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Causal:

FUNDAMENTOS DE LA OPOSICION:

articulo 42 (oposiciones) de la Decision 486 de la Comision de la Comunidad Andina.

Justificacion: ver Anexo

Incumplimiento de requisitos de patentabilidad (Titulo I, Capitulo |, Decisién 486 de 2000). Se violan los
articulos 14, (las patentes de invencion deben ser nuevas, tener nivel inventivo y ser suceptibles de aplicacion industrial), y 18

(una invencion tiene nivel inventivo si no es obvia para una persona versada en la materia) ). Articulo 30 (Reivindicaciones) y
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Pruebas de los fundamentos de la oposicion
Documentos que acrediten el legitimo interés, si fuere el caso
Certificado de existencia y representacion legal de las partes, cuando sean personas juridicas

Copia de la oposicién para el traslado al solicitante.
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JOSE LUIiS REYES VILLAMIZAR, mayor de edad, identificado como aparece al

pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional numero 44655

del Consejo Superior de la Judicadra, obrando en calidad de apoderado de la
sociedad TECNOQUIMICAS S.A7, en ejercicio de lo dispuesto por el articulo 42 de

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

I PETICION

Sirvase negar el beneficio patentario a la solicitud contenida en el expediente 07-

087-492, por no cumplir con lo dispuesto por los articulos 14, 16 y 18 de la

Decisidon 486 de 2000, con base en los fundamentos que se expondran a

continuacion.

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



.  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 Z@\ condicion de indns/y:s
farmacéutic;{ en evitar la concesién 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, referida a una composicién de absorcién por
transmucosa oral que consiste en un agente farmacéutico que corresponde a
metformina y un acelerador de absorcion, en forma de tabletas de goma de
mascar, capsulas o pastillas, incumple con los requisitos indispensables para
otorgarsele el privilegio de patente de invencién, tal y como se demuestra con los

siguientes argumentos:

3.1. La publicacion internacional WO 99/42086 publicada el 26 de agosto de
1999 vy titulada “ORALLY ADMINISTRABLE IMMEDIATE-RELEASE AND
PROLONGED-RELEASE  GALENIC FORM  COMPRISING AN
ABSORPTION-PROMOTING AGENT AND USE OF THIS ABSORPTION-
PROMOTING AGENT" revela:

The present invention relates to an orally advinisirable galenic fomn allowing improved absarption by the trangmembrane or
paracellular route in the gastrnintestinal tract of active ingredlivnts which ane hydeaphllic or ionizable in physiological medis, comprising
al least one such active ingrodient, an absorption=promating agent having an HLB greater than 8, the said absorption-promoting agent
consisting of one or mote lipid substinees chesen frent: polysorbates; ehers of polyoxysihylene and alkyl, esters of polyoxyethylens and
faty acids; fatty aclds; faty aleohols bile acids and their salts with pharmaccutically acoeptable cations, estes of C1~Cy alkanol with fany
acids; estess of polyol with fatty acids, the said polyol comprising from 2 to 6 hydroxy! funetional groups; and polyglycolysed glyeerides;
in combination with one or mote: pharmaceutically acosptable excipients, the pharmaoeutical fomns comprising captoprl being excluded,

(..))



According to the invention, the absorption-
promoting agent consists cf one or more lipid substances

chosen from:

- polysorbates,, ethers- of polycxyethylene and
alkyl; e°ters of po];omyethylenc and. fatty acids: fathty
ec:ds, fatty ‘aleohols: Dbiie acids and their salts with
pharmaﬁeurlcally ‘acceptable cationsi esters of €3-Cg alkanol
with iatty'_ac1db; eaters of polyel with fatty acids, the
said polyel comprising Erem 2 ‘to € hydroxyl functional

groups; polyglycolysed»glycerides;

()
or triesters of saturated or unsaturated fatty acids, 1n
which the atty acxds are preferably Ce-Cy, better still Cio-

Ciy. There maj be mentnonmd mm:‘ partlculaxly monoidu*ute,

monopalmltaLe, mono— : txistﬂﬂr ate, monocleate  and

; mnouustema"e.._‘ e

(..)

The fatty alcohols which can be used according
to the invention are saturated or unsaturated, and have
preferably from 8 to 22 carbon atoms, better still from
12 to 18 carbon atoms.

The fatty acids are saturated or unsaturated,
and have preferably from 8 to 22 carbon atoms, OX
better still from 12 to 18 carbon atoms.

The bile acids are well known to persons

skilled in the art. There ‘may be ‘mentioned glycocholic
acid and taurodeoxychollc acid as preferred bile acids.

Within' the framework. of the invention, -the promoting
agent may comprise a bile —acid salt obtained by
reacting this acid with a phafmaceutieally acceptable
base. The salts of alkali and alkaline-earth metals are

particularly advantegeous, suChgaS sodium glycocholate.

gwwuw””;;m;wwmrrﬁwwgwn

The polyol esters are obtained by condensation
of one or more fatty acids, as defined above, with a
polyol comprising 2 to 6 hydroxyl functional groups.

.Amnnﬁ these quprq_.tboqe_pbtalned_byweste;;fgcatlon of

qucols, polyglyrerols, sorbltol or its anhydrldes are
partlcularly preferred As glycol, propylene glycol may

be mentioned.



(E) the active ingredients which are guanidines

or guanylguanidines such as metformin or any one of its

pharmaceutically acceptable salts and especially

metformin hydrochloridéﬂé‘fﬂl

(...)
As particularly preferred active ingredients,
there may be mentioned ;méﬁﬁppmipj and acamprosate as

well as their pharmacoloéiééiiy“ééteptable salts.

(...)

- The quantlty “of active 1ngred1ent present in

- the galenlc forms

ff the 1nvent10n varles between 0. 001
: : Lween 0 Ol and 80%, or

12. Galenic form according to Claim 5,
characterized in that the active ingredient which 1is

hydrophilic or ionizable in physiological media 1is

metformin| or one of its pharmaceutically acceptable

salts, especially 1t§ hydrochlorlde

(...)

Como se puede apreciar, en esta anterioridad se hace mencion explicita de

formulaciones de administracion oral que contienen metformina, especificamente
W

hidrocloruro de metformina, en combinacion con diversos compuestos del mismo
cloruro

tipo que los mencionados por la solicitud colombiana en tramite y que a su vez

tienen la misma funcionalidad de “mejoradores o aceleradores de la absorcion”

(como por w) monolauratc, monooleato, acidos grasos con-18-atomos de

carbono, entre otros) que permiten la mejorada absorcion por via transmembrana
—

o paracelular de dicho activo; asi mismo, es importante resaltar que el intervalo de

cantidades de principio activo (metformina) en esta anterioridad, comprende a los

intervalos mencionados por la solicitud colombiana, lo que sin duda demuestra la

ausencia de novedad de la reivindicacion 1 y de nivel inventivo del resto de

reivindicaciones de la solicitud en tramite.

3.2 La publicacién internacional WO 99/47125 publicada el 23 de septiembre de
1999 vy titulada “CONTROLLED RELEASE ORAL TABLET HAVING A
UNITARY CORE’ revela:



SUMMARY OF THE INVENTION
The foregoing objectives are met by a controlled
release dosage form comprising:

(a) a core comprising:

(i) i'an’antih§perglycemic drug;zg
(ii) “optionally a binding agent; and
(iii) “,thaonally,anéabsorptlon,enhancer;l

(...)

In a preferred embodiment the dosage form will have

the following composition:

Preferred Most Preferred
[ CORE: - TN T TR T o
{ drug - ey j‘ﬂl,;f 50 98/Y'”"“ 75-95%
i binder . ”““UV“*: 0-40% " Soneh3-15%
i absorptlon enhancer P 0= QQ°"'jf”,_ 2 101
(...
8. A controlled release pharmaceutical tablet as defined

in claim 1 whereln the absorptlon enhancer is selected from

the group con81st1ng of fatty ac1ds, surfactants, chelatlng
agents, bile: salts or mixtures thereof ' '

9. A controlled release pharmaceutlcal tablet as defined

in clalm 1 whereln the absorptlon enhancer is a fatty acid

selected fromjtle gro pzcon31st1ng of caprlc ac1d oleic

acid or thevr monogl

10. A controlled release pharmaceutlcal tablet as defined
in claim 1 wherein the absorption enhancer is a surfactant

selected from the group consisting of [sodium lauryfw]

sulfate, sodium taurocholate and polysorbate 80

(...)

12. A controlled release pharmaceutical tablet as defined

in claim 1 wherein the absorption enhancer is a bile salt.

13. A controlled release pharmaceutlcal tablet as defined

ey

in claim 1 wherein the absorption: enhancer is sodlum lauryl

lsulfate

(...)



29. A controlled release antihyperglycemic tablet
comprising:

(a) a core consisting essentially of:

(1) - metformin or a pharmaceutically dcceptable salt
Chereos o AR L
(i1) a_water soluble binding agent; and

Lo e o e T A L 2!
(iii) ‘an+absorption enhancer; and:i

En esta anterioridad se hace mencién explicita de formulaciones en tabletas de
liberacion controlada con un nucleo que comprende un agente antihiperglicémico
como metformina, especificamente hidrocloruro de metformina, en combinacién
con diversos compuestos del mismo tipo que los mencionados por la solicitud
colombiana en trdmite y que a su vez tienen la misma funcionalidad de
“mejoradores o aceleradores de la absorcién”; asi mismo, es importante resaltar
que el intervalo de cantidades de principio activo (metformina) en esta
anterioridad, comprende a los intervalos mencionados por la solicitud colombiana,
lo que sin duda demuestra la ausencia de novedad de la reivindicacion 1 y de nivel

inventivo del resto de reivindicaciones de la solicitud en tramite.

3.3 La publicacion internacional wg_owo publicada el 10 de Mayo de 2002
y titulada “CONTROLLED RELEASE METFORMIN COMPOSITIONS”

revela:

In preferred embodiments, the controlled release oral dosage form of the present
invention is a tablet comprising:

(a) a core comprising:

() | the antihyperelycemic drug; . |

(ii)  optionally a binding agent; and

(iii) ~ pptionally an absorption enhancer)

(..)



The core may optionally compuse an absorption enhancer. The absorption enhancer can

be any type of absorpnon enhancer commonly known in the art such as a fatty acid, a surfactant,
a chelating agent, a bile salt or mixtures thereof. hxamp]es 'of some preferred absorption
enhancers are fatty'acids such as capric acid 6leic aicid and their monoglycerides surfactants
such as sodium lauryl sulfate sodium taurocholate and polysorbate 80, chelatmg agents such as
citric acid, phytic acld ethylenedmmmc tetraacetlc a01d (EDTA) and ethylene glycol-big (B-
ammoahyl ether -N,N,N, N-tetraacetic acid (EGTA) The core comprises approximately 0 to
about 20% of the absorption enhancer based on the total welght of the core and most preferably
about 2% to about 10% of the total weight of the core.

INGREDIENT Preferred Most Preferred
CORE:

Drug T soeay T 1s05% |
Binder 0-40% 3-15%
Abs orptlon Enharcer 0 20% o 2-10%

A controlled release tablet containing 500 mg of metformin HCI and having the following

formula is prepared as follows:

I. Core
Ingredients Amount (mg/tab)
| Metformin HCI - | 5 | | 500.0
. Mii;ovidong o N . S SO S R . o
s Lauryl Sulf;tg “_ . __-N___,_ EITE !
Magnesium Stearate - 2.8

(...)
29.  The controlled release dosage form of claim 1, wherein the metformin is provided by
at least one controlled-release tablet, said tablet comprising:

(a) a core comprising:

......

Q) the metformin or a pharmaceutncally acceptable salf’”:

(i) optxonally a binding agent; and

(iif): optionally an absorption enhancer; .

Como observamos, en esta anterioridad se hace mencién explicita de

formulaciones sélidas orales de liberacion controlada que contienen metformina, o
o

su sal clorhidrato en cantidades entre 50-98%, junto con otros excipientes del




mismo tipo que los mencionados por la solicitud colombiana en tramite y que a su
o - ey e =T

vez tienen la misma funcionalidad de “mejoradores o aceleradores de la absorcion”
(sales biliares, acido oléico, o lauril sulfato de sodio), que demuestra una vez mas
la ausencia de novedad de la reivindicacion 1 y de nivel inventivo del resto de

reivindicaciones de la solicitud en tramite.

3.4 La publicacion internacional W(_)_/9_1/.0_1_1.32—pub|icada el 07 de Febrero de
1991 vy titulada “CHEWING GUM COMPOSITION WITH ACCELERATED,
CONTROLLED RELEASE OF ACTIVE AGENTS" revela:

In recent years extensive research has been carried out
with respect to the use of chewing gum as a delivery system
for medicines. This delivery system has proven especially
suitable when a local effect in the oral cavity or the
pharyax is desired or when an absorption of the medicine
via the mucous membrane of the mouth is required in such
cases when it is desirable to avoid the so-called "first
pass" effect, that is the catabolism in the liver at the
first passage, or when the medicine is sensitive to the

environment in the gastro-intestinal tract.

()
resins with a molecular weight of at least 30,000 and
that at least one solubilizer in a quantity of 0.1-30

weigth% has been added to the chewing gum compositionm.

Thus, according to the invention it has been found that
it is possible to obtain a substantial increase in the
released quantity of substances having poor water-solubi-
lity, compared to the release from conventional composi-

tions without the use of solubilizer.

(...)

/0



Particularly suitable solubilizers are polyoxyethylene
stearates, such as for instance polyoxyethylene(8)stearate
and polyoxyethylene(40)stearate, the pglyoxyethylene
sorbitan fatty acid esters sold under the trade name TWEEN,
for instance TWEEN 20 (monolaurate), TWEEN 80 (monooleate),
TWEEN 40 (monopalmitate), TWEEN 60 (monostearate) or TWEEN
65 (tristearate), mono and diacetyl tartaric acid esters
of mono and diglycerides of edible fatty acids, citric
acid esters of mono and diglycerides of edible fatty acids,
sodium stearoyllatylate, sodium laurylsulfate, polyoxy-
ethylated hydrogenated castor oil, blockcopolymers of
ethylene oxide and propyleneoxide and polyoxyethylene
fatty alcohol ether. The solubilizer may either be a single
compound or a combination of several compounds. The ex-
pression "solubilizer" is used in the present text ¢to
describe both possibilities, the solubilizer used must be

suitable for use in food and/or medicines.

(...)
Examples of active agents in the form of antiseptics are
for instance salts and compounds of guanidine and biguani-
dine (for instance chlorhexidine diacetate) and the follow-

ing types of substances with limited water-solubility:

(...)

En esta anterioridad se puede apreciar que las_formulaciones masticables
faciones masticabl
tipo goma de mascar;-son formulaciones utilizadas con anterioridad para la

absorcién del principio activo a través de la mucosa bucal, en donde el éxito

—

de dicha formulacion depende de la adicidn de agentes “mejoradores o

aceleradores de la absorcidon” tal y como lo expone la solicitud colombiana

_-_‘________,___.————"‘_—_\____‘.—-
en tramite. Ademas, ésta anterioridad menciona que este tipo de

formulaciones son ideales para compuestos del tipo guanidas-e-biguanidas,

a la que corresponde precisamente la metformina, principio activo utilizado

en la formulaciéon de la solicitud colombiana en tramite. En otras palabras
esta anterioridad demuestra que este tipo de formulaciones son
convencionales, y la inclusién de cualquier principio activo en éstas, se
resume a aplicar los ensayos de preformulacion y formulacion pertinentes

para asegurar la calidad, seguridad, eficiencia y eficacia de este tipo de

medicamentos.

{’
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En conclusion, la solicitud colombiana en tramite carece de novedad y de nivel
inventivo, en el sentido que incluye un principio activo (metformina) en un tipo de
formulaciones descritas en el estado de la técnica y a la vez utiliza las mismas
estrategia de estabilizacion y de mejoramiento de la biodisponibilidad de dicho
principio activo dentro de este tipo de formulaciones (con los agentes “mejoradores

de la absorcion”) .

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.

v. 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 Decisién 486,
solicito comedidamente a su Despacho el plazo adicional de sesenta dias para
sustentar la presente oposicién. Para los anteriores efectos, me permito anexar la

constancia de pago correspondiente.

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:

» La publicacién internacional WO 99/42086 publicada el 26 de agosto de
1999 vy titulada "“ORALLY ADMINISTRABLE IMMEDIATE-RELEASE AND
PROLONGED-RELEASE  GALENIC FORM  COMPRISING AN
ABSORPTION-PROMOTING AGENT AND USE OF THIS ABSORPTION-
PROMOTING AGENT” paginas 3, 4, 6, 7, 11, 12, 13 y capitulo

reivindicatorio.
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» La publicacion internacional WO 99/47125 publicada el 23 de septiembre de
1999 vy titulada “CONTROLLED RELEASE ORAL TABLET HAVING A
UNITARY CORE” paginas 3, 5, 9 y capitulo reivindicatorio.

> La publicacion internacional WO 02/36100 publicada el 10 de Mayo de 2002
y titulada “CONTROLLED RELEASE METFORMIN COMPOSITIONS”
paginas 2, 3, 4, 15, 18 y capitulo reivindicatorio.

> La publicacion internacional WO 91/01132 publicada el 07 de Febrero de
1991 vy titulada “CHEWING GUM COMPOSITION WITH ACCELERATED,
CONTROLLED RELEASE OF ACTIVE AGENTS” paginas 3,6, 11y 17.

Vil. ANEXOS

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

los siguientes anexos

Certificado de existencia y representacion legal de Tecnoquimicas S.A.
Poder para actuar.

Constancia de pago de las tasas de tramitacion de oposicion.

> w0 b =

Constancia de pago para sustentar la solicitud de prérroga 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 acapite 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 207, Fax (1) 621.25.42 de esta
ciudad. Tecnhoquimicas 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.

SenRor Superintendente,

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



PCT

WORLD INTELLECTUAL PROPERTY ORGANIZATION
International Bureau

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(51) International Patent Classification 6.

AG61K 9/16, 9120, 9/48, 47/14, 47/26 Al

(11) International Publication Number:

(43) International Publication Date:

WO 99/42086

26 August 1999 (26.08.99)

(21) International Application Number: PCI/EP99/00994

(22) International Filing Date: 16 February 1999 (16.02.99)

(30) Priority Data:

98/02143 FR

23 February 1998 (23.02.98)

(71) Applicant (for all designated States except US): MERCK
PATENT GMBH (DE/DEJ; Frankfurter Strasse 250,
D-64293 Damstadt (DE).

(72) Inventors; and

(75) Inventors/Applicants (for US only): SASLAWSKI, Olivier
[FR/FR], 43, rue de Seze, F—69006 Lyon (FR). GIET,
Philippe [FR/FR]; 9, place Tobie Robatel, F-65001 Lyon
(FR). MICHEL, Dominique [FR/FR]; 284, ruc André Philip,
F-69003 Lyon (FR). HULOT, Thierry [FR/FR]; 24, rue
Jarente, F—69002 Lyon (FR).

(74) Common Representative: MERCK PATENT GMBH; Post-
fach, D—-64271 Darmstadt (DE).

(81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR,
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, Fl, GB, GD,
GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP,
KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK,
MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG,
SI, SK, SL, TJ, T™M, TR, TT, UA, UG, US, UZ, VN, YU,
ZW, ARIPO patent (GH, GM, KE, LS, MW, SD, SZ, UG,
ZW), Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ,
TM), European patent (AT, BE, CH, CY, DE, DK, ES, FI,
FR, GB, GR, IE, IT, LU, MC, NL, PT, SE), OAPI patent
(BF, BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE,
SN, TD, TG).

Published
With international search report.
Before the expiration of the time limit for amending the
claims and to be republished in the event of the receipt of
amendments.

(1#

(54) Title: ORALLY ADMINISTRABLE IMMEDIATE-RELEASE AND PROLONGED-RELEASE GALENIC FORM COMPRISING
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(57) Abstract

The present invention relates to an orally administrable galenic form allowing improved absorption by the transmembrane or
paracellular route in the gastrointestinal tract of active ingredients which are hydrophilic or ionizable in physiological media, comprising
at least one such active ingredient, an absorption—-promoting agent having an HLB greater than 8, the said absorption-promoting agent
consisting of one or more lipid substances chosen from: polysorbates; ethers of polyoxyethylene and alkyl; esters of polyoxycthylene and
fatty acids; fatty acids; fatty alcohols; bile acids and their salts with pharmaceutically acceptable cations; esters of C—Cg alkanol with fatty
acids; esters of polyol with fatty acids, the said polyol comprising from 2 to 6 hydroxy! functional groups; and polyglycolysed glycerides;
in combination with one or more pharmaceutically acceptable cxcipients, the pharmaceutical forms comprising captopril being excluded.
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it may also be noted that the pharmaceutical
dosage forms of the invention ensure excellent
reproducibility ct the results, while allowing
increased control of the rate of release during the
phase of prolonged re_ease of the active ingredient. By
using the pharmaceutical dosage forms of the invention,
it becomes possible to optimize the availability of the
active ingredients in the body taking into account both
the tolerance of the subject to _the active ingredient
and the pharmacokinetic and metabolic profiles of the
active ingredient.

