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SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
E. S. D.

REF: Expediente 07 136.833

TiTULO SOLICITADO: NUEVOS REGIMENES PARA CONTRACEPTIVOS
MONOFASICOS ORALES.

PUBLICACION: Gaceta 608 de 30 de septiembre 2009, N° de
publicacion 626.

PRIORIDAD: EP 05105481.5 de 21/06/2005.

/

- SOLICITANTE: N.V. ORGANON.

APODERADO: EMILIO FERRERO. /

TRAMITE: PRESENTACION DE OPOSICION

JOSE LUIS REYES VILLAMIZAIi,/mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional nimero 44655
del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la
sociedad LABORATORIO FRANCO COLOMBIANO S.A., LAFRAN.Q{L S.A, en
ejercicio de lo dispuesto por el articulo 42 de la Decision 486 de 2000, muy

respetuosamente me permito formular la siguiente
. PETICION <

Negar el beneficio patentario a la solicitud contenida en el expediente 07 136.833,
por no cumplir con los requisitos de patentabilidad a que se refieren los articulos
14, 16 y 18 de la Decision 486 de la Comunidad Andina de Naciones, con base en

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

il. LEGITIMO INTERES /

Asiste a LABORATORIO FRANCO COLOMBIANO S.A., LAFRANCOL S.A.,
legitimo interés para presentar esta oposicién, pues la eventual concesion la
solicitud restringiria injustificadamente el empleo de ciertas sustancias, deri\/a}c;:s y
procesos que a nhuestro juicio carecen de nivel inventivo, en detrimento de sus
legitimos intereses comerciales. De igual manera mis clientes estan interesados,
por su misma condicion de industrias fayﬂzcéuticas, en evitar la concesion de
privilegios de patente que incumplan los requisitos materiales de patentabilidad
establecidos en las normas vigentes, y que supongan un riesgo para la libre

competencia.

Hi. FUNDAMENTO DE LA OPOSICION

La solicitud colombiana en tramite 07 136.833, referida a un método de
contracepcidon femenina monofasico que comprende un estrégeno y un
progestageno en una pildora o un disparo de un dispositivo de pulverizado; no
reine los requisitos necesarios para otorgarsele el privilegio de patente de

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

En primer lugar, la solicitud colombiana en cuestion incurre en una improcedencia
de patentabilidad al reivindicar un método contraceptivo, especificamente en sus
reivindicaciones 1 a 9 y 19 a 25 ya que como lo expresa claramente la decision
486 de 2000 en el literal d) de su articulo 20: “No seran patentables los métodos
terapéuticos o quirdrgicos para el tratamiento humano o animal, asi como los

métodos de diagnostico aplicados a los seres humanos o a animales.”

No siendo suficiente lo anteriormente expuesto, podemos demostrar que dicha
solicitud colombiana en tramite carece ademas tanto de novedad como de nivel
inventivo. En primer lugar, la combinacién farmacolégica entre estrégenos y
gestagenos para obtener tratamientos anticonceptivos para la mujer, esta bastante
referenciada en el estado de la técnica. Siendo mas especificos, con anterioridad,
varias publicaciones cientificas que demuestran que la combinacion farmacolégica
entre los mismos compuestos que reivindica la solicitud colombiana en tramite ya
se habian descrito con anterioridad como combinaciones dtiles en tratamientos

anticonceptivos, veamos:
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Multicenter Trial Of A Monophasic Oral Contraceptive Containing Ethinyl
Estradiol And Desogestrel'.

A clinical trial was conducted at 47 centers in 11 countries to assess the efficacy
and acceptability of a monophasic oral contraceptive containing 30 micrograms
ethinyl estradiol and 150 micrograms desogestrel. 1,613 women took part for a
total of 23,258 cycles. One pregnancy occurred in a cycle where two consecutive
tablets had been forgotten. Cycle control was excellent, with reported decreases in
the duration and amount of withdrawal bleeding during consecutive treatment
cycles and a low incidence of irregular bleeding. Blood pressure was not affected
during 2 years of use. The incidence of minor side effects was already low in the
first treatment cycle and decreased further in the subsequent cycles. The
combination (Marvelon) was shown to be a very reliable and acceptable oral
contraceptive.

PIP: The efficacy and acceptability of a monophasic oral contraceptive (OC)
containing 30 mcg of ethinyl estradiol and 150 mcg of desogestrel were evaluated
in a clinical trial involving 1613 women at 47 centers in 11 countries. A total of
23,258 menstrual cycles were available for analysis. Although or more tablets were
forgotten in 892 cycles (3.8%), there was only 1 pregnancy due to patient failure in
this study and no pregnancies attributable to method failure. Cycle control was
good and comparable to that reported for other low-dose OCs. In 90% of the
cycles, the withdrawal bleed started 1-4 days after intake of the last pill and lasted
5 days or less. The incidence of breakthrough bleeding and spotting decreased
with duration of pill use. After 24 cycles, the discontinuation rate because of
bleeding problems was only 6%. The discontinuation rate for minor side effects
was 4% after 24 cycles; these side effects included nausea, headache,
nervousness, and breast tension. After 24 cycles, body weight was not affected in
70% of the participating women, 18% reported a weight increase of greater than 2
kg, and 12% experienced a weight decrease of over 2 kg. Most of the women who
reported a weight gain were under 20 years of age. The ethinyl estradiol-
desogestrel combination had no effect on average blood pressure. Previous
research has shown desogestrel to have unique advantages as the progestogen
component of combined OCs in that it does not counteract the ethinyl estradiol-
induced increase in high-density lipoprotein. This, together with the good reliability
and acceptability recorded in the present study, suggests that the monophasic
desogestrel OC should be prescribed on a widespread basis.

The Cyclic Administration Of Nomegestrol Acetate Does Not Alter The
Vasodilating Effects Of Estradiol On The Uterine Artery?.

Uterine artery blood flow was analyzed in 8 menopausal women receiving
hormonal replacement therapy consisting of transdermal E2 (0.05 mg/24 h)
administered without interruption for 12 weeks in combination with a cyclical supply
of Nomegestrol acetate (5 mg/24 h) for the last 13 days of each four week

" Rekers H. Acta Obstet Gynecol Scand. 1988;67(2):171-4.
? de Ziegler D, Zartarian M, Micheletti MC, Linh CG, Schaerer E. Contracept Fertil Sex. 1994
Dec;22(12):767-70.



treatment cycle. Uterine artery flow was analyzed using transvaginal pulsed
Doppler making semi quantitative measurements of Doppler flow waves by
calculation of the pulsatility index (Pl). Before treatment (baseline) uterine artery Pl
was elevated at 3.7 +/- 0.7 (mean +/- SD) and decreased significantly under the
influence of E2 to reach 1.9 +/- 0.8 after 2 weeks of treatment. This effect of E2
was not altered by the cyclical addition of Nomegestrol acetate. On the 3rd month
of treatment, uterine artery Pl values were lower than seen during the first month
and no difference was observed between measurements made while receiving E2
(week 10) or E2 and Nomegestrol acetate (week 12). These data indicate that
cyclical administration of the progestin Nomegestrol acetate does not interfere with
the vascular effects of E2 lowering the uterine artery Pl a reflector of the
impedance to flow.

The Pharmacokinetics Of Ethynylestradiol In The Presence And Absence Of

Gestodene And Desogestrel’.

Single doses of ethynylestradiol (30 micrograms) were given alone and in
combination with either gestodene (75 micrograms) or desogestrel (150
micrograms) to 10 healthy female volunteers. The doses of steroids were given
both orally and by i.v. infusion over 5-7 minutes. Blood samples were taken at
regular intervals over 24 hours. The area under the plasma concentration versus
time curve (AUC) for oral EE2 alone was 867 +/- 338 pg/ml x h, for oral EE2 in the
presence of gestodene it was 795 +/~- 206 pg/ml x h and for oral EE2 in the
presence of desogestrel it was 614 +/- 132 pg/ml x h. With either gestodene or
desogestrel present, the AUC of EE2 was not significantly different from that found
when EE2 was given alone. In addition, there was no significant difference
between EE2 + gestodene and EE2 + desogestrel. Comparing the relative oral and
iv doses, the bioavailability of EE2 (alone) was 59.0 +/- 13% (n = 6), for EE2 plus
gestodene it was 62.1 +/- 10% and for EE2 in the presence of desogestrel it was
62.1 +/- 4.4%. The clearance of EE2 (alone) was 19.9 +/- 5.5 I/h and in the
presence of gestodene it was 19.4 +/- 9.6 I/h. The clearance of EE2 in the
presence of desogestrel appeared slightly greater at 27.7 +/- 8.9 I/h but none of
these clearance values were significantly different from each other. The urinary
excretion of 6-beta-hydroxy cortisol was similar after all 6 doses of EE2. These
data strongly suggest that following single dose administration, neither gestodene
nor desogestrel have any inhibitory effect on the metabolism of EE2 or alter its
kinetics to any clinically significant extent.

En el mismo sentido, dicha combinacién farmacoldgica entre estrégenos vy
gestagenos ya se habian incluido con anterioridad en tratamientos contraceptivos
monofasicos del mismo tipo que el descrito en la solicitud colombiana en tramite,

veamos:

La patente americana US 5583129 publicada el 10 de Diciembre de 1996 y
titulada “COMPOSITION FOR CONTRACEPTION?’ revela:

* Orme M, Back DJ, Ward S, Green S. Contraception. 1991 Apr;43(4):305-16.



This invention relates to a method of inducing contraception
comprising administering an estrogen selected from

2.0 to 6.0 mg of 17B-estradiol and

0.015 to 0.020 mg of ethinylestradiol;
and a gestagen selected from

0.05 to 0.075 mg of gestodene,
0.075 to 0.125 mg of levonorgestrel,
0.06 to 0.15 mg of desogestrel,

0.06 to 0.15 mg of 3-ketodesogestrel,
0.1 to 0.3 mg of drospirenone,

0.1 to 0.2 mg of cyproterone acetate,
0.2 to 0.3 mg of norgestimate and

>0.35 to 0.75 mg of norethisterone
for a female of reproductive age, who has not yet reached
premenopause, by administration for 23 or 24 days, begin-
ning on day one of the menstrual cycle, followed by 5 or 4
pill-free or sugar pill days, during a total of 28 days in the
administration cycle.

l.a patente americana US 2004/0219174 publicada el 04 de Noviembre de 2004 y
titulada “CONTRACEPTION PROCESS AND ADMINISTRATION FORM FOR THE

SAME’ revela:

Process for hormonal contraception, in which in a plurality
of substantially time-unlimited, linked taking periods and
optionally having a sequence lasting several years and which
in each case comprise at least one taking cycle with a
duration-constant taking phase lasting several days within
the particular taking period and a taking pause lasting
several days, in which taking phase or phases per day
administration takes place of a daily unit with at least one
contraceptively acting hormone component, such as estro-
gen and/or gestagen, and in the taking pause or pauses
administration takes place either of placebos free from any
hormone component or the particular taking pause remains
entirely administration-free and the duration of the taking
phase or phases of at least the final taking period last at least
22 days, characterized in that the duration of the taking
phase or phases in any taking period proceding a following
taking period is shorter than in each case following taking
period, as well as administration form for hormonal contra-
ception and in particular for the performance thereof.

La publicacion internacional WO 98/04269 publicada el 05 de febrero de 1998 y
titulada “MONOPHASIC CONTRACEPTIVE METHOD AND KIT COMPRISING A
COMBINATION OF A PROGESTIN AND ESTROGEN" revela:



¢ ¥

1. A method of contraception which comprises administering to a female of
child bearing age a combination of a progestin at a daily dosage selected from the
group consisting of 40-500 ug trimegestone, 250 pg - 4 mg dienogest, and 250
Mg - 4 mg drospirenone, and an estrogen at a daily dosage equivalent in estrogenic
activity to 10-20 g ethinyl estradiol for 23-25 days beginning on day 1 of the
menstrual cycle, and wherein the same dosage of the progestin and estrogen
combination is administered in each of the 23-25 days.

