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JOSE LUIS REYES VILLAMIZAR, reconocido apoderado de ias sociedades
opositoras en el trdmite de la referencia, estando dentro de los términos de la
promoga solicitada, por medio del presente escrito, me permito ratificar y sustentar
los argumentos del escrito principal de oposicién, también radicado dentro del
plazo de ley ante esa entidad.

I RATIFICACION

Reitero a su Despacho la solicitud de negar el beneficio patentario para la totalidad
de las reivindicaciones contenidas en el expediente en referencia, por los
argumentos que se describen a continuacion:

o Antes de la fecha de prioridad se conocian los inhibidores de la ciclooxigenasa-
2, sus propiedades y caracteristicas farmacocinéticas, la posibilidad de su
administracién por via oral, los rangos de ingrediente activo en las
formuiaciones, las dosis unitarias, 108 excipientes, los usos, y la incidencia
directa del tamaifio de particula sobre ios pardmetros farmacocinéticos de’ un
fArmaco.
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En cuanio a los tamafios de particula revelados en la presente solicitud de
patente -Dgg do alrededor de 0.01ym hasta alrededor de 200um,
preferiblemente mas pequeiias que 1um-, se puede afirmar que carecen de
nivel inventivo, pues, ain si en gracia de discusion pudiera afirmarse que no
existen revelaciones textuales que indiquen que la droga inhibitoria de
ciclooxigenasa-2 esté presente en los tamaiios de particula en cuestion, resulta
obvio para una persona medianamente versada en la materia técnica
respectiva, y teniendo en cuenta io dicho por esa entidad en la Resolucién N°
30887 del 26 de septiembre de 2002, por la cual se niega la patente de
invencion a la soficitud 98005805 “Tabletas de Oxcarbazepina recubiertas de
una pelicula y método para la produccién de estas formulaciones”®, que “no se
traduce en ningdn avance sobre el estado de la técnica el modificar una
propledad fisica de un sélido, como es su tamafio de particula, con el fin
de variar su perfil de disolucién y determinar la variacién de la
blodisponibilidad, puesto que gstx i

BE NCLE A 8 B : AT : }
farmacotécnica”. (Subrayado y negrita fuera del texto)

La eventual biodisponibilidad mejorada de una composicién de inhibidores de
la COX-2 por obra de la presencia de tal familia de principios activos en los
tamafios de particula revelados, corresponde simplemente a un fenémeno que
conocido, que no traduce ninglin avance sobre el estado de ia técnica, y
que es el resultado de un proceso rutinario de pre-formulacién, consistents en
realizar ensayos sobre disolucién empleando tamaiios de particula diversos.

Respecto a las composiciones farmacéuticas descritas en las reivindicaciones
14 y 15 de la presente solicitud de patents, es importante resaltar que carecen
de especificidad y nivel inventivo, pues en la solicitud US 5,466,823 publicada
el 14 de noviembre de 1995, se revela Celecoxib, sus propiedades, e
indicacién terapéutica y composiciones farmacéuticas que pueden contener el
ingrediente activo (entre los que se encuentra Celecoxib) en el rango de
alrededor 0.1 & 2000mg. En consecuencia, resulta claro que los rangos
propuestoe (10mg a 1000mg en la solicitud colombiana 00-083-233) se
encuentran totaimente incluidos en los rangos descritos en el documento
internacional mencionado anteriormente.

Es inaceptable a la luz del ordenamiento subregional andino, el pretender
obtener exclusiva sobre un método terapéutico para el tratamiento humano o
animal, tal como es revelado en las reivindicaciones 16 a 18, pues su

25



3 21

patentamiento estd expresamenta prohibido en el articulo 20 {d) de ia Decisién
4886.

Il. COMPLEMENTO DE INFORMACION

1 .

El informe Intemacional de Blisqueda practicado por la Oficina Europea de
Patentes a la aplicacién intemacional PCTAWO01/41760, publicada en 14-08-
2001, y equivalente a la solicitud en trdmite, en tanto invocan la misma prioridad,
soflala la existencia de dos (2) anterioridades clasificadas como categoria X, P*
que afectan la novedad y el nivel inventivo de dicha solicitud ( y por ende los de la
solicitud colombiana), las cuales, si bien fueron publicadas después de la fecha de
prioridad, lo fueron antes de la fecha de presentacién de la solicitud intemnacional
respectiva. Sin perjuicio de reconocer la independencia de cada oficina nacional
para evaluar el cumplimiento de los requisitos de patentabilidad, ruego que
ademas de los argumentos y pruebas presentados con el eacrito de oposicion, se
congideren los siguientes: -