The tablets of the invention are moreover
advantageous from the point of view of the formulation
of the active ingredients since & judicious choice of
the excipients leads to tablets with high
concentrations of active ingredients.

The invention provides more precisely orally
administrable galenic forms comprising an active
ingredient which 1is hydrophilic and/or ionizable in
physiological media, an absorption-promoting agent having an
HLB (hydrophilic/lipophilic balance value) greater than 8
and one or more pharmaceutically acceptable excipients.

1t should be understood that the galenic forms
comprising captopril as active ingredient are excluded from
the subject of the invention.

According to  the invention, the absorption-
promoting agent consists of one or more lipid substances
chosen from:

- polysorbates; ethers of polyoxyethylene and
alkyl; esters of polyoxyethylene and fatty acids; fatty
acids; fatty alcohols; bile acids and their salts with
pharmaceutically acceptable cations; esters of C;-C¢ alkanol
with fatty acids; esters of polyol with fatty acids, the
said polyol comprising from 2 to 6 hydroxyl functional
groups: polyglycolysed glycerides.

These lipid substances are of natural or synthetic
origin, or alternatively are obtained by semisynthesis. A
good rumber of them are commercially available or are easily

prepared from commercial products.

SUBSTITUTE SHEET (RULE 26)
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Although the inventors do not intend to be limited
to any mechanism of action, it is thought that by acting on
the surface tension of biological fluids, these substances
act on membrane contacts at the level of the cells of the
gastrointestinal mucous membrane. Whatever the case, it 1s
thought that the absorption-promoting agent creates in situ
an environment with modified lipophilicity.

The polysorbates are esters of fatty acids of
polyethoxylated sorbitan. Polyethoxylated sorbitan offers
polyethoxylated sorbitol and polyethoxylated sorbitol
anhydrides. The expression "polysorbate” designates both
mono- and polyesters of fatty acids. Preferably, the
polysorbates used according to the invention are mono-, di-
or triesters of saturated or unsaturated fatty acids, in
which the fatty acids are preferably Cg-Cj, better still Cyo-
Ci3. There may he mentioned more particularly monolaurate,
monopalmitate, mono- and tristearate, monooleate and
monoisostearate.

preferably, the polysorbates used are the product
of the esterification of fatty acids with the copolymer of a
molecule of sorbitol or of one of its anhydrides and of 3 to
30 molecules of ethylene oxide.

By way of example, the structural formulae of a

monoester and of a triester are given below:

CHy

HCO(C2H4OpwH

H(OCH,)OCH ¢

HG

HCO(C2H4O)H

CH,0(CoH,0),COR

polyethoxylated sorbitan monoester

SUBSTITUTE SHEET (RULE 26)
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where R represents the residue of a fatty acid and n
the degree of polymerization of the polyethoxylated
chain,

or fatty acid diesters of formula:
RCO- (OCH,CH;) ,-OCOR

where R and n are as defined above,

or mixtures of these monoesters and of these diesters.
These compounds are commonly prepared from the
corresponding fatty acids and polyethylene glycols.

The polyethylene glycols used as starting
material have variable average molecular masses of
between 100 and 7000, preferably between 150 and 6000.
The starting fatty acids are saturated or unsaturated
and generally have from 8 to 22 carbon atoms, better
still from 12 to 18 carbon atoms. The esters of
polyoxyethylene and fatty acid are especially marketed
by the company AKZO-NOBEL.

The fatty alcohols which can be used according
to the invention are saturated or unsaturated, and have
preferably from 8 to 22 carbon atoms, better still from
12 to 18 carbon atoms.

The fatty acids are saturated or unsaturated,
and have preferably from 8 to 22 carbon atoms, oOr
better still from 12 to 18 carbon atoms.

The bile acids are well known to persons
skilled in the art. There may be mentioned glycocholic
acid and taurodeoxvcholic acid as preferred bile acids.
Within the framework of the invention, the promoting
agent may comprise a bile acid salt obtained by
reacting this acid with a pharmaceutically acceptable
base. The salts of alkali and alkaline-earth metals are
particularly advantageous, such as sodium glycocheolate.

The esters of C;-C¢ alkanol with fatty acids can
also be used as absorption-promoting agent. Preferably,

the fatty acids leading to these esters are as defined
above.
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The polyol esters are obtained by condensation
of one or more fatty acids, as defined above, with a
polyol comprising 2 to € hydroxyl functional groups.
Among these esters, those obtained by esterification of
glycols, polyglycerols, sorbitol or its anhydrides are
particularly preferred. As glycol, propylene glycol may
be mentioned.

The esters of sorbitol or of its anhydrides
with one or more iatty acids are fatty acid esters of
sorbitan, especially marketed under the trade mark
Span®.

The polyglycolysed glycerides are mixtures of
glycerides of fatty acids and of esters of polyoxy-
ethylene with fatty acids. In these mixtures, the fatty
acids are saturated or unsaturated Ce¢-C,;, for example
Ce-Ci2 Or Ci16~Cz20. The glycerides are mono-, Dbi- or
triglycerides or mixtures thereof in any proportions.
Polyglycolysed glycerides are marketed especially by
the company Gattefosse under the trade names Labrafil®,
Labrasol and Gélucire®.

According to the invention it is essential that
the absorption-prcmoting agent has an HLB greater than
8. Preferably, the HLB is greater than 10; better still
it varies between 12 and 16. It should be understood
that when the absorption-promoting agent consists of a
mixture of several lipid substances, it is the mixture
of these substances which should have an HLB greater
than 8.

The preferred galenic forms of the invention
are those for which the absorption-promoting agent
comprises at least one polyglycolised glyceride,
especially at least one polyglycolysed glyceride having
an HLE of between 32 and 1l6.

Advantageously, the absorption-promoting agent
comprises, in combination with one or more
polyglycolysed glycerides, an ester of sorbitan with
one or more fatty acids. By way of illustration, the
absorption-promoting agent consists of a mixture of one

or more polyglycolysed glycerides and a sorbitan ester

1K
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- those for which X =

o)

|
_.T__

R

- the following compounds:
calcium 3-acetylamino—1—propénesu1phonate {or calcium
acamprosate)
calcium 3—(2—(methyl)propanoylamino)propanesulphonate
magnesium 3—(2—(methyl)propanoylamino)propanesulphonate
calcium 3- (butanoylamino)propanesulphonate
magnesium 3- (butanoylamino)propanesulphonate
calcium 3- (acetylamino)pentanesulphonate
calcium 3- (pentanoylamino)propanesulphonate
calcium 3- (benzoylamino)propanesulphonate
magnesium 3- (benzoylamino)propanesulphonate
strontium 3- (acetylamino)propanesulphonate
zinc 3—(2-(methyl)propanoylamino)propanesulphonate
strontium 3—(2-(methyl)propanoylamino)propanesulphonate
calcium 3—(3-(methyl)propanoylamino)propanesulphonate
magnesium 3-(3- (methyl)butanoylamino)propanesulphonate
calcium 3-(2,2-(dimethyl)propanoylamino)propane-
sulphonate
magnesium 3-1(2,2-{(dimethyl)propanoylamino)propane-
sulphonate
calcium 3-(acetylamino)-2-methylpropanesulphonate
calcium 3-(acetylamino)-3-methylpropanesulphonate
magnesium 3-(acetylamino)-3-methylpropanesulphonate
calcium 3- (acetylamino)-l-methylpropanesulphonate
calcium 3- (acetylamino)-2-phenylpropanesulphonate
calcium 2- (2-acetylaminomethyl)phenylmethanesulphonate
calcium N- (methyl-3- (acetylamino)propanesulphonate
calcium (3- (acetylamino)propyl)ethylphosphinate
calcium 3- (acetylamino)-2-dimethylpropanesulphonate
calcium 3-(trifluoromethylcarbonyl)propanesulphonate;

(E) the active ingredients which are guanidines

or guanylguanidines such as metformin or any one of its
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pharmaceutically acceptable salts and especlally
metformin hydrochloride;

(F) the active ingredients which are pharmaco-
logically acceptable salts of primary, secondary and
tertiary amines, such as hydrochlorides, hydrobromides,
maleates, acetates, succinates, propionates, fumarates
and oxalates;

(G) the active ingredients which, in free form
or ionized fcrm with the pharmacologically acceptable
cations or anions present in the physiological media,
have a solubility greater than 100 g, preferably
greater than 250 g per litre;

(H) the active ingredients which, in free form
or ionized form with the pharmacologically acceptable
cations or anions present in the physiological media,
have a partition coefficient D (octanol/water)
corresponding to the relationship logD < O, preferably
logioD < -0.5, or better still logyeD < -20.

The partition coefficient D is determined in a
conventional manner using the "shake flask" technique.

A known quantity of product is introduced into
a container containing octanol and water in equal parts
(100 ml of water; 100 ml of octanol; the quantity of
active ingredient being about 107 M). The mixture 1is
stirred until the product reaches its equilibrium state
petween the two phases. The phases are then separated.
The product may be assayed in both phases by various
known methods adapted to the nature of the active
ingredient (spectrometry, chromatographic techniques).
The partition coefficient D is given by the equation:

Log D = lcg {Coct/Caq)

where Coct: concentration of active ingredient in
the octanolic phase;
Caq: concentration of active ingredient 1in

the aqueous phase.
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As particularly preferred active ingredients,
there may be mentioned metformin and acamprosate as
well as their pharmacclogically acceptable salts.

The pharmacologically acceptable salts are
those commonly used in the art. The alkali and
alkaline-earth metal salts are examples.

The quantity of active ingredient present in
the galenic forms of the invention varies between 0.001
and 95% by weight, preferably between 0.01 and 90%, or
better still between 0.1 and 90%.

Depending on the desired effect, persons
skilled in the art will incorporate into the galenic
compositions of the invention a larger or smaller
quantity of absorption-promoting agent. In the general
case, the ratio of the active ingredient(s) to the
absorption-promoting agent is between 0.001 and 10, for
example between 0.01 and 10.

The galenic forms of the invention may be
provided in a solid form of the tablet or gelatin
capsule type. When the galenic form is a tablet, the
ratio of the active ingredient(s) to the absorption-
promoting agent is between 1 and 10.

When the galenic form is a gelatin capsule, the
ratio of the active ingredient(s) to the absorption-
promoting agent is between 0.1 and 2.

The tablets according to the invention may
comprise, in combination with the absorption-promoting
agent, one or mnore additional excipients so as to
obtain mono- or polyphase taklets. Persons skilled in
the art will choose these excipients according to the
desired final properties, the application envisaged or
so as to overcome a disadvantage linked to the method
of manufacturing the tablets.

These excipients exist especially among the
following categories: diluents, binders, lubricants,
antioxidants, colorants, sweeteners, flavourings and
acidulants, wetting agents, hydrophilizing agents such
as sorbitol and cyclodextrins, osmotic agents such as

mannitcl, pH regulators, stabilizing agents such as

7|
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improved absorption by the transmembrane or
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paracellular route 1in the gastrointestinal tract of
active ingredients which are hydrophilic or icnizable
in physiological media, comprising at least one active
ingredient, an absorption-promoting agent having an HLB
greater than 8, the said absorption-promoting agent
consisting of one or more lipid substances chosen from:
- polysorbates; ethers of polyoxyethylene and
alkyl; esters of polyoxyethylene and fatty acids; fatty
acids; fatty alcohols; bile acids and their salts with
pharmaceutically acceptable cations; esters of C;-Cg
alkanol with fatty acids; esters of polyol with fatty
acids, the said polyol comprising from 2 to 6 hydroxyl
functional groups; polyglycolysed glycerides;
in combination with one or more pharmaceutically
acceptable excipients, the pharmaceutical dosage forms
comprising captopril being excluded.
2. Galenic form according to Claim 1,
characterized in that the active ingredient which is
hydrophilic or ionizable in physiological media
comprises at least one functional group chosen from
carboxylic acid, sulphonic acid, phosphonic acid,
phosphoric acid, phosphinic acid and phenol functional
groups in free form or ionized form with
pharmacologically acceptable cations.
3. Galenic form according to Claim 2,
characterized in that the active ingredient which 1is
hydrophilic or 1ionizable in physiological media
comprises at least one functional group chosen from
sulphonic acid, phosphoric acid, phosphonic acid and
phosphinic acid functional groups in free form or
ionized form with pharmacologically acceptable cations.
4. Galenic form according to Claim 1,
characterized in that it comprises an active ingredient
in the form of a calcium salt.
S. Galenic form according to Claim 1,

characterized in that the active ingredient which is
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hydrophilic or ionizabl§6in physiological media 1s a
guanidine or a guanylguanidine.

6. Galenic form according to any one of the
preceding claims, characterized in that the said active
ingredient, free or in its ionized form with the
cations or the anions present in the physiological
media has a solubility greater than 100 g, preferably
greater than 250 g/1.

7. Galenic form according to any one of Claims 1
to 5, characterized in that the said active ingredient,
free or in its ionized form with the cations or the
anions present in the physiological media has a
partition coefficient D (octanol/water) corresponding
to the relationship log;opD < -0.5, preferably log;oD <
-20.

8. Galenic form according to any one of Claims 1
to 3, characterized in that the active ingredient is a

compound of formula:

R, R
i * * AO0)m Mq

R¢ N A X
&3 P
("
in which

X is chosen from:

R being a C,-C,; alkyl radical,

R,, R,, Ry are chosen from hydrcgen and a C,-C; alkyl
radical,

A represents a group of formula:

(CH)w—

CHv—
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with v and w = 0, 1, 2

or a group of formula

s
v

Re ¢t
Rs, R¢ being chosen, independently of each other, from
hydrogen, a C;-C; alkyl radical, an aryl radical having
from 6 to 14 carbon atoms and a heteroaryl radical
chosen from furyl, thienyl and thiazolyl, it being
possible for the aryl and heteroaryl radicals to carry
1 to 3 substituents chosen from a C;-Cy alkyl group, a
halogen or a trifluoromethyl group, and t = 1-3,
R, is chosen from hydrogen, a C;-C; alkyl radical, a CF,
radical., an aryl radical having from 6 to 14 carbon
atoms and a heteroaryl radical chosen from furyl,
thienyl and thiazolyl, it being possible for the aryl
and heteroaryl radicals to carry 1 to 3 substituents
chosen from a C;-C; alkyl group, a halogen or a
trifluoromethyl group,
M represents a monovalent metal (Na, K, Li) or a
divalent metal (Ca, Mg, Sr, Zn),
m= 1 or 2,
p = 1-2 and g = 1-2, p and g being such that the
electrical neutrality of the salt is ensured.
9. Galenic from according to Claim 8,
characterized in that the active ingredient has the

formula (I) in which
X=

§
——

o)

10. Galenic form according to Claim 8,
characterized in that the active ingredient has the
formula (I) in which
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11. Galenic form according to Claim 8,
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characterized in that the active ingredient which is
hydrophilic or ionizable in physiological media is
calcium acamprosate.

12. Galenic form according to Claim 5,
characterized in that the active ingredient which 1is
hydrophilic or ionizable in physiological media 1is
metformin or one of its pharmaceutically acceptable
salts, especially its hydrochloride.

13. Galenic form according to any one of the
preceding claims, characterized in that the absorption-
promoting agent has an HLB greater than 10 and
preferably of between 12 and 16.

14. Galenic form according to any one of the
preceding claims, characterized in that the polyol
esters with fatty acids are chosen from the esters of
glycols, the esters of polyglycerols and the esters of
sorbitol and of its anhydrides.

15. Galenic form according to any one of the
preceding claims, characterized in that the absorption-
promoting agent comprises at least one polyglycolyzed
glyceride, preferably a polyglycolysed glyceride having
an HLB of between 12 and 16.

16. Galenic form according to any one of the
preceding claims, characterized in that the absorption-
promoting agent comprises at least one polyglycolysed
glyceride and generally a sorbitan ester with one or
more fatty acids.

17. Galenic form according to Claim 16,
characterized in that the absorption-promoting agent
consists of a mixture of one or more polyglycolyzed
glycerides and generally a sorbitan ester with a
saturated or unsaturated Cg-C,, fatty acid, preferably a
Cy0-Cy1q4 fatty acid.

A)



WO 99/42086 PCT/EP99/00994

10

15

20

25

30

35

18. Galenic form aé%grding to any one of the
preceding claims, characterized in that the weight
ratio of the active ingredient to the absorption-
promoting agent is between 0.001 and 10.

19. Galenic form according to Claim 18, which is a
tablet in which the weight ratio of the active
ingredient to the absorption-promoting agent is between
1 and 10.

20. Galenic form according to Claim 18, which is a
gelatin capsule in which the weight ratio of the active
ingredient to the absorption-promoting agent is between
0.1 and 2.

21. Galenic form according to any one of the
preceding claims, characterized in that it comprises,
in addition, an agent allowing the control of the
kinetics of release of the active ingredient chosen
from glycerol palmitostearates, glycerol Dbehenates,
hydrogenated castor oils and mixtures thereof.

22. Use of an absorption-promoting agent 1in the
preparation of an orally adminsterable pharmaceutical
dosage form, for improving the absorption by the
transmembrane or paracellular route in the
gastrointestinal tract of active ingredients which are
hydrophilic or Jionizable 1in physiological media,
characterized in that the absorption-promoting agent is
as defined in any one of Claims 1 and 12 to 16.

23. Use according to Claim 22, characterized 1in
that the active ingredient which 1is hydrophilic or
ionizable in physiological media is as defined in any
one of Claims 2 to 11.

24. Use according to either of Claims 22 and 23,
characterized in that the weight ratio of the active
ingredient to the absorption-promoting agent 1is between
0.01 and 10.

25. Method of preparing a galenic form according to
any one of Claims 1 to 19 and 2 in the form of a tablet
comprising (i) a first step of preparing, by the wet
route, a granule of an active substance from a

pulverulent mixture of the active substance and various
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excipients, and (ii) a S%%ond step of compressing, the
said method being characterized in that the absorption-

promoting agent is used in step (i) as wetting liquid.
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antihyperglycemic drug wherein the bioavailability of the
drug is not decreased by the presence of food.

It is a further object of the present invention to
provide a controlled or sustained release formulation for
an antihyperglycemic drug that does not employ an exbanding
polymer.

It is also a further object of the present invention
to provide a controlled or sustained release formulation
for an antihyperglycemic drug that can provide continuous
and non-pulsating therapeutic levels of an
antihyperglycemic drug to an animal or human in need of
such treatment over a twelve hour to twenty-four hour
period.

It is an additional object of the present invention to
provide a controlled or sustained release formulation for
an antihyperglycemic drug that obtains peak plasma levels
approximately 8-12 hours after administration.

It is also an object of this invention to provide a
controlled or sustained release pharmaceutical tablet
having only a homogeneous osmotic core wherein the osmotic
core component may be made using ordinary tablet
compression techniques.

SUMMARY OF THE INVENTION
The foregoing objectives are met by a controlled
release dosage form comprising:

(a) a core comprising:

(1) an antihyperglycemic drug;
(ii) optionally a binding agent; and
(iii) optionally an absorption enhancer;

(b) a semipermeable membrane coating surrounding the core;

and

(c) at least one passageway in the semipermeable membrane.
The dosage form of the present invention can provide

therapeutic levels of the antihyperglycemic drug for twelve

to twenty-four hour periods and does not exhibit a decrease

in bicavailability if taken with food. In fact, a slight

SUBSTITUTE SHEET (RULE 26)
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commercially available metformin HCl product GLUCOPHAGE®
under fasting conditions.

FIG. 6 is a graph depicting the in vivo metformin
nlasma profile of the formulation described in Example 2
and the in vivo metformin plasma profile of the
commercially available metformin HCl product GLUCOPHAGE®
under fed conditions.

FIG. 7 is a graph depicting the in vivo metformin
plasma profile of the formulation described in Example 3
and the in vivo metformin plasma profile of the
commercially available metformin HCl product GLUCOPHAGE®
under fed conditions (after breakfast).

FIG. 8 is a graph depicting the in vive metformin
plasma profile of the formulation described in Example 3
and the in wvivo metformin plasma profile of the
commercially available metformin HCl product GLUCOPHAGE®

under fed conditions (after dinner).

DETAILED DESCRIPTION OF THE INVENTION

The term antihyperglycemic drugs as wused in this
specification refers to drugs that are useful in
controlling or managing noninsulin-dependent diabetes
mellitus (NIDDM). Preferably, the antihyperglycemic drug
is a biguanide such as metformin or buformin or a
pharmaceutically acceptable salt thereof such as metformin
hydrochloride.

