAGADO\\ Dﬁ‘u .DICHA SOCIEDAD“\\LQ_vaE/,CONFIGURA SITUACION DE

SUBORDINACION EN QUE ‘LA PRIMERA ES LA MATRIZ Y--LA SEGUNDA LA FILIAL.
~ ”,ACERTIFICA

DOCUMENTO: DOCUMENTO PRIVADO DEL 031DE OCTUBRE‘DE 2008

INSCRIPCION: 17 DE OCTUBRE DE 2008 Nc.11851 DEL LIBRO IX

CONSTA LA SITUACION DE CONTROL : ' X uﬁ<,// //

SOCIEDAD CONTROLANTE ~ -~ - f s e

DENOMINACION: TECNOQUIMICAS S.A.

DOMICILIC: SANTIAGO DE CALI, DEPARTAMENTO DEL VALLE DEL CAUCA

NACIONALIDAD: COLOMBIANA

ACTIVIDAD: LAS ACTIVIDADES DE TECNOQUIMICAS CORRESPONDEN A LA FABRICACION, EL

SENVASADO, LA IMPORTACION, LA EXPORTACION, LA VENTA Y DISTRIBUCION DE PRODUCTOS

BIOCLOGICOS Y QUIMICOS, MEDICAMENTOS O PRODUCTOS FARMACEUTICOS, PERFUMERIA O

EFECTOS DE TOCADOR, PRODUCTOS VETERINARIOS Y PRODUCTO DE CONSUMO POPULAR DE

CUALQUIER NATURALEZA.

SOCTIEDAD CONTRQOLADA

DENOMINACION: TECNOQUIMICAS DE ECUADOR S.A.

DOMICILIO: DISTRITOC METROPOLITANO DE QUITO, REPUBLICA DEL ECUADOR

NACIONALIDAD: ECUATORIANA

ACTIVIDAD: VENTA AL POR MAYOR DE PRODUCTOS FARMACEUTICOS, VETERINARIOS Y

AGRICOLAS; DE SUSTANCIAS ADHESIVAS, COSMETICAS Y DE HIGIENE Y DE PRODUCTOS

QUIMICOS ORGANICOS E INORGANICOS. '

*%% CONTINUA ***
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SUBORDINACION. TECNOQUiHICRS 5.3, TIEZNT SUSCRITAS Y PACGADAS ACCIONES EN
TECNOQU?HICAS DEi, ECUADOR S.A. IN PORCENTAJT IQUIVALENTE KL 94.55% DEL CALPITA

A L

SUSCRITO Y PAGADO DE  DICHA SOCIEDAD, LO QUE CONFIGURA SITUACION BE

SUBORDINACION EN QUE LA PRIMERA ES LA MATRIZ Y LA SEGUNDA LA FILIEL
CERTIFICA

DOCUMENTO: DOCUMENTO PRIVADO DEL 12 DE MARZO DE 2009

INSCRIPCION: 18 DE MARZO DE 2009 BAJO EL NRO. 3192 DEL LIBRC 1X

CONSTA LA SITUACION DE CONTROL

" SOCIEDAD CONTROLANTE

DENOMINACION: INVERSIONES TQ S.A.

NIT. 900.220.408-1

DOMICILIO: CALIT

NACIONALIDAD: COLOMEIANA

ACTIVIDAD: LAS ACTIVIDADES DI INVERSIONES TQ S.A. CORRESPONDIK A LE INYERSIGH

EN SOCIZDADES MERCANTILES DE CURLQUIEZR NRATURALEZA O =SPECIZ, EIEIN 2SI
NACIONALES O EXTR&ENJERAS QUEZ TENGAN COMO OBJETO SOCIAL LA FABRICACICH,
ENVASADO, DISTRIEUCION Y COMERCIALIZACION EN CGENERAL DI PRODUCTOS EZIOLCGICTC:s ¥

i S DE

. QUIMICOS; MEDICAMENTOS O PRODUCTOS TFARMACEUTICOS, PIRFUMERIA O EFECTO
TOCADOR; PRODUCTOS VETERINARIOS, AGRICOLAS; ALIMENTGS NATURALEZS O 2
PRODUCTOS DE CONSUMO POPULAR Y SERVICIOS EN GENERAL.

SOCIEDAD CONTROLADA

DENOMINACION: TECNOQUIMICAS 5.A.