Si bien es cierto que en estas anterioridades no se menciona de manera explicita
la combinacioén entre los mismos estrégenos y gestagenos que se mencionan en
la solicitud colombiana en cuestion, cualquier persona medianamente versada en
la materia podria derivar la posibilidad de incluir y combinar compuestos similares,

a partir de la informacién de las publicaciones cientificas aqui expuestas.

En conclusion, la solicitud colombiana en tramite acrece de los requisitos
fundamentales para otorgarsele el privilegio de patente de invencion, en primer
lugar porque incurre en una improcedencia de patentabilidad claramente expuesta
por la decision 486 de 2000 al reivindicar un método de tratamiento anticonceptivo,
y en segundo lugar porque carece de nivel inventivo al exponer una combinacion
farmacolégica descrita con anterioridad en el mismo estado de la técnica para la
misma utilidad terapéutica, asi como la inclusién de dicha combinacion en un kit
dispuesto para un tipo de tratamiento contraceptivo monofasico, que a su vez
también es reconocido por cualquier persona medianamente versada en la

materia.

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

consecuencia el archivo del expediente respectivo.

Iv. FUNDAMENTOS DE DERECHO

Son fundamentos de derecho el Capitulo I, articulos 14, 16 y 18 (Requisitos de
Patentabilidad) y el articulo 42 (Oposiciones) de la Decisién 486 de 2000.
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V. PRUEBAS

Ruego que se tengan como tales, y de aquellas que el Despacho considere

oficiosamente, las siguientes:

% Abstracts de todas las publicaciones cientificas mencionadas en el acapite de

L)

Fundamentos de la Oposicién.

La patente americana US 5583129 publicada el 10 de Diciembre de 1996 y
titulada “COMPOSITION FOR CONTRACEPTION” capitulo reivindicatorio.

La patente americana US 2004/0219174 publicada el 04 de Noviembre de
2004 y titulada “CONTRACEPTION PROCESS AND ADMINISTRATION
FORM FOR THE SAME” capitulo reivindicatorio.

La publicacion internacional WO 98/04269 publicada el 05 de febrero de 1998 y
titulada “MONOPHASIC CONTRACEPTIVE METHOD AND KIT COMPRISING
A COMBINATION OF A PROGESTIN AND ESTROGEN" capitulo

reivindicatorio.

*
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VI. ANEXOS

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

los siguientes anexos

Certificado de existencia y representacion legal de LAFRANCOL S.A.
Poder para actuar.
Constancia de pago de las tasas de tramitaciéon de oposicion.

Copia para correr traslado al solicitante.

S e

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 205, Fax (1) 621.25.42 de esta
ciudad. Lafrancol S.A., las recibira en sus oficinas localizadas en la Carrera 1 N°
46-84 de Cali.



Sefior Superintendente,

C.C. 79'152.473 de Usaquén
T.P.A. 44655 del C.S.J.
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Acta Obstet Gynecol Scand. 1988;67(2):171-4.

Multicenter trial of a monophasic oral contraceptive containing
ethinyl estradiol and desogestrel.

Rekers H.

Organon International B.V., Oss, The Netherlands.

A clinical trial was conducted at 47 centers in 11 countries to assess the efficacy and acceptability of a monophasic oral
contraceptive containing 30 micrograms ethiny! estradiol and 150 micrograms desogestrel. 1,613 women took part for a
total of 23,258 cycles. One pregnancy occurred in a cycle where two consecutive tablets had been forgotten. Cycle
control was excellent, with reported decreases in the duration and amount of withdrawal bleeding during consecutive
treatment cycles and a low incidence of irregular bleeding. Blood pressure was not affected during 2 years of use. The
incidence of minor side effects was already low in the first treatment cycle and decreased further in the subsequent

" cycles. The combination (Marvelon) was shown to be a very reliable and acceptable oral contraceptive.

PIP: The efficacy and acceptability of a monophasic oral contraceptive (OC) containing 30 mcg of ethinyl estradiol and 150
mcg of desogestrel were evaluated in a clinical trial involving 1613 women at 47 centers in 11 countries. A fotal of 23,258
menstrual cycles were available for analysis. Although or more tablets were forgotten in 892 cycles (3.8%), there was only
1 pregnancy due to patient failure in this study and no pregnancies attributable to method failure. Cycle control was good
and comparable to that reported for other low-dose OCs. In 90% of the cycles, the withdrawal bleed started 1-4 days
after intake of the last pill and lasted 5 days or less. The incidence of breakthrough bleeding and spotting decreased with
duration of pill use. After 24 cycles, the discontinuation rate because of bleeding problems was only 6%. The

- discontinuation rate for minor side effects was 4% after 24 cycles; these side effects included nausea, headache,
nervousness, and breast tension. After 24 cycles, body weight was not affected in 70% of the participating women, 18%
reported a weight increase of greater than 2 kg, and 12% experienced a weight decrease of over 2 kg. Most of the
women who reported a weight gain were under 20 years of age. The sthinyl estradiol-desogestrel combination had no
effect on average blood pressure. Previous research has shown desogestrel to have unique advantages as the
progestogen component of combined OCs in that it does not counteract the ethinyl estradiol-induced increase in
high-density lipoprotein. This, together with the good reliability and acceptability recorded in the present study, suggests
that the monophasic desogestrel OC should be prescribed on a widespread basis.

PMID: 2972160 {PubMed - indexed for MEDLINE]
Publication Types, MeSH Terms, Substances
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Display Settings:  Abstract

Performing your original search, The cyclic administration of nomege
vasodilating effects of estradiol on the uterine artery, in PubMed w

Contracept Fertil Sex. 1994 Dec;22(12):767-70.

[The cyclic administration of nomegestro
the vasodilating effects of estradiol on th
[Article in French]

de Ziegler D, Zartarian M, Micheletti MC, Linh CG, Schaerer E.
Service d'endocrinologie, Clinique de Genolier.

Uterine artery blood flow was analyzed in 8 menopausal women receiving ho
transdermal E2 (0.05 mg/24 h) administered without interruption for 12 week
Nomegestrol acetate (5 mg/24 h) for the last 13 days of each four week trez
using transvaginal pulsed Doppler making semi quantitative measurements of
pulsatility index (Pl). Before treatment (baseline) uterine artery Pl was elevai
decreased significantly under the influence of E2 to reach 1.9 +/- 0.8 after 2
altered by the cyclical addition of Nomegestrol acetate. On the 3rd month of
lower than seen during the first month and no difference was abserved betw:
(week 10) or E2 and Nomegestrol acetate (week 12). These data indicate tt
Nomegestrol acetate does not interfere with the vascular effects of E2 lower

impedance to flow.
%
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Contracept Fertil Sex. 1994 Dec;22(12):767-70.

[The cyclic administration of nomegestrol acetate does not alter
the vasodilating effects of estradiol on the uterine artery]

[Article in French] |

de Ziegler D, Zartarian M, Micheletti MC, Linh CG, Schaerer E.

Service d'endocrinologie, Clinique de Genolier.

Uterine artery blood flow was analyzed in 8 menopausal women receiving hormonal replacement therapy consisting of
transdermal E2 (0.05 mg/24 h) administered without interruption for 12 weeks in combination with a cyclical supply of
Nomegestrol acetate (5 mg/24 h) for the last 13 days of each four week treatment cycle. Uterine artery flow was analyzed
using transvaginal pulsed Doppler making semi quantitative measurements of Doppler flow waves by calculation of the
pulsatility index (PI). Before treatment (baseline) uterine artery Pl was elévated at 3.7 +/- 0.7 (mean +/- SD) and
decreased significantly under the influence of E2 io reach 1.9 +/- 0.8 after 2 weeks of treatment. This effect of E2 was not
altered by the cyclical addition of Nomegestrol acetate. On the 3rd month of treatment, uterine artery Pl values were
lower than seen during the first month and no difference was observed between measurements made while receiving E2
(week 10) or E2 and Nomegestrol acetate (week 12). These data indicate that cyclical administration of the progestin

Nomegestrol acetate does not interfere with the vascular effects of E2 lowering the uterine artery Pl a reflector of the
impedance to flow.

PMID: 7827638 [PubMed - indexed for MEDLINE]
Publication Types; MeSH Terms, Substances
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Contraception. 1991 Apr;43(4):305-16.

The pharmacokinetics of ethynylestradiol in the presence and
absence of gestodene and desogestrel.

Orme M, Back DJ, Ward S, Green S.

Department of Pharmacology .and Therapeutics, University of Liverpool, U.K.

Single doses of ethynylestradio! (30 micrograms) were given alone and in combination with either gestodene (75
micrograms) or desogestrel (150 micrograms) to 10 healthy female volunteers. The doses of steroids were given both
orally and by i.v. infusion over 5-7 minutes. Blood samples were taken at regular intervals over 24 hours. The area under
the plasma concentration versus time curve (AUC) for oral EE2 alone was 867 +/- 338 pg/mi x h, for oral EE2 in the
presence of gestodene it was 795 +/- 206 pg/mi x h and for oral EE2 in the presence of desogestrel it was 614 +/- 132
pg/mi x h. With either gestodene or desogestrel present, the AUC of EE2 was not significantly different from that found
when EE2 was given alone. In addition, there was no significant difference between EE2 + gestodene and EE2 +
desogestrel. Comparing the relative oral and iv doses, the bioavailability of EE2 (alone) was 59.0 +/- 13% (n = 6), for EE2
plus gestodene it was 62.1 +/- 10% and for EE2 in the presence of desogestrel it was 62.1 +/- 4.4%. The clearance of
EE2 (alone) was 19.9 +/- 5.5 I’h and in the presence of gestodene it was 1€.4 +/- 9.6 /h. The clearance of EE2 in the
presence of desogestrel appeared slightly greater at 27.7 +/- 8.9 I/'h but none of these clearance values were significantly
different from each other. The urinary excretion of 6-beta-hydroxy cortisol was similar after all 6 doses of EE2. These data
strongly suggest that following single dose administration, neither gestodene nor desogestre! have any inhibitory effect on
the metabolism of EE2 or alter its kinetics to any clinically significant extent.

PMID: 1830266 [PubMed - indexed,for MEDLINE]
Publication Types, MeSH Terms, Substances

LinkOut - more resources
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(57) ABSTRACT

This invention relates to a method of inducing contraception
comprising administering an estrogen selected from

2.0 to 6.0 mg of 17B-estradiol and

0.015 to 0.020 mg of cthinylestradiol;
and a gestagen selected from

0.05 to 0.075 mg of gestodene,
0.075 to 0.125 mg of levonorgestrel,
0.056 to 0.15 mg of desogestrel,

0.05 to 0.15 mg of 3-ketodesogestrel,
0.1 to 0.3 mg of drospirenone,

0.1 to 0.2 mg of cyproterone acetate,
0.2 to 0.3 mg of norgestimate and

>0.35 to 0.75 mg of norethisterone
for a female of reproductive age, who has not yet reached
premenopause, by administration for 23 or 24 days, begin-
ning on day one of the menstrual cycle, followed by 5 or 4
pill-free or sugar pill days, during a total of 28 days in the
administration cycle.

8 Claims, 1 Drawing Sheet
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5
the 23-day preparation, especially in the case of pre-
vious intake errors. The danger of “breakthrough ovu-
lations™ is smaller. :

2. The occurrence of large follicles of more than a 30 mm
diameter is extremely rare. The development of ovarian

cysts is improbable with the 23-day preparation in

comparison to the 21-day preparation.

3. The recruitment of dominant follicles is suppressed in
- the shortened intake-free pause.

4. The endogenous 17B-estradiol levels are suppressed

easily controllably in the case of the majority of the

users of the 23-day preparation. Clinical symptoms
such as breast tenseness, premenstrual syndrome and
menstrual disorders, which can be attributed to
increased and greatly fluctuating estrogen levels, are
observed with the 23-day preparation with clearly
lower frequency.