The binding agent may be any conventionally known
pharmaceutically acceptable binder such as polyvinyl
pyrrclidcne, hydroxypropyl cellulose, hydroxyethyl
cellulose, ethylcelluliose, polymethacrylate, waxes and the
like. Mixtures of the aforementioned binding agents may
also be used. The preferred binding agents are water
soluble such as polyvinyl pyrrolidone having a weight
average molecular weight of 25,000 to 3,000,000. The
oinding agent comprises approximately about 0 to about 40%
of the total weight of the core and preferably about 3% to
about 15% of the total weight of the core.

SUBSTITUTE SHEET (RULE 26)
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membrane of the dosage form or it may be incorporated into
the semipermeable membrane.

In a preferred embodiment the dosage form will have
the following composition:

Preferred Most Preferred

CORE:

drug 50-98% 75-95%

binder 0-40% 3-15%
absorption enhancer 0-20% 2-10%
COATING:

semipermeable polymer 50-99% 75-95%

flux enhancer 0-40% 2-20%
plasticizer 0-25% 2-15%

The dosage forms prepared according to the present
invention should exhibit the following dissolution profile
when tested in a USP type 2 apparatus at 75 rpms in 900 ml
of simulated intestinal fluid (pH 7.5 phosphate buffer) and
at 37°C:

Preferred Mogt Preferred

Time (hours)

2 0-25% 0-15%
4 10-45% 20-40%
8 30-90% 45-90%
12 NTL 50% NTL 60%
16 NTL 60% NTL 70%
20 NTL 70% NTL 80%

NTL = NOT LESS THAN

In the preparation of the tablets of the invention,
various conventional well known solvents may be used to
prepare the granules and apply the external coating to the
tablets of the invention. 1In addition, various diluents,
excipients, lubricants, dyes, pigments, dispersants etc.
which are disclosed in Remington’s Pharmaceutical Sciences,

1995 Edition may be used to optimize the formulations of
the invention.

DESCRIPTION OF THE PREFERRED EMBODIMENTS
EXAMPLE 1

SUBSTITUTE SHEET (RULE 26)
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We claim:
1. A controlled release pharmaceutical tablet comprising:
(a) a core comprising:
(i) an antihyperglycemic drug;
(ii) optionally a binding agent; and

(iii) optionally an absorption enhancer; and
(b) a semipermeable membrane coating covering said core;

and

(c) at least one passageway in the semipermeable membrane.

2. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the antihyperglycemic drug 1is a
biguanide.

3. A controlled release pharmaceutical tablet as defined
in claim 2 wherein the antihyperglycemic drug is metformin

or a pharmaceutically acceptable salt thereof.

4. A controlled release pharmaceutical tablet as defined
in claim 2 wherein the antihyperglycemic drug is buformin
or a pharmaceutically acceptable salt thereof.

5. A controlled release pharmaceutical tablet as defined

in claim 1 wherein the binding agent is water soluble.

6. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the water soluble binding agent is
polyvinyl pyrrolidone, hydroxypropyl cellulose,
hydroxyethyl cellulose, waxes or mixtures thereof.

7. A controlled release pharmaceutical tablet as defined
in claim 6 wherein the water soluble binding agent is

polyvinyl pyrrolidone.

8. A controlled release pharmaceutical tablet as defined

in claim 1 wherein the absorption enhancer is selected from
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the group consisting of fatty acids, surfactants, chelating
agents, bile salts or mixtures thereof.

9. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the absorption enhancer is a fatty acid
selected from the group consisting of capric acid, oleic

acid or their monoglycerides.

10. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the absorption enhancer is a surfactant
selected from the group consisting of sodium lauryl
sulfate, sodium taurocholate and polysorbate 80.

11. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the absorption enhancer is a chelating
agent selected from the group consisting of citric acid,
phytic acid, ethylene diamine tetraacetic acid and ethylene
glycol-bis{(f-aminoethyl ether)-N,N,N,N-tetraacetic acid.

12. A controlled release pharmaceutical tablet as defined

in claim 1 wherein the absorption enhancer is a bile salt.

13. A controlled reiease pharmaceutical tablet as defined

in claim 1 wherein the absorption enhancer is sodium lauryl
sulfate.

14. A controlled reiease pharmaceutical tablet as defined
in claim 1 wherein the semipermeable membrane around the

core is a water insoluble cellulose derivative.
15. A controlled reiease pharmaceutical tablet as defined
in claim 14 wherein the water insoluble cellulose

derivative 1in the membrane around the core is cellulose
acetate.

18

SUBSTITUTE SHEET (RULE 26)

,}L



10

i5

20

25

30

35

WO 99/47125 PCT/US99/06024

16. A cocntrolled release pharmaceutical tablet as defined
in claim 1 wherein semipermeable membrane comprises a flux
enhancer.

17. A controlled release pharmaceutical tablet as defined
in claim 16 wherein the flux enhancer is sodium chloride,
potassium chloride, sucrose, sorbitol, mannitol,
polyethylene glycol, propylene glycol, hydroxypropyl
cellulose, hydroxypropyl methycellulose, hydroxypropyl
methycellulose phthalate, cellulose acetate phthalate,
polyvinyl alcohols, methacrylic acid copolymers or mixtures
thereof.

18. A controlled release pharmaceutical tablet as defined
in claim 17 wherein the flux enhancer is polyethylene
glycol with an average molecular weight between 380 and
420.

19. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the semipermeable membrane comprises a
plasticizer.

20. A controclled release pharmaceutical tablet as defined

in claim 19 wherein the plasticizer is triacetin.

21. A controlled release pharmaceutical tablet as defined
in claim 1 wherein at least two passageways are formed in

the semipermeable membrane.

22. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the peak plasma level is obtained 8-12
hours after administration.

23. A ccntrolled release pharmaceutical tablet as defined
in claim 1 further ccmprising an effective amount of the
antihyperglycemic drug coated onto the semipermeable

membrane or mixed into the semipermeable membrane to
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provide an immediate release of an effective amount of the
antihyperglycemic drug.

24. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the core comprises:

50-98% of the drug;

0-40% of the binding agent; and

0-20% of the absorption enhancer; and the coating
comprises:

50-99% of the pciymer;

0-40% of the flux enhancer; and

0-25% of the plasticizer.

25. A controlled release pharmaceutical tablet as defined
in claim 1 wherein the core comprises:

75-95% of the drug;

3-15% of the binding agent; and

2-10% of the absorption enhancer; and the coating
comprisges:

75-95% of the pclymer;

2-20% of the flux enhancer; and

2-15% of the plasticizer.

26. A controlled release pharmaceutical tablet as defined
in claim 1 that exhibits the following dissolution profile
when tested in a USP type 2 apparatus at 75 rpm in 900 ml
of simulaced intestinal fluid (pH 7.5 phosphate buffer) and
at 37°C:

after 2 hours 0-25% of the drug is released;

after 4 hours 10-45% of the drug is released;

after 8 hours 30-90% of the drug is released;

after 12 hours not less than 50% of the drug is released;

after 16 hours not less than 60% of the drug is released;
and after 20 hours not less than 70% of the drug is
released.
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27. A controlled release pharmaceutical tablet as defined
in claim 1 that exhibits the following dissolution profile
when tested in a USP type 2 apparatus at 75 rpm in 3900 ml
of simulated intestinal fluid (pH 7.5 phosphate buffer) and
at 37°C:

after 2 hours 0-15% of the drug is released;

after 4 hours 20-40% of the drug is released;

after 8 hours 45-90% of the drug is released;

after 12 hours not less than 60% of the drug is released;
after 16 hours not less than 70% of the drug is released;
and after 20 hours not less than 80% of the drug is
released.

28. A controlled release pharmaceutical tablet as defined
in claim 1 that is administered with or shortly after the
evening meal.

29. A controlled release antihyperglycemic tablet
comprising:

{a) a core consisting essentially of:

(i) metformin or a pharmaceutically acceptable salt
thereof;
(ii) a water soluble binding agent; and

(iii) an absorption enhancer; and

{(b) a semipermeable membrane coating covering said core
comprising:

(i) cellulose acetate;

(i1) a flux enhancer; and

(iii) a plasticizer; and

{(c) at least one passageway in the semipermeable membrane.

30. A controlled release pharmaceutical tablet as defined
in ¢laim 29 wherein the peak plasma level is obtained 8-12
hours after administration.
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varying the proportions of the components that form the membrane; i.e., United States Patent
Nos. 5,178,867, 4,587,117 and 4,522,625 or increasing the number of coatings surrounding the
active core; i.e., U.S. Patent Nos. 5,650,170 and 4,892,739.

Although vast amounts of research has been performed on controlled or sustained release
compositions and in particular on osmotic dosage forms, very little research has been performed
in the area of controlled or sustained release compositions that employ antihyperglycemic drugs.

Metformin is an oral antihyperglycemic drug used in the management of non-insulin-
dependent diabetes mellitus (NIDDM). It is not chemically or pharmacologically related to oral
sulfonylureas. Metformin improves glucose tolerance in NIDDM patients by lowering both basal
and postprandial plasma glucose. Metformin hydrochloride is currently marketed as
GLUCOPHAGE® tablets by Bristol-Myers Squibb Co. Each GLUCOPHAGE® tablet contains
500, 850 or 1000 mg of metformin hydrochloride. There is no fixed dosage regimen for the
management of hyperglycemia in diabetes melhms with GLUCOPHAGE®. Dosage of
GLUCOPHAGE® is individualized on the basis of both effectiveness and tolerance, while not
exceeding the maximum recommended dose of 2550 mg per day.

Metformin has been widely prescribed for lowering blood glucose in patients with
NIDDM. However, being a short acting drug, metformin requires twice-daily (b.i.d.) or three-
times-a-day (t.i.d.) dosing. Adverse events associated with metformin use are often
gastrointestinal in nature (e.g., anorexia, nausea, vomiting and occasionally diarrhea, etc.). These
adverse events may be partially avoided by either reducing the initial and/or maintenance dose or
using an extended-release dosage form. Another clear advantage of an extended release dosage
form is a reduction in the frequency of administration. All of these findings suggest that an
extended-release dosage form of metformin may improve the quality of therapy in patients with
NIDDM and the safety profile relative to a conventional dosage form.

The limited work on controlled or sustained release formulations that employ
antihyperglycemic drugs such as metformin hydrochloride includes the combination of the

antihyperglycemic drug and an expanding or gelling agent to control the release of the drug from
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the dosage form. This research is exemplified by the teachings of WO 96/08243 and by the
GLUCOPHAGE® metformin HCI product.

It is reported in the 50™ Edition of the Physicians’ Desk Reference, copyright 1996, p.
753, that food decreases the extent and slightly delays the absorption of metformin delivered by
the GLUCOPHAGE® dosage form. This decrease is shown by approximately a 40% lower peak
concentration, a 25% lower bioavailability and a 35-minute prolongation of time to peak plasma
concentration following administration of a single GLUCOPHAGE® tablet containing 850 mg
of metformin HCI with food compared to the similar tablet administered under fasting
conditions.

A controlled release metformin dosage form is also described in WO 99/47128. This
reference describes a controlled release delivery system for metformin which includes an inner
solid particulate phase formed of substantially uniform granules conté.imng metformin and one or
more hydrophilic polymers, one or more hydrophobic polymers and one or more hydrophobic
materials, and an outer continuous phase in which the above granules are embedded and
dispersed throughout. The outer continuous phase includes one or more hydrophilic polymers,
one or more hydrophobic polymers and one or more hydrophobic materials.

Our own WO 99/47125 discloses controlled release metformin formulations providing a
Tmax from § to 12 hours.

Objects and Summary of the Invention

It is an object of the present invention to provide a controlled or sustained release of an
antihyperglycemic drug which provides effective control of blood glucose levels in humans.

It is a further object of the present invention to provide a method of treating human
patients with non-insulin-dependent diabetes mellitus (NIDDM) on a once-a-day basis with an
antihyperglycemic drug which provides effective control of blood glucose levels in humans.

It is a further object of the present invention to provide formulations for freating human
patients with non-insulin-dependent diabetes mellitus (NIDDM) which provides advantages over
the state-of-the-art, and which may be administered on a once-a-day basis by itself or together

with other antidiabetic agents, and methods thereof.
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It is a further object of the present invention to provide a controlled or sustained release
formulation of an antihyperglycemic drug wherein the bioavailability of the drug is not decreased
by the presence of food.

It is a further object of the present invention to provide a controlled or sustained release
formulation of an antihyperglycemic drug that does not employ an expanding polymer.

It is also a further object of the present invention to provide a controlled or sustained
release formulation of an antihyperglycemic drug that can provide continuous and non-pulsating
therapeutic levels of the drug to an animal or human in need of such treatment over a twelve hour
to twenty-four hour period.

It is an additional object of other embodiments of the present invention to provide a
controlled or sustained release formulation for an antihyperglycemic drug that obtains peak
plasma levels from 5.5 to 7.5 hours after administration under various conditions. Alternatively,
the time to peak plasma levels are from 6.0 to 7.0, from 5.5 to 7.0 or from 6.0 to 7.5.

It is also an object of this invention to provide a controlled or sustained release
pharmaceutical formulation having a homogeneous core wherein the core component may be
made using ordinary tablet compression techniques.

In accordance with the above-mentioned objects and others, the present invention
provides a controlled release oral dosage form comprising an antihyperglycemic drug, preferably
a biguanide (e.g., metformin or a pharmaceutically acceptable salt thereof) that is suitable for
providing once-a-day administration of the drug, wherein the dosage form provides a mean time
to maximum plasma concentration (T,,,) of the drug from 5.5 to 7.5 hours after administration.
The dosage form comprises the drug and a membrane. In certain preferred embodiments, the
dosage form comprises a tablet.

In preferred embodiments, the controlled release oral dosage form of the present
invention is a tablet comprising:

(a) a core comprising;

@ the antihyperglycemic drug;
(ii) optionally a binding agent; and
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With concomitant Metformin XT and sulfonylurea therapy, the desired control of blood
glucose may be obtained by adjusting the dose of each drug.

In certain embodiments, the foregoing objectives are met by a controlled release dosage
form comprising:

(a) a core comprising:

@) an antihyperglycemic drug;
(ii)  optionally a binding agent; and
(ili)  optionally an absorption enhancer;

(b) a membrane coating surrounding the core; and

(©) at least one passageway in the membrane.

The binding agent may be any conventionally known pharmaceutically acceptable binder
such as polyvinyl pyrrolidone, hydroxypropyl cellulose, hydroxyethyl cellulose, ethylcellulose,
polymethacrylate, waxes and the like. Mixtures of the aforementioned binding agents may also
be used. The preferred binding agents are water soluble such as polyvinyl pyrrolidone having a
weight average molecular weight of 25,000 to 3,000,000. The binding agent comprises
approximately about 0 to about 40% of the total weight of the core and preferably about 3% to
about 15% of the total weight of the core.

The core may optionally comprise an absorption enhancer. The absorption enhancer can
be any type of absorption enhancer commonly known in the art such as a fatty acid, a surfactant,
a chelating agent, a bile salt or mixtures thereof. Examples of some preferred absorption
enhancers are fatty acids such as capric acid, oleic acid and their monoglycerides, surfactants
such as sodium lauryl sulfate, sodium taurocholate and polysorbate 80, chelating agents such as
citric acid, phytic acid, ethylenediamine tetraacetic acid (EDTA) and ethylene glycol-big (B-
aminoethyl ether -N,N,N,N-tetraacetic acid (EGTA). The core comprises approximately 0 to
about 20% of the absorption enhancer based on the total weight of the core and most preferably
about 2% to about 10% of the total weight of the core.

In this embodiment, the core which comprises the antihyperglycemic drug, the binder

which preferably is a pharmaceutically acceptable water soluble polymer and the absorption
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preferred embodiments of the invention, the dosage form contains two passageways in order
provide the desired pharmacokinetic parameters of the formulation.

Generally, the membrane coating around the core will comprise from about 1% to about
7%, preferably about 1.5% to about 3%, based on the total weight of the core and coating.

The term “membrane” means a membrane that is permeable to both aqueous solutions or
bodily fluids and to the active drug or pharmaceutical ingredient (e.g. the formulations of
Examples 1-3). Thus, the membrane is porous to drug and, in a preferred embodiment, drug is
released through the hole or passageway and through the porous membrane in solution or in vivo.
The term “membrane” also generically encompasses the term “semipermeable membrane” as
heretofore defined.

In an alternative embodiment, the dosage form of the present invention may also
comprise an effective amount of the antihyperglycemic drug that is available for immediate
release. The effective amount of antihyperglycemic drug for immediate release may be coated
onto the membrane of the dosage form or it may be incorporated into the membrane.

In certain preferred embodiments of the invention where the dosage form is prepared in

accordance with the above, the dosage form will have the following composition:

INGREDIENT Preferred Most Preferred
CORE:

Drug 50-98% 75-95%
Binder 0-40% 3-15%
Absorption Enhancer 0-20% 2-10%
COATING:

Membrane Polymer 50-99% 75-95%
Flux Enhancer 0-40% 2-20%
Plasticizer 0-25% or 0-30% 2-15%

18
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WHAT IS CLAIMED IS:
1. A controlled release oral dosage form for the reduction of serum glucose levels in

human patients with NIDDM, comprising an effective dose of at least one suitable
antihyperglycemic drug or a pharmaceutically acceptable salt thereof and a controlled-
release carrier, said dosage form being suitable for providing once-a-day oral
administration of the agent or pharmaceutically acceptable salt thereof, wherein the
dosage form provides a mean time to maximum plasma concentration (T ,,) of the

agent from 5.5 to 7.5 hours after the administration.

2. The controlled release dosage form of claim 1 wherein said at least one

antihyperglycemic drug is a biguanide.

3. The controlled release dosage form of claim 2 wherein said biguanide is metformin or

a pharmaceutically acceptable salt thereof.

4. The controlled release oral dosage form of claim 1, which provides a mean time to
maximum plasma concentration (T,,,) of the drug from 6.0 to 7.0 hours after the

administration of the dose.

5. The controlled release oral dosage form of claim 1, which provides a mean time to
maximum plasma concentration (T,,,,) of the drug from 5.5 to 7.0 hours after the

administration of the dose, when the dose is administered at dinner time.

6. The controlled release oral dosage form of claim 1, which provides a mean time to
maximum plasma concentration (T,,,,) of the drug from about 6.0 to 7.5 hours after

the administration of the dose, when the dose is administered at breakfast.

7. The controlled release oral dosage form of claim 1, which exhibits the following
dissolution profiles when tested in a USP type 2 apparatus at 75 rpm in 900 ml of
simulated intestinal fluid (pH 7.5 phdsphate buffer) and at 37 C:
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0-30% of the drug is released after 2 hours;

10-45% of the drug is released after 4 hours;

30-90% of drug is released after 8 hours;

not less than 50% of the drug is released after 12 hours;

not less than 60% of the drug is released after 16 hours; and
not less than 70% of the drug is released after 20 hours.

The controlled reléase oral dosage form of claim 1, which exhibits the following
dissolution profiles when tested in a USP type 2 apparatus at 75 rpm in 900 m] of
simulated intestinal fluid (pH 7.5 phosphate buffer) and at 37 C:

0-25% of the drug is released after 2 hours;

20-40% of the drug is released after 4 hours;

45-90% of the drug is released after 8 hours;

not less than 60% of the drug is released after 12 hours;

not less than 70% of the drug is released after 16 hours; and

not less than 80% of the drug is released after 20 hours.

The controlled release oral dosage form of claim 1, which provides a width at 50% of
the height of a mean plasma concentration/time curve of the drug from about 4.5 to

about 13 hours.

The controlled release oral dosage form of claim 1, which provides a width at 50% of
the height of a mean plasma concentration/time curve of the drug from about 5.5 to

about 10 hours.

The controlled release oral dosage form of claim 3, which provides a mean maximum

plasma concentration (C,,,,) of metformin which is more than about 7 times the mean

max.

plasma level of said metformin at about 24 hours after the administration.
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The controlled release oral dosage form of claim 3, which provides a mean maximum
plasma concentration (C,,,) of metformin which is from about 7 times to about 14

times the plasma level of said metformin at about 24 hours after administration.

The controlled release oral dosage form of claim 3 which provides a mean maximum
plasma concentration (C,,,) of metformin which is from about 8 times to about 12

times the plasma level of said metformin at about 24 hours after administration.

The controlled release oral dosage form of claim 3 which provides a mean maximum
plasma concentration (C,,,,) of metformin from about 1500 ng/ml to about 3000

ng/ml, based on administration of a 2000 mg once-a-day dose of metformin.

The controlled release oral dosage form of claim 3, which provides a2 mean maximum
plasma concentration (C,,,) of metformin from about 1700 ng/ml to about 2000

ng/ml, based on administration of a 2000 mg once-a-day dose of metformin.

The controlled release oral dosage form of claim 3 which provides a mean AUC, ,,,
of at least 80% of the mean AUC,,, provided by administration of an immediate
release reference standard twice a day, wherein the daily dose of the reference
standard is substantially equal to the once-a-day dose of metformin administered in

the controlled release oral dosage form.