a) La Aplicacién internacional PCTAWO00/32189 publicada el 8-06-2000 se refiere
en su reivindicaciéon 5 a composiciones farmacéuticas que comprenden una o
més unidades de dosis de liberacién oral que comprende Celecoxib particulado
en cantidades entre 10mg y 1000mg, en mexcla intima con uno o més
excipientes farmacéuticamente aceptables, y donde Celecoxib tiene una
distribucién de tamafio de particula tal que el Dyg de esas particulas es menos
que 200um, preferiblemente menor que 40um, y mas preferiblemente menor
que 25um; a su vez, en la reivindicacion 6 se describe a Celecoxib particulado
en cantidades entre 10mg y 1000mg y donde Celecoxib tiene tamafios de
particula entre 1um y 10um.

Lo anterior permite inferir que tanto las dosis de Celecoxib (10mg a 1000mg)
como los tamafios de particula preferidos en la solicitud colombiana en trémite
y consignados en las reivindicaciones 1 a 3 (Dgo de alrededor de 0.01um hasta
alrededor de 200um, preferiblemente mas pequefias de 1um), se encontrarian
revelados y cobijados con anterioridad en la aplicacién PCT WO00/321889,
pues en este documento se designan los mismos rangos de dosis y los
tamafos de particula preferidos se encuentran entre 1um y 200um.

b) La Aplicacién intemacional PCT/WO00/53148 publicada el 14-09-2000, se
refiere en el ejemplio 1 y en ia tabla X-1A comrespondiente, a la preparacion de
composiciones de Celecoxib en donde el tamafio de particula de Celecoxib
luego de ser sometido a molienda varia dentro de un rango relativamente

2P
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estrecho y donde por lo menos el 80% de las partfculas tienen un tamafio de ﬁa{
30um o inferior a este (negrita fuera del texto). De esta manera, y en virtud de

lo revelado anteriormente, queda demostrado una vez mas que los tamafios de

particula consignados en la solicitud CO 00-093-233 carecen de novedad y de

nivel inventivo.

ill. PRUEBAS
Ademés de las solicitadas en el escrito de oposicién, y de aquellas que
oficiosamente considere el despacho, rniego que se tengan como tales las

siguientes:

2.1. Informe Internacional de Biisqueda practicado por la Oficina Europea de
Patentes a la aplicacién internacional PCT/WQO01/41760.

2.2. Apartes de la publicacion intemacional PCT W000/32189.
2.3. Aparies de ia publicacion intemacional PCT WO00/53149.

Seflor Superintendents,

-

JOSE LUIS REYES VILLAMIZAR
C.C. 79.152.473 de Usaquén
T.P.44855del C. Sdela J.
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WHAT I8 CLAIMED IS:

1.

A pharmaceutical composition comprising one or more orally deliverable dose
units, each comprising particulate celecoxib-ine an smpoant of-2boot- 10-mg:to. -
acexptable: excipientsy wherein a single dose unit, upon oral administration 1o a
fasting mubject, provides a time course of blood serum concentration of
celecoxib characterized by at least one of
() A tirne to reach 100 ng/ml not greater than about 0.5 h afier
sdministration;
(b} =& time to reach maximum concentration (T, ) not greater than about
3 h afier administration;
(©) a duration of time whercin concentration remains above 100 ng/ml not
lcas than abowt 12 b;
()  aterminal helf-life (T,;) not less than about 10 h; and
(e) a maximum concentration (C_) not lces than about 200 ng/mi.

A composition of Claim 1 wherein the time course of blood serum
concentration of celecoxib is characterized by & T, not greater than sbout 3 b,
preferably not greater than about 2 h, and more preferably not greater than
about 1.7 h, after administration.

A composition of Claim 1 wherein the C_, is not less then about 200 ng/mi,
preferably not less than abouat 400 ng/ml.

A pharmaceutical composition comprising one or morc orally deliverable dose
units, each comprising particulate celecoxib in an amount of about 10 mg to
about 1000 mg in tmtimate mixture with anc or more pharmaceutically
acceptable excipients, and having relative bioavailability not lesa than about
50%, prefersbly not lcss than about 7034, by comparison with an orally
delivered solution containing an equivalent amount of colecoxib.