In summary, an intake, extended by two (or three) days,
of preparations containing 20 pg of ethinylestradiol in each
daily dosage unit can produce the above-mentioned advan-
tages, without the daily dose having to be raised to the
previously largely used level of 30 pg of ethinylestradiol.

The formulation of an estrogen and gestagen for the use
according to the invention or for a combination preparation
according to the.invention takes place compietely analo-
gously as it is already known for usual oral contraceptives
with 21-day intake period of the active ingredients, such as,
for example, Femovan® (ethinylestradiol/gestodens) or
Microgynon® (ethinylestradiol/levonorgestrel).

A pack containing a combination preparation according to
the invention is also designed analogously to packs for
already known oral contraceptives on the market with the
variation that instead of the usual 21 dosage units containing
the active components, now 23 or 24 such dosage units and
5 or 4 sugar pills are present or else contain other suitable
indications that 5 or 4 days are to be bridged over until
continuation of the intake of active ingredient-containing
dosage units.

Moreover, reference is made to the statements made in
EP-A 0 253 607, especiaily also to the statements there for
determination of equivalent amounts of ethinylestradiol and
17B-estradiol, on the one hand, and varions gestagens, such
as levonorgestrel, desogestrel, 3-ketodesogestrel and
gestodene, on the other hand.

For further details for the determination of dose equiva-
lents of various gestagenic active ingredients, reference is
made to “Probleme der Dosisfindung: Sexualhormone”
[Problems of Dose-Finding: Sex Hormones]; F. Neumann et
al. in “Arzneimittelforschung” (Pharmaceutical Agent
Research) 27, 2a, 296-318 (1977), as well as to “Aktuelle
Entwicklungen in der hormonalen Kontrazeption™ [Current
Developments in Hormonal Contraception]; H. Kuhl in Gyn
akologe” [Gynecologist] 25: 231-240 (1992).

BRIEF DESCRIPTION OF THE DRAWINGS

HIG. 1: Area with the 17B-estradiol level in groups of 30
females, who are treated with an oral contraceptive (75 HE
of gestodene +20 pg of ethinylestradiol) in 21- or 23-day
administration interval over three cycles.

10

15

30 |

35

45

50

55

5,583,129

6

FIG. 2: Number of females in %, who showed follicular
developments (>13 mm diameter) with 21- or 23-day treat-
ment with an oral contraceptive (75 pg of gestodene +20 pg
of ethinylestradiol).

We claim:

1. A method of inducing contraception in a female of
reproductive age who has not yet reached premenopause,

‘comprising administering to said female a composition

comprising an estrogen selected from

2.0 to 6.0 mg of 17B-estradiol and

0.015 to 0.020 mg of ethinylestradiol;
and a gestagen selected from

0.05 to 0.075 mg of gestodene,

0.075 to 0.125 mg of levonorgestrel,

0.06 to 0.15 mg of desogestrel,

0.06 to 0.15 mg of 3-ketodesogestrel,

0.1 to 0.3 mg of drospirenone,

0.1 to 0.2 mg of cyproterone acetate,

0.2 to 0.3 mg of norgestimate and

>0.35 to 0.75 mg of norethisterone;
wherein the composition is administered for 23 or 24 days,
beginning on day one of the menstrual cycle, followed by 5
or 4 pill-free or sugar pill days, during a total of 28 days in
the administration cycle. :

2. A method according to claim 1, whereby the estrogen
is ethinylestradiol.

3. A method according to claim 1, whereby the estrogen
is 178-estradiol.

4. A method according to claim 1, whereby the gestagen
is gestodene.

5. A method according to claim 1, whereby the gestagen

is levonorgestrel.

6. A method according to claim 1, whereby the gestagen
is cyproterone acetate or drospirenone.

7. A method according to claim 1, whereby the compo-
sition comprises an estrogen selected from

>2.0 t0 6.0 mg of 17B-estradiol and

0.620 mg of ethinylestradiol;
and a gestagen selected from

>0.06 to 0.075 mg of gestodene,

>0.100 to 0.125 mg of levonorgestrel,

>0.10 to 0.15 mg of desogestrel,

>0.10 to 0.15 mg of 3-ketodesogeétre],

0.25 to 0.30 mg of drospirenone,

0.1 10 0.2 mg of cyproterone acetate,

0.2 to 0.3 mg of norgestimate and

0.50 to 0.75 mg of norethisterone.

8. A method according to claim 1, whereby the estrogen
is present in a dose of 20 pg of ethinylestradiol or an
equivalent dose of 17B-estradiol and the gestagen is present
in a dose of 75 pg of gestodene or an equivalent dose of
levonorgestrel, cyproteronie acetate or drospirenone.
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Process for hormonal contraception, in which in a plurality
of substantially time-unlimited, linked taking periods and
optionally having a sequence lasting several years and which
in each case comprise at least one taking cycle with a
duration-constant taking phase lasting several days within
the particular taking period and a taking pause lasting
several days, in which taking phase or phases per day
administration takes place of a daily unit with at least one
contraceptively acting hormone component, such as estro-
gen and/or gestagen, and in the taking pause or pauses
administration takes place either of placebos free from any
hormone component or the particular taking pause remains
entirely administration-free and the duration of the taking
phase or phases of at least the final taking period last at least
22 days, characterized in that the duration of the taking
phase or phases in any taking period proceding a following
taking period is shorter than in each case following taking
period, as well as administration form for hormonal contra-
ception and in particular for the performance thereof.
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also possible to use implants and hormone-containing [UDs,
whilst in each case obviously correspondingly adapting the
dosage. )

[0046] The contraceptive process according to the inven-
tion for women is subdivided into at least two taking periods
and with the exception of the final taking period the duration
of all the periods is predetermined. The duration of the final
taking period is not fixed by the process according to the
invention. The taking regimen can in fact be extended at
random by the user of the process according to the invention.

[0047] Each taking period consists of exactly one iaking
cycle or a sequence of immediately following taking cycles.
A taking cycle comprises a taking phase and a taking pause,
which immediately follows or immediately precedes the
taking phase. During the taking phase every day use is made
of a combination of e.g. an estrogen and a gestagen, a
gestagen alone or another suitable substance or substance
combinations. During the taking pause such a taking does
not occur, but placebos can be provided. All the iaking
phases of the same taking periods have the same. duration,
which also applies to the taking pauses. The duration of the
taking phases increases between the individual taking peri-
ods, but this does not necessarily apply for the taking pauses.

[0048] The invention is described in greater detail here-
inafter with the aid of examples.

[0049] In the examples “E” represents a taking phase and
“P” a taking pause. The directly following number indicates
the duration in days. The taking periods are made apparent
by underlining. The continuation dots “ . . . ” stand for a
random repetition of the taking cycles of the final taking
period. The undefined number of taking cycles of the final
period is represented by the symbol “#”.

EXAMPLE 1

[0050] Taking regimen: E21 P7 E42 P7 E42 P7 . . .

[0051] There are two taking periods, the number of taking
cycles being 1-#. the daily hormone units contain in each
case 3 mg of drospirenone and 20 aeg of ethinylestradiol.

EXAMPLE 2
[0052] Taking regimen: E21 PS E21 P5 E49 P7 E49 P7 .

[0053] There are two taking periods, the number of taking
cycles being 2-#. The daily hormone units in each case
contain 3 mg of drospirenone and 30 aeg of ethinylestradiol.

EXAMPLE 3

[0054] Taking regimen: E24 P4 E24 P4 E24 P4 E48 P6
E48 P6 E48 P6 E48 P6 . . .

[0055] There are two taking periods and the number of
taking cycles is 3-#. The daily hormone units contain in each
case 0.075 mg of gestoden and 20 aeg of ethinylestradiol.

EXAMPLE 4
[0056] Taking regimen: E21 P7 E49 P7 E77 P7E77 P7.

[0057] There are three taking periods and the number of
taking cycles is 1-1#. The daily hormone units in each case
contain 0.075 mg of gestoden and 30 mg of ethinylestradiol.
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EXAMPLE 5

[0058] Taking regimen: E20 PS5 E40 P5 E40 P5 E60 PS
E6OPS ...

[0059] There are three taking periods and the number of
taking cycles is 1-2-#. The daily hormone units contain in
cach case 0.15 mg of levonorgestrel and 20 aeg of ethi-
nylestradiol.

EXAMPLE 6

[0060] Taking regimen: E30 P6 E30 P6 E30 P6 E60 P6
E60 P6 E90 P6 E90 P6 . . .

[0061] There are taking periods and the number of taking
cycles is 3-2-#. The daily hormone units contain in each case
0.15 mg of levonorgestrel and 30 aeg of ethiniylestradiol.

EXAMPLE 7

[0062] Taking regimen: E21 P4 E42 PS5 E63 P6 E84 P7 .
..E84P7...

[0063] There are four taking periods and the number of
taking cycles is 1-1-1-#. The daily hormone units contain in
cach case 2 mg of cyprotherone acetate and 35 aeg of
ethinylestradiol.

EXAMPLE 8

. 4
[0064] Taking regimen: E21 P7 E49 P7 E77 P7 E105 P7
B10S P7. . ..

[0065] There are four taking periods and the number of
taking cycles is 1-1-1-#. The daily hormone units in each
case contamn 0.03 mg of norgestrel.

EXAMPLE 9

[0066] Taking regimen: E24 P4 E72 P6 E72 P6 E96 P7
E120 P7 E120P7 ...

[0067] Therc are four taking periods and the number of
taking cycles is 1-2-1-#. The hormone daily units contain in
cach case 0.075 mg of gestoden and 20 aeg of ethinylestra-
diol.

EXAMPLE 10

[0068] In an administration form with E21 P7 E49 P7 E77
P7E77P7 ... tablets with an estrogen/gestagen combination
are administered, being supplied as packaging unifs in
blister form and for which three different packaging units are
offered. ’

[0069] Packaging unit 1 contains a blister with 21 tablets
of the estrogen/gestagen combination, packaging unit 2
coniains a blister with 49 tablets of the estrogen/gestagen
combination and packaging unit 3 contains three blisters
with in each case 77 tablets of the estrogen/gestagen com-
bination. '

[0070] The features disclosed in the preceding description
and in the claims can be essential to the implementation of
the different embodiments of the invention either singly or
1 random combination.

1. Process for hormonal contraception, in which in a
plurality of substantially time-unlimited, linked taking peri-
ods and optionally having a sequence lasting several years
and which in each case comprise at least one taking cycle
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with a duration-constant taking phase lasting several days
within the particular taking period and a taking pause lasting
several days, in which taking phase or phases per day
administration takes place of a daily unit with at least one
contraceptively acting hormone component, such as estro-
gen and/or gestagen, and in the taking pause or pauses
administration takes place either of placebos free from any
hormone component or the particular taking pause remains
entirely administration-free and the duration of the taking
phase or phases of at least the final taking period lasts at least
22 days, characterized in that the duration of the taking
phase or phases in any taking period preceding a following
taking period is shorter than in the in each case following
taking period.

2. Process according to claim 1, characterized in that the
final taking period starts at the latest with the teath taking
cycle.

3. Process according to claim 1 or 2, characterized in that
in at least one taking period the particular taking phase
precedes the particular taking pause.

4. Process according to claim 1 or 2, characterized in that
in at least one taking period the particular taking pause
precedes the particular taking phase.

5. Process according to one of the preceding claims,
characterized in that the duration of at least one of the taking
pauses is 4 to 10 days. ,

6. Process according to claim 5, characterized in that the
duration of at least one of the taking pauses is 7 days.

7. Process according to one of the preceding claims,
characterized in that the duration of the taking pauses in the
final taking period is constant.

8. Process according to claim 7, characterized in that the
duration of the taking pauses as from and including the first
taking period is constant.

9. Process according to one of the preceding claims,
characterized in that the duration of the taking phase or
phases of at least the final taking period is at least 40 days.

10. Process according to claim 9, characterized in that the
duration of the taking phase or phases of at least the final
taking period is at least 45 days.