The controlled release oral dosage form of claim 3 which provides a mean AUC, 4,
of at least 90% of the mean AUC,,, provided by administration of an immediate
release reference standard twice a day, wherein the daily dose of the reference
standard is substantially equal to the once-a-day dose of metformin administered in

the controlled release oral dosage form.

The controlled release oral dosage form of claim 3 which provides a mean AUC, ,,,
from about 17200 ng.hr/ml to about 33900 ng.hr/ml, based on administration of a

2000 mg once-a-day dose of metformin.
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The controlled release oral dosage form of claim 3 which provides a mean AUC, 54
from about 17200 ng.hr/ml to about 26500 ng.hr/ml, based on administration of a

2000 mg once-a-day dose of metformin.

The controlled release oral dosage form of claim 3 which provides a mean AUC, 54,
from about19800 ng.hr/m! to about 33900 ng.hr/ml, based on administration of a 2000

mg once-a-day dose of metformin.

The controlled release oral dosage form of claim 3 which provides a mean plasma
concentration-time profiles of metformin substantiaily as set forth in FIG. 1, based on

administration of a 1700 mg once-a-day dose of metformin.

The controlled release oral dosage form of claim 3 which provides a mean plasma
concentration-time profiles of metformin substantially as set forth in FIG. 2, based on

administration of a 2000 mg once-a-day dose of metformin.

The controlled release oral dosage form of claim 3 which provides a mean plasma
concentration-time profiles of metformin substantially as set forth in FIG. 4, based on

administration of a 2000 mg once-a-day dose of metformin at dinner.

The controlled release oral dosage form of claim 3 which provides a mean plasma
concentration-time profiles of metformin substantially as set forth in FIG. 6, based on

administration of a 2000 mg once-a-day dose of metformin at breakfast.
The controlled release oral dosage form of claim 3 which provides a mean plasma

glucose concentration-time profiles substantially as set forth in FIG. 5, based on

administration of a 2000 mg once-a-day dose of metformin at dinner.

38



26.

27.

28.

29.

30.

31.

WO 02/36100 PCT/US01/48306 \

The controlled release oral dosage form of claim 9, which provides a mean time to
maximum plasma concentration (T,,,,) of metformin from 6.0 to 7.0 hours after the

administration.

The controlled release oral dosage form of claim 9, which provides a mean time to
maximum plasma concentration (T,,,) of metformin from 5.5 to 7.0 hours after

administration at dinner time.

The controlled release oral dosage form of claim 9, which provides a mean time to
maximum plasma concentration (T,,,,) of metformin from 6.0 to 7.5 hours after

administration at breakfast.

The controlled release dosage form of claim 1, wherein the metformin is provided by
at least one controlled-release tablet, said tablet comprising:
(a) a core comprising:
1) the metformin or a pharmaceutically acceptable salt;
(i)  optionally a binding agent; and
(iii)  optionally an absorption enhancer;
(b) amembrane coating surrounding the core; and
(¢) at least one passageway in the membrane.
The controlled release oral dosage form of claim 29, wherein said membrane is a

semipermeable membrane.

A controlled release oral dosage form for the reduction of serum glucose levels in
human patients with NIDDM, comprising at least one biguanide or pharmaceutically
acceptable salt thereof and a controlled release carrier wherein a single administration
of said dosage form provides a higher mean fluctuation index in the plasma than a
substantially equal dose of an immediate release composition administered as two
equal divided doses, one divided dose at the start of the dosing interval and the other
divided dose administered 12 hours later.
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The controlled release oral dosage form of claim 31 wherein the mean fluctuation

index of the dosage form is from about 1 to about 4.

The controlled release oral dosage form of claim 32 wherein the mean fluctuation

index of the dosage form is from about 2 to about 3.

The controlled release oral dosage form of claim 33 wherein the mean fluctuation

index of the dosage form is about 2.5.

The controlled release oral dosage form of claim 31 wherein the ratio of the mean
fluctuation index between the dosage form and the immediate release composition is

about 3:1.

The controlled release oral dosage form of claim 35 wherein the ratio of the mean
fluctuation index between the dosage form and the immediate release composition is
about 2:1.

The controlled release oral dosage form of claim 36 wherein the ratio of the mean
fluctuation index between the dosage form and the immediate release composition is

about 1.5:1.

The controlled release oral dosage form of claim 31 wherein said dosage form

comprises metformin or a pharmaceutically acceptable salt thereof.

The controlled release oral dosage form of claim 31 wherein said dosage form
maintains bioavailability from at least about 80% of the immediate release

composition.

The controlied release oral dosage form of claim 31 wherein the substantially equal
dose of the dosage form and the immediate release composition comprises from about

500mg to about 2500 mg metformin or pharmaceutically acceptable salt thereof.
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The controlled release oral dosage form of claim 40 wherein the substantially equal
dose of the dosage form and the immediate release composition comprises from about

1000mg to about 2000 mg metformin or pharmaceutically acceptable salt thereof.

The controlled release oral dosage form of claim 40 wherein the substantially equal
dose of the dosage form and the immediate release composition comprises from about

850mg to about 1700mg metformin or pharmaceutically acceptable salt thereof.

A method of lowering blood glucose levels in human patients needing treatment for
non-insulin dependent diabetes mellitus (NIDDM), comprising orally administering to

human patients at least one oral dosage form of claims 1-42 on a once a day basis.
The use of said oral dosage form of claims 1-42 for the treatment of non-insulin

dependent diabetes mellitus (NIDDM), comprising orally administering to human

patients at least one of said oral dosage forms on a once a day basis.
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around 0.5 to 2.0%, is of great importance to the price

and consequently to the competitiveness of the product.

In recent years extensive research has been carried out
with respect to the use of chewing gum as a delivery system
for medicines. This delivery system has proven especially
suitable when a local effect in the oral cavity or the
pharyax is desired or when an absorption of the medicine
via the mucous membrane of the mouth is required in such
cases when it is desirable to avoid the so-called "first
pass” effect, that is the catabolism in the liver at the
first passage, or when the medicine is sensitive to the
environment in the gastro-intestinal tract.

Several methods have been provided for the preparation of
a chewing gum composition capable of releasing specific
components in a controlled manner. Thus, a number of
processes are known for obtaining an improved release of
specific aroma agents and highly potent sweeteners with
the purpose of prolonging the perception of taste when

chewing a chewing gum.

US patent No. 4,238,475 discloses a chewing gum comprising
a water-insoluble thereapeutic component which is coated
with a water-soluble coating agent to prevent resorption
of the therapeutic component back into the gum base. The
release of the therapeutic component is, however, condi-
tional on the coating remaining intact during the chewing.
As a result, the therapeutic component does not come into
direct contact with the oral cavity and cannot therefore
be used for medicines intended to be locally effective
in the oral cavity and the pharynx. Furthermore, the method
of preparation is elaborate and further complicated by
the fact that the coating must not be destroyed during

the preparation.

EP patent application No. 227,603 discloses a chewable

7~
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The chewing gum conposition according to the invention is
characterised in that the resin component of the chewing
gum base contains at least 25 weight% of a resin selected
among terpene resins, glycerolester of polymerised rosin,
pentaerythritol ester of wood or gum rosin, penta-
erythritol ester of partially hydrogenated wood or gum
rosin, glycerolester of partially hydrogenated wood or
gum rosin and high molecular weight polyvinyl acetate
resins with a molecular weight of at least 30,000 and
that at least one solubilizer in a quantity of 0.1-30

weigtht% has been added to the chewing gum composition.

Thus, according to the invention it has been found that
it is possible to obtain a substantial increase in the
released quantity of substances having poor water-solubi-
lity, compared to the release from conventional composi-

tions without the use of solubilizer.

It has generallj been assumed that only small quantities
of surfactant can he added to chewing gum and from a theo-
retical point of view it would be assumed that the addi-
tion of larger quantities would usually result in extreme
softening and soluvbilization of the entire chewing gum
base portion. Howewver, this has been found not to be the
case when as chewing gum base one 1s selected wherein
the resin portion consists of at least 25 weights of the
above particularly suitable resins. In some cases such
chewing gum bases may per se contain a surfactant with a
slight solubilizing effect, however usually only in small
concentrations such as for instance 0-12 weights of the
gum base and ususally only from 0 to 6 weight$ thereof.
Such surfactants, wusually in the form of emulsifiers,
affect the gum base by emulsifying water thereinto. It has

turned out that these emulsifiers may have a slight soiu-
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fatty acids and polyoxyethylene steraric acid ester, all

known in the EEC for use as pharmaceutical-cosmetical

emulsifiers.

Particularly suitable solubilizers are polyoxyethylene
stearates, such as for instance polyoxyethylene(B8)stearate
and polyoxyethylene(40)stearate, the polyoxyethylene
sorbitan fatty acid esters sold under the trgde name TWEEN,
for instance TWEEN 20 (monolaurate), TWEEN 80 (monooleate),
TWEEN 40 (monopalmitate), TWEEN 60 (monostearate) or TWEEN
65 (tristearate), mono and diacetyl tartaric acid esters
of mono and diglycerides of edible fatty acids, cictric
acid esters of mono and diglycerides of edible fatty acids,
sodium stearoyliatylate, sodium laurylsulfate, polyoxy-
ethylated hydrogenated castor oil, blockcopolymers of
ethylene oxide and propyleneoxide and polyoxyethylene
fatty alcohol ether. The solubilizer may either be a single
compound or a combination of several compounds. The ex-
pression "solubilizer" 1is used in the present text ¢to
describe both possibilities, the solubilizer used must be

suitable for use in food and/or medicines.

It has been found that there may be a connection between
the solubility profile of the active agent and the HLB
value of the solubilizer used. However, it has not been
possible to establish a correlation between the solubility
parameters of the active agent and the HLB value of the
solubilizer. In practice, it has been found that generally
a good effect is obtained by using a solubilizer with a
HLB value in the range from 14 to 20, preferably 14-18.
However, good effects have also been found with solubili-

zers with HLB values in the range from 6 to 10, preferably

7-8. The HLB values used in the present specification’

and claims are rctaken from the literature or. based on
information by the supplier. As to the determination of
HLB values and examples of HLB values for different solu-

bilzers, reference can be made to the above mentioned

A
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substances with a limited water-solubility, typically
below 10 g/100 ml inclusive of substances which are totally
water-insoluble. Examples are medicines, dietary supple-
ments, oral compositions, anti-smoking agents, highly

potent sweeteners, pH adjusting agents, flavourings etc.

Examples of active agents in the form of dietary supple-
ments are for instance salts and compounds having the
nutritive effect of vitamin By (riboflavin), Byp, folinic
acid, niacine, biotine, poorly soluble glycerophosphates,
amino acids, the vitamins A, D, E and K, minerals in the
form of salts, complexes and compounds containing calcium,
phosphorus, magnesium, iron, zinc, copper, iodine, man-
ganese, chromium, selenium, molybdenum, potassium, sodium

or cobalt.

Furthermore, reference is made to lists of nutritients
acccepted by the authorities in different countries such
as for instance US code of Federal Regulations, Title 21,
Section 182.5013.182 5997 and 182.8013-182.8997.

Examples of active agents in the form of compounds for
the care or treatment of the oral cavity and the teeth,
are for instance bound hydrogen peroxide and compounds

capable of releasing urea during chewing.

Examples of active agents in the form of antiseptics are
for instance salts and compounds of guanidine and biguani-
dine (for instance chlorhexidine diacetate) and the follow-
ing types of substances with limited water-solubility:
quaternary ammonium compounds (for instance ceramine,
chloroxylenol, <crystal violet, chloramine), aldehydes
(for instance paraformaldehyde), compounds of dequaline,
polynoxyline, phenols (for instance thymol, para chloro-
phenol, cresol) hexachlorophene, salicylic anilide com-
pounds, triclosan, halogenes (iodine, iodophores, chloro-

amine, dichlorocyanuric acid salts), alcohols (3,4 dichlo-

<3
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En la ciudad de Cali, Capital del Depar-

tamento del Valle del Cauca, Repﬁb‘lica de

Colombia, a l? VEINTITRES (23) dlas -

del mes de OGTUBRE del afio POS MIL UNO -- |

ante mi, JORGE ENRIQUE CAICEDO iA'MORANO, Notario

0
ot g,og T E' F CE RO (30,) del Circulo de Cali, = -« =~ = « -

expedido por la Cdmara de Comcrcxo deCah oreine et et - ' '

'SEGUNDO: Qnr‘ ~n tal cardcter, por este piblico mstrumento Wdc Poder Especial

pero amplioy su”iente a JOSE LUIS: REYES VILLAM'IZAR ’Ifmayor de c¢dad, vecino de |

Bogots, identificadocon C.C. # 79.:15_2_.473__?« Isaquén abooado en ejercicio, portador

“delaT.P 44655 del C.S.de laJ., domxcthadocn Bogot_é-,D.c., Republica de Colombia

con direccién carrgra 7 No. 83.23 oﬁcinaQ"(');S:,"*fde'la misma ciudad, como su representante

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

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

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

ante las del orden admmxstranvo contencioso-administ /caf/ ivo y judicial, en tod}.lo

concerniente a los siguientes asuntos: a) Obtencién, formulacién de observacfones y

de £alj

oposicién a patentes de invencién, modelos y dibujos industjakc's y el registro de

licencias de uso de csos derechos; b) Las acciones de opqsiciéw, cancelacién, nulidad,

-

medidas cautelares, concesién de licencias y en general los procesos civiles, penales,

.
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ELABORACICN D
NMctarka

/~ * adrhinistrativos o contencioso-administrativos relacionados con estos derechos u otros de .

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

ESTE PAPEL NO TIENE COSTO ALGUNO PARA EL USUARIO
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que en todos los asuntos arriba determinados, , tanto en los términos sefialados -por los

- articulos 42 y complementarios de la Decisién 486 de la Comunidad Ahdina ?;Bmo del

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

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

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

inscripcién de prendas, levantamiento de prendas, inscribir derechos de retencién y en

general todos los asuntos que se deban’tramitar ante la Superintendencia de Industria y

Comercio. . R S SO
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RESPUBLICA PE COLOMBIA

CERTIFICADO DE EXISTENCIA Y REPRESENTACION
EL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIO DE CALI

CERTIFICA

NOMBRE : TECNOQUIMICAS S.A.
SIGLA : TQ S.A.
DOMICILIO: CALI VALLE
DIRECCION COMERCIAL :==-C 23 7 39
- DIRECCION NOTIFICACION JUDICIAL:---C 23 7 39
CIUCAD:CALI
MATRICCLA MERCANTIL NRO. 7049-4 FECHA MATRICULA : 01 DE JULIO DE 1937
AFILIADO

CERTIFICA
NIT : BS80300466~5

CERTIFICA

QUE POR ESCRITURA NRO. 2670 DEL 12 DE JUNIO DE 19857 NOTARIA 3EGUNDA DE CALI , INSCRITA
EN LA CAMARA DE COMERCID EL 01 DE JULIO DE 1857 BAJO EL NRO. 16627 DEL LIBRO IX ,SE
CANSTITUYO LA SOCIEDAD DENCMINADA COMPANIAS TECNOQUIMICAS LIMITADA

CERTIFICA

QUE PCR ESCRITURA NRO. 8438 DEL 30 DE DICIEMBRE DE 1870 NOTARIA SEGUNDA DE CALI
, INSCRITA EN LA CAMARA DE COMERCIO EL 07 DE ENERO DE 1971 BAJO EL NRO. 42260 DEL LIBRO
IX ,LA SOCIERAD SE TRANSFORMO DE SOCIEDAD LIMITADA EN SOCIEDAD EN COMANDITA POR
ACCIONES BAJO EL NOM3RE DE CCMPANIAS TECNOQUIMICAS LIMITADA COMANDITA POR ACCIONES
(S1IC) .

CERTIFICA

QUE POR ESCRITURA NRO. 2139 DEL 21 DE ABRIL DE 1972  NOTARIA SEGUNDA DE CALI , INSCRITA

EN LA CAMARA DE COMERCIO EL 26 DE ABRIL DE 1972 BAJO EL NRO. 794 DEL LIBRO IX ,LA

SOCIEDAD CAMBIO SU NOMBRE DE COMPANIAS TECNOQUIMICAS LIMITADA COMANDITA POR ACCIONES
(SIC) . POR EL DE TECNOQUIMICAS LIMYTADA & CIA S.C.A. .

CERTIFICA

QUE POR ESCRITURA NRO. 3255 DEL 30 DE AGOSTC DE 1983 NOTARIA DECIMA OF CALI , INSCRITA

£N LA CAMARA CE COMERCIO EL 31 DE AGOSTO DE 1983 BAJO EL NRO. 62343 DEL LIBRO IX ,LA

SOCIEDAD SE TRANSFORMO DE SOCIEDAD EN CGMANDITA POR ACCIONES EN SOCIEDAD ANONIMA BAJO
NOMBRE DE TECNOQUIMICAS S A

CERTIFICA

QUE POR ESCRITURA KRO. 5664 DEL -2 DE DICIEMBRE OE 2005 NOTARIA TERGCERA DE CALI
, INSCRITA EN LA CAMARA DE COMERCIO EL 19 DE DICIEMBRE DE 2005 BAJO EL NRO. 14102 DEL
LIBRO IX ,SE APROBC LA FUSION POR ABRSORCION ENTRE (ABSORBENTE) TECNOQUIMICAS S.A. Y
(ABSORBIDA (S)) DISTRIBUIDORA FARMACEUTICA CALOX COLOMBIANA S.A. - EN LIQUIDACION=-,
ORGANIZACION FARMACEUTICA AMERICANA 5.A. OFA - EN LIQUIDACION- .

CERTIFICA

QUE POR ESCRITURA NRO. 1675 DEL 08 DE MAYO DE 2008 NOTARIA TERCERA DE CALI , INSCRITA
EN LA CAMARA DE COMERCIO EL 16 DE MAYO DS 2008 BAJO EL NRO. %362 DEL LIBRO XX ,LA
SOCIEDAD CAMBIO SU NOMBRE DE TECNOQUIMICAS 5 A . POR EL DE TECNOQUIMICAS S.A. . SIGLA:
TQ S.A.