NIT. 890.300.466-5

DOMICILIO: CALI

NACIONALIDAD: COLOMBIANA

ACTIVIDAD: LAS ACTIVIDADES OT TECNOQUIMICAS CORRESPONDZIN A iLa FABRICACION, EL .
ENVASADO, LA IMPORTACION, LA ZXPORTACION, LA VENTA Y DISTRIEYCION DE FRODUCTCS 1
BIOLOGICOS Y OQUIMICOS, MEDICAMENTOS O PRODUCTOS FARMACIUTICOS, PERIUMERIA O !

EFECTOS DE TOCADOR, TRODUCTOS VETERINARIOS Y PRODUCTO DE COHSUMO PCPULAR CE
CUALQUIER NATURALEZA.
SUBORDINACION. INVERSIONES TQ
TECNOQUIMICAS S.A. EN PORCENTAJ
PAGADO DE ©DICHA SOCIEDAD, L0 OQUE CONFIGURA SITURACION D% SUBORDINACION IN LA i
QUE LA PRIMERA ES LA MATRIZ Y LA SEGUNDA LA FILIAL.
CERTIFICA:
*** CONTINUAR ~~* .
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QUE A NCOMBRE DE LA SOCIEDAD FIGURA MATRICULADC EN LA CAMARA DE COMERCIQ BAJO
EL NRO.754342-2 ESTABLECIMIENTO DE COMERCIO: LABORATORIOS MK CARDIO
UBICADO EN: CL. 23 NRGC. 7 34 DE CALI
FECHA MATRICULA : 19 DE DECEMBER DE 2008
RENOQVO : POR EL ANO 2009
CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
EL NRO.506730-2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS S A JAMUNDI

UBICADO EN: --CARRETERA JAMUNDI KM. 23 DE JAMUNDI
FECHA MATRICULA : 14 DE APRIL DE 2003
RENOVO : POR.EL AROC 2009 . ST
- e T TN s ~
s . ' CERTIFICA: AN

QUE A DMNOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
EL NRO.311235-2 ESTABLECIMIENTO DE COMERCTO: TECNOQUIMICAS
UBICADC EN: CL. 23 NRO 4. 66/DE CALL ‘\\h;”,,/
FECHA MATRICULA : 22- -DE APRIL\QF 1992 T e
RENOVO : POR EL ARO 2009 7 NN

CERTIFICA: |
QUE A NOMBRE DE LA SOCIEDAD E‘IGURA'/ MATRICULADO EN_ LA CAMARA DE COMERCIO BAJO
EL NRO.7050-2 ESTABLECIMIENTG DE,COMERCIO TECNOQUIMICAS
UBICADO EN: CL. 23 NRO. 7 39 DE CALI
RENOVO : POR EL ANO 2009 ‘
' CERTIFICA:
QUE A NCMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE. COMERCIO BAJO
I, NRO,761356-2 ESTABLECIMIENTO DE COMERCIO: ALMACEN-VENTA A EMPLEADOS
UBICADO EN: CL. 23 NRO. 6 65 DE CALI
FECHA MATRICULA : 30 DE MARCH DE 2009

CERTIFICA:
QUE A NOMEBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARZ DE CCMERCIO BAJO
EL NRO.606736~2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS S A YUMBO
UBICADO EN: ~-CL. 15 NRO. 30 98 AUTOPISTA CALI-YUMBO KILOMETRO.Q DE YUMBO
FECHA MATRICULA : 14 DE APRIL DE 2003
RENOVO : POR EL ANO 2009

CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO

*x% CONTINUA ***

IMPFE S0 POH BAMARAMKD §.A 1T G20 213 1.5 10684 012000



EL NRO.754340-2
UBICADO EN: CL.
FECHA MATRICULA
 RENOVO

QUE A NOMBRE DE
EL NRO.754341-2
U3ICADO EN: CL.
FECHA MATRICULA
RENOVO

QUE A NOM3RE DE
EL NRO.754339-2

* UBICADO EN: CL.
FECHA MATRICULA
RENOVO

MARCH DE 2009

QUE NO FIGURAN OTRAS
CERTIFICADO.

PRESENTE

CAMARA

FECHA: 200%/06/16

OPERACION: 02r030616197

FICEDO NACIONAL

DE COMERCIO DE CALI

HORA :