11. Process according to claim 9 or 10, characterized in
that the duration of the taking phase or phases of at least the
final taking period is at least 50 days.

12. Process according to one of the claims 9 to 11,
characterized in that the duration of the taking phase or
phases of at least the final taking period is at least 60 days.

13. Process according to one of the claims 9 to 12,
characterized in that the duration of the taking phase or
phases of at least the final taking period is at least 70 days.

14. Process according to one of the claims 9 to 13,
characterized in that the, duration of the taking phasc or
phases of at least the final taking period is at least 80 days.

15. Process according to one of the claims 9 to 14,
characterized in that the duration of the taking phase or
phases of at Jeast the final taking period is at least 90 days.

16. Process according to one of the claims 9 to 15,
characterized in that the duration of the taking phase or
phases of at least the final taking period is at least 100 days.

17. Process according to one of the claims 9 to 16,
characterized in that the duration of the taking phase or
phases of at least the final taking period is at least 110 days.
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18. Process according to one of the claims 9 to 17,
charactérized in that the duration of the taking phase or
phases of at least the final taking period is 2 maximum of 150
days.

19. Process according to one of the preceding claims,
characterized in that as hormone component or components
use is made of chlormadinone acetate with a dosage per
daily unit of 0.5 to 3 mg inclusive, cyprotherone acetate 1 to

'3 mg inclusive, desogestrel 0.05 to 0.2 mg inclusive,

dienogest 1 to 3 mg inclusive, gestoden 0.035 to 0.1 mg
inclusive, levonorgestrel 0.025 to 0.5 mg inclusive, lynestre-
nol 0.25 to 3 mg inclusive, medroxyprogesterone acetate 75
10 200 mg inclusive, norethisterone 0.175 to 1.5 mg inclu-
sive, norgestimate 0.1 to 0.3 mg inclusive, norgestrel 0.015
10 0.75 mg inclusive, norethisterone acetate 0.25 to 3 mg
inclusive, norestisterone enanthate 100 to 300 mg inclusive,
drosperinone 1.5 to 4 mg inclusive, ethinylestradiol 10 to 50
aeg inclusive, mestranol 25 to 50 acg inclusive and/or
estradiol (as a representative of natural estrogen) 0.25 to 4
mg inclusive.

20. Process according to one of the preceding claims,
characterized in that the hormone component dosage is
successively decreased between taking periods.

21. Administration form for hormonal contraception, par-
ticularly for performing the process according to one of the
preceding claims, with a plurality of packaging units, which
in each case comprise at least one set of daily units to be
administered within a taking cycle of a taking period, within
which the duration of the taking phases is constant, com-
prising in each case a taking phase aod a neighbouring
taking pause and which in each case have a number of daily
hormore units corresponding 1o the duration of the taking
phase or phases, with in each case a content of at least one
contraceptively acting hormone component, such as estro-
gen and/or gestagen, as well as optionally a number of
placebos corresponding to the duration of the taking pause
or pauscs, the duration of the taking phase or phases of at
least the last of the taking periods following the first taking
period is at least 22 days, characterized in that the number
of daily hormone units in any packaging unit corresponding
to a taking period preceding a following taking period is
smaller than in the packaging unit corresponding to the in
cach case following taking period.

22. Administration form according to claim 21, charac-
terized in that the last taking period commences at the latest
with the tenth taking cycle.

23. Administration form according to claim 21 or 22,
characterized in that in at least one taking period the taking
phase precedes the taking pause.

24. Administration form according to claim 21 or 22,
characterized in that in at least one taking period the taking
pause precedes the taking phase.

25. Administration form according to one of the claims 21
10 24, characterized in that the number of daily hormone
units per taking phase of the packaging unit corresponding
1o the last taking period is at least 40.

26. Administration form according to claim 25, charac-
terized in that the number of daily bormone units per taking
phase of the packaging unit corresponding to the last taking
period is at least 45.

27. Administration form according to claim 25 or 26,
characterized in that the number of daily hormone units per
taking phase of the packaging unit corresponding to the last
taking period is at least 50.
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28. Administration form according to one of the claims 23
to 27, characterized in that the number of daily hormone
units per taking phase of the packaging unit corresponding
to the last taking period is at least 60.

29. Administration form according to one of the claims 25
to 28, characterized in that the number of daily hormone
units per taking phase of the packaging unit corresponding
to the last taking period is at least 70.

30. Administration form according to one of the claims 25
to 29, characterized in that the number of daily hormone
units per taking phase of the packaging unit corresponding
to the final taking period is at least 80.

31. Administration form according to one of the claims 23
to 30, characterized in that the number of daily hormone
units per taking phase of the packaging unit corresponding
to the last taking period is at least 90.

32. Administration form according to one of the claims 25
to 31, characterized in that the number of daily hormone
units per taking phase of the packaging unit corresponding
to the last taking period is at least 100.

33. Administration form according to one of the claims 25
to 32, characterized in that the number of daily hormone
units per taking phase of the packaging unit corresponding
to the last taking period is at least 110.

34. Administration form according to one of the claims 25
to 33, characterized in that the pumber of daily hormone
units per taking phase of the packaging unit corresponding
to the last taking period is a maximum of 150.
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35. Administration form according to one of the claims 21
10 34, characterized in that the daily hormone units have in
cach case 0.5 to 3 mg inclusive of chiormadinone acetate, 1
to 3 mg inclusive of cyprotherone acetate, 0.05 to 0.2 mg
inclusive of desogestrel, 1 to 3 mg inclusive of dienogest,
0.035 to 0.1 mg inclusive of gestoden, 0.025 to 0.5 mg
inclusive of levonorgestrel, 0.25 to 3 mg inclusive of
lynestrenol, 75 to 200 mg inclusive of medroxyprogesterone
acetate, 0.175 10 1.5 mg inclusive of norethisterone, 0.1 1o
0.3 mg inclusive of norgestimate, 0.015 to 0.75 mg inclusive
of norgestrel, 0.25 to 3 mg inclusive of norethisterone
acetate, 100 to 300 mg inclusive of norestisterone enanthate,
1.5 to 4 mg inclusive of drosperinone, 10 to 50 aeg inclusive
of ethinylestradiol, 25 to 50 aeg inclusive of mestranol
and/or 0.25 to 6 mg inclusive of estradiol (as a representative
of natural estrogen).

36. Administration form according to one of the claims 21
to 34, characterized in that at least one of the packaging units
per taking pause has placebos in a pumber corresponding to
the duration of the particular taking pause.

37. Administration form according to one of the claims 21
10 36, characterized in that the hormone component dosage
successively decreases between taking periods.
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(57) Abstract

This invention provides a method of contraception which comprises administering to a female of child bearing age for a combination
of a progestin at a daily dosage of 40-500 g trimegestone, 250 ug -
daily dosage equivalent in estrogenic activity to 10-20 ¢ ethiny! estradiol for 23-25 days beginning on day I of the menstrual cycle, and
wherein the same dosage of the progestin and estrogen combination is administered in each of the 23-25 days.

4 mg dienogest, or 250 ug - 4 mg drospirenone, and an estrogen at a
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WHAT IS CLAIMED 1S:
1. A method of contraception which comprises administering to a female of

child bearing age a combination of a progestin at a daily dosage selected from the
group consisting of 40-500 pg wimegesione, 250 pg - 4 mg dienogest, and 250
ug - 4 mg drospirenone, and an estrogen at a daily dosage equivalent in estrogenic
activity to 10-20 pg ethinyl estradiol for 23-25 days beginning on day 1 of the
menstrual cycle, and wherein the same dosage of the progestin and estrogen
combination is administered in cach of the 23-25 days.

2. The method according to claim 1, wherein the estrogen is selected from

the group consisting of ethinyl estradiol; 17-estradiol; conjugated estrogens,

USP; estrone or a salt thereof; and mestranol.

3. The method according to claim 2, wherein the estrogen is ethinyl estradiol.
. q

4. The method according to claim 3, wherein the progestin/estrogen

combination is administered for 24 days per menstrual cycle beginning on day 1

of the menstrual cycle.

5. The method according to claim 4 wherein the daily dosage of ethinyl
estradiol is 15 pg.

6. The method according to claim 5, wherein the progestin is trimegestone.

7. The method according to claim 6, wherein the daily dosage of
trimegestone is 250 pg.

8. The method according to claim 6, wherein the daily dosage of
trimegestone is 125 pg.

9. The method according to claim 6, wherein the daily dosage of
trimegestone is 75 pg.

10.  The method according to claim 6, wherein the daily dosage of
trimegestone is 50 ug.

97
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11.  The method according to claim 6, wherein the daily dosage of
trimegestone is 40 ug.

12.  The method according to claim 5, wherein the progestin is dienogest.

13.  The method according to claim 11, wherein the daily dosage of dienogest
is 2 mg.

14.  The method according to claim 11, wherein the daily dosage of dienogest
is 1 mg.

15.  The method according to claim 11, wherein the daily dosage of dienogest
is 800 pg.

16.  The method according to claim 11, wherein the daily dosage of dienogest ,
is 750 ug.

17.  The method according to claim 11, wherein the daily dosage of dienogest
is 500 pg.

18.  The method according to claim 5, wherein the progestin is drospirenone.

19.  The method according to claim 18, wherein the daily dosage of
drospirenone is 3 mg.

20. The method according to claim 18, wherein the daily dosage of
drospirenone is 2 mg.

21.  The method according to claim 18, wherein the daily dosage of
drospirenone is 1 mg.

22. The method according to claim 18, wherein the daily dosage of
drospirenone is 500 pg.

PCT/US97/12795

23




WO 98/04269 PCT/US97/12795 ’L 4/

10

15

20

25

30

35

-13-

23.  The method according to claim 1, which further comprises administering a
non-contraceptive placebo for 3-5 consecutive days beginning on the day
immediately following the last day of administration of the progestin/estrogen
combination, such that the total days of administration of the progestin/estrogen
combination plus the non-contraceptive placebo equals 28 days.

24.  The method according to claim 23 in which the non-contraceptive placebo
contains an iron supplement.

25. A contraceptive kit adapted for oral administration which comprises 23-25
separate dosage units, said dosage units each containing a combination of a
progestin at a dosage selected from the group consisting of 40-500 pg
trimegestone, 250 pg - 4 mg dienogest, and 250 pg - 4 mg drospirenone, and an
estrogen at a dosage equivalent in estrogenic activity to 10-20 jig ethinyl estradiol,
wherein each of the dosage units contains the same dosage of progestin and
estrogen.

26.  The contraceptive kit according' to claim 25, wherein the estrogen is
selected from the group conisisting of ethinyl estradiol; 17f-estradiol; conjugated
estrogens, USP; estrone or a salt thereof; and mestranol.

27.  The contraceptive kit according to claim 26, wherein the estrogen is
ethinyl estradiol.

28.  The contraceptive kit according to claim 27 in which the number of dosage
units is 24,

29. A contraceptive kit adapted for oral administration which comprises 28
dosage separate units, 23-25 of said dosage units each containing each containing
a combination of a progestin at a dosage selected from the group consisting of 40-
500 pg trimegestone, 250 pg - 4 mg dienogest, and 250 [g mg drospirenone, and
an estrogen at a dosage equivalent in estrogenic activity to 10-20 pg ethinyl
estradiol, wherein each of the dosage units contains the same dosage of progestin
and estrogen; and 3-5 of said dosage units each containing a non-contraceptive
placebo; wherein each of the 23-25 dosage units contains the same dosage of
progestin and estrogen.
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CERTIFICA:

NOMBRE : LABORATORIO FRANCO COLOMBIANO LAFRANCOL S.A.
SIGLA : LAFRANCOL S.A.
DOMICILIO: CALI VALLE
DIRECCION COMERCIAL :---K 1 46 84
DIRECCION NOTIFICACION JUDICIAL:---K 1 46 84
CIUDAD:CALI
MATRICULA MERCANTIL NRO. 5233-4 FECHA MATRICULA : 02 DE OCTUBRE DE 1958

DIRECCION ELECTRONICA : lafrancolsa@lafrancol.co
DIRECCION WEB : www.lafrancol.com
AFILIADO
CERTIFICA:
NIT : 8%0301463-8
CERTIFICA:
QUE POR ESCRITURA NRO. 1434 DEL 29 DE SEPTIEMBRE DE 1958  NOTARIA CUARTA DE
CALI , INSCRITA EN LA CAMARA DE COMERCIO EI 02 DE OCTUBRE DE 1958 BAJO EL NRO.