RV
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REFORMAS

DOCUMENTO FECHA.DOC ORIGEN FECHA.INS NRO.INS LIERO

E.P. 40758 05/09/19%% NOTARIA SEGUNDA OE CALI 27/09/1957 16922

E.P. 53718 28/11/1957 NOTARIA SEGUNDA DE CALI 30/12/1957 17242

E.P. 5507 21/12/1957 NOTARIA PRIMERA DE CALI 13/03/1958 17529

5.P. 3124 16/07/1958 NOTARIA PRIMERA DE CALI 17/10/1958 18365

E.P. 3325 29/07/1958 NOTARIA PRIMERA DE CALI 17/10/1958 18366

£.P. 5728 1771271958 NOTARIA PRIMERA DE CALIL - 12/05/1959 19258

£.p. 2374 12/0%5/1959 NOTARIA PRIMERA DE CALI 03/06/1959 19368

E.P. 2793 20/06/1961 NOTARIA PRIMERA DE CALI 07/07/1961 22616

E.E. 2794 20/06/1961 NOTARIA PRIMERA DE CALI ' 07/07/1961 22617

E.P. 6365 30/12/1961 NOTARIA PRIMERA DE CALI 23/01/1962 23489

£.p., 1383 21/03/1962 NOTARIA PRIMERA DE CALI 28/03/1962 23850

£.p. 3396 28/05/1963 NOTARIA PRIMERA DE CALI ‘ 11/06/1963 26C16

E.P. 8853 30/12/1963 NOTARIA PRIMERA DE CALI .23/01/1964 27107

£.2. 5718 28/11/1957 NOTARIA SEGUNDA DE CALI 10/02/1964 27181

E.P. 2743 29/04/1964 NOTARIA PRIMERA DE CALI 06/05/1964 27681

E.P. 2744 29/04/1964 NOTARIA PRIMERA DE CALI 06/05/1964 27682

E.P. 7057 21/10/1964 NOTARIA PRIMERA DE CALI 22/10/1964 28591

£.2, 1693 26/04/1965 NOTARIA PRIMEIRA DE CALT 28/04/1965 29569

£.0. 1799 10/05/1966 NQTARIA PRIMERA DE CALI 11/05/1966 31623

£.P. 2498 18/11/1966 NOTARIA CUARTA DE CALI - 25/11/1966 32757

E.P. 2792 27/12/1966 NOTARIA CJARTA DE CALI 05/01/1967 33009

E.P. 2209 25/09/1967 NOTARIA CUARTA DE CALI 04/10/1967 34591

£. 6933 20/12/1967 NOTARIA SEGUNDA DE CALI 28/12/1967 35082

E.c. 6363 14/11/1.968 NOTARIA SEGUNDA DE CALI 26/11/1968 37141

E.P. 7711 31/12/1968 NOTARIA SEGUNDA DE CALI 04/02/1969 37615

E.P. 5597 30/09/1969 NOTARIA SEGUNDA DE CALI 18/10/1969 39341

£.pP. 5211 27/08/1970 NOTARIA SEGUNDA DE CALI 04/09/1970 41379

£.P. 6576 07/10/1971 NOTARIA SEGUNDA DE CALI 14/10/1971 44154

E.P. 7286 08/11/1971 NOTARIA SEGUNDA DE CALT 10/11/1971 44367

E.P. B042 03/12/1971 NOTARIA SEGUNDA DE CALI 21/12/1971 44716

E.P. 6209 05/10/1973 NOTARIA SEGUNDA DE CALI 15/10/1973 5505 IX

E.P. 8741 331/12/1973 NOTARIA SEGONDA DE CALI 08/03/1974 7636 IX

E.P. 9270 31/12/1974 NOTARIA SEGUNDA PE CALI 31/01/1875 11772 X%

E.P. 9504 31/12/1974 NOTARIA SEGUNDA OE CALI 04/C4/1975 12441 X

E.P. 7566 06/12/1575 NOTARIA SEGUNDA DE CALI : 09/01/1976 15581 X

£.P. 2671 09/05/1980 NOTARIA SEGUNDA DE CALI 22/10/1980 41529 X

g.2. 779 16/03/1982 NOTARIA DECIMA DE CALI 03/08/.982 54655 IX

E.P. 4324 10/11/1982 NOTARIA PECIMA DE CALI 10/06/1983. 61172 IX

E.P. 1269 18/03/1986 NOTARIR DECIMA DE CALI 01/04/1986 83730 IX

E.P. 5089 24/09/1986 NOTARIA DECIMA DE CALI 29/09/1986 87933 IX

E.P. 7064 0¢/11/1987 NOTARIA DECIMA DE CALI 19/11/1987 2532 X

£.P. 7065 04/11/1987 NOTARIA DECIMA DE CALI 10/11/1987 25853 X

E.P. 5929 14/07/1989 NOTARIA DECIMA DE CALI 26/07/1989 20225 IX

r o, 8569 20/09/1989 NOTARIA DECIMA DE CALI 02/10/1989 22250 X

., . 10371 04/12/1992 NOTARIA OECIMA DE CALI 15/12/1992 60929 IX

£.P. 10249 18/12/1995 NOTARIA DECIMA DE CALIT 20/12/1995 10214 X

£.P. 23589 29/05/1997 NOTARIA TERCERA DE CALI 27/05/1997 23813 IX

£.P. 2624 30/06/2000 NOTARIA TERCERA DE CALI Q7/07/20C0 4740 %

£E.P. 3814 15/09/2000 NOTARIA TERCERA DE CALI 18/09/2000 6381 X

£.P. 3588 30/07/2004 NOTARIA TERCERA DE CALI 04/08/2004 8542 X

E.P. 2224 24/05/200¢ NOTARIA TERCERA JE CALI 30/05/2006 €565 IX

E.p. 1675 08/05/2008 NOTARIA TERCERA DE CALL . 16/05/2008 5362 X

RTIFICA

VICENCIA: 01 DE ENERO DEL ARO 2257

CERTIFICA
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DE CALI , o o _ - L '
OBJETO SOCIAL. LA SOCIEDAD TIENE POR OBJETO: A) LA FABRICACION, EL ENVASADO, LA

IMPORTACION, LA EXPORTACION, LA VENTA Y DISTRIBUCION DE PRODUCTOS BIOLOGICOS ¥
QUIMICOS, MEDICAMENTOS O PRODUCTOS FARMACEUTICOS, PERFUMERIA O EFECT0S DE TOCADOR,
PRODUCTOS VETERINARIOS, AGRICOLAS ¥ ALIMENTOS NATURALES Y/0 PRODUCTOS DE CONSUMO
POPULAR DE CUALQUIER NATURALEZA Y SERVICIOS EN GENERAL. B) INVERTIR EN SOCIEDADES o}
EMPRESAS DE CUALQUIER NATURALEZA O ESPECIE DE LA SOCIEDAD MERCANTIL, NACIONAL O
" EXTRANJZRA, QUE TENGAN .COMO ACTIVIDAD O NEGOCIDO PROPIO DE SU O3JETO LA FA3RICACION,
DISTRIBJCION Y COMERCIO IN GENERRL DE 2RODUCTOS BIOLOGICOS Y QUIMICOS, MEDICAMINTOS O
PRODUJCTOS FARMACEUTICOS, PERFUMERIA O EFECTOS DE TOCADOR, PRODUCTOS VETERYNARIOS,
AGRICOLAS, ALIMENTOS NATURALES Y/O PROCESEDOS, PRODUCTOS DE CONSUMO POPULAR, SERVICIOS
"EN GENERAL O LA EXPLOTACION OE ESTABLECIMIENTOS DE COMERCIO DEDICADOS A DICHO GIRO. C)
ADQUIRIR ACCIONES, CUOTAS SOCIALES, BONOS CEDULAS, TITULOS U OTROS VALORES EN .COMPANIAS
DZ CUALQUIER NATURALEZA O TIPO LEGAL, DEDICADAS A LA EXPLOTACION DE CUALQUIER ACTIVIDAD
ECONOMICA LICITA Y ENAJENARLAS.D) LA EXPLOTACION OEL NEGOCIO DE LA PUBLICIDAD Y EL
ESTABLECIMIENTO DE OFICINAS DEDICADAS A ESTE NEGOCIO O A LA CREACION DE ORGANOS DE
PUBLICIDAC HABLADOS O ESCRITOS. 'E) GARANTIZAR LAS OBLIGACIONES PROPIAS DE LOS
ACCIONISTAS O DE TERCEROS. F) LA ADQUISICION DE BIENES MUEBLES, INMUEBLES Y DE TOLA
CLASE DE EQUIPO Y MAQUINARIA PARA SU ARRENDAMIENTO O PARA LA COMERCIALIZACION DE ELLOS.
EN DESARROLLO DEL OBJETO SOCIAL PODRA OBTENER PRIVILEGIOS INDUSTRIALES, CONCESIONES,
PATENTES DE INVENCION, DE MEJORAS O PROCEDIMIENTOS, MARCAS DE TABRICA O DE COMERCIO, YA
SEA EN NOMBRE PROPIO O DE TERCEROS, OTORGAR A TERCEROS, DENTRO O FUERA DEL PAIS
CONCESIONES O USCS DE EXPLOTACION SOBRE ESTOS DERECHOS, £JECUTAR TODA CLASE DE
CONTRATOS DE COMPRAVENTA, DISTRIBUCION DE MATERIAS PRIMAS, DE PRODUCTOS SEMIELABORADOS
O ELABORADOS EN EIL MERCADO INTERNC O EN EL EXTERIOR Y EN GENERAL, LA CELEBRACION DE
TODO ACTO O CONTRATO SOBRE BIENES3 MUEBLES O INMUEBLES DE COMERCIO, INDUSTRIALES O DE
CTRA INDOLE QUE SE REFIERAN DIRECTAMENTE A LAS ACTIVIDADES QUE PERSIGUE LA SOCIEDAD.

CERTIFICA

ORGANOS DE DIRECCION Y ADMINISTRACION. PARA LOS FINES DE SU DIRECCION, ADMINISTRACION Y
REPRESENTACION, LA SOCIEDAD TIENE LOS SIGUIENTES ORGANCS: A) ASAMSLEA GENERAL DE
ACCION-STAS. B) JUNTA DIRECTIVA. C) PRISIDPENTE EJECUTIVO. D) TRES VICEPRESIDENTES
EJECUTIVOS. E) VICEPRESIPENCIAS ADMINISTRATIVAS.

LA DIRECCION DE LA SOCIEDAD CORRESPONDE, EN PRIMER TERMINO A LA ASAMBLEA GENERAL DE
ACCIONISTAS Y EN SEGUNDO LUGAR, A LA JUNTA DIRECTIVA COMO DELEGADA DE AQUELLA.

LA REPRESENTACION LEGAL DE LA SOCIEDAD Y LA GESTION DE LOS NEGOCIOS SOCTALES, ESTARAN A
CARGO DEL PRESIDENTE EJECUTIVO Y DE LOS TRES VICEPRESIDENTES EJECUTIVOS.

FUNCIONES DE LA ASAMBLEA DE ACCIONISTAS. ENTRE OTRAS LAS SIGUIENTES: 1) ACORDAR LA
FUSION DE LA SOCIEDAD, SU TRANSFORMACICN, LA ENAJENACION O EL ARRENDAMIENTO DE LA
EMPRESA SOCIAL, LA DISOLUCION O LA PRORROGA Y CUALQUIER REFORMA, AMPLIACION
MODIFICACION OEL CONTRATO SOCIAL. 9) AUTORIZAR LA ADQUISICION DE ACCIONES PROPIAS, CON
SUJECION A LOS REQUISITOS ESTABLECIDOS POR 1A LEY. 10) ADOPTAR EN GENERAL, TODAS LAS
MEDIDAS QUE RECLAMEN EL CUMPLZIMIENTO DE L0S ESTATUTOS O EL INTERES DE LA SOCIEDAD.

'n, JUNTA DIRECTIVA SE COMPONE DE SEIS (6) MIEMBROS >RINCIPALES O DIRECTORES, ELEGIDOS

X LA ASAMBLEA GENERAL DE ACCICNISTAS PARA PERTODOS DE DCS ANOS, SIN PERJUICIO CE QUE
~UEDAN SER REMOVIDOS LIBREMENTE POR LA ASAMBLEA O REELEGIDOS INDEF;NIDAMENTE.
SIMULTANEAMENTE CON LA ELECCION DE LOS PRINCIPALES, LA ASAMBLEA ELEGIRA SEIS (6)
SUPLENTES NUMERICOS LOS CUALES, EN EL ORDEN DE DESIGNACION, REEMPLAZARAN A LOS
PRINCIPALES EN SUS FALTAS ABSOLUTAS, ACCIDENTALES O TEMPORALES.

EN LA JUNTA DIRECTIVA SE ENTIENDE DELEGADO EL MAS AMPLIO MANDATO PARAR ADMINISTRAR LA
SOCIEDAD Y POR CONSIGUIENTE, TENDRA ATRIBUCIONES SUFICIENTES PARA ORDENAR QUE SE
EJECUTE O CELEBRE CUALQUIER ACTO O CONTRATO COMPREND-DO DENTRO DEL OBJETO SOCIAL Y PARA
ADOPTAR LAS DETERMINACIONES NECESARIAS EN ORDEN A QUE LA SOCIEDAD CUMPLA SUS FINES Y DE
MANERA ESPECIAL, TENCRA LAS SIGUIENTES FUNCIONES ENTRE OTRAS: C) NOMBRAR Y REMOVER
LIBREMENTE AL PRESIDENTE EJECUTZVO, A LDS VICEPRESIDENTES EJECUTIVOS Y A LOS
VICEPRESIDENTES ADMINISTRATIVOS. E) DISPONER EL £STABLECIMIENTO O LA CLAUSURA DE
SUCURSALES O AGENCIAS, DENTRO O FUERA DEL DOMICILIO SOQCIAL. F) FIJAR LAS POLITICAS DE
LA SOCIEDAD EN LOS DIFERENTES ORDENES DE sU AC?IVIDAD, ESPECIALMENTE EN MATERIA
FINANCIERA, ECONOMICA Y LABORAL; APRCBAR PLANES DE INVERSION Y DE PRODUCCION; DECIDIR
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SOBRE NUEVAS 1L.INEAS DE PRODUCCION Y VENTA, ESTABLECER NORMAS GENERALES 2N MATERIA DE
SRECTOS Y DE VENTAS OF LOS PRODUCTOS ELABORADOS POR LA SOCIEDAD O DE LOS MATERIALES Y
DEMAS ELEMENTOS EN QUE ELLA NEGOCIE Y DICTAR NORMAS Y REGLAMENTOS PARA LA ORGANIZACION
Y EL FUNCIONAMIENTO DE TODAS LAS OEPENDENC-AS DE LA SOCIEDAD. G) DETZRMINAR LA
APLICACION QUE DEBA DARSI A LAS UTILIDADES QUE, CON EL CARACTER DE RESERVAS DE
INVERSION, HAYAN 3IDO APROPIADAS POR LA ASAMBLEA DE  ACCIONISTAS. H) AUTORIZAR
PREVIAMENTE LAS OPERACIONES QUE TENGAN POR ORJETO: 1) ADQUIRIR, HIPOTECAR Y EN
CUALQUIER OTRA FORMA GRAVAR O LIMITAR EL DOMINIO OE BIENES RAICES CUYA CUANTIA SEA
SUPERIOR A $100.000.000.00 MONEDA CORRIENTE; 2) CONSTITUIR PRENDA SOBRE BIENES SOCIALES
o DARLOS &N ANTICRESIS PARA ACTOS O CONTRATOS CUYA cuaNTiA SEAR SUPERIOR A
$100.000.000.00 MONEDA CCRRIENTE; 3) AUTORIZAR INVERSIONES EN BIENES DE CAPITAL O
FFECTUAR REPARACIONES O MEJORAS DE LOS MISMOS, CUANDO UNAS U OTRAS IMPLIQUEN, EN CADA
cAS0, COSTOS O DESEMBOLSOS EN CUANTIA © SUPERIOR A CIEN MIL DOLARES AMERICANQS
($U5100.000.oo). 4) AUTORIZAR LOS CONTRATOS pE MUTUO QUE PUEDAN CELEBRAR .A SOCIEDAD
1OS REPRESENTANTES LEGALES CUANDO Su CUANTIA SEA SUPERIOR A £100,000.000.00 NONEDA
LEGAL COLOMBIANA O A US$300,000,00. L) RUTORIZAR AL REPRESENTANTE LEGAL PARA QUE
SOLICITE, LLEGADQ EL CASQ, QUE SE ADMITA A LA coMpARIA A LA CELEBRACION DE CCNCORDATO
PREVENTIVO CON SUS ACREEDORES. M) SERVIR DE ORGANO CONSULTIVO Y ASESOR DE 108
REPRESENTANTES DE LA COoMPANIA,

LA ADMINISTRACION INMEDIATA DE LA cOoMPANIA, SU REPRESENTACION LEGAL Y LA GESTION DE LOS
NEGOCIOS SOCIALES ESTARAN A CARGO DEL PRESIDENTE £JECUTIVO Y DE LOS TRES
YTCEPRESIDENTES EJECUTIVOS, DESIGNADOS POR LA JUNTA DIRECTIVA PARA PERIODOS DE UN ANOQ,
RAELEGIBLES INDEFINIDAMENTE Y REMOVIBLES LIBREMENTE POR ELLA EN CUALQUIER TIEMPO,
QUIENES COMO REPRESENTANTES LEGALES PODRAN ACTUAR CONJUNTA Q SEEARADAMENTE CON IGUALDAD
DE FUNCIONES Y CALIDADES. TODOS 10S EMPLEADOS DE LA coMPANIA CON EXCEPCION DE LOS
DF SNADOS POR LA ASAMBLEA DE ACCIONISTAS Y LOS DEPENDIENTES DEL REVISOR FISCAL, SI LOS
HL 4RE, ESTARAN SOMETIDOS EN EL DZSEMPENO DE SUS CRRGOS A LOS REPRESENTANTES LEGALES.

LOS REPRESENTANTES LEGALES SON MANDATARIOS CON REPRESENTACION INVESTIDOS DE SUNCIONES
rJECUTIVAS Y ADMINISTRATIVAS Y COMO TALES mIENEN A SU CARGO LA REPRESENTACION LEGAL DE
LA compaNia, LA GESTION COMERCIAL Y FINANCIERA, LA RESPONSABILIDAD DE LA ACCION
ADMINISTRATIVA, LA COORDINACION Y LA SUPERV-SION GENERAL DE LA EMPRESA, LAS CUALES
CUMPLIRAN CON ARREGLO A LAS NORMAS DE LCS ESTATUTOS Y A LAS DISPOSICIONES LEGALES Y COXN
SUJECION A LAS ORDENES E INSTRUCCIONES DE LA JUNTA DIRECTIVA.

COMO REPRESENTANTES LEGALES DE LA comMpaNia EN JUICIO ¥ FUERA DE JUICIO, LOS3
REPRESENTANTES TIENEN FACULTADES PARA EJECUTAR O CELEBRAR SIN OTRAS L-MITACIONES QUE
LAS ESTABLECIDAS EN 10S ESTATUTOS EN CUANTO S3 TRATE DE OPERACIONES QUE DEBAN SER
PREVIAMENTE AUTORIZADAS POR LA JUNTA DIRECTIVA O POR LA ASAMBLEA DE ACCIONISTAS, TODOS
~ LOS ACTOS O CONTRATOS COMPRENDIDOS DENTRO DEL OBJETO SOCIAL O QUE TENGAN CARACTER
§IMPLEMENTZ PREPARATORIO, ACCESORIO O COMPLEMENTARIO PARA LA REALI2ACION DE LOS FINES
QUE PERSIGUE LA SOCIEDAD Y LOS QUE SE RELACIONAN DIRSCTAMENTE CCN LA EXISTENCIA Y EL
FUNCIONAMIENTO DE LA MISMA. LOS REPRESENTANTES QUEDAN INVESTIDOS OE PODERES ESPECIALES
- PARA TRANSIGIR, ARBITRAR Y COMPROMETER LOS NEGOCIOS SOCIALES; PRCMOVER O CORDYUVAR
ACCIONES JUDICIALES, ADMINISTRATIVAS O CONTENCIOSO ADMINISTRATIVAS EN QUE LA coMPARTA
TENGA INTERES E INTERPONER TODOS LOS RECURSOS QUE SEAN PROCEDENTES CONFORME A LA LEY;
DFSISTIR DE LAS ACCIONES O RECURSOS QUE INTERPONGAN: NOVAR - OBLIGACIONES O CREDITOS; DAR
¢ IECIBIR BIENES EN PAGO; CONSTITUIR APODERAJOS JUDICIALES O EXTRAJUDICIALES,
0. EGARLES FACULTADES REVOCAR MANDATOS Y SUSTITUCICNES.

PARAGRAFO: LOS REPRESENTANTES LEGALES DE LA SOCIEDAD TIENEN AMPLIAS FACULTADES, SIN
NINGUNA LIMITACION Y SIN REQUERIR AUTORIZACION PREVIA DE LA JUNTA DIRECTIVA, PARA
ACTUAR EN NOMBRE DE LA SOCIEDAD EN LICITACTONES PUBLICAS, PRIVADAS O CUALQUIER OTRA
MODALIDAD DE CONTRATACION, PRESENTAR PROPUESTAS, ACEPTAR ADJUDZCACIONES Y CONTRATAR SIN
LIMITACION DE CUANTIA ALGUNA ANTE LAS ENTIDADES PUBLICAS, EMPRESAS INDUSTRIALES Y
COMERCIALES DBL ESTADO, SOCIEDADES DE FCONOMIA MIXTA, BIEN SEAN ELLAS DEL ORDEN
NACIONAL, DISTRITAL, DEPARTAMENTAL 0 MUNICIPAL. :

CERTIFICA
DOCUMENTO: ACTA No. 393 DEL 2C DE ENERO DE 1993

ORIGEN: JUNTA DIRECTIVA :
INSCRIPCION: 26 DE ENERO DB 1593 No. 62203 DEL LIBRO IX
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" PRESIDENTE EJECUTIVO
FRANCISCO JOSE BARBERI OSPINA
C.C.14445880

VICE2RESIDENTE EJECUTIVO
JUAN MANUEL BARBERI OSPINA
C.C.14949561

VICEPRESIDENTE EJECUTIVO
JUAN BAUTISTA DE LOS RIOS GUTIERREZ
Cc.C.17108621

VICEPRESIDENTE EJECUTIVO -
EMILIO SARDI APARICIO
C.C.14434582

CERTIFICA

DOCUMENTO: ACTA No. 67 DEL 28 DE MARZO DE 2008
O™TGEN: ASAMBLEA DT ACCIONISTAS
-RIPCTION: 16 DE MAYO DE 2008 No. 5363 DEL LIBRO IX

FUE {RON) _NOMBRADO (S)
JUNTA DIRECTIVA
PRINCIPALZS

" PRIMER RENGLON
FRANCISCO JOSE BARBERI OSPINA
¢.C.14445880

SEGJINDO RENGLON
~ JUAN MANUEL BARBERI OSPINA
C.C.14%49561 :

TERCER RENGLON
EMILIO SARDI APARICCO
C.C.14434582

CUARTC RENGLON
TONTO JAIRO RAMIREZ ECHAVE
.C.16741040

QUINTO RENGLON
DTEGO HUMBERTO QUIJANO REISSNER
C.C.16615708

SEXTC RENGLON
ALONSO BOTSRO PARDO
C.C.16830282

SUPLENTES

PRIMEX RENGLON
VICTOR RICARDO RCSA GARCIA
C.C.6811102
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SEGUNDO RENGLON
ERNESTO TRUJILLO PEREZ
C.C.14984104 :

TERCER RENGLON
ANA MARIA ALVAREZ ROBLEDO
¢.C.31170896

CUARTO RENGLON
GUSTAVO ADOLFO SANCHEZ LESMES
€.C.16625960

QUINTO RENGLON
JORGE ENRIQUE ARIZA BERNAL
€.C.19494403

SEXTC RENGLON
MARTHA LJUZ GONZALEZ TORRES
C.C.31854671

CERﬂHCAA
DOCUMENTO: ACTA No. 59 DEL 31 DE MARZO DE 2003

ORIGEN: ASAMBLEA DE ACCIONISTAS
{NSCRIPCION: 23 DE ABRIL DE 2003 No. 2845 DEL LIBRO IX

FL  .ON) NOMBRADO(S) :
REVISOR FISCAL

DELOITTE & TOUCHE LTDA D & T LTOA
NIT.860005813~4

CERTIFICA
DOCUMENTO: DOCUMENTO PRIVADO DEL 26 CE AGOSTO DE 2004

"ORIGEN: DELOITTE & TOUCHE LTPA D & T LTDA

INSCRIPCION: 30 DE AGOSTO DE 2004 No. 9417 DEL LIBRO IX
FUE (RON) NOMBRADO(S) :

REVISOR FISCAL PRINCIPAL
LUIS FERNANDOC QUICENO BENAVIDES
Cc.C.6106227

F :SOR FPISCAL SUPLENTE
JksUS DARIO LOPE2 CASELLA
C.C.167898097

- CERTIFICA

QUE POR ESCRITURA NRO. 5235 DEL 16 DE JULIO DE 1996 NOTARIA DECIMA DE CALI ,INSCRiTA
N LA CAMARA DE COMERCIO EL 25 DE JULIO DE 1996 BAJO EL NRO. 144 DEL LIBRO v MZDIANTE

. 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.

