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Senor

SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
E. S. D.

REF: EXPEDIENTE 04-002-848

TITULO SOLICITADO: “Combinacion de un agonista del receptor de

aldosterona con un inhibidor de la HMG-CoA

reductasa”

PUBLICACION: Gaceta 555 de 31-08-2005, numero de publicacion
464

PRIORIDAD: US 60/406.331 de 28/08/2002

SOLICITANTE: Pharmacia Corporation

APODERADO: CARLOS R. OLARTE

TRAMITE: | PRESENTACION DE OPOSICION

/

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional numero 44655
del Consejo Superior de la Jugi€atura, obrando en calidad de apoderado de la
sociedad LAFRANCOL S.A.”en desarrollo de lo dispuesto por los articulos 42 y
siguientes de la Decision 486 de 2000 de la Comunidad Andina de Naciones, me

permito solicitarle, muy respetuosamente, dar curso a la siguiente

1. PETICION

Negar el beneficio patentario a la solicitud contenida en el expediente 05-026-976,
por no cumplir con los requisitos de patentabilidad a que se refieren los articulos
14 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.

130
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Il. LEGITIMO INTERES

Asiste a LAFRANCOL S.A,, |égitimo interés para presentar esta oposicion, pues la

eventual concesion de la solicitud restringiria_injustificadamente el empleo de

ciertas sustancias y composiciones farmacéuticas carentes de nivel inventivo, en

"detrimento de sus legitimos intereses comerciales y de |a libre competencia.

. FUNDAMENTOS DE LA OPOSICION

3.1. La composicion farmacéutica revelada carece de Nivel inventivo.

La primera reivindicacion revela una combinacion que comprende una primera
cantidad de un antagonista del receptor de aldosterona y una segunda cantidad de
un inhibidor de la HMG-CoA reductasa.

Las reivindicaciones 2, 3, 6 y 8 revelan que dicho antagonista del receptor de
Aldosterona es Eplerenona o Espirolactona; las reivindicaciones 9 a 19 revelan
que en la composicion dicho inhibidor de la HMG-CoA reductasa se selecciona del
grupo conformado por Mevastatina, Lovastatina, simvastatina, pravastatina,

Fluvastatina, Cerivastatina, Atorvastatina, Rosuvastatina, Pitavastatina.

Teniendo en cuenta estas premisas llamo la atencion del despacho hacia la

materia revelada en la solicitud internacional PCTMWO 99/11259, del 11 de marzo

de 1999, de titulo “Therapeutic Compositions Comprising Amlodipin  and

Atorvastatin”, en la cual se reivindica exclusiva sobre una combinacién

farmacéutica que comprende atorvastatina y amlodipino o las sales de adicion

farmacéuticamente aceptables de cada compuesto, kits que contienen dichas
combinaciones y el método para emplearlas en el tratamiento de angina péctoris,
ateroesclerosis, hipertension combinada e hiperlipidemia y sintomas de riesgo

cardiaco.

Notese como esta publicacion revela, en su reivindicacion 1, una COmposicion
farmacéutica que comprende una cantidad de Amlodipino y una cantidad de
atorvastatina o una sal aceptable de la misma, con un portador o diluyente

farmacéuticamente aceptable.



Como se observa, esta solicitud esta conformada por un compuesto
antihipertensivo y/o ant‘ianginoso como es Amlodipino, el cual es un antagonista
de los canales lentos del calcio derivado del grupo de las 1,4-dihidropiridinas, el
cual se comporta como un vasodilatador arterial periférico que actua directamente
sobre el musculo liso vascular para causar una reduccion de la resistencia
vascular periférica y una disminucién de la presion arterial y un inhibidor de la

HMG-Co A reductasa como es Atorvastatina.

De la simple comparacion hecha entre la anterioridad citada y la presente solicitud,
vemos que, en ambos casos se refieren a la combinaciéon de un farmaco que

presenta actividad antihipertensiva, (ademas presenta actividad diurética en el

caso de la Espironolactona; y falla congestiva cardiaca en el caso de la

Eplerenona) junto con inhibidores de la HMG-CoA como Atorvastatina entre otras

sustancias pertenecientes a esta familia.

3.2. Los Kits revelados en la solicitud en tramite carecen de nivel inventivo.

En la pagina 17 de esa PCT también se describe un kit para conseguir un efecto
terapéutico (tratamiento de la angina pectoris, aterosclerosis, manejo del riesgo

cardiaco) en un mamifero que comprende:

a) Una cantidad de amlodipino o su sal acida de adicion farmacéuticamente
aceptable y un vehiculo o diluente farmacéuticamente aceptable en una
primera unidad de forma de dosificacion;

b) Una cantidad de atorvastatina o su sal farmacéuticamente aceptable y un
vehiculo o diluente farmacéuticamente aceptable en una segunda unidad
de forma de dosificacion;

c) Un contenedor para contener dichas primera y segunda formas de

dosificacion.

En este punto, la combinacion de la solicitud colombiana en tramite a parte de
revelar composiciones farmacéuticas, revela kits terapéuticos para el tratamiento
de trastornos relacionados con el sistema cardiovascular, sistema neurologico,

sistema musculo-esquelético, trastornos dermatologicos y cancer.



Una vez mas se evidencia que, la idea de presentar dos farmacos en forma de kit
para el tratamiento de patologias relacionadas con el sistema cardiovascular, ya

se habia revelado en la PCT WO 99/11259 tantas veces mencionadas.
3.3. Los rangos de dosis revelados carecen de nivel inventivo.

En cuanto a las dosis, la eventual concesion de patente con base en los rangos de
dosificacion de dichos compuestos “antagonistas del receptor de aldosterona” y
“HMG-CoA Reductasa”’, ademas de versar sobre el uso para el tratamiento
terapéutico de una patologia determinada -prohibido por la norma andina-,
supondria restringir a los médicos y desarrolladores de medicamentos la
posibilidad de proponer y utilizar formulaciones de eplerenona o espironolactona
entre otros con una dosis en el rango entre 0.75 y 200mg y de Atorvastatina,
Simvastatina, Pravastatina, Rosuvastatina, entre otros con una dosis en el

rango entre 0.05 y 100mg.

La definicion de los rangos de dosis presentes en una forma es un paso previo a la
formulacion, obvio para una persona con medianos conocimientos técnicos en la

materia y carente por ello de nivel inventivo.

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

del expediente respectivo.

IV. FUNDAMENTOS DE DERECHO

Son fundamentos de derecho el Capitulo |, articulos 14 y 18 (Requisitos de
Patentabilidad), el articulo 30 (Reivindicaciones) y el articulo 42 (Oposiciones) de
la Decision 486 de 2000.

V. SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICION

En desarrolio 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 oposicion. Para los anteriores efectos, me permito anexar la

constancia de pago correspondiente.

|



Vi. PRUEBAS

Ruego que se tengan como tales, sin perjuicio de que el Despacho considere
oficiosamente, en particular de las allegadas por el suscrito a los expedientes

mencionados en este escrito, las siguientes:

« Copia de la solicitud internacional PCT WO099/11259, paginas 1, 15a 17, 32y
33.

ViIl. ANEXOS

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

los siguientes anexos:

Certificados de existencia y representacion legal de Lafrancol S.A.
Poderes para actuar.

Constancia de pago de las tasas de tramitacion de oposicion.

» w0 b=

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

6. Las mencionadas en el acapite de pruebas

VIIl. 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 No
46-84 de Cali.

Sefor Superintendente,

JOSE LUIS REYES VILLAMIZAR

C.C. 79'152.473 de Usaquén
T.P.44655de C.S.J.
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THERAPEUTIC COMBINATIONS COMPRISING AMLODIPIN AND ATORVASTATIN

This invention relates to pharmaceutical combinations of amlodipine and
pharmaceutically acceptable acid addition salts thereof and atorvastatin and
pharmaceutically acceptable salts thereof, kits containing such combinations and
methods of using such combinations to treat subjects suffering from angina pectoris,
atherosclerosis, combined hypertension and hyperiipidemia and to treat subjects
presenting with symptoms of cardiac risk, including humans. This invention also
relates to addilive and synergistic combinations of amlodipine and atorvastatin
whereby those additive and synergistic combinations are useful in treating subjects
suffering from angina pectoris, atherosclerosis, combined hypertension and
hyperiipidemia and those subjects presenting with symptoms or signs of cardiac risk,
including humans.

BACKGROUND OF THE INVENTION

The conversion of 3-hydroxy-3-methyigiutaryl-coenzyme A (HMG-CoA) to
mevalonate is an early and rate-limiting step in the cholesterol biosynthetic pathway.
This step is catalyzed by the enzyme HMG-CoA reductase. Statins inhibit HMG-CoA

reductase from catalyzing this conversion. As such, statins are collectively potent

lipid lowering agents.
Atorvastatin calcium, disclosed in U.S. Patent No. 5,273,995, which is
incorporated herein by reference, is cunenﬂy sold as Lipitor® and has the formula

Atorvastatin calcium is a selective, competitive inhibitor of HMG-CoA. As such,
atorvastatin calcium is a potent lipid lowering compound. The free carboxylic acid
form of atorvastatin exists predominantly as the lactone of the formula
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This invention is also particularly directed to a composition of Composition ND
wherein said regression of atherosclerotic plaques occurs in carotid arteries.

This invention is also particularly directed to a composition of Composition ND
wherein said regression of atherosclerotic plaques occurs in the peripheral arterial
system. '

This invention is also directed to a first pharmaceutical composition,
hereinafter termed “Composition P°, for use with a second pharmaceutical
composition for managing cardiac risk in a mammal at risk of suffering an adverse
cardiac event, which effect is greater than the sum of the cardiac risk management
effects achieved by administering said first and second pharmaceutical compositions
separately and which second pharmaceutical composition comprises an amount of
atorvastatin or a pharmaceutically acceptable salt thereof and a pharmaceutically
acceptable camier or diluent, said first pharmaceutical composition comprising an
amount of amlodipine or a pharmaceutically acceptable acid addition salt thereof and
a pharmaceutically acceptable carrier or diluent.

This invention is particularly directed to a first pharmaceutical composition,
hereinafter termed ‘Composition PA", of Composition P comprising amlodipine
besylate.

This invention is more particularly directed to a first pharmaceutical
composition of Composition PA wherein said second pharmaceutical composition
comprises the hemicalcium salt of atorvastatin.

This invention is also directed to a first phamaceutical composition,
hereinafter termed “Composition Q°, for use with a second pharmaceutical
composition for managing cardiac risk in 8 mammal at risk of suffering an adverse
cardiac event, which effect is greater than the sum of the cardiac risk management
effects achieved by administering said first and second pharmaceutical compositions
separately and which second pharmaceutical composition comprises an amount of
amlodipine or a pharmaceutically acceptable acid addition salt thereof and a
pharmaceutically acceptable carvier or diluent, said first pharmaceuticat omposition
comprising. an amount of atorvastatin or a pharmaceutically acceptable salt thereof
and a pharmaceutically acceptable carrier or diluent.
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This invention is particularly directed to a first pharmaceutical composition,
hereinafter termed “Composition QA®, of Composition Q wherein said second
pharmaceutical composition compfises amlodipine besylate.

This invention is more particularly directed to a first pharmaceutical
composition of Composition QA comprising the hemicalcium salt of atorvastatin.

This invention is also directed to a first pharmaceutical composition,
hereinafter termed “Composition R®, for use with a second pharmaceutical
composition for managing cardiac risk in a mammal at risk of suffering-an adverse
cardiac event, which effect is greater than the cardiac risk management effects
achieved by administering said first or second phammaceutical compositions
separately and which second pharmaceutical composition comprises an amount of
atorvastatin or a pharmacettically acceptable salt thereof and a pharmaceutically
acceptable carrier or diluent, said first pharmaceutical composition comprising an
amount of amlodipine or a pharmaceutically acceptable acid addition salt thereof and
a pharmaceutically acceptable carrier or diluent.

This invention is particularly directed to a first pharmaceutical composition,
hereinafter termed “Composition RA®, of Composition R comprising amilodipine
besylate. .

This invention is more particulardy directed to a first phammaceutical
composition of Composition RA wherein said second pharmaceutical composition
comprises the hemicalcium salt of atorvastatin.

This invention is also directed to a first pharmaceutical composition,
hereinafter termed “Composition S°, for use with a second pharmaceutical
composition for managing cardiac risk in a mammal at risk of suffering an adverse
cardiac event, which effect is greater than the cardiac risk management effects
achieved by administering said first or second pharmaceutical compositions
separately and which second pharmaceutical composition comprises an amount of
amlodipine or a phammaceutically acceptable acid addition salt thereof and a
pharmacetutically acceptable camier or diluent, said first pharmaceutical composition
comprising an amount of atorvastatin or a pharmaceutically acceptable salt thereof
and a pharmaceutically acceptable carrier or diluent.
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This invention is particularly directed to a first pharmaceutical composition,
hereinafter termed “Composition SA", of Composition S wherein said second
pharmaceutical composition comprises amiodipine besylata,

This invention is more particularly directed to a first phamaceutical
composition of Composition S comprising the hemicaicium salt of atorvastatin.

This invention is also directed to a kit, hereinafter termed *Kit A", for achieving
a therapeutic effect in a mammal comprising:

a. an amount of amlodipine or a pharmaceutically acceptable
acid addition salt thereof and a pharmaceutically acceptable carrier or diluent in a first
unit dosage form;

b. an amount of atorvastatin or a pharmaceutically acceptable
salt thereof and a pharmaceutically acceptable camier or diluent in a second unit
dosage form; and

c. container means for containing said first and second dosage
forms.

* This invention is particutarly directed to a kit, hereinafler termed “Kit AA", of
Kit A comprising amlodipine besylate.

This invention is more particularly directed to a kit, hereinafter termed “Kit
AB", of Kit AA comprising the hemicalcium salt of atorvastatin.

This invention is still more particularly directed to a kit, hereinafter termed “Kit
AC", of Kit AB wherein said therapeutic effect is treatment of hypertension and
hyperipidemia.

This invention is still more particularly directed to a kit, hereinafter termed “Kit
AD", of Kit AB wherein said therapeutic effect is treatment of angina pectoris.

This invention is also particularly directed to a kit, hereinafter termed “Kit AE",
of Kit AB wherein said therapeutic effect is management of cardiac risk.

This invention is also particularly directed to a kit, hereinafter termed “Kit AF™,
of Kit AB wherein said therapeutic effect is treatment of atherosclerosis.

This invention is still more particularly directed to a kit, hereinafter termed “Kit
AG", of Kit AF wherein said treatment of atherosclerosis slows the progression of
atherosclerotic plaques.

This invention is further directed to a kit, hereinafter termed “Kit AH", of Kit AG
wherein said progression of atherosclerotic plaques is slowed in coronary arteries.
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Step 1 diet, as described above. Newly diagnosed subjects generally remain
untreated until the test begins. These subjects are also placed on the NCEP ATP Il
Step 1 diet. After the four week wash out and diet stabilization period, subjects
undergo the following baseline investigations: (1) blood pressure; (2) fasting; (3) lipid
screen; (4) glucose tolerance test; (5) ECG; and (6) cardiac ultrasound. These tests
are carried out using standard procedures well known to persons skilled in the art.
The ECG and the cardiac ultrasound are generally used to measure the presence or
absence of left ventricular hypertrophy.

After the baseline investigations are performed patients will be started on one
of the following: (1) a fixed dose of amlodipine (about 2.5 to 10 mg); (2) a fixed dose
of atorvastatin (about 10 to 80mg); or (3) the combination of the above doses of
amlodipine and atorvastatin. It will be recognized by a skilled person that the free
base form or other salt forms of amlodipine besylate or the free base form or other
salt forms of atorvastatin calcium may be used in this invention. Calculation of the
dosage amount for these other forms of atorvastatin calcium and amlodipine besylate
is easily accomplished by performing a simple ratio relative to the molecular weights
of the species involved. Patients are kept on these doses and are asked to retumn in
six to eight weeks so that the baseline evaluations can be repeated. At this time the
new values are entered into the Framingham Risk equation to determine whether the
subject has a lower, greater or no change in the risk of future cardiovascular event.

The above assays demonstrating the eflectiveness of amodipine or
pharmmaceutically acceptable acid addition salts thereof and atorvastatin or
pharmaceutically acceptable salts thereof in the treatment of angina pectoris,
atherosclerosis, hypertension and hyperlipidemia together, and the management of
cardiac risk, also provide a means whereby the activities of the compounds of this
invention can be compared between themselves and with the activities of other
known compounds. The results of these comparisons are useful for determining
dosage levels in mammals, including humans, for the treatment of such diseases.

The following dosage amounts and other dosage amounts set forth elsewhere
in the specification and in the appendant claims are for an average human subject
having a weight of about 85 kg to about 70 kg. The skilled practitioner will readily be
able to determine the dosage amount required for a subject whose weight falls
outside the 65 kg to 70 kg range, based upon the medical history of the subject and
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the presence of diseases, e.g., diabetes, in the subject. All doses set forth herein,
and in the appendant claims, are daily doses.

in general, in accordance with this invention, amlodipine besylate is generally
administered in a dosage of about 2.5 mg to about 20 mg. Preferably, amlodipine
besylate is administered in a dosage of about 5 mg to about 10 mg. it will be
recognized by a skilled person that the free base form or other salt forms of
amlodipine besylate may be used in this invention. Calculation of the dosage amount
for these other forms of or the free base form or other salt forms of amiodipine
besylate is easily accomplished by performing a simple ratio relative to the molecular
weights of the species involved.

In general, in accordance with this invention, atorvastatin is administered in a
dosage of about 2.5 mg to about 160 mg. Preferably, atorvastatin is administered in
a dosage of about 10 mg to about 80 mg. It will be recognized by a skilled person that
the free base form or other salt forms of atorvastatin calcium may be used in this
invention. Calculation of the dosage amount for these other forms of or the free base
form or other salt forms of atorvastatin calcium is easily accomplished by performing
a simple ratio relative to the molecular weights of the species invoived.

The compounds of the present invention are generally administered in the
form of a pharmaceutical composition comprising at least one of the compounds of
this invention together with a pharmacettically acceptable carmier or diluent. Thus,
the compounds of this invention can be administered either individually or together in
any conventional oral, parenteral or transdermal dosage form.

For oral administration a pharmaceutical composition can take the form of
solutions, suspensions, tablets, pills, capsules, powders, and the like. Tablets
containing various excipients such as sodium citrate, calcium carbonate and calcium
phosphate are employed along with various disintegrants such as starch and
preferably potato or tapioca starch and certain complex silicates, together with
binding agents such as polyvinylpyrrolidone, sucrose, gelatin and acacia.
Additionally, lubricating agents such as magnesium stearate, sodium lauryl sulfate
and talc are pften very useful for tabletting purposes. Solid compositions of a similar
type are also employed as fillers in soft and hard-filled gelatin capsules; preferred
materials in this connection also include lactose or milk sugar as well as high
molecular weight polyethylene glycols. When aqueous suspensions and/or efixirs are
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Oficio N°:
.--N e 37r)[t

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 Josée
Luis Reyes Villamizar, en su calidad de apoderado del Laboratorio Franco Colombiano
Lafrancol S.A., retune 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 CARMENZA CESPEDES DE VERGEL
Jefe de la Divigion de Nuevas Creaciones.

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