ESTABLECIMIENTO DE COMZRCIO: LASORATORIOS MK

23 NRO. 7
18 D=
POR EL ANO 2009

LA SOCIEDAD
23 NRO. 7

18 DE
POR EL ANO 2009

23 NRO.
18 D=

34 DE CALI
DECEMBER DE 2008

CERTIFICA:
FIGURA MATRICULADO
ESTAELECIMIENTO DE COM=ZRCIO:
3¢ DE CALI
DECEMBER DE 2008

EN

CERTIFICA:
LA SOCIZDAD riIGURA MATRICULADO EIN
ESTABLECIMIENTO DE COMERCIO:
7 34 DE CALI
DECEMBER DE
POR EL ANO 2009

2008

CERTIFICA:
QUE LA SOCIEDAD EFECTUQO LA RENOVACION DI

SU

MATRICULA MERCANTIL

MODITIQUEN TOTARL O

LA CAMARA DEZ COMERCID

LABORATORIOS MK

LA CAMARA DI COMERC
LARBORATORIOS MK

PAGINA:

EL 39

P2ARCIALMINTE E

o)

5:11:35

36

EATO

o
FEoMLIE

CE

=

LOS ACTOS Y DOCUMENTOS RSGISTRADOS QUEDAN =N FIRMZ CINCO (5) DIAS ZRETLES

DESFUES DE LA
TERMINO NO SEAN
DE
La
CALI

EN

DADO

FECHA DE

Sy
OBJETO DE

CONFORMIDAD CON EL DECRETO 2150
SUPERINTENDENCIA
CONTINUACION TIENE PLENA VALIDEZ
A 0S5 16 DIAS DEL

DE INDUSTRIA Y

PARA
MZS DE JUNE

INSCRIPCION, SIZMPRE
RECURSQOS EN
DE i.585 Y

LA VIA

COMZRCIO LA FIRMA MECANICA
TODOS LOS

— nre

Y CUANDO DENTRO o

R A ~ WA . Ty o Ggte
NPt AT AR R

& DICHC

GUBERNATIVA.
LA AUTORIZACION IMPARTICAR PCR
QUE APLFEECE A
EFECTOS LEGALES.
DEL ANO 2009 HORRE: 03:10:33




/02

SUPERINTENDENCIA DE INDUSTRIA ¥ CORERUIC

NIT @ BO0176089-2

- ADE IN 0
'éR1NTENDENCIA DE INDUSTRIA COMERCI

T A
O.

0

7949- .00004-00

47:02:43 Dep. 2020 NUECREACL(&{;IES
ha; 2009-06-4T AT0E2 - o T579 FASENACION

21 PATENTEIVH 9 F
) 1(130 POAPOSIOBSERVTER Fotios: 103

v -

put CONSIGENACTION T8I

DEPOSLTANTE "T1P0 PAGO BANCO CUENTA Ha. PRGO FECHA PGO vr. PAGO

.REYES Y REYES ABDGADOS  CONSIGNACION  BANCO DE BOBDYAR 0462754387 1110834626 1170672009 348,000,900

iy 0N CEFRT O IR

CANT. RENTISTICO CONCEPTO 10TAL CONCEPIC
1 50005-01-04 FRESENTACION DE OBSERVACIONES / 12 MARCAS Y LEAAS COMERCIALES 28']‘,0@
TOTAL 3 287,000.00

SGN:  DUSCIENTOS OCHENTA Y SIETE fIL PESOS

RESPONSABLE

RECIBO DE CAJA APLICADD AL EXPEDIENTE Mo,




/0%

[INTENBENCIA DE INDUSTRIA ¥ CORERCLO

NIT ¢+ 800176039-2

RECIBD QFICIAL DE CAJA @ 092 — 43,464 ERINTENDENCIA DE INDUSTRIA Y COMERCIO

FECHA s JURIO 12 DE 2009 Imlmﬂ“ﬂll[“““I“(!l!]!!!!!!}]““

No. 0§-007949- -000 0 CREAGIONES
ha: 6-17 17:02.13  Dep. 2020 NUE
'_h$ 1 2%0:1-'(I)ENTEIYII Eve: 379 FASENACIONALII

N 400 OPOSIOBSERVTER Folios: 103

-

iy CONSIGNACTION 18313

- o 2 T — —_— - b s mA e ———— o —————————— - —————— —_——

DEPOSITANTE 110 PAGD BANCO CUENTA No. PAGG FECHA PFSO Vr. PR

.
' REYES Y REYES ABOGADOS  CONSIGNACION  BANCO DE BOBOTA 062754387 111083626 11/08/2009 368,000,00

*,‘RESPUNSABLE :

iy C 0N CEPRPT O I

CANT. RENTISTICG CONCEFTO 10TAL CONCEPTO
1 50003-01-08 FPRORROGA D€ TERRINOS 31 PRORRUBA DE TERRINGS 81,000.00
TOTAL ¢ ] §1,000.00

S0K:  CCHENTA Y UMD AIL PESOS

RECIBO DE CAJA APLICADD AL EXPEDIENTE No.