14.440.778 DE CALI, PARA QUE EN NOMERE Y REPRESENTACICN DE LA SOCIEDAD, CUYA PERSONERIA
OSTENTA, EL REPRESENTANTE EN LOS SIGUIENTES ACTCS: A) PRESENTAR EN LA ADMINISTRACION CE
IMPUESTOS Y ADUANAS NACIONALES O DEL ORGANISMO QUE HAGA sUS VECES Y FIRMAR EN
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DE CAL!

REPRESENTACION DE LA SOCIEDAD, LAS DECLARACIONES ODEL TMPUESTD SOBRE LA RENTA Y
COMPLEMENTARIOS QUE CORRESPONDA A LA SOCIEDAD, ¥ TODAS LAS DEMAS DECLARACIONES QUE LA
SOCTEDAD DEBA PRESENTAR ANTE DICHA ENTIDAD, TALES COMO LA DE VENTAS, RETENCION EN LA
FUENTE, TIMERE Y CUALZSQUIER OTRA DECLARACION QUE POR LEY LA SOCIEDAD ESTE OBLIGADA A
PRESENTAR, :
8, DARA PRESENTAR Y SUSCRIBIR TODOS LOS DOCUMENTOS QUE OBLIGUEN A TECNOQUIMICAS S.A.,
CoMO DECLARANTE DEL IMPUESTO DE INDJSTRIA Y COMERCIO Y EL COMPLEMENTARIO OE AVISOS ¥
"ABLZROS EN LOS MUNICIPIOS EN QUE LA SOCIEDAD ESTE OBLIGADA AL PAGO DE LOS CITADOS
IMPUESTOS, PUDIENDO IGUALMENTE NOTIFICARSE DE TODAS LAS ACTUACIONES, ACTOS, DILIGENCIAS
O GESTIONES RELACIONADAS O QUE SE DERIVEN OE LOS MENCIONADOS PRIBUTOS. C) PARA
PRESENTAR Y SUSGRIBIR TODOS LOS DOCUMENTOS QUE OBLIGUEN A TECNOQUINICAS S.A. COMO
GECLARANTE DEL IMPUESTO PREDIAL Y COMPLEMENTARIOS EN LOS MUNICIPIOS DONDE TENGA BIENES
INMUEBLES, PUDIENDO IGUALMENTE NOTIFICARSE DE TODAS LAS ACTUACIONES, ACTOS, DILIGENCIAS
5 GESTIONES RELACIONADAS O QUE SE DERIVEN DEL CITADO IMPUESTO. D) PARA DAR RESPUESTA A

. L0S REQUERIMIENTOS ORDINARIOS Y A LAS SOLICITUJES DE INFORMACION EN RELACION CON LOS
IMPUESTOS ADMINISTRADOS POR LA DIRECCION DE IMPUESTOS Y ADUANAS NACIONALES Y POR LAS
CEPENDENGIAS MUNIG-PALES QUE ADMINISTREN LOS IMPUESTOS DE CARACTER TERRITORIAL. E) Y EN
GENERAL, PARA QUE ASUMA LA PERSONERIA EN NOMBRE OE TECNOQUIMICAS S.A., SIEMPRE QUE LO
FSTIME CONVENIENTE, DE MANERA QUE EN NINGUN CASO LA SOCIEDAD QUEDE SIN REPRESENTRCION
EN LOS ASUNTOS RELACIONADOS CON LAS FACULTADES OTORGADAS.

CERTIFICA

QUE POR ESCRITURA NRO. 307 DEL 31 DE ENERC DE 2002 NOTARIA TERCERA DE CALI , INSCRITA
EN LA CAMARA DE COMERCIO EL 13 DE FEBRERO DE 2002 BAJO EL NRO. 298 DEL LIBRO V MEDIANTE
LA CUAL SE LE CONCEDE PODER ESPECIAL, AMPLTO Y SUFICIENTE A JORXGE ROBERTO OBANDO
RONDRIGUEZ, MAYOR DE EDAD, VECING DE ESTA CIUDAD, IDENTIFICADO CON LA CEDULA DE
( JADANIA NRO. 14.960.183 DE CALI, PARA QUE EN NOMBRE Y REPRESENTACION DE LA SOCIEDAD,
CuYA PERSONERIA OSTENTA: lo.) PROMUEVA O DESISTA DE ACCIONES ANTE CORPORACIONES,
ENTIDADES O FUNCIONARIOS DEL ORDEN JUDICIAL O GUBERNATIVO, YA SEA EN PROCESOS,
ACTUACTONES O ACTOS SIMPLES, DILIGENCIAS O GESTIONES EN QUE TECNOQUIMICAS S.A. TENGA
INTERES COMO ACTOR, DEMANDANDO O TERCERO INTERVINIENTE EN RELACION CON LOS ASUNTOS DE
CARACTER LABORAL, POLICIVO, PENAL O DE FISCALIA, EN QUE LA EMPRESA SEA PARTE ACTIVA O
PASIVA, CON CAPACIDAR PARA NOTIFICARSE Y CONTESTAR Y HACERSE PARTE DE ELLOS EN NOMBRE
DE TECNOQUIMIGRS S$.A. 20.) SUSCRIBA Y DE POR TERMINADO LOS CONTRATOS DE TRABAJO DEL
PERSONAL VINCULADO A LA EMPRESA. 30.) CONSTITUYA APODERADOS EN DESARROLLO DE ESTA
REPRESENTACION LABORAL, REVOQUE Y SUSTITUYA DICHOS PODERES CUANDO LO ESTIME PROCEDENTZ.
4o.) TRANSIJA, CONCILIE, DESISTA Y COMPROMETA A LA EMPRESA EN TODOS LOS TRAMITES
ADMINISTRATIVOS Y PROCZSOS JUDICIALES, DE CARACTER LABORAL, POLICIVO, PENAL 0 DE
FISCALIA EN LOS QUE LA EMPRESA SEAR PARTE 5EMANDANTE, DEMANDADA O TERCERO INTERVINIZNTE.
PARAGRAFO. LA FACULTAD PARA TRANSIGIR O CONCILIAR SE LIMITA A LA SUMA DE QUINIZINTOS
(500) - SALARIOS LEGALES MENSUALES. 50.) OTORGUE PODERES Y CONSTITUYA MANDATARIOS PARA
INICTAR LAS ACCIONES JUDICIALES DE CARACTER C-VIL, COMERCIAL Y PENAL TENDIENTES A LA
RECUPERACION DE LOS CREDITOS A FAVOR DE LA SOCIEPAD, BIEN SEA REPRESINTADOS EN
FACTURAS, CHEQUES, TITULOS VALORES O CUALQUIER OTRO DOCUMENTO REPRESENTATIVO DE
CREDITO, HASTA POR SUMA EQUIVALENTE A QUINIENTOS (500) SALARIOS MINIMOS LEGALES
MENSUALES, CON EXPRESAS FACULTADES PARA ASTSTIR EN NOMBRE DE TECNOQUIMICAS S.A. A LAS
AUDIENCIAS DE CONCILIACION QUE PROGRANEN LOS JUZGADOS CIVILES MUNICIPALES Y DEL
" RCUITO, CON AUTORIZACION PARA TRANSIGIR, OESISTIR CONCILIAR O COMPROMETER A LA

STEDAD HASTA POR LA CUANTIA INDICADA. 6o. REPRESENTE A TECNOQUIMICAS S.A. DENTRO DOE
LOS TRAMITES DE CONCORDATOS, PROCESOS DE REZSTRUCTURACION ECONOMICA PREVISTO EN LA LEY
550 DE 1999 Y LAS NORMAS QUE LA ADICIONEN O MODIFIQUEN Y LIQUIDACIONES OBLIGATORIAS GCUE
SE TRAMITEN ANTE LA SUPERINTENDENCIA DE SOCIEDADES O ANTE LAS ENTIDADES PERTINENTES
CUANDO SE TRATE DE OTRA CLASE DE ACREEDORES O ANTE LOS JU2GADOS CIVILES, CON EXPRESAS
FACULTADES PARA TRANSIGIR, DESISTIR, CONCILIAR O COMPROMETER, NOMBRAR APODERADOS,
PRESENTAR LOS CREDITOS, APORTAR LAS PRUEBAS QUE ESTIME NECESARIAS, ASISTIR A LAS
AUDIENCIAS PRELIMINARES Y DEFINITIVAS, ACORDAR FORMULAS DE PAGO, RECIBIR Y EN GENERAL
PARA EJERCER TODAS RQUELLAS GESTIONES NECESARIAS PARA OBTENER EL RECONOCIMIINTO Y PAGO
DE LOS CREDITOS PRESENTADOS. LAS FACULTADES AQUI ESTABLECTDAS ESTAN LIMITADAS PARA LOS
CREDITOS HASTA POR CUANTIA DE QUINIENTOS (500) SALARIOS MINIMOS LEGALES WMENSUALES.
PARAGRAFO. IGUALMENTE QUECA FACCULTADO PARA ACEPTAR Y REPRESENTAR A TECNOQUIMICAS CUANDO
LA EMPRESA SEA NOMBRADA EN JUNTA DE ACREEDORES O EN ORGANOS EQUIVALENTES O SIMILARES,
EN LOS PROCES0S QUE TRAMI'EN ANTE LA SUPERINTENDENCIA OE- SOCIEDADES 0 ANTE LAS
ENTIDADES PERTINENTES CUANDO SE TRATE DE OTRA CLASE DE OEUDORES. 7o.) REPRESENTE A
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TECNOQUIMICAS S.A. EN 10S >ROCEDIMIENTOS DE CONCILIACION QUE LOS DEUDORES DE LA
SOCIEDAD CONVCQUEN ANTE LAS ENTIDADES fACULTADAS PARA ZLLO CON EL FPIN OBTENER UN
ACUERDO EN EL PAGO DE LAS ACREENCIAS, CON EXPRESAS FACULTADES PARA PRANSIGIR, DESISTIR,
CONCILIAR O COMPROMETER Y RECIBIR, FAGCULTADES QUE. SE LIMITAN HARSTA POR LA SUMA DE
QUINIENTOS (500) SALARIOS MINIMOS LEGALES MENSUALES. Bo.) REVISE LOS EXPEDIENTES DE LOS
PROCESOS JUDICIALES DE CARACTER EJECUTIVO EN QUE LA SOCIEDAD SEA PARTE DEMANDANTE, EN
P0D0 EL TERRITORIO NACIONAL, PARA LA RECUPERACION DE SUS ACREENCIAS. 90.) APRUEBE Y
SUSCRIBA ACUERDOS PRIVADOS DE PAGO Y CONCILIACIONES DOE OBLIGACIONES A FAVOR DE
TECNOQUIMICAS POR LA VENTA DE st'S PRODUCTOS HASTA POR LA SUMA DE (500) SALARIOS MINIMOS
LEGALES MENSUALES. ' '

CERTIFICA

QUZ POR ESCRITURA NRO. 4.202 DEL 31 DE MAYO DE 1995 NOTARIA DECIMA DE CALI , INSCRITA
£N LA CAMARA DE COMERCIO EL 24 DE SEPTIEMERE DE 2003 BARJO EL NRO. 134 DEL LIBRO V SE
CONFIERE PODER ESPECIAL A ANTONIO JAIRO RAMIREZ ECHAVE, ABOGADO TITULADO Y EN
EJERCICIO, CON TARJETA PROFESIONAL No. 58.401 DEL MINISTERIO DE JUSTICIA, IDENTIFICADO
CON LA CEDULA DE  CIUDADANIA NUMERQ 16.741.040 DE CALI PARA OQUE REPRESENTE A
TECNOQUIMICAS S.A., EN LOS SIGUIENTES ACTOS: A) SOLICITAR Y ADELANTAR ANTE EL
INSTITUTO COLOMBIANO AGROPECUARIO TODOS LOS TRAMITES ATINENTES A LA OBTENCION DE
LICENCIAS DE VENTA Y LICENCIAS DE FUNCIONAMIENTO, RENOVACIONES, CERTIFICACIONES,
AMPLIACIONES, INSCRIPCIONES Y MODIFICACIONES EN GENERAL; B) TODOS LOS TRAMITES ANTE
FL INVIMA ATINENTES A A ORTENCION DE REGISTRO SANITARIO, RENOVACION DEL MISMO,
REFORMULACIONES, ADICIONES DE NUESTRA LINEA DE PRODUCTOS, CAMBIOS DE TTTULAR Y DE
FABRICANTE, CESIONES, CERTIFICACIONES DE FORMULA Y EXCLUSIVIDAD, MODIFICACIONES DE
FABRICAR Y VENDER A IMPORTAR Y VENDER Y VICEVERSA, E IGUALMENTE CERTIFICACICNES SOBRE
L INEA COMPLETA DE NUESTROS PRODUCTOS, A CUYO OBJETO LO FACULTO PARA DAR ANTE DICHAS
AL JRIDADES TODOS LOS PASOS NECESARIOS, PRESENTAR SOLICITUDES, HACER DECLARACIONES,
PAGAR DERECHOS, PROBAR EXPLOTACIONES, SOLICITAR TESTIMONIOS, RECIBIR DOCUMENTOS,
FORMULAR 'APELACIONES Y RECLAMOS, DESISTIR Y PERCIBIR. .ASI MISMO DICHO APODERADO ZSTA
_AUTORIZADO PARA HACER CUANTO FUERZ NECESARIO ANTE LAS AUTORIDADES ADMINISTRATIVAS PARA

LOS FINES ARRIBA INDICADOS CON TODAS LAS DEMAS FACULTADES GENERALES Y ESPECIALES QUE
FUEREN NECESARIAS INCLUIDAS LAS DE SUST{TUIR Y DELEGAR EL PRESENTE PODER SI LO ESTIMARE
CONVENIENTE Y EN CASC NECESARIO REVOCAR DICHAS SUSTITUCIONES. PUDIENDO ATENDER ASI
MISMO LAS NOTIFICACIONES QUE DIRECTA © INDIRECTAMENTE SE GENERE DE 10S ACTOS,
ACTUACIONES, DILIGENCIAS O GESTIONES QUE TENGAN RELACION DE CAUSALIDAD POR LOS
SSODICHOS TRAMITES Y 3) IN GENERAL PARA QUE ASUMA LA PERSONERIA =N NOMBRE LCE
TECNOQUIMICAS S.A., SIEMPRE QUE LO ESTIME CONVENIENTE, DE MANERA QUE EN NINGUN CASO
QUEDE SIN LA DEBIDA REPRESENTACION EN LA SALVAGUARDIA DE SUS DERECHOS ¥ OBLTGACIONES EN
LOS ASUNTOS CONCERNIENTES PARA LAS MATERIAS DE QUE TRATA ESTE PODER. ANTONIO JAIRO
RAMIREZ ECHAVE SE CENIRA RIGUROSAMENTE A LOS TERMINOS EXPRESADOS EN ESTE MANDATO QUE SE
OTORGA POR TERMINO INDEFINIDO ¥ CUALQUIER MODIFICACION O SU REVOCATORIA SE HARA
EXPRESAMENTE POR ESCRITURA PUBLICA.

CERTIFICA

QUE POR ESCRITURA NRO, 6224 DEL 15 OE DICIEMBRE DE 2004 NOTARIA TERCERA DE CALI
, INSCRITA EN LA CAMARA DE.COMERCIC EL 17 DE ENERQ DE 2005 BAJO £, NRO. 3 DEL LIBRO V
M~nTANTE LA CUAL CONCEDE PCDER ESPECIAL PERO AMPLIO Y SUFICIENTE A DIEGO PEREZ MENDOZA

OR DE EDAD, VECINO DE° 30GOTA, IDENTIFICADO CON CEDULA DE CIUDADANIA NUMERO
16.820.530 DE CALI, COMO SU REPRESENTANTE CON PODER ESFPECIAL, AMPLIO Y SUFICIENTE,
pARA REALIZAR TODGS 1LOS TRAMITES RELACIONADOS CON EL PROCEDIMIENTO DE OTORGAMIENTO DE
T ICINCIA DE VENTA'DE LOS PRODUCTOS AGRICOLAS DE LA SOCIEDAD, CON FACULTAD PARA FIRMAR
TODO TIPO DE  DOCUMENTOS, SOLICITUDES, REQUERIMIENTCS, MEMORIALES RESPUESTAS,
ACLARACIONES BIEN SEA ANTE EL INSTITUTO COLOMBIANO AGROPECURRIO ICA, MINISTERIO DEL
MEDIO AMBIENTE, MINISTERIO DE PROTECCION SOCIAL O ANTE LAS - AUTORIPADES GUBERNAMENTALES
COMPETENTES EN LO REZACIONADO CON LOS TRAMITES QUE PERMITAN LA COMERCIALIZACION DE ESE
TIPO DE PRODUCTOS. LA FACULTAD TAMBIEN COMPRENDERA' LA DE NOTIFICARSE, RESPONDER E
INTERPONER RECURSOS DE TODO TIPO DE ACTO ADMINISTRATIVO. EL APODERADO SUSCRIBIRA TQCOS
10§ DOCUMENTOS Y REALIZAR TODDS LOS ACTOS QUEZ OBLIGUEN A LA SOCIEDAD ANTE LAS
AUTORIDADES MENCIONADAS, PUDIENDO IGUALMENTE NOT1IFICARSE DE TOPAS LAS ACTUACIONES,
ACTOS ADMINISTRATIVOS, DILIGENCIAS O GESTIONES RELACIONADAS 0 QUE SE DERIVIN DE DICHA
ACTIVIDAD Y EN GENERAL, PARA QUE ASUMA LA PERSONERIA A NOMBRE OE TECNOQUIMICAS S.A.,
STEMPRE QUE LO ESTIME CONVENIENTE, DE MANERA QUE EN NINGUN CASO QUEDE SIN LA DEBIDA
REPRESENTACLON EN LA SALVAGUARDIA DE 5US DERECHOS Y CUMPLIMIENTO DE OBLIGACIONES EN LOS

eﬁb
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O NTOS CONCERNIENTES PARA LAS MATERIAS DE QUE TRATA ESTE PODER. EL APODERADO SE
CERIRA RIGUROSAMENTE A LOS TERMINOS EXPRESADOS EN ESTE MANDATO QUE SE OTORGA POR
FPRMING INDEFINIDO Y CUALQUIER NODIFICACION O REVOCATORIA SE HARR EXPRESAMENTE POR
ESCRITURA PUBLICA.