18319 DEL LIBRO IX , SE CONSTITUYO LA SOCIEDAD DENOMINADA LABORATORIO FRANCO
COLOMBIANO LAFRANCOL S.A.

CERTIFICA:
QUE POR ESCRITURA NRO. 3672 DEL 24 DE AGOSTO DE 2008 NOTARIA TERCERA DE CALI
, INSCRITA EN LA CAMARA DE COMERCIO EL 27 DE AGOSTO DE 2009 BAJO EL NRO. 9876
DEL LIBRO IX , LA SOCIEDAD CAMBIO SU NOMBRE DE LABORATORIO FRANCO COLCMBIANO
LAFRANCOL S.A. . POR %;//6E LABORATORIC FRANCO COLOMBIANO LAFRANCOL S.A.
SIGLA: LAFRANCOL S.A.

CERTIFICA:
REFORMAS
DOCUMENTO FECHA.DOC  ORIGEN FECHA.INS NRO.
INS LIBRO
E.P. 1104 30/06/1959 NOTARIA CUARTA DE CALI 07/07/1959
12467
E.P. 2309 26/12/1959 NOTARIA CUARTA DE CALT 29/12/1959
20089
E.P. 1725 24/07/1962 NOTARIA CUARTA DE CALI 26/07/1962
24528
E.P. 1824 31/07/1963 NOTARIA CUARTA DE CALI 14/08/1963

**%* CONTINUA ***
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26360
E.P.
26717
E.P.
28406
E.P.
31039
E.P.
35711
E.P.
2975
E.P.
4337
E.P.
5994
E.P.
5995
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10887
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25355
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34204
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73088
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76817
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E.P.
3508
E.P.
13847
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21508
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E.P. 3865 02/08/1990 NOTARIA TERCERA DE CALI 13/08/1990
31708 IX
E.P. 8305 13/12/1995 NOTARIA TERCERA DE CALI 23/01/1996
557 IX
E.P. 4559 16/11/1999 NOTARIA TERCERA DE CALI 26/11/1999
7911 IX
E.P. 6.004 02/12/2004 NOTARIA TERCERA DE CALI 14/12/2004
13371 IX
E.P. 6241 27/12/2006 NOTARIA TERCERA DE CALI 19/01/2007
625 IX
E.P. 389 07/02/2008 NOTARIA TERCERA DE CALI : 19/02/2008
1880 IX
E.P. 1307 11/05/2009 NOTARIA TERCERA DE CALI 26/05/2009
5950 X
E.P. 3672 24/08/2009 NOTARIA TERCERA DE CALI 27/08/2009
9876 IX

CERTIFI
VIGENCIA: 29 DE SEPTIEMBRE DEL ANO 2057
CERTIFICA:

OBJETO. LA  COMPANTA SE CONSTITUYE CON EL OBJETO DE: A) FABRICACION,
DISTRIBUCION Y VENTA EN EL TERRITORIO DE LA REPUBLICA DE COLOMBIA O EN EL
EXTRANJERO DE CUALESQUIERA TIPOS DE  VACUNAS, PRODUCTOS  QUIMICOS,
FARMACKEUTICOS, ALIMENTICIOS FUNCIONALES, COSMETICOS Y FISIOLOGICOS, REACTIVOS,
ANTIBIOTICOS PARA USO HUMANO Y VETERINARIO, PRODUCTOS DIETETICOS, COLORANTES,
DE PERFUMERIA, DISPOSITIVOS MEDICOS Y AFINES. B) LA REPRESENTACION DE CASAS
FABRICANTES  NACIONALES O  EXTRANJERAS DE  ESTOS  MISMOS PRODUCTOS. C)
FABRICACION, IMPORTACION, DISTRIBUCION Y VENTA DE CUALESQUIERA TIPO DE
PRODUCTOS VETERINARIOS. D) LA REALIZACION DE TODOS LOS ACTOS, CONTRATOS,
CONVENIOS, DIRECTAMENTE  RELACIONADOS CON LOS FINES ANTES INDICADOS. E)
IMPORTAR CUALESQUIERA TIPOS DE VACUNAS, PRODUCTOS QUIMICOS, FARMACEUTICOS,
ALIMENTICIOS FUNCIONALES, COSMETICOS Y FISIOLOGICOS, REACTIVOS, ANTIBIOTICOS
PARA  USO  HUMANO Y  VETERINARIO, PRODUCTOS DIETETICOS, COLORANTES, DE
PERFUMERIA, DISPOSITIVOS MEDICOS Y AFINES Y/O PRODUCTOS INTERMEDIOS O A
GRANEL. EN DESARROLLO DE SU OBJETO SOCIAL PODRA LA SOCIEDAD ADQUIRIR Y VENDER
BIENES RAICES Y MUEBLES, DARLOS Y TOMARLOS EN ARRENDAMIENTO, GARANTIZAR CON
*** CONTINUA **x*
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HIPOTECA SOBRE LOS BIENES RAICES O CON PRENDA SOBRE LOS BIENES MUEBLES,
OBLIGACIONES A CARGO DE LA SOCIEDAD; DAR Y RECIBIR A MUTUO COMERCIAL DINERO Y
CELEBRAR LOS CONTRATOS COMERCIALES DE CAMBIO EN TODAS SUS MANIFESTACIONES,
FUNDAR EMPRESAS QUE TENGAN LA MISMA FINALIDAD SOCIAL O ASOCIARSE CON FLLAS.
CERTIFICA:
LA SOCIEDAD TIENE LOS SIGUIENTES ORGANOS PRINCIPALES 1) ASAMBLEA GENERAL DE
ACCIONISTAS. 2) JUNTA DIRECTIVA. 3) REPRESENTANTES LEGALES.
FUNCIONES DE LA ASAMBLEA GENERAL, ENTRE OTRAS: A) DECLARAR ORDINARIA O
EXTRAORDINARIAMENTE DISUELTA Y EN ESTADO DE LIQUIDACION A LA SOCIEDAD; B)
AUTORIZAR LA VENTA, TRANSFERENCIA, ACTOS DISPOSITIVOS, DE ADMINISTRACION, O
ARRIENDO, HIPOTECAR, GRAVAR, TOTAL O PARCIALMENTE LOS BIENES QUE COMPONEN SU
PATRIMONIO; C) DECRETAR EL AUMENTO DE CAPITAL AUTORIZADO; D) DECRETAR LA
PRORROGA DEL TERMINO DE DURACION DE LA SOCIEDAD; E) REMOVER EN CUALQUIER
MOMENTO AL PRESIDENTE EJECUTIVO, A LOS MIEMBROS DE LA JUNTA LCIRECTIVA O AL
REVISOR  FISCAL, Y SUS RESPECTIVOS  SUPLENTES; F) REALIZAR CUALQUIER
MODIFICACION ESTATUTARIA; G) DISPONER LA ESCISION, FUSION O TRANSFORMACION DE
LA SOCIEDAD; H) NOMBRAR A LOS MIEMBROS DE LA JUNTA DIRECTIVA Y EIL REVISOR
FISCAL DE LA SOCIEDAD Y SUS RESPECTIVOS SUPLENTES; N) DELEGAR EN LA JUNTA
DIRECTIVA, CUANDO LO ESTIME OPORTUNO, ALGUNA O ALGUNAS DE SUS FUNCIONES CUYA
DELEGACION NO ESTE PROHIBIDA POR LA LEY O POR LOS ESTATUTOS, PERO, NO SON
DELEGABLES LAS COMPRENDIDAS EN EL PRIMER LITERAL DE ESTE ARTICULO; 0) LAS QUE
NATURALMENTE LE CORRESPONDAN COMO SUPREMA ENTIDAD DIRECTIVA DE LA SOCIEDAD; S)
NOMBRAR Y REMOVER EL LIQUIDADOR DE LA SOCIEDAD Y SU SUPLENTE, FIJAR SU
REMUNERACION Y CONSIDERAR, APROBAR O IMPROBAR SUS CUENTAS; T) ADOPTAR TODAS
LAS MEDIDAS QUE RECLAMEN EL CUMPLIMIENTO DE LOS ESTATUTOS Y EL INTERES DE LOS
ACCIONISTAS Y DE LA SOCIEDAD.
LA JUNTA DIRECTIVA SE COMPONE DE TRES (3) MIEMBROS QUE SERAN ELEGIDOS POR LA
ASAMBLEA GENERAL DE ACCIONISTAS. SUS SUPLENTES SERAN PERSONALES.
FUNCIONES DE LA JUNTA DIRECTIVA, ENTRE OTRAS: B) CREAR LOS CARGOS QUE JUZGUE
NECESARIOS PARA LA BUENA MARCHA DE LA EMPRESA, SENALAR SUS FUNCIONES, FIJAR
SUS ASIGNACIONES O LA FORMA DE RETRIBUCION, NOMBRAR Y REMOVER LIBREMENTE A LOS
EMPLEADOS DE LA SOCIEDAD, EXCEPTO AQUELLOS CUYO NOMBRAMIENTO O REMOCION
CORRESPONDA A LA ASAMBLEA GENERAL DE ACCIONISTA A LAS PERSONAS QUE DEBEN
CORRESPONDERLOS O LOS DESEMPENEN. C) NOMBRAR, REMOVER Y FIJAR ASIGNACIONES AL
PRESIDENTE  EJECUTIVO, VICEPRESIDENTES Y ADMINISTRADORES QUE  REPORTEN
*%* CONTINUA ***
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DIRECTAMENTE A LA PRESIDENCIA EJECUTIVA H) AUTORIZAR POR VIA GENERAL,
LIBERALIDADES, BENEFICIOS O PRESTACIONES DE CARACTER EXTRALEGAL A FAVOR DEL
PERSONAL DE LA SOCIEDAD. J) AUTORIZAR AL PRESIDENTE EJECUTIVO, PARA QUE
SOLICITE, ©DE ACUERDO CON LA LEY VIGENTE, LLEGADO EL CASO, QUE SE ADMITA A LA
COMPANIA EN LA CELEBRACION DE CONCORDATO PREVENTIVO CON SUS ACREEDORES, O
REESTRUCTURACION EMPRESARIAL. Q) CREAR LOS COMITES QUE ESTIME CONVENIENTES
PARA ASESORAR AL PRESIDENTE EJECUTIVO Y REPRESENTANTES LEGALES DE LA SOCIEDAD
EN DETERMINADOS ASUNTOS, FIJARLES SUS FUNCIONES Y SENALAR LA REMUNERACION DE
SUS MIEMBROS; R) AUTORIZAR AL TERCER REPRESENTANTE LEGAL QUE ES EL PRESIDENTE
EJECUTIVO, AL CUARTO Y QUINTO REPRESENTANTES LEGALES PARA COMPROMETER A LA
SOCIEDAD © A LOS NEGOCIOS SOCIALES EN CUANTIA SUPERIOR A SEIS MIL SALARIOS
MINIMOS MENSUALES LEGALES VIGENTES (6,000 SMMLV) PARA CELEBRAR CONTRATOS
COMERCIALES DE COMPRAVENTA CON LA NACION (MINISTERIOS Y DEPARTAMENTOS
ADMINISTRATIVOS), ENTIDADES DESCENTRALIZADAS (ESTABLECIMIENTOS PUBLICOS,
EMPRESAS INDUSTRIALES Y COMERCIALES DEL ESTADO, SOCIEDADES DE ECONOMIA MIXTA),
EMPRESAS SOCIALES CIVILES Y COMERCIALES, CUALQUIERA QUE SEA SU NATURALEZA CON
FACULTADES PARA EXIGIR O SUSCRIBIR LOS DOCUMENTOS Y GARANTIAS NECESARIOS HASTA
LA CUANTIA ANTES MENCIONADA Y REPRESENTAR A LA COMPANIfA EN CUALQUIER TRAMITE O
PROCESC JUDICIAL QUE SE ADELANTE ANTE LAS JURISDICCIONES CIVIL, LABORAL,
COMERCIAL, PENAL Y CONTENCIOSO ADMINISTRATIVA EN CALIDAD DE DEMANDANTES O
DEMANDADOS Y CUALQUIER OTRO TRAMITE EN EL QUE SE REQUIERA REPRESENTAR A LA
coMPANIA ANTE ENTIDADES Y ORGANISMOS DEL ESTADO DE CUALQUIER ORDEN O ENTIDADES
DE NATURALEZA PRIVADA. S) AUTORIZAR AL TERCER Y CUARTO REPRESENTANTE LEGAL
PARA ADQUIRIR ACTIVOS FIJOS SUPERIOR A DOSCIENTOS UNC SALARIOS MINIMOS
MENSUALES LEGALES VIGENTES (201 SMMLV), CREDITOS CON ENTIDADES FINANCIERAS
SUPERIORES A UN MILLON QUINIENTOS MIL DOLARES AMERICANOS (US$1.500.0000) Y
DEFINIR LAS ATRIBUCIONES AL TERCER Y CUARTO REPRESENTANTE LEGAL
CORRESPONDIENTE A OTRAS COMPRAS POR CONCEPTO DE ASESORIAS Y GASTOS DIFERENTES
A LOS ANTERIORES. T) AUTORIZAR AL TERCER Y CUARTO REPRESENTANTE LEGAL DE LA
coMPANIA PARA QUE CELEBREN CONTRATOS DE SOCIEDAD O PARTICIPEN EN OTRAS
COMPANIAS COMERCIALES. U) AUTORIZAR AL TERCER Y CUARTO REPRESENTANTE LEGAL
PARA QUE SUSCRIBAN TODA CLASE DE DOCUMENTOS PUBLICOS O PRIVADOS Y CON EL
PROPOSITO DE INSTRUMENTAR CUALQUIER TIPO DE ACTOS, NEGOCIOS JURIDICOS,
OPERACIONES DE CUALQUIER INDOLE, Y SIEMPRE Y CUANDO SUPERE LA CUANTIA PREVISTA
PARA LA REALIZACION DE ACTOS POR PARTE DEL REPRESENTANTE LEGAL DE LA COMPANIA.
*** CONTINUA ***
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W) AUTORIZAR LA CONSTITUCION O SUPRESION DE SUCURSALES O AGENCIAS. BB)
AUTORIZAR LA NOVACION O CUALQUIER FORMA EXTINTIVA DE OBLIGACIONES. CC)
AUTORIZAR LA  ENAJENACION A CUALQUIER TITULO RELACIONADA CON MAQUINARIA
INDUSTRIAL, TERRENOS, EDIFICIOS E INTANGIBLES Y APROBAR DONACIONES. IGUALMENTE
AUTORIZARA LA  CONSTITUCION DE GARANTIAS HIPOTECARIAS, PRENDARIAS O DE
CUALQUIER OTRA INDOLE SOBRE DICHOS ACTIVOS.
EL PRESIDENTE EJECUTIVO, TERCER REPRESENTANTE LEGAL DE LA COMPANIA, PRESTARA
SU ASESORIA PERMANENTE A LA JUNTA DIRECTIVA CON LAS SIGUIENTES FUNCIONES: A)
FIRMAR LAS CONVOCATORIAS DE LA ASAMBLEA GENERAL Y DE LA JUNTA DIRECTIVA. B)
VIGILAR LA EJECUCION DE LOS ACUERDOS ADOPTADOS, SIN PERJUICIC DEL CUMPLIMIENTO
DE ESTA MISMA FUNCION POR PARTE DEL PRESIDENTE O EL SECRETARIO DE LA JUNTA
DIRECTIVA DE LA COMPANIA. C) PROPONER LA CREACION DE LOS ORGANOS ASESORES QUE
ESTIME OPORTUNOS, INFORMANDO DE ELLO A LA JUNTA DIRECTIVA PARA SU APROBACION
POR ESTA. D) RENDIR ANUALMENTE INFORME DE SU ACTUACION ANTE LA ASAMBLEA
GENERAL Y SOMETER A APROBACION LO CORRESPONDIENTE A LA JUNTA DIRECTIVA.
REPRESENTACION LEGAL
LA ADMINISTRACION DE LA SOCIEDAD ESTA A CARGO DE LOS ACCIONISTAS, QUIENES LA
DELEGAN EN EL PRESIDENTE EJECUTIVO, TERCER REPRESENTANTE LEGAL DE LA COMPARNIA,
asi CcoMO LA GESTION Y EJECUCION DE LOS NEGOCIOS Y ASUNTOS SOCIALES. EL
PRESIDENTE EJECUTIVO DE LA SOCIEDAD, SFERA DESIGNADO POR LA JUNTA DIRECTIVA
PARA PERIODOS DE UN (1) ANO, SIN PERJUICIO DE SU LIBRE REMOCION Y REELECCION
INDEFINIDA.
EL PRESIDENTE Y VICEPRESIDENTE DE LA JUNTA DIRECTIVA, SERAN TAMBIEN
REPRESENTANTES LEGALES PRIMERO Y SEGUNDO DE LA SOCIEDAD. LAS ATRIBUCIONES
INHERENTES A LA CALIDAD DE REPRESENTANTES LEGALES, Y EN ESPECIAL LAS
DISPOSITIVAS, SERAN  EJERCIDAS SIN LIMITACIONES [ESTABLECIDAS EN ESTOS
ESTATUTOS.
EL CUARTO Y QUINTO REPRESENTANTE LEGAL, SERAN REPRESENTANTES LEGALES DE LA
SOCIEDAD QUIENES SON ELEGIDOS POR LA JUNTA DIRECTIVA CON SUS LIMITACIONES EN
SUS FUNCIONES.
LAS ATRIBUCIONES INHERENTES A LA CALIDAD DEL CUARTO REPRESENTANTE LEGAL, Y EN
ESPECIAL LAS DISPOSITIVAS, SERAN EJERCIDAS CON SUJECION A LAS LIMITACIONES
ESTABLECIDAS EN ESTOS ESTATUTOS PARA EL PRESIDENTE EJECUTIV) QUIEN ES EL
TERCER REPRESENTANTE LEGAL.
EXISTIRA UN QUINTO REPRESENTANTE LEGAL DE LA SOCIEDAD QUE TENDRA LIMITACION EN
*** CONTINUA ***
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SUS FUNCIONES CUANDO SE TRATE DE COMPROMETER A LA SOCIEDAD O A LOS NEGOCIOS
SOCIALES EN CUANTIA NO SUPERIOR A SEIS MIL SALARIOS MINIMOS MENSUALES LEGALES
VIGENTES (6,000 SMMLV) PARA CELEBRAR CONTRATOS COMERCIALES DE COMPRAVENTA CON

