S e T Ve 23
. ' y ) ha ! SUPERlNTENDENClA DE INDUSTRIA Y COMERCIO
REYES & REYES ||IIIIlIIlIIIlIﬂlIIIIIIIWIIIIiIIIIIII g

Goa b0 s ; 012143- -00007-0 |
e
i ACL 329 CTOINFORMACION  Folios: 23 /]
SENOR ~ , U
SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
E. S. | D.
REF: Expediente 08 012.143

TITULO SOLICITADO: FORMULACIONES " FARMACEUTICAS  SOLIDAS
SUBLINGUALES CONTENIENDO MELOXICAM.

PUBLICACION: ‘Gaceta 604 de 29/05/2009, N° de publicacion 199.
PRIORIDAD: MX Pmmznnsrnnasfs qe 12/08/2005.

~ SOLICITANTE: WORLD-TRADE IMPORT-EXPORT, WTIE, AG.
APODERADO: DILIA MARIA RODRIGUEZ D’ALEMAN.
TRAMITE: SUSTENTACION DE OPOSICION

JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de |a tarjeta profesional nUmero 44655
del Consejo Superior de la Judicatura, cbrando en calidad de apoderado de |a
sociedad LABORATORIO FRANCO-COLOMBIANOQ, LAFRANCOL S.A,, dentro
del tramite de la referencia, en ejercicio de lo dispuesto por el articuio 42 inciso 2°
de |la Decisién 486 de 2000, por medio del presente escritp, procedo a sustentar la

oposicion presentada oportunamente ante ese Despacho, en los siguientes
términos:

L. COMPLEMENTO DE INFORMACION

Comedidamente me permito presentar los argumentos que demuestran que la
solicitud de |a referencta incumple los requisitos de patentabilidad establecidos por

ios articulos 14, 16 y 18 de la Decision 486 de 2000, y que por ello no merece
recibir el beneficio patentario, veamos:
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En primer lugar, vy refiriéndonos a la carencia de nivel inventivo de la solicitud
colombiana en tramite, es importante resaltar, que como cualquier persona
medianamente versada en la materia debe reconocer, las tabletas sublinguales,
asi como los procesos mediante los cuales pueden obtenerse dichas
formulaciones, se encuentran ampliamente descritas en el estado de la técnica.
Las tabletas sublinguales y bucales son comprimidos destinados a situarse bajo la
lengua o a mantenerse en la cavidad oral, donde se disuelven ya sea para ejercer
un efecto local o sistémico. Asi mismo dichos comprimidos pueden tener una lenta
liberacion del farmaco o en otros casos una liberacion inmediata, caracteristicas
que pueden manipularse a través de de la insercion u omision de ciertos

excipientes'.

En otras palabras, la inclusién de cualquier tipo de principio activo dentro de este
tipo de formulaciones farmacéuticas (tabletas sublinguales) no sustenta nivel
inventivo alguno, puesto que dicha inclusién corresponde a una practica comun y
cotidiana en la industria farmacéutica, que involucra la realizacion de los
respectivos ensayos de preformulacidén y formulacién que garanticen la eficacia,
efectividad, seguridad y estabilidad del medicamento con unas caracteristicas
predefinidas para el respectivo tipo de formulacién farmacéutica. Lo anterior
tambien puede sustentarse en la versatilidad con que este tipo de formulaciones