CERTIFICA

QUE POR ESCRITURA NRO. 4265 DEL 16 DE SEPTIEMBRE DE 2005 NOTARIA TERCERA DE CALI
*,INSCRITA EN LA CAMARA DE COMERCIO EL 04 DE OCTUBRE DE 2005 BAJO EL NRO. 168 DEZ LIBRO
v EL SENOR JUAN BAUTISTA DE 10S RIOS GUTIERREZ MAYOR DE EDAD, DOMICILIADO EN CALI,
IDENTIFICADO CON LA CZQULA DE CIUDADANIA NUMERC 17108621 DE BOGOTA, QUIEN ACTOA EN SU
CALIDAD DE REPRESENTANTE LEGAL DE TECNOQUIMICAS S.A. SOCIEDAD COMERCIAL ORGANZZADA Y
EXISTENTE CONFORME A LAS LEYES COLOMBIANAS, CON DOMICILIO Y SEDE PRINCIPAL EN CALI. EN
DICHA CONDICION CONFIERE PODER AMPLIO Y SUFICIENTE A LAS SIGUIENTES PERSONAS: CLAUDETTE
VERNOT HERNANDEZ ABOGADA TITULADA Y EN. EJERCICIO, IDENTIFICADA CON LA CECULA CE
CIUDADANIA No. 51722517 DE BOGOTA, PORTADORA DE LA TARJETA PROFESIONAL DE ABOGADO No.
57111 DEL. C.S. DE LA J., ANDRES FELIPE ZAPATA OCAMPO, IDENTIFICADO CON LA CEDULA DE
CIUDADANIA No. 79538546 DE BOGOTA, PORTADOR DE LA TARJETA PROFESIONAL DE ABOGADG No.
107240 DEL C.S. DE LA J. Y JUAN MANUEL SERRANO CASTILLO, IDENTIFICADO CON LA CEDULAR DE
CIUDADANIA No. 79875670 DE BOGOTA, PORTADOR DE LA TARJETA PROFESIONAL DE ABOGADO No.
124953 DE C.S. DE LA J., TODOS CON LOMICILIO EN LA CIUDAD DE ROGOTA, D.C., PARA QUE EN
NOMBRE DE MI REPRESENTADA ACTUEN EN TOPOS LOS ASUNTOS DE PRO?IEDAD INTELECTUAL Y LOS
'DERIVADOS DE ELLA, GCON FACULTAD PARA RECIBIR NOTIFICACIONES, NOMBRAR APODERADOS
JUDICIALES O EXTRAJUDICIALES EN ESTOS ASUNTOQS. :

£L PRESENTE PODIR SE CONFIERE PARA QUE LOS APODERADOS ACTUEN ANTE CUALQUIER PERSONA 0
AUTORICAD ADMINISTRATIVA DEL ORDEN NACIONAL, DEPARTAMENTAL, DISTRITAL Y LOCAL; ANTE LAS
7 ORIDADES CZONTENCIOSO ADMINISTRATIVAS Y JUDICIALES, PARA OBTENER LA PROTECCION DE
 Ne_3TRA PROPIEDAD INTELECTUAL Y CONTRA LAS PRACTICAS RESTRICTIVAS DE LA COMPETENCIA Y
108 ASUNTOS DE COMPETENCIA DESLEAL, A CUYO EFECTO LA AUTORIZO, EN TODO LO CONCERNIENTE
A LCS SIGUIENTES ASUNTOS: A) OBTENCION DE PATENTES DE INVENCION, DE MODELO DE UTILIDAD,
ESQUEMAS OF TRAZADOS DE CIRCUITOS INTEGRADOS, DISEROS INDUSTRIALES, EL REGISTRO DE
MARCAS DE PRODUCTOS O SERVICIOS; LEMAS COMERCIALES: DEPOSITO DE NOMBRES Y ENSERNAS
COMERCIALES, INDICACIONES GEOGRAFICAS; RENOVACION DE SIGNOS D-STINTIVOS, RENOVACIONES,
AFECTACIONES AL REGISTRO, INSCRIPCION DE CONTRATOS, SOLICITUD Y RENOVACION DE NOMBRES
DE  DOMINIO; B) PRESENTACION DE OPOSICIONES AL REGZSTRO DE MARCAS DE TERCERO,
PRESENTAC-ON DE ALEGATOS EN DEFENSA DE OPOSICTONES AL REGISTRO, ACCION DE CANCELACION,
ACCION POR INFRACCION DE DERECHCS, REVOCATORIA DIRECTA, ACCION DE NULIDAD, ACCION DE
NULIDAD Y RESTABLECIMIENTO DQEL PERECHO, ACCTON REIVINDICATORIA, ACCIONES DE TUTVELA,
POPULARES, DE GRUPO, DE CLASE; ACCIONES Y PROCESOS QUE PROMOVAMOS O SE NOS PROMUEVAN;
C) AGOTAMIENTO DE LA VIA GUBERNATIVA, EJEXRCICIO DEL CERECHO DE PETICION ANTE CUALQUIER
PERSONA O AUTORIDAD; 0) SOLICITUD DE MEDIDAS CAUTELARES, PRESENTACION DE ACCIONES
MEDIANTE PROCESQS CIVILES, ?ENALES, ADMINISTRATIVOS O CONTENCICSO ADMINISTRATIVOS
RELACIONADOS CON ESTOS DERECHOS U CTRCS DE DIFERENTE NATURALEZA, MEDIDAS EN FRONTERA,
ACCIONES Y PROCESOS QUE PROMOVAMOS O SE NOS PROMUEVAN; E) OBTENER Y TRAMITAR TODO LO
RELACIONADO CON EL RECONOCIMIENTO DE DERECHOS DE AUTOR, DERECHOS CONEXQS Y NUEVAS
TECNOLOGIAS Y SU PROTECCION LEGAL; F) SOLICITUD DX REGISTRO X RENOVACION DE CONTRATOS
DE TRANSFERENCIA DE TECNOLOGIA; G) OBRTENER Y TRAMITAR TODO LO RELACIONADO CON LICENCIAS
r~ PUNCIONAMIENTQ, REGISTROS SANITARIOS, AUTORIZACION DE CERTIFICADOS DE LIBRE VINTR,
‘ORIZACION DE PUBLICIDAD ANTE EL MINISTERIO DE PROTECCION SOCIAL O EL INVIMA O ANTE
CUALQUIER AUTORIDA® SANITARIA; H) OBTENCION DE CERTIFICADOS DE CARENCIA DE INFORMES POR
TRACICO DE ESTUPEFACIENTES.RENOVACICNES, AUTORIZACIONES EXTRAORDINARIAS ANTE LA
DIRECCION NACIONAL DE ESTUPEFACIENTES O EL CONSTJO NACIONAL DE ESTUPEFACIENTES; I)
SOLICITUD DE AUTORIZACIONES PARA EROMOCIONES, RIFAS Y JUEGOS ANTE ETESA O ANTE LAS
AUTORIDADES COMPETENTES DEL ORDEN LOCAL, DISTRITAL C DEPARTAMENTAL; Y EN GENERAL
CUALQUIERA CTRR PETICION ANTE LAS AUTORIDADES ADMINISTRATIVA, ASI COMO PARA NOTIFICARSE
DE CUALQUIER PROVIDENCIA Y RENUNCIAR A TERMINOS, EN TODOS LOS ASUNTOS ARRIBA
OETERMINADOS LA ARPODERADA QUEDA FACULTADA PARA SUSTITUIR TOTAL O PARCIALMENTE ESTE
MANDATO, TRANSIGIR, CONCILIAR EXTRAJUDICIAL O JUDICIALMENTE, ADMITIR LOS HECHOS DEL
PROCESO PERC NO PARA CONFESAR, DESISTIR, CANCELAR, RECIBIR, RENUNCIAR Y RATIFICAR LOS
ACTOS DE AGENTES OFICIOSOS. )

- CERTIFICA

U
3
%
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QUE POR DOCUMENTG PRIVADO DEL 22 DE MAYO OE 2008 OE CALI ,INSCRITA EN LA CAMARA DE
COMERCIO EL 04 DE JUNIO DE 2008 BAJO SL NRO. 90 DEL LIBRO V SE CONCEDE PODER ESPECIAL,
AMPLIO Y SUFICIENTE A LOS SIGUIENTES FUNCIONARIOS DE LA EMPRESA:

1. ANA MARIA ALVAREZ R., CON C.C. 31.170.896 DE CALI Y JORGE ENRIQUE ZIRALDO, CON C.C.
16.784.794 DE CALI, OBRARAN COMO APODERADOS ESPECIALES PARA EL DZSARROLLO DE LAS
STGUIENTES FACULTADES:

A. SUSCRIBIR LOS CONTRATOS DE ~RARAJO, SUS MODIFICACIONES Y DARLOS POR TERMINADQ DEL
PERSONAL VINCULADO O QUE SE VINCULE A TECNOQUIMICAS S.A.

g. COMPARECER DIRECTAMENTE U OTORGAR PODER PARA ATENDER RECLAMACIONES Y PROCESOS DE
CRDEN LABORAL BIEN SEA. DE CARACTER ADMINISTRATIVO O JUDICIAL ANTE LAS OFICINAS
REGIONALZS DE TRABAJO, MINISTERIO DE LA PROTECCION SOCIAL Y ANTE CUALQUIER OTRA
AUTORIDAD © ENTIDAD ANTE LA QUE SE INICIE Y TRAMITE PROCERIMIENTOS DE CARACTER LABORAL
0 RELACIONADOS CON TEMAS DE LA SEGURIDAD SOCIAL.

¢. FIRMAR TODOS LOS DOCUMENTOS Y ATENDER TODOS LOS TRAMITES ANTE LAS CAJAS DE
COMPENSACION FAMILIARR, EMPRESAS PRESTADORAS DE SERVICIOS DE SALUD (EPS), FONDOS DE
PENSIONES Y CESANTIAS, ADMINISTRADCRA DE RIESGOS PROFESIONALES ( ARP), INSTITUTO DE LOsS
SEGUROS SOCIALES (1SS). ESTA FACULTAD TAMBIEN COMPRENDE LA DESIGNACION DE APODERADOS.

5. ASISTIR EN NOMBRE DI LA SOCIEDAD A LAS AUDLENCIAS CE CONCILIACION, DECLARACIONES DE
PARTE Y RENDICION DE TESTIMONIOS DENTRG DE LOS PROCESOS DE LA JURISDICCION LABORAL ¥
TRAMITES ADMINISTRATIVOS, CUANDO ELLO SEA REQUERIDO.

E. RESPONDER LAS DEMANDAS DE TUTELA DIRECTAMENTE O A TRAVES DE APODERADO ESPECIAL.

G. . SUSCRIBIR LOS CONTRATOS DE TOPO TIPO CON ENTIDADES EDUCATIVAS DE TODC ORDEN, SIN
LIMITACION DE CUANTIA,

H. SUSCRIBIR LOS DOCUMENTOS Y ESCRITURAS DE DONACION QUE SEAN AUTORIZADAS POR LA JUNTR
DIRECTIVA, SIN LIMITACION ALGUNA.

1. SUSCRIBIR TODOS LOS CONTRATOS JE CONSTRUCCION, TNSTALACION, SERVICIOS, REPARACTIONES
Y ADECUACIONES QUE SE REALICEN Y PRESTEN EN LA PLANTA Y SEDE ADMINISTRATIVA DG
TECNOQU MICAS S.A. LOCALIZADAS EN CALI, HASTA POR LA SIMA EQUIVALENTE A TRESCIENTOS
(300} SALARIOS MINIMOS LEGALES MENSUALES, DARLOS POR TERMINADO POR CUALQUIER CAUSA,
PRESENTAR RECLAMOS ANTE LAS COMPANTAS ASEGURADORAS, EXIGIR EL PAGO DE MULTAS E
TNDEMNIZACIONES DE COALQUIER TIPO QUE ESTEN PACTADAS EN LOS RESPECTIVOS CONTRATOS Y EL
CUMPLIMIENTO OE ELLOS.

J. ANTE EL MINISTERIO DEL MEDIO AMBIENTE Y ORGANISMOS CE CONTROL AMBIENTAL DEL ORDEN
NACIONAL, DEPARTAMENTAL Y MUNICIPAL O DISTRITAL: FORMULAR SOLICITUDES, SUSCRIBIR TODOS
1,08 OOCUMENTOS QUE SE REQUIERAN PRESENTAR, RENDIR DECLARACIONES, NOTIFICARSE
. DIRECTAMENTE O POR MEDIO DE APODERRDO, 'EN TODOS LOS TRAMITES QUE IA SOCIEDAD
TECNOQUIMICAS S.A. REQUIERA ADELANTAR ANTE LA ENTIDAD, Asf COMO DESIGNAR APODERADOS
PARA INICIAR O RESPONDER PROCESOS DE CARACTER JUDICIAL O GUBERNATIVO.

b FORMULAR PETICIONES RELACIONADAS CON LAS FACULTADES OTORGADAS ANTE CUALQUIER
AUTORIDAD. :

PARAGRAEO 1. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA FACULTAD DE
DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O DEMANDAS, O HACERSE PARTE
EN PROCESOS DE CARACTER JUDICIAL, GUBERNATIVO, TRIBUNALES DE ARBITRAMENTO Y RICLAMOS
ANTE LAS COMPANIAS ASEGURADORAS. '

PARAGRAFO II. LOS APODERADOS EJERCERAN SUS FUNCIONES DE MANERA INDIVIDUAL Y SIN ORDEN
DE PRELACION. '

5 JORGE ENRIQUE ARIZA BERNAL, IPENTIFICADO CON LA CEDCLA DE CIUDAIANIA NO.18.494.493
e BOGOTA, PARA EL EJERCICIO DE LAS SIGUIENTES FACULTADES:

4. BANTE EL MINISTERIO DEL MEDIO AMBIENTE: FORMULAR SOLYCITUDES, SUSCRIBIR TODPOS LGS
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"DOCUMENTOS QUE SE RZQUIERAN PRESENTAR, RENDIR DECLARACIONES, NCTIFICARSE DIRECTAMENTE 0
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 ©
RESPONDER PROCESOS DE CARACTER JUDICIAL O GUBERNATIVO.

A. ANTE LA SUPERINTENDENCIA DE VIGILANCIA: FORMULAR SOLICITUOES, SUSCRIBIR TODOS LOS
DOCUMENTOS QUE SE REQUIERAN PRESENTAR, OTORGAR POCERES, RENDIR OECLARACIONES, ATENDER
VISITAS, FIRMAR LAS ACTAS CORRESPONDIENTES Y NOTIFICARSE DIRECTAMENTE O POR MEDIO DE
APCDERADO, EN .TOPOS 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 FONDO NACIONAL DE ESTUPEFACIENTES Y DRIRECCION NACIONAL DE ESTUPEFACIENTES
FORMULAR SOLICITUDES, SUSCRIBIR TODOS LOS DOCUMENTOS QUE SE REQUIERAN PRESENTAR, RENDIR
DECLARACIONES, NOTIFICARSE DIRECTAMENTE O POR MEDIO DE APODERADO, EN TODOS LOS TRAMITES
QUE LA SOCIEDAD T2CNOQUIMICAS S.A. REQUIERA ADELANTAR ANTE LAS CITADAS ENTIDADES,
SUSCRIBIR LAS ACTAS DE VISITA, Y DESIGNAR APODERADOS PARA NOTIFICARSE DE ACTOS
ADMINISTRATIVOS, INICIAR O RESPONDER PROCESOS DE CARACTER JUDICIAL O ADMINISTRATIVO DE
CUALQUIER ORDEN.

'p. EN TODO LO RELACIONADO CON LOS TRAMITES DE IMPORTACIONES Y EXPORTACIONES, S2GUN SE
- INDICA:

I. OTORGAR PODERES Y SUSCRIBIR TODQS LOS DOCUMENTOS QUE SE PRESENTEN Y TRAMITEN ANTE
LAS ADMINISTRACIONES OE ADUANAS DE LA DIRECCION DE IMPUESTOS Y ADUANAS - DIAN - ast
COMO RENDIR DECLARACIONES, ATENDER VISITAS E INSPECCICNES Y FIRMAS LAS CORRESPONDIENTES
ACTAS ATENDER DIRECTAMENTE, CUANDO ELLO SEA REQUERIDO Y EN GENERAL OBRAR COMO APODERADO
E“~mCIAL ANTE LAS AUTORIDADES ADUANERAS EN TODAS LAS OPERACIONES RELACIONADAS CON EL
C .RCIO EXTERIOR.

II. OTORGAR PODERES Y SUSCRIBIR TODOS LOS DOCUMENTOS QUE SE PRESENTEN Y TRAMITEN ANTE
LAS SOCIEDADES PORTUARIAS DE BUENAVENTURA, CARTAGENA Y BARRANQUILLA, ASI COMO RESPONDER
Y ATENDER LOS TRAMITES DIRECTAMENTE O A TRAVES DE APODERADOS.

.III=- OTORGAR PODERES ESPECIALES Y GENERALES, OTORGAR GARANTIAS Y SUSCRIBIR TODOS LOS
DOCUMENTOS QUE SE PRESENTEN Y TRAMITEN ANTE LAS NAVIERAS Y EMPRESAS ADMINISTRADORAS DE
CONTENEDORES PARA EL MANEJO Y RETIRO DE ELLOS.

' IV. OTORGAR PODERES ESPECIALES Y GENERALES A LAS SOCIEDADES DE INTERMEDIACION ADUANERA
— SIA- Y SUSCRIBIR TODOS LOS DOGCUMENTOS QUE SE PRESENTEN Y TRAMITEN DE ACUERDA CCN LA
NORMATIVIDAO LEGAL SOBRE LA MATERIA.

Y. SUSCRIBIR LAS CARTAS DE ANTINARCOTICOS QUE SE PRESENIAN ANTE LA POLICIA

. AEROPORTUARIA BIEN DIRECTAMENTE O AUTORIZANDO A LOS JEFES DE BOOEGA DE YUMBO Y JAMUNDI
PARA ESE TRAMITE DOCUMENTOS DENTRO DE LOS TRAMITES DE ZXPORTACIONES O REEMBARQUES DE
MERCANCIAS, Y EN GENERAL ATENDER TODAS LAS DILIGENCIAS DIRECTAMENTE U OTORGAR PODER AUN
TERCERO.

D. SUSCRIBIR CONTRATOS DE CONSTRUCCION Y DE OBRA QUE SE REALIGEN Y PRESTEN EN LAS

~" YTAS DE TECNOQUIMICAS S.A. LOCALIZADAS EN JAMUNDI, YUMBO Y VILLA RICA (DEPARTAMENTO
L. CAUCA BN EL CONJUNTO INDUSTRIAL PARQUESUR) HASTA POR LA SUMA EQUIVALENTE A
. TRESCIENTOS (300) SALARIOS MINIMOS LEGALES MENSUALES.

£. SUSCRIBIR CONTRATOS, SIN LIMITACION DE CUANTIA QUE TENGA QUE VER CON LA ADQUISICION
DE EQU%PO Y MAQUINARIA, REPARACION, ADECUACION, INSTALACION, SERVICIOS TECNICOS Y DE
ASESORIA. ' ’

E. SUSCRIBIR CONTRATOS DE FABRICACION CON TERCEROS BIE& SEA QUE TECNOQUIMICAS QBRE COMO
FABRICANTE C COMO 2ROPIETARIO.

PARAGRAFO. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA FACULTAD pPE
DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O DEMANDAS, O HACERSE PARTE
EN PROCESOS DE CARACTER JUDICIAL QO APMINISTRATIVO DE CUALQUIER ORDPEN.
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3. MARIA TERESA CANON DE GUZMAN, IDENTIFICADA CON LA CEOULA DE CIUDADANTA NO.
31.238.104 DE CALI, CARLOS ARTURC PERA NIETO IDENTIFICADO CON LA CEDULA DE CIUDADANIA
NO. 19.483.439 DE BOGOTA Y ANGELA MARIA CORREA CARDONA IDENTIFICADA CON LA CEOULA DE
CIUDADANIA NO. 66.835.555 DE CALI, LA PRIMERA COMO PRINCIPAL, EL SEGUNDO COMO PRIMER
SUPLENTE Y LA TERCERA COMO SEGUNDA SUPLENTE, PARA QUE REPRESENTEN A TECNOQUIMI_CAS S.A.
EN: :

A. EN TODQS LOS ASUNTOS CAMBIARIOS, CON FACULTAD PARA FIRMAR DECLARACIONES DE CAMBIOS
SEA POR CREDITOS EN MONEDA EXTRANJERA, POR MOVIMIENTOS DE LA CUENTAS - CORRIENTES DE
COMPENSACION, IMPORTACIONES DE BIENES Y SERVICIGS, TRANSFERENCIAS Y OTROS CONCEPTOS,
REGISTRO DE PRESTAMOS EN MONEDA EXTRANJERA OTORGADOS A LA EMPRESA EN SU CONDICION DE
RESIDINTE Y TODOS AQUELLOS DOCUMENTOS, OECLARACIONES O RESPUESTAS A REQUERIMIENTOS QUE
DEBAN HACERSE ANTE EL BANCO DJE LA REPUBLICA U OTRAS ENTIDADES GUBERNAMENTALES RESPECTO
DE OPSRACIONES EN EL MERCADO CAMBIARIO.

1,05 APODERADOS SUSCRIBIRAN TODOS LOS DOCUMENTOS Y REALIZAR TODOS 1L0S ACTOS QUE OBLIGUEN
A LA SOCIEDAD ANTE LAS AUTORIDADES CAMBIARIAS, PUDIENDO JGUAIMENTE NOTIFICARSE DE TODAS
LAS ACTUACIONES, ACTOS ADMINISTRATIVOS, DILIGENCIAS O GESTICNES RELACIONADAS O QUE SE
DERIVEN DE DICHA ACTIVIDAD Y EN GENERAL, PARA QUE ASUMAN LA PERSONERIA A NOMBRE DE
TECNOQUIMICAS S.A., BIEN SEA DIRECTAMENTE O A TRAVES DE APODERAPO, SIEMPRE QUE LO
ESTIMEN TONVENIENTE, DE MANERA QUE EN NINGON CASO QUIDE SIN LA DEBIDA REPRESENTACION EN
LA SALVAGUARDIA DE SUS DERECHOS Y CUMPLIMIENTC DE OBLIGACIONES DE CARACTER CAMBIARIO Y
EN LOS ASUNTOS CONCERNIENTES PARA LAS MATERIAS DE QUZ TRATA ESTE PODER.