LA NACION (MINISTERIOS Y DEPARTAMENTOS ADMINISTRATIVOS), ENTIDADES
DESCENTRALIZADAS (ESTABLECIMIENTOS PUBLICOS, EMPRESAS INDUSTRIALES Y
COMERCIALES DEL ESTADO, SOCIEDADES DE ECONOMIA MIXTA), EMPRESAS SOCIALES

CIVILES Y COMERCIALES, CUALQUIERA QUE SEA SU NATURALEZA CON FACULTADES PARA
EXIGIR O SUSCRIBIR LOS DOCUMENTOS Y GARANTIAS NECESARIOS HASTA LA CUANTIA
ANTES MENCIONADA Y REPRESENTAR A LA COMPANIA EN CUALQUIER TRAMITE O PROCESO
JUDICIAL QUE SE ADELANTE ANTE LAS JURISDICCIONES CIVIL, LABORAL, COMERCIAL,
PENAL Y CONTENCIOSO ADMINISTRATIVA EN CALIDAD DE DEMANDANTES O DEMANDADOS Y
CUALQUIER OTRO TRAMITE EN EL QUE SE REQUIERA REPRESENTAR A LA COMPANIA ANTE
ENTIDADES Y ORGANISMOS DEL ESTADO DE CUALQUIER ORDEN O ENTIDADES DE NATURALEZA
PRIVADA.

FUNCIONES DEL PRESIDENTE EJECUTIVO: EL PRESIDENTE EJECUTIVO DE LA SOCIEDAD ES
UN MANDATARIO CON REPRESENTACION, INVESTIDO DE FACULTADES EJECUTIVAS Y
ADMINISTRATIVAS, Y COMO TAL, TIENE A SU CARGO LA TERCERA REPRESENTACION LEGAL,
LA GESTION COMERCIAL Y FINANCIERA, LA RESPONSABILIDAD DE LA ACCION
ADMINISTRATIVA, LA COCRDINACION Y SUPERVISION GENERAL DE LA EMPRESA, LAS
CUALES CUMPLIRA CON ARREGLO A LAS NORMAS DE ESTOS ESTATUTOS Y LAS
DISPOSICIONES LEGALES, Y CON SUJECION A LAS ORDENES E INSTRUCCIONES DE LA
JUNTA DIRECTIVA.