A pharmaceutical composition comprising one or maore orslly deliverable dose
umitg, cach comprizing particulate celecoxib in an amount of about 10 mg to
about 1000 mg in intimate mixture with one or more pharmaceutically
acceptablc excipients, and having a distribution of celecoxib.particle sizes
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10.

11,

12.

13.

14,

PCTAIS9/28411
such that D, of the particles is.less then. 200 pm, prefarmbly less than 100 ym, -
mare preferebly-Joes-than-40 ym, and most preferably Jess-than 25 yan, in the
longest dimension of said particles.

A pharmsceutical composition compriging one or mare orally deliverabie dose
units, each comprising particulate celecoxib in an amount of about 10 mg to
about 1000 mg in intimate mixture with one or morc pharmaccuticalty
accepiable excipients, and having & mean celacoxib particle size.of about 1 pm_

‘to.about. 10 pm..

A composition of any of Claims | to 6 wherein the amount of celecoxib in
each dose unit is sbout 50 mg to about 800 mg, prefarably about 75 mg to
about 400 mg, and more preferably about 100 mg to about 200 mg.

A composition of any of Claims 1 to 7 that is suitable, by oral administration
to u subject of a dose unit once or twice a day, for providing therapoulicelly or
prophylactically effective inhibition of cyclooxygenase-2.

A composition of any of Claims 1 to 7 that is suitable, by oral administration
to a subject of a dose umit cnce or twice a day, for treatment or prophylaxis of
a cyclooxygenase-2 mediated condition or disorder.

A composition of amry of Claims 1 to 9 wherein said dosc units are in a form of
discrete solid articles.

A composition of Claim 10 wherein said articles are tablets, pills, hard or soft
capsules, lazenges, sachets or pastilles.

A compoiition of Claim 10 in the form of unit dosage capsules or tablets.

A composition of Claim 12 wherein said excipients are selected from the
group consisting of pharmaceutically acceptable diluents, disintegrants,
binding agents, wetting agents and lubricants.

A composition of Claim 12 wherein said excipients include one or more
pharmaceutically acceptable diluents in & total amount of about 5% to about
99% by weight, preferably about 10% to about 85% by weight, of the

composition,

W



10

15

20

25

30

WO 00/32109

50.

51.

51.

52.

33.

BCT/USSS/1B411

A composition of Claim 12 compriging unit dosage capsules cech containing

(a)
()
(c)
(d)
(e
(6

about 100 mg of celecoxib;

about 149.75 mg of lactosc monchydrate;
about 2.7 mg of croscarmelloge sodium;
ebout 6.75 mg of polyvinylpyrrolidons;
about 8,1 mg of sodium lauryl sulfate; md
about 2.7 mg of magnesium stearate.

A camposition of Claim 12 comprising unit dosage capsales each containing

(w)
)]
(c)
(d)
(c)
(n

ahout 200 mg of celecondb;

about 49.75 mg of lactose monchydrate;
about 2.7 mg of croscarmellose sodium;
about 6.75 mg of polyvinylpyrrolidone;
about 8.1 mg of sodium lauryl sulfate; and
about 2.7 mg of magnesium stearate.

A composition of Claim 12 compriging unit dosage tablets each conleining

()
)
(c)
(@
(e}
4]
(8)

about 100 mg of celecoxib;

abon! 101.8R mg of lactose monohydrate;
about 7.5 mg of croscarmellose sodium;
about 6.25 mg of polyvinylpyrrolidone;
shout 25 mg of microcrystalline cellulose;
about 7.5 mg of sodium laury} sulfats; and
about 1.88 mg of magnesium stearats.

A composition of Claim 12 compriting unit dosagc tablets each containing

{a)
®
(c)
(d)
(e)
®
(8)

about 200 mg of celecoxib;

about 203.8 mg of lactose monchydrate;
about 15 mg of croscarmellose sodium;
about 12.5 mg of polyvinylpyrrolidone;
about 50 mg of microcrystalline celiulose;
abaut 15 mg of sedium lauryl sulfate; and
about 3.75 mg of magnesium stearate.

A compoeition af Claim 12 comprising unit dosage capsules or tablets each

providing a 100 mg or 200 mg dose of celecoxib.
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78.

79.

BO.

81.

B3.

PCT/USSW2B411
A method of Claim 76 wherein the condition or disorder is rheumatoid

mthritis.

A method of Claim 78 wherein the condition or discrder is ostcoarthritis.