B. EN RELACION CON SECTOR FINANCIERO:

T.SUSCRIBIR LOS CONTRATOS DE CREDITO Y LEASING CON LOS BANCOS, ENTICADES FINANCIERAS,
cc  NfAS DE FINANCIAMIENTO COMERCIAL, DE ACUERDO CON LOS CUPCS F1JADOS POR LA JUNTA
pI, _TIVA, AS1 COMO LOS PAGARES, LOS CONTRRTOS DE GARANT!A PRENDARZIA E HIPOTECARIA, LA
CONFIRMACION DE FORWARDS Y TODOS 'LOS DEMAS DOCUMENTOS QUE SEAN REQUERIDOS PARA LA
CULMINACION Y FORMALIZACION DE ESTOS TRAMITIS. '

ESTAS FACULTADES IGUALMENTE APLICAN PARA TODOS LOS CREDITOS QUE OTORGUE EL BANCO DE
COMERCIO EXTERIOR DE COLOMBIA -~ BANCOLDEX. '

IT. SUSCRIBIR LCS FORMATOS Y CONTRATOS DE APERTURAS DE CUENTAS CORRIENTES, AHORROS,
SERVICIOS DE BANCA VIRTUAL, LOS FORMATCS DE PROVEEDORES PARA PAGOS POR TRANSFERENCIA
FLECTRONICA Y LOS FORMULADOS UNICOS DE CONOCIMIENTO DI PERSONA JURIDICA QUE EXIGE EL
SECTOR FINANCIERO. .

'T1T. SUSCRIBIR LAS LETRAS DE COBRANZA Y LAS CARTAS DE CRECITO.
C. SOLICITAR TIDIS Y FIRMAR TODOS LOS DOCUMENTOS -RELACIONADOS CON ESTE TRAMITE.
D. EN RELACION CON LA COMPANIAS ASEGURADORAS:

1. SUSCRIBIR DOCUMENTOS DE RECLAMACION Y OTORGAR PODERES PARA QUE COMPAREZCAN A LAS
AUDTENCIAS DE RECLAMACIONES, As! COMO LOS DOCUMENTOS DE TRANSACCION. ESTAS FACULTADES
SE ATORGAN SIN LIMITACION DE CUANTEA.

II. SUSCRIBIR LAS CARTAS DE NO RECLAMACiON A LAS COMPANTAS ASEGURADORAS POR OCURRENCIA
DE SINIESTROS Y LAS RESPECTIVAS CONSTANCIAS.

ITI. SUSCRIBIR LOS DOCUMENTOS REQUERIDOS POR EL SISTEMA DE INFORMACION PARA LA
PREVENCION DE LAVADO DE ACTIVOS (SIPLA). :

E. FORMULAR PETICIONES RELACIONADAS CON LAS FACULTADES OTORGADAS.

PARAGRAFO 1. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA FACULTAD DE
DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O DEMANDAS, O HACERSE PARTE
-EN PROCESOS DS CARACTER JUDICIAL ¢ GUBERNATIVO.

PARAGRAFO IT. LOS APODERADOS EJERCERAN SUS FUNCIONES DE MANERA INDIVIDUAL Y SIN ORDEN
DE PRELACION.



JUL=3U-ZUUE WED 1U-48 HIT 146, ENTIVHUED FHA NU, BYd90c0 .

e g

M

ALl , . . ; : . y : .
4. ADRIANA JIMENEZ MERA, IDENTIFICADA CON LA C.C. 31.174.077 DE PALMIRA, PARR EL
DESARROLLO DE LAS SIGUIENTES FUNCIONZS: .

A. OTORGAR FPODER Y CONSTITUIR MANDATARIOS PARA INICIAR LAS ACCIONES CIVILES,
COMERCIALES Y P:INALES TENDIENTES A LA RECUPERACION DE LA CARTERA, SIN LIMITACION CE
CUANTIA, CON EXPRESAS FACULTADES PARA ASISTIR EN NOMBRE DE LA SOCIEDAD A LAS AUDIENCIAS
DE CONCILIACION, CON AUTORIZACION PARA TRANSIGIR, DESISTIR, CONCILIAR O COMPROMETER A
LA SOCIEDAD EN TODO5S LOS PROCESOS, GESTIONZS JUDICIALES, ADMINISTRATIVAS O
RECLAMACIONES EXTRA PROCESO EN QUE INTERVENGA EN ASUNTOS RELACIONADOS CON LAS DTUDAS A
FAVOR DI TECNOQUIMICAS S.A. '

R. SUSCRIBIR LOS CCNTRATOS DE ARRENDAMIENTO OE INMUEBLES, 3SU MODIFICAZION Y ©
TERMINACION, INVENTARIOS Y ANEXOS PERTINENTES, BIEN SEA QUE LA SOCIEDAD OBRE COMO
ARRENDADOR O ARRENDATARIO, SIN LIMITACION DE CUANTIA. ESTA FUNCION LA PODRA EJERCER
DIRECTAMENTE O MEDIANTE 1A DESIGNACION DE APCOERADQS.

- . SUSCRIBIR LOS FORMATOS DE AUTORIZACION DE CREACION DE CLIENTES Y PROVEEDORES DE LA
EMPRESA.

D. EN RELACION CON LOS VERICULOS DE TODO TIPO QUE FIGUREN A NOMBRE DE TECNOQUIMICAS,
TIENE LA FACULTAD DE SUSCRIBIR LOS FORMULARIOS OFICIALES PARA TODO TIPO DE TRAMITE,
ENTRE ELLOS EL TRASPASQ, QUE SE REQUIERA REALIZAR, ANTE LAS SECRETARIAS DE TRANSITO Y
ANTE LAS AUTORIDADES DE TRANSITO Y TRANSPORTE DE CUALQUIER ORDEN, ASI COMO FIRMAR TODO
TIPO DE CONTRATOS RELACIONADOS CON LOS VEHICULOS. '

PARAGRAFO. EN LA ATENCION DE TODOS LOS ASUNTOS MENCIONADOS TENDRA LA FACULTAD DE
DESIGNAR APODERADOS PARA INICIAR, RESPONDER REQUERIMIENTOS O DEMANDAS,. O HACZIRSE PARTE
F "ROCESOS DE CARACTER JUDICIAL O ADMINISTRATIVO DE CUALQUIER ORDEN.

ESTCS PODERES ESTARAN VIGENTES HASTA TANTO SEAN REVOCADOS O MODIFICADOS EXPRESAMENTE
POR DOCUMENTO PRIVADO.

CERTIFICA

CASTTAL AUTORIZADO: $27,200,000,000
NUMERO DE ACCIONES: 54,400,000
VALCR NOMINAL: 5500
~ cAPITAL SUSCRITO: 527,123,804,000

NUMERO DE ACCIONES: 54,247,608
VALOR NOMINAL: $500

CAPITAL PAGADO: $27,123,804,000
NUMERO DE ACCIONES: 54,247,608
VALOR NOMINAL: $503

CERTIFICA

QUE POR DOCUMENTO PRIVADO DEL 17 PE NOVIEMBRE DE 2005, INSCRITO EN LA CAMARA DE
COMERCIO EL 23 DE NOVIEMBRE DE 2005 BAJO EL NRO. 13.158 JEL LIBRO IX, EN LA CUAL CONSTA
7" SITUACION DE CONTROL EJERCIDA POR TECNCQUIMICAS S.A. '

CUNTROLANTE: TECNOQUIMICAS S.A.
DOMICILIO: CALI
NACIONALIDAD: COLOMBIANZ

CON"ROLADA: INDUGRAFICAS S.A.
DOMICILIO: CALI '
NACIONALIDAD: COLOMBIANA

ACTIVIDAD: LAS ACTIVIDADES Df INDUGRAFICAS S.A. CORRESPONDEN AL DESARROLLO DE NEGOCTOS
RELACIONADOS CCN LAS -ARTES GRAFICAS, LA DISTRIBUCION DE LAS MISMAS YA SEA DE SUS
PRODUCTOS EROPIOS O POR CONTRATO, TANTO EN EL MERCADO NACIONAL COMO EN EL
INTERNACIONAL.

UNIDAD DE PROPOSITO Y ADMINISTRACION. ENTRE TTZCNOQUIMICAS . E INDUGRAFICAS S.A. EXISTE

e



JUL-3U-2UU8 WED 1U48 AN 1 ENTIDADES FHA MU, 8Y29020 r

' 2236932-PRI
JUEVES 17 JULIO 2008 10:36:01 AM Pag. 14 - 16

ONIDAD DE PROPOSITO Y DIRECCION YA QUE LOS PLANES Y OBJETIVOS CE ESTA ULTIMA ESTAN
DETERMINADAS POR LA PRIMERA.

DE 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.

CERTIFICA:

QUE POR DOCUMENTO PSRIVADD DEL 17 DE NOVIEMBRE DE 2005, INSCRITO EN LA CRMARA DE
COMERCIO EL 23 DE NOVIEMBRE DE 2005 BAJO EL NRO. 13.159 DEL LIBRO IX, EN LA CUAL CONSTA
LA SITUACION DE CONTROL EJERCIDA POR TECNOQUIMICAS S.A.

CONTROLANTE: TECNOQUIMICAS S.A.
DOMICILIO: CALI
NACIONALIDAD: COLOMBIANA

CONTROLADA: TECNOFAR TQ S.A.
DOMICILIO: VILLA, RICA DEPARTAMENTO DEL CAUCA
NACIONALIDAD: COLOMBIANA

ACTIVIDAD: LAS ACTIVIDADES DE TECNOFAR TQ S.A. CORRESPONDEN A LA PRODUCCION Y
COMERCIALIZACION DE PRODUCTOS BIOLOGICOS, QUIMICOS, MEDICAMENTOS Y  PRODUCTOS
FARMACEUTICOS, PRODUCTOS VETERINARIOS Y AGRICOLAS, ALIMENTOS, COSMETICOS Y DE TOCADOR,
PRODUCTOS DE ASEQ PARA EL HOGAR Y LA FABRICACION Y DISTRIBUCION DE ENVASES PLASTICOS
PARA TODO TIPO DE USO.

uw D DE PROPOSITO Y ADMINISTRACION. ENTRE TECNOQUIMICAS Y TECNOFAR, EXISTE UNIDAD DE
PR. JSITO Y DIRECCION YA QUE LOS PLANES Y OBJETIVOS DE ESTA ULTIMA ESTAN DETERMINADAS

POR LA FRIMERA.

DE 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.

CERTIFICA

QUE EL 27 DE MARZO DE 2001 BAJO EL NRO.1975 DEL ~IBRO IX, SE INSCRIBIO EN LA CAMARA DE
COMERCIO UN DOCUMENTO PRIVADO DE FECHA MAR20 21 DE 2001, EN LA CUAL CONSTA LA SITUACION
DE, CONTROL EJERCIDA POR LA SOCIEDAD TECNOQUIMICAS S.A. -

MATRIZ: TECNOQUIMICAS S.A.

DOMICILIO: SANTIAGO DE CALI.

NACICNALIDAD: COLOMBIANA

ACTIVIDAD: LAS ACTIVIDADES DE TECNOQUIMICAS CORRESPONDEN A LA PRODUCCION Y
COMERCIALIZACION DE PRODUCTOS BIOLOGICOS, QUIMICOS, MEDICAMENTOS Y PRODUCTOS
FARMACEUTICOS, PANALES, PROCUCTOS VETERINARIO Y AGRICOLAS, ALIMENTOS, COSMETICOS Y DE
TOCADOR Y PRODUCTOS OE ASEQ PARA EL HOGAR., :

S. ADINADA: ADHESIVOS INTERNACIONALES S.A.-ADHINTER S.A. DOMICILIO: CALI VALLE DEL
CAUCA

NACIONALIDAD: COLOMBIANA

ACTIVIDAD: LA3S ACTIVIDADES DE ADHINTER S.A. SE DESARROLLAN EXCLUSIVAMENTE EN LA ZONA
-FRANCA DEL PACIFICO CORRESPONDEN A LA PRODUCCION Y COMERCIALI2ACION EN EL MERCADO
NACIONAL L INTEZRNACIONAL DE ADHESIVOS MEDICINALES TALES COMQO CURAS, VENDITAS,
ESPARADRAPOS, PARCHES, VENDAS; ADHESIVOS PARA USO EN OFICINA TALES COMO CINTAS,
PEGANTES, PAPELES ADHESIVOS Y CINTAS ADHESIVAS PARA USO INDUSTRIAL. -

PRESUPGESTO DE CONTROL: TECNOQUIMICAS S.A., TIENE SUSCRITAS EN LA SOCIEDAD ADEESIVOS
INTERNACIONALES S.A. ADHINTER S.A., LA CANTIDAD DE DOS MILLONES CUAIROCIENTOS TREINTA
MIL (2.430.000) ACCIONES ORDINARIAS DE VALOR NOMINAL SE CIEN PESOS ($100.00) SOBRE UN
TOTAL DE TRES MILLONS (3.000.000) DE ACCIONES ORDINARIAS SUSCRITAS QUE REPRESENTA UNA
PARTICIPACION PIRECTA DEL 81% SOBRE EL TOTAL DEL CAPITAL SUSCRITO Y PAGADO DE LA

SOCIEDAD.

) 6%
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CERTIFICA

OUE A NOMBRE Dz LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARR DE CCMERGCIO BAJO EL
NRO.7050-2 ESTABLECIMIENTO DE COMERC10: TECNOQUIMICAS

UBICADO EN: ==-C 23 7 39 DE CALI

RENOVO : POR EL 2RO 2008

CERTIFICA

QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN L2 CAMARA DE COMERCIO BAJO EL
NRO.311234-2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS

UBICADO EN: =K 7 22 122 DE CALI

FECHA MATRICULA : 22 DE ABRIL JE 1992

RENOVO . POR EL ARQ 2008

CERTIFICA

QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CRMARA DE COMERCIO BAJO EL
NRO.311235-2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS

UBICADO EN: -C 23 4 66 DE CALI

FECHA MATRICULA : 22 DE ABRIL DE 1992

RENCVO : POR EL ANO 2008

CERTIFICA

Lo A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO 3AJO EL
. NRO.606730-2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS S A JAMUNDI

UBICADO EN: ~-~CARRETERA JAMUNDI KM. 23 DE JAMUNDI

FECEA MATRICULA : 14 DE ABRIL DE 2003

RENOVQ : POR EL ARO 2008

CERTIFICA

QUE A NOMBRE OE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO EL
NRO.606736-2 ESTABLECIMIENTO DE COMERCIO: TECNOQUIMICAS S A YUMBO

UBICADO EN: ~-CL. 15 NRO. 30 98 AUTOPISTA CALI-YUMBO KILOMETRC 4 DE YUMBO

FECHA MATRICULA : 14 DE ABRIL DE 2003 '

RENOVOQ : POR EL ANO 2008

~ CERTIFICA
QUE LA SOCIEDAD EFECTUO LA RENOVACION DE S5U MATRICULA MERCANTIL EL 29 DE MARZO DE 2008

CERTIFICA

QUE NO FIGURAN CTRAS INSCRIPCIONES QUE MODIFIQUEN TOTAL O PARCIALMENTE EL PRESENTE
CERTIFICADO. .

LOS ACTOS Y DOCUMENTOS REGISTRADOS QUEDAN EN FIRME CINCO (35) DIAS HABILES DESPUES DE LA
FECHA DE SU INSCRIPCION, SIEMPRE Y CUANDO DENTRO DE DICHO TERMINO NO SEAN OBJETO DE
RECURSCS EN LA VIA GUBERNATIVA.

DE CON¥ORMIDAD CON EL DECRETO 2150 DE 1.995 Y LA AUTORIZACION IMPARTIDAR POR LA
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO LA FIRMA MECANICA QUE APARECE A CONTINUACZON
TIENE PLENA VALIDEZ PARA TODOS LOS EFECTOS LEGALES. :
DADC EN CALI A LOS 17 DIAS DEL- MES DE JULIO DEL ARNO 2008 HORA: 10:33:57
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

NIT & BOO1740F SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

RN EEATA R

' 7492- -0000
il £ N - 0 3
(ECIBQ OFICIAL DE Cha = 08 ,.6(“"_883. Fecha: 2oos o7 3015.40 55 Dep 2020 NUECREACION!
FECHA : JULIC 30 Db 2008 " Tra 11 PATENTEIVI Eve 378 FASENACIONALI

Act. 400 OPOSIOBSERVTER  Folios: 73

tetpr CONSIGNACTION er1y

REYES Y REVES ABOGADOS  CONSIGNACION  BANCD DE ROBOTA (42754387 4663870 2970772008 1,330,000.00

tegr OO0 N C B F T D petts

vvvvv

RE CER TOTAL CONCEPTO
........................................................... /._-----------_--____-_____________-__-_----_-------------/
1 50005-01-04 PRESENTACION DE OBSERVACIONES 12 MNARCAS Y LEMAS COMERCIALES 266,000.00

TOTAL & $ 266,000.00
SON:  [DOSCIENTOS SESENTA Y SEIS WIL PESQS

RESFONSABLE : ’g




SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
NIT @ B001760
LT
7492- -00004-0000

Fecha: 2008 07 30 15 40:55 Dep. 2020 NUECREACIONI
RECIBO OFICIAL DE CAJA : 07 - 104,798 Tra. 11 PATENTELYII Eve: 378 FASENACIONALI
FECHA : DICIEMBRE 26 DE 2007 Act. 400 OPOSIOBSERVTER  Folios' 73

trtrt CONSIGHACTON #3518

DEPOSITANTE TIPO PAGO BARCO CUENTA No. FAGG FECHA PGO Vr. FAGO
REYES Y REVES ABOGADOS  CONSIGNACION BANCD POFULAR 050-00110-6 68217388  26/12/2007 £36,000.00

mnur C 0N CE P T 0 tuns

CANT. RENTISTICO

1 50005-01-08 PRORROGA DE TERMINDS

SON:  SETENTA Y DOS MIL PESOS

RESFONSABLE :

31 PRORRUGA DE TERMNMINDS
TOTAL :

RECIBO DE CAJA APLICADD AL EXPEDIENTE MNo.

72,000.00
$ 72,000.00
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CERTIFICACION DE EXCEDENTE
FECHA

0g -

ERERD 25§ DE 2008

NIT ¢ 8G0176039-2

SUPERINTENDENCIA DE INDUSTRIAY COMERCIO

LT D

07-087492- -000

Fecha: 2008 07-30 15:40:55
Tra. 11 PATENTEIYII

Y
a,oul

Dep 2020 NUECREACION[
Eve: 378 FASENACIONALI

Act. 400 OPOSIOBSERVTER  Folios: 73
$812 CONSIGHACTON stats
e éé*?'*'f"'::"5@55??7f:fﬁ}E@7"3%[:EE%%%E-ECffﬁ]ﬁféé@
GEYSC Y REVES ABOGADOS  CONSIGNACION  BANCG DE BOGOTA 062754237 2651621 24/01/2008 3,000.00
$3805 C 0 N C E F T 0 fise
o, e wery e
! 50005-01-09 OTRSS SERVICIOS DE FROFIEDAD I 99 QTROS SERVCIOS ADMINISTRATIVOS 3,000,00
TOTAL $ 3,000.00

SON: TRES MIL PESQS

REGPONSAELE @

RECIBO DE Chdh AFLICADD AL EXPEDIENTE

ESTA CERTIFICACION DE EYCEDENTE DE PAGD
ION DE UNa TA

COMO FARTE DE LA CANCELAC
SUSTITUIDA FOR NINGUN RECIEQ.

N,

20L0 FODRA SER UTILIZADA
RIFA VIGENTE ¥ NO FODRR SER
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2020
Bogota, D.C.,
Doctora: Oficio N°:
Dilia Maria Rodriguez D'Aleman 1450 6
Apoderada . )
ASUNTO: Radicaciéon PCT N°  07-87492

Tramite 011

Evento 379

Actuacion 440

Folios 082

Con fundamento en lo previsto por el articulo 43 de la Decisién 486 de la Comision de
la Comunidad Andina, se le comunica que la oposicion presentada por el doctor José
Luis Reyes Villamizar, en su calidad de apoderado de Tecnoquimicas S.A., retine los
requisitos formales exigidos por la ley al momento de su presentacion.

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

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

ALIX CAR
Jefe de la

A CESPEDES DE VERGEL
ivision de Nuevas Creaciones.

El anterior oficio fue notificado por fijaciéon en lista de fecha, 1 4 NOV. 2008 .
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