ADEMAS DE LAS FUNCIONES ANTES INDICADAS, CORRESPONDE AL PRESIDENTE EJECUTIVO
DE LA SOCIEDAD: A) COMPROMETER A LA SOQOCIEDAD O A LOS NEGOCIOS SOCIALES EN
CUANTIA NO SUPERIOR A SEIS MIL SALARIOS MINIMOS.MENSUALES LEGALES VIGENTES
(6,000 SMMLV) PARA CELEBRAR CONTRATOS COMERCIALES DE COMPRAVENTA CON LA NACION
(MINISTERIOS Y DEPARTAMENTOS ADMINISTRATIVOS), ENTIDADES DESCENTRALIZADAS
(ESTABLECIMIENTOS PUBLICOS, EMPRESAS INDUSTRIALES Y COMERCIALES DEL ESTADO,
SOCIEDADES DE ECONOMIA MIXTA), EMPRESAS SOCIALES CIVILES Y COMERCIALES,
CUALQUIERA QUE SEA SU NATURALEZA CON FACULTADES PARA EXIGIR O SUSCRIBIR LOS
DOCUMENTOS Y GARANTIAS NECESARIOS HASTA LA CUANTIA ANTES MENCIONADA Y
REPRESENTAR A LA COMPANIA EN CUALQUIER TRAMITE O PROCESO -JUDICIAL QUE SE
ADELANTE ANTE LAS JURISDICCIONES CIVIL, LABORAL, COMERCIAL, PENAL Y
CONTENCIOSO ADMINISTRATIVA EN CALIDAD DE DEMANDANTES O DEMANDADOS Y CUALQUIER
OTRO TRAMITE EN EL QUE SE REQUIERA REPRESENTAR A LA COMPANIA ANTE ENTIDADES Y
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ORGANISMOS DEL ESTADO DE CUALQUIER ORDEN O ENTIDADES DE NATURALEZA PRIVADA;
ADQUISICION DE ACTIVOS FIJOS NO SUPERIOR A DOSCIENTOS UNO SALARIOS MINIMOS
MENSUALES LEGALES VIGENTES (201 SMMLV); OBTENER CREDITOS CON ENTIDADES
FINANCIERAS NO SUPERIORES A UN MILLON QUINIENTOS MIL DOLARES AMERICANOS
(US$1.500.0000) Y CONTRATAR OTRAS COMPRAS POR CONCEPTO DE ASESORIAS Y GASTOS
DIFERENTES A L1OS ANTERIORES PREVIA APROBACION DE LA JUNTA DIRECTIVA. B)
CUMPLIR Y HACER CUMPLIR LAS DECISIONES DE LA ASAMBLEA GENERAL DE ACCIONISTAS Y
DE LA JUNTA DIRECTIVA Y HACER USO DE LA RAZON SOCIAL. C)... D)... E)... F)...
G) COMPARECER EN LOS JUICIOS, TRANSIGIR Y COMPROMETER LOS NEGOCIOS SOCIALES D=
CUALESQUIERA NATURALEZA QUE FUEREN, INTERPONER TODO GENERO DE RECURSOS Y
CONSTITUIR APODERADOS QUE LO REPRESENTEN JUDICIAL O EXTRAJUDICIALMENTE. I)
HACER DEPOSITOS EN BANCOS Y AGENCIAS BANCARIAS, FIRMAR CHEQUES, LETRAS,
PAGARES, GIROS, LIBRANZAS Y CUALQUIER OTRO DOCUMENTO, ASi COMO NEGOCIAR ESTOS
INSTRUMENTOS, TENERLOS, COBRARLOS Y PAGARLOS, DESCARGARLJS, ETC. J)... K)...
L) SUSCRIBIR TODA CLASE DE DOCUMENTOS PUBLICOS O PRIVADOS, CUANDO LA JUNTA
DIRECTIVA LO AUTORICE Y CON EL PROPOSITO DE INSTRUMENTAR CUALQUIER TIPC DE
ACTOS, NEGOCIOS JURIDICOS, OPERACIONES DE CUALQUIER INDOLE, Y SIEMPRE Y CUANDO
NO SUPERE LA CUANTIA PREVISTA EN ESTOS ESTATUTOS COMO LIMITE DEL EJERCICIO DE
SUS FUNCIONES, Y POR ENCIMA DE LA CUAL REQUIERE AUTORIZACION DE LA JUNTA
DIRECTIVA. M) PODRA EJERCER LA REPRESENTACION LEGAL, SIN PERJUICIO DE LA MISMA
FUNCION ASIGNADA A LOS OTROS REPRESENTANTES LEGALES PARA OTORGAR PODERES A
TERCEROS, NOMBRAR ABOGADOS Y PROCURADORES, INTERPONER RECLAMACIONES EN LA Via
GUBERNATIVA, ANTE TRIBUNALES, JURISDICCIONES ORDINARIAS, LABORALES Y
ESPECIALES, REPRESENTAR A LA SOCIEDAD ANTE ADMINISTRACIONES O HACIENDAS
PUBLICAS, PRIVADAS, NACIONALES, INTERNACIONALES Y AUTCNOMICAS, CONCURRIR A
TODA CLASE DE SUBASTAS, CONCURSOS O SUMINISTROS OFICIALES O PARTICULARES,
PUDIENDO POR TANTO REDACTAR, SUSCRIBIR, PRESENTAR Y, EN SU CASO, MEJORAR EN
LICITACION VERBAL O ESCRITA LAS OFERTAS O PROPOSICIONES PERTINENTES, ACEPTAR
DONACIONES PARA LA SOCIEDAD Y ACEPTAR CON BENEFICIO DE INVENTARIO, LEGALOS,
EJERCITAR ACCIONES O PONER EXCEPCIONES, PARA ACTUAR EN CALIDAD DE DEMANDANTE,
DEMANDADO O TERCERO INTERVINIENTE. N) ORDENAR LOS PAGOS A REALIZAR POR LA
SOCIEDAD PARA QUE EL TESORERO O QUIEN HAGA SUS VECES, EXPIDA LAS ORDENES DE
PAGO USANDO EL MEDIO MAS EXPEDITO PARA CONTAR CON LA CELERIDAD QUE LOS
NEGOCIOS SOCIALES EXIGEN; TODO ELLO DENTRO DE LAS LIMITACIONES ESTABLECIDAS EN
ESTOS ESTATUTOS.
*** CONTINUA ***
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LA DESIGNACION DEL REVISOR FISCAL Y SU RESPECTIVO SUPLENTE CORRESPONDE A LA
ASAMBLEA GENERAL DE ACCIONISTAS Y SERA ELEGIDO POR LA MAYORIA ABSOLUTA DE LOS
ACCIONISTAS PRESENTES.
CERTIFICA:
DOCUMENTO: ACTA No. 152 DEL 31 DE AGOSTO DE 2009
ORIGEN: JUNTA DIRECTIVA
INSCRIPCION: (01 DE SEPTIEMBRE DE 2009 No. 10031 DEL LIBRO IX
FUE (RON) NOMBRADO(S) :
PRESIDENTE DE LA JUNTA DIRECTIVA Y REPRESENTANTE LEGAL
ESTHER ISABEL VENTURA DE RENDON
C.C.38979831
VICEPRESIDENTE DE LA JUNTA DIRECTIVA Y SEGUNDO REPRESENTANTE LEGAL
JUAN MARIA RENDON GUTIERREZ
C.C.17125100
PRESIDENTE EJECUTIVO - TERCER REPRESENTANTE LEGAL
JUAN CAMILO PALACIO RAMIREZ
C.C.19455622
CUARTO REPRESENTANTE LEGAL
ROBERTO MAURICE VENTURA CRISPINO
C.C.9086003
QUINTO REPRESENTANTE LEGAL
JUAN PABLO REYES VILLAMIZAR
C.C.80418709
CERTIFICA:
DOCUMENTO: ACTA No. 115 DEL 31 DE AGOSTO DE 2009
ORIGEN: ASAMBLEA GENERAL
INSCRIPCION: 28 DE SEPTIEMBRE DE 2009 No. 11151 DEL LIBRO IX
FUE (RON) NOMBRADO (S)
JUNTA DIRECTIVA
PRINCIPALES
PRIMER RENGLON
ESTHER ISABEL VENTURA DE RENDON
C.C.38979831
SEGUNDO RENGLON
JUAN MARIA RENDON GUTIERREZ
**% CONTINUA ***
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C.C.17125100
TERCER RENGLON
JUAN PABLO REYES VILLAMIZAR
C.C.80419709
SUPLENTES
PRIMER RENGLON
ADRIANA RENDON DE ANTORCHA
C.C.66901857
SEGUNDO RENGLON
JUAN MANUEL RENDON VENTURA
C.C.79939921
TERCER RENGLON
CARLOS ANTONIO ESPINOSA PEREZ
C.C.16684716

CERTIFICA:
DOCUMENTO: ACTA No. 99 DEL 14 DE MARZO DE 2002
ORIGEN: ASAMBLEA GENERAL DE ACCIONISTAS
INSCRIPCION: 09 DE SEPTIEMBRE DE 2002 No. 14675 DEL LIBRO IX
FUE (RON) NOMBRADO (S) :
REVISOR FISCAL
ALFREDO LOPEZ & CIA. LTDA
NIT.800026893-5

CERTIFICA:
DOCUMENTO: DOCUMENTO PRIVADO DEL 08 DE MAYO DE 2008
ORIGEN: ALFREDO LOPEZ & CIA LTDA
INSCRIPCION: 23 DE MAYO DE 2008 No. 5771 DEL LIBRO IX
FUE (RON) NOMBRADO (S) :
REVISOR FISCAL PRINCIPAL
ALFREDO LOPEZ CAMPO
C.C.8241912
REVISOR FISCAL SUPLENTE
ANDERSON DAVID RODRIGUEZ REYES
C.C.16916373

CERTIFICA:
CAPITAL AUTORIZADO: $20,000,000,000

xx% CONTINUA ***
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NUMERC DE ACCIONES: 2,000,000,000
VALOR NOMINAL: $10
CAPITAL SUSCRITO: $10,000,000,000
NUMERO DE ACCIONES: 1,000,000,000
VALOR NOMINAL: $10
CAPITAL PAGADO: $10,000,000,000
NUMERO DE ACCIONES: 1,000,000,000
VALOR NOMINAL: 3510
CERTIFICA:

DOCUMENTO: DOCUMENTO PRIVADO DEL 30 DE ABRIL DE 2004
INSCRIPCION: 03 DE MAYO DE 2004 No. 4859 DEL LIBRO IX
DOCUMENTO: DOCUMENTO PRIVADO DEL 29 DE ABRIL DE 2005
INSCRIPCION: (06 DE MAYO DE 2005 No. 4983 DEL LIBRO IX
DOCUMENTO: DOCUMENTO PRIVADO DEL 15 DE JUNIO DE 2006
INSCRIPCION: 21 DE JUNIO DE 2006 No. 7526 DEL LIBRO IX
DOCUMENTO: DOCUMENTO PRIVADO DEL 01 DE NOVIEMBRE DE 2006
INSCRIPCION: 28 DE NOVIEMBRE DE 2006 No. 13380 DEL LIBRO IX
DOCUMENTO: DOCUMENTO PRIVADO DEL 19 DE DICIEMBRE DE 2006
INSCRIPCION: 21 DE DICIEMBRE DE 2006 No. 14301 DEL LIBRO IX
DOCUMENTQO: DOCUMENTO PRIVADO DEL 19 DE DICIEMBRE DE 2007
INSCRIPCION: 21 DE DICIEMBRE DE 2007 No. 13604 DEL LIBRO IX
DOCUMENTO: DOCUMENTO PRIVADOC DEL 19 DE OCTUBRE DE 2009
INSCRIPCION: 22 DE OCTUBRE DE 2009 No. 12216 DEL LIBRO IX
CONSTA EL SIGUIENTE GRUPO EMPRESARIAL:
CONTROLANTE
LABORATORIO FRANCO COLOMBIANO LAFRANCOL S.A.
NIT. 890301463-8
DOMICILIO:CALI VALLE
NACIONALIDAD:COLOMBIA
ACTIVIDAD: A) LA FABRICACION, DISTRIBUCION Y VENTA EN EL TERRITORIO DE LA
REPUBLICA DE COLOMBIA O EN EL EXTRANJERO DE CUALESQUIERA TIPOS DE VACUNAS,
PRODUCTOS  QUIMICOS, FARMACEUTICOS, ALIMENTOS  FUNCIONALES, COSMETICOS Y
FISIOLOGICOS, REACTIVOS, ANTIRIOTICOS PARA USO HUMANO Y VETERINARIO, PRODUCTOS
DIETETICOS, COLORANTES DE PERFUMERIA Y AFINES. B) LA REPRESENTACION DE CASAS
FABRICANTES  NACIONALES O  EXTRANJERAS DE  ESTOS  MISMOS PRODUCTOS. C)

**% CONTINUA ***
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FABRICACION, IMPORTACIéN, DISTRIBUCION Y VENTA DE CUALESQUIERA TIPOS DE

PRODUCTOS VETERINARIOS. D) LA REALIZACION DE TODOS LOS ACTOS, CONTRATOS,

CONVENIOS, DIRECTAMENTE RELACIONADOS CON LOS FINES ANTES INDICADOS. EN

DESARROLLO DE SU OBJETO SOCIAL PUEDE LA SOCIEDAD ADQUIRIR Y VENDER BIENES

RAICES Y MUEBLES, DARLOS Y TOMARLOS EN ARRENDAMIENTO, GARANTIZAR CON HIPOTECA

SOBRE LOS BIENES RAfCES O CON PRENDA SOBRE LOS BIENES MUEBLES, OBLIGACIONES A

CARGO DE LA SOCIEDAD, DAR Y RECIBIR A MUTUO COMERCIAL DINERO Y CELEBRAR 1L0OS

CONTRATOS COMERCIALES DE CAMBIO EN TODAS SUS MANIFESTACIONES, FUNDAR EMPRESAS

QUE TENGAN LA MISMA FINALIDAD SOCIAL O ASOCIARSE CON ELLAS.

SUBORDINADA

AMERICAN GENERICS S A

NIT. 800223214-~9

DOMICILIO:CALI VALLE

NACIONALIDAD:COLOMBIA

PRESUPUESTO DE CONTROL:NUMERAL 3, ARTICULO 27 DE LA LEY 222.

ACTIVIDAD: DISTRIBUCION Y COMERCIALIZACION DE PRODUCTQS FARMACEUTICOS DE USC

HUMANO .

SUBORDINADA

LAFRANCOL INTERNACIONAL S.A.

NIT. 815003912

DOMICILIO:PALMIRA VALLE

NACIONALIDAD:COLOMBIA

PRESUPUESTO DE CONTROL: LABORATORIO FRANCO COLOMBIANO LAFRANCOL S.A. POSEE EL

40% Y LABORATORIOS PAULY PHARMACEUTICAL S.A. POSEE EL 40% Y AMERICAN GENERICS

S.A POSEE EL 19.97%

ACTIVIDAD: REALIZACION DE ACTIVIDADES DESDE LA ZONA FRANCA, LAS CUALES

CONSISTEN EN LA PRESTACION DE TODO TIPO DE SERVICIOS AST coMO DISTRIBUIR,

VENDER, COMPRAR, IMPORTAR, EXPORTAR Y ALMACENAR TODO TIPO DE MATERIAS PRIMAS,

PRODUCTOS TERMINADOS Y SEMITERMINADOS RELACIONADOS CON LA INDUSTRIA D&

ALIMENTOS, COSMETICA Y FARMACEUTICA.

SUBORDINADA

LAFRANCOL PERU S.A

DOMICILIO:LIMA LIMA

NACIONALIDAD:PERU

PRESUPUESTO DE CONTROL: LABORATORIO FRANCO COLOMBIANO LAFRANCOL S.A. POSEE EL
* %% CONTINUA ***
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ACTIVIDAD: DISTRIBUCION Y COMERCIALIZACION DE PRODUCTOS FARMACEUTICOS DE USO

HUMANO.

SUBRORDINADA

LABORATORIOS PAULY PHARMACEUTICAL S A

NIT. 800097402-6

DOMICILIO:CALI VALLE

NACIONALIDAD:COLOMBIA

PRESUPUESTO DE CONTROL:NUMERAL 3, ARTICULO 27 DE LA LEY 222.

ACTIVIDAD: DISTRIBUCION Y COMERCIALIZACION DE PRODUCTOS FARMACEUTICOS DE USO

HUMANO

SUBORDINADA

LAFRANCOL (USA) CORP

DOMICILIOQ:ESTADOS UNIDOS

NACIONALIDAD:ESTADOS UNIDOS

PRESUPUESTO DE CONTROL: LABORATORIO FRANCO COLOMBIANO LAFRANCOL S.A. POSEE EL

65.25%

ACTIVIDAD: DISTRIBUCION Y COMERCIALIZACION DE PRODUCTOS FARMACEUTICOS DE USO

HUMANO.

SUBORDINADA

GAMAR SOCIEDAD LIMITADA

NIT. 8390312050-7

DOMICILIO:CALI VALLE

NACIONALIDAD:COLOMBIA

PRESUPUESTO DE CONTROL:NUMERAL E, ARTICULO 27 DE LA LEY 222.

ACTIVIDAD:TODAS LAS ACTIVIDADES RELACIONADAS CON LAS ARTES GRAFICAS.

SUBORDINADA

LAFRANCOL GUATEMALA S.A.

NIT. 4088707

DOMICILIO:GUATEMALA

NACIONALIDAD:GUATEMALA

PRESUPUESTO DE CONTROL:NUMERAL 3, ARTICULO 27 DE LA LEY 222

ACTIVIDAD: PRODUCCION, FABRICACION, EXPORTACION Y DISTRIBUCION DE PRODUCTOS

FARMACEUTICOS  Y/O  ALIMENTICIOS Y NATURALES DE  CONSUMO HUMANO Y LA

COMERCIALIZACION DE TODA CLASE DE MERCANCIAS POR CUENTA PROPIA O EN NOMERE DE
**% CONTINUA ***
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TERCEROS.
SUBCRDINADA

DISTRIBUCIONES UQUIFA LTDA

NIT. 800182021-7

DOMICILIO:CALI VALLE

NACIONALIDAD:COLOMBIA

PRESUPUESTO DE CONTROL:NUMERAL 3, ARTICULO 27 DE LA LEY 222

ACTIVIDAD: DISTRIBUCION Y  COMERCIALIZACION DE PRODUCTOS FARMACEUTICOS Y

ALIMENTOS FUNCIONALES DE CONSUMO HUMANO

SUBORDINADA

LABORATORIOS NATURMEDIK S A

NIT. 800226363-1

DOMICILIO:CALI VALLE

NACIONALIDAD:COLOMBIA

PRESUPUESTO DE CONTROL:NUMERAL 3, ARTICULO 27 DE LA LEY 222.

ACTIVIDAD: DISTRIBUCION Y COMERCIALIZACION DE PRODUCTOS FARMACKUTICOS DE

CONSUMO HUMANO.

SUBORDINADA

LAFRANCOL DCMINICANA S.A.

DOMICILIO:SANTO DOMINGO REPUBLICA DOMINICANA

NACIONALIDAD:REPUBLICA DOMINICANA

PRESUPUESTO DE CONTROL:NUMERAL 3, ARTICULO 27 DE LA LEY 222.

ACTIVIDAD:FABRICACION DE PRODUCTOS FARMACEUTICOS.

SUBORDINADA

LABORATORIO FRANCO-COLOMBIANO DEL ECUADOR S.A.

DOMICILIO: GUAYAQUIL, REPUBLICA DEL ECUADCR

NACIONALIDAD: ECUATORIANA

PRESUPUESTO  DE  CONTROL: LA PARTICIPACION QUE TIENE LAFRANCOL S.A. EN

LABORATORIO FRANCO- COLOMBIANO DEL ECUADOR S.A., ES DE 96.8992%, LA FECHA DE LA

PRIMERA TRANSACCION COMERCIAL FUE EN JUNIO DE 2009 Y LA CAPITALIZACION SE HIZO

EN OCTUBRE DE 2008.

ACTIVIDAD: DEDICARSE A LA FABRICACION, PRODUCCION, EMPAQUE, COMERCIALIZACION,

DISTRIBUCION, COMPRAVENTA, IMPORTACION, EXPORTACION Y/O REPRESENTACION DE TODC

TIPO DE  PRODUCTOS  FARMACEUTICOS,  HIGIENICOS, COSMETICOS, ALIMENTICIOS,

DIETETICOS Y BAJOS EN CALORIAS, VETERINARIOS, APARATOS E INSTRUMENTOS
*** CONTINUA ***
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QUIRURGICOS, MEDICOS, DENTALES Y VETERINARIOS. PODRA ADQUIRIR ACCIONES,
PARTICIPACIONES O CUOTAS SOCIALES DE CUALQUIER CLASE DE COMPANIA, SEA NACIONAL
O EXTRANJERA, PUDIENDO INTERVENIR EN LA FUNDACION O AUMENTO DE CAPITAL DE
OTRAS SOCIEDADES QUE TENGAN OBJETOS SOCIALES RELACIONADOS CON EL SUYO. PODRA
CONSTRUIR, ADQUIRIR EN PROPIEDAD, ARRENDAMIENTO O EN ASOCIACION TODA CLASE DE
PLANTAS INDUSTRIALES PARA PRODUCCION, EMPAQUE, PROCESAMIENTO O CUALQUIER OTRA
FORMA PARA LA COMERCIALIZACION EN EL MERCADO INTERNO Y EXTERNO DE PRODUCTOS
FARMACEUTICOS YA SEA PARA EL CONSUMO HUMANO, VEGETAL ¢} ANIMAL.
CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
ELL NRO.5234- 2 ESTABLECIMIENTO DE COMERCIO: LABCRATORIO FRANCO COLOMBIANO
LAFRANCOL
UBICADO EN: ---K 1 46 84 DE CALI
RENOVO : POR EL ANO 2009
CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
EL NR0O.369809~ 2 ESTABLECIMIENTO DE COMERCIO: LABORATORIO FRANCO COLOMBIANO
LAFRANCOL S A

UBICADO EN: --K 1 46A 70 DE CALI
FECHA MATRICULA : 29 DE ABRIL DE 1994
RENOVO : POR EL ANO 2009

CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIQ BAJO
EL ©NRO.369810- 2 ESTABLECIMIENTO DE COMERCIO: LABORATORIO FRANCO COLOMBIANO
LAFRANCOL S A

UBICADO EN: ---K 1A 46 A 32 DE CALI
FECHA MATRICULA : 29 DE ABRIL DE 1994
RENOVO : POR EL ANO 2009
CERTIFICA:

QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
EL NRO.734908-~ 2  ESTABLECIMIENTO DE COMERCIO: LABORATORIO FRANCO COLOMBIANO
LAFRANCOL S.A
UBICADO EN: CRA. 1A NRO. 46A 28 DE CALI
FECHA MATRICULA : 28 DE MARZO DE 2008
RENCVO : POR EL ANO 2009

**% CONTINUA ***

FECHA: 2009/11/13 HORA: 11:52:23

IMPRESO POR LEGIS WIT. £50.001.498-3 TEL: & 255 253 » 2009/05/00



CERTIFICADO NACIONAL

CAMARA DE COMERCIO DE CALI

FECHA: 2009/11/13 HORA: 11:52:23

OPERACION: 02CMBR1113106 PAGINA: 16

R S SRR SRS SRR EEEEE R R R EEE SRR R R R D g I T i I S T e i S N R
CERTIFICA:

QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIO BAJO
EL NRO.734911- 2 ESTABLECIMIENTO DE COMERCIO: LABORATORIO FRANCO COLOMBIANO
LAFRANCOL S.A
UBICADO EN: CRA. 1B NRO. 46A 121 DE CALI
FECHA MATRICULA : 28 DE MARZO DE 2008
RENOVO : POR EL ANO 2009

CERTIFICA:
QUE A NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DE COMERCIQO BAJO
EL NRO.734913- 2 ESTABLECIMIENTO DE COMERCIO: LABORATORIO FRANCO COLOMBIANO
LAFRANCOL S.A
UBICADO EN: CRA. 3 NRO. 47 25 DE CALI
FECHA MATRICULA : 28 DE MARZO DE 2008
RENOVO : POR EL ANO 2009

CERTIFICA:
QUE LA SOCIEDAD EFECTUO LA RENOVACION DE SU MATRICULA MERCANTIL EL 25 DE
MARZO DE 2009

CERTIFICA:
QUE NO FIGURAN OTRAS INSCRIPCIONES QUE MODIFIQUEN TOTAL O PARCIALMENTE EL
PRESENTE CERTIFICADO.
LOS ACTOS Y DOCUMENTOS REGISTRADOS QUEDAN EN FIRME CINCO (5) DIAS HABILES
DESPUES DE LA FECHA DE SU INSCRIPCION, SIEMPRE Y CUANDO DENTRO DE DICHO
TERMINO NO SEAN OBJETO DE RECURSOS EN LA VIA GUBERNATIVA.
DE CONFORMIDAD CON EL DECRETO 2150 DE 1.995 Y LA AUTORIZACION IMPARTIDA POR
LA SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO LA FIRMA MECANICA QUE APARECE A
CONTINUACION TIENE PLENA VALIDEZ PARA TODOS LOS EFECTQOS LEGALES.
DADO EN CALI A LOS 13 DIAS DEL MES DE NOVIEMBRE DEL ANO 2009 HORA: 11:51:15
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Bogota, D.C.,

Doctor:
Emilio Ferrero
Apoderado

ASUNTO:

Radicacion PCT N°
Tramite

Evento

Actuacion

Folios

Industria y Comercio
SUPERINTENDENCIA

Oficio N° i

07-136833
011
378
440
024

Con fundamento en lo previsto por el articulo 43 de la Decision 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 del Laboratorio Franco Colombiano
S.A. Lafrancol 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 notificacién 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 CA

ENZA CESPEDES DE VERGEL

Directora de Nuevas Creaciones (C).

El anterior oficio fue notificado por fijacion en lista de fecha,
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