A method of Ciaim 76 wherein the condition or disorder, or a symptom of the

condition or disorder, is pain.

A method of preparing a camposition of Claim 12 comprising

(a) wet granulating celecoxib together with one or more excipients to form
wet granulated mixture;

(h) drying the wet granulated mixturs; and

(c) encapgulating the dried granulated mixture or compresxing the dricd

A method of Claim B0 wherein, prior to the wet granulating step, the celecoxib

is milled such that Dy, of the resulting particles iy lcss than 200 pm, prefarably

less than 100 wm, more preferably less than 40 pm, and most preferebly less

then 25 pm, in the longest dimension of said particles.

A method of Claim 81 wherein gaid milling is performed with a pin mill to

provide celecoxib particles of D, less then 25 um, in the longest dimension of

A method of Claim 82 wherein said milling results in & mean celecoxib

particie size of about 1 pm to ebout 10 pm, preferably about 5 um to about

7 pm.
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contuining a metered dose of the cycloaxygenase-2 inhibitor. %C‘/*
In another embodiment, &n anticle of mamufacture 30 of the present invention
18 illustratively ahnwn in Fig. 4. The article comprises a slab ol brittle food material
31, itlustratively a baked matcrial such as a biscuit or cracker, wherein is substantially
homogensously distributed a cyclooxygenase-2 inhibitor. The article is readily
breakablc, for example by hand, along lincar grooves 32 to provide substantially even-
sized portions 33 each containing a metered dose of the cyclooxygenasc-2 inhibitor.
If desired the grooves can be replaced by equivalent means for creating linear zancs of
reduced mechanical strength, such as lincarly atigned perforations or indentations.
Distinct versions of each article of mamfacture can be prepared to provide, for
cxample, a low, medium or high dose amount of cyclooxygenase-2 inhibitor par unit
volume of food materigl Depending upon the animal treated, the severity of the -
condition treated, and other relevant factors, the animal owner can select 8 version of
the article of manufacture containing the most convenient and appropriate unit dose
amounl of the cyclooxygenase-2 inhibitor.

EXAMPLES
The following examples iliusirate aspects of the present invention but shoukd
nel be construed as Immitations. The symbols and conventions used in these examples
arc consistent with those used in the contemporary gnimal food composition and
veterinary litereture. Unless otherwise stated, all percentages recited in these
examples are weight percents based on total composition weight.

Three seperate Celecoxib compositions having the compositions set forth in
Table X-1A are prepared for use in the preparation of the animal food compositions of
the succceding examples:
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TABLE X-1A ’bc‘l%

INGREDIENT WEIGHT
FRACTION
(%)
Composition Composition Composition
1A-1 1A-2 1A-3
Cclecoxib 37.04 74.07 40
Lactose Monohydrate | 55.46 18.43 40,75
(NF, Ph Bur)
Sodium Lauryl Sulfate |23 3 3
(NF, Ph Eur)
Povidone 2.5 25 25
(X29-32 USP) .
Croscarmellose Sodium | 1 i 3
(NFI Ph EW)
Mageadim Stearite ™ | 1 ' i . 0.75 -
(NE, Ph Bur)
Microcrystalline 0 0 10
Cellulose (Avicel PH-
102 NF)
Total 100 100 100

Lactose monohydrate is commercially available from Formost Farms,
Baraboo, Wisconsin. The Ac-Di-Sol brand of croscarmcliose sodium is commercially
available from FMC Corporation, Chicago, lllinois. Sodium lauryl sulfate is
commercially available from Henkel Corporation, Cincinnati, Ohio. The Povidonc
brand of polyvinylpyrrolidone is commercially available from International Specialty
Products. Magnesium sicarale is commercially available from Mallinckrodt Inc., St
Louis, Missouri. The Avicel brand of microcrystalline cellulose is commerciatly
available from FMC Corporation, Philidelphia, Pennayivania.

An illustrative process for the preparation of composition 1A-1 is described
below. Compositions 1A-2 and 1A-3 are prepared in & similer maxmer.

Milling: The Celecoxib was milled in an impact-type pin mill with counter
rotating disks. At mill speeds ranging from about 8960 rpm/5600 rpm to about 11200
rpm/5600 rpm (rotating rpm/counter rotating rpm) particle size varied within
relatively nerrow ranges (at-lesst 90%.of.the particics sere.30-microns:or-less in'aies)
suggesting that mill speed is not narrowly critical to the bulk drug micronization
process.

Dry Mixing: The Celecoxib, lactose, Povidone and croscarmellose sodium
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were transferred to & 120 L Niro Fielder PMA-120 high speed granulator and mixed
for about 3 minutes at fast chopper and impeller speeds. This dry mixing time
provided adequate mixing of Celecoxib with the carrier materials prior to the start of
the wet granulation step.

Wet Granulation: Sodium laury] sulfate (8.1 kg) was dissolved in purified USP
water (23.7 kg). This solution was progressively added 1o the granulator at a rate of
sbout 14 kg/minutc. Total granulation time was about 6.5 minutes. During this
gramulation, the main blade and chopper blade of the granulator were pleced on the
fast speed sctting. The wet grannlated mixture was sbout 8.1% water by weight.

Drying: The wet granulation was delumped using a Quadro Comil Model 198
S screening mill equipped with rotating impeller and a coarse screen. Wet milling
'was used lo eliminate large material lumnps that formed as a by-product of the wet
granuiation operation. If not removed, these lumps would have protonged the
subsequent fluidized bed drying operation and increased the variation with respect to
moisture control. The delumped granulation was transfiured to an Aeromatic Fluid
Bed Dryer T-8. The inlet air temperature and flow rate were adjusted to about 60°C
and abaut 5000 to 6000 {t*/minutc. The granulation was dried in the fluidized bed
dryer to reduce the moisiure content to between 0.5% 10 2.5%. Moisture content was
monitored using a Computrac Moisture Analyzer. Drying continued until the loss on
drying of the granulation was not more than 1.0%. It may be desirabic to combine
two or more granulation sections for this drying step and subsequent processing steps.

Dry Milling: The dry granules were passed through a Fluid Air Mill Model
007 impact mill (conventional hammer) equipped with & 0.028 inch (o 0.063 inch
screen, knives forward, und 2400 rpm speed. Dry milling was used in combination
with the wet granulation step to control the final size distribution of the granules.

Blending and Lubrication: The milled granules were then placed in a PK
Croas-Flow Blender 75 Cubic Foot diffusion mixcr/V- blender. The magnesium
stearate was added and the mixture blended for about 5 minutes. The blenling time
provided blended material that was uniform with respect to the concentration of
Celecoxib. Blender rotational speed was 10.6 revolutions per minute. The final blend
was used 10 combine materials from multiple granulation sections into & single
uniform mixture and to cvenly distribute lubricant into the material,
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alkoxycarbonylalkyl, aminocarbonyl, aminocarbonytalkyl, alkylaminocarbonyl, N-
phenylaminocarbonyl, N-alkyl-N-phenylaminocarbonyl, alkylaminocarbanylalkyl,
carboxyalkyl, elkylamino, N-arylamino, N-aralkylamino, N-alkyl-N-aralkylamino,
N-alkyl-N-arylamino, aminoalkyl, elkylamincaikyl, N-phcnylaminoalkyl,
N-phenylalkylaminoalkyl, N-alkyl-N-phenylalkylaminoalkyl, N-alkyl-N-
phenylaminoalkyl, phemyloxy, phenylalkoxy, pb.cnylthio, phenylalkylthio,
alkylsulfinyl, alky!sulfonyl, aminosulfonyl, alkylaminosulfonyl,
N-phanylaminosulfonyl, phenylsuifonyl and N-aikyl-N-phenylaminosulfonyl; and

wherein R* is hydrido or fluoro,;

or & pharmaceutically-acceptable salt thereof.

4. A method of claim I wherein aaid cyclooxygenase-2 inhibitor is selected from
Eelocaxib, Deracoxib, Rofecoxib and Valdecoxib.

5. A method of claim 1 whezcin said cyclooxygenase-2 inhibitor is Deracoxib.

6. A mcthod of claim 1 wherein said animal has a weight greater than about 1 ky.

7. A mcthod of claim 1 wherein said animal has a weight within the range of about 2

kg to ahowt 70 kg.

8. A method of claim 1 wherein said animal has a weight within the range of ubout
50 kg to about 1500 kg,

9. A method of claim 1 wherein said animal is a dog.

10. A method of claim | wherein said animal is 8 home.

11. A method of claim 1 wherein said metered amount of said {ood composition
contains an amount of said selective cyclooxygenasc-2 inhibitor that is between

about 0.1 mg/ky anmimal body weight ta ahout 15 mg/kg animal body weight.

12. A method of claim 1 wherein said metered amount of said food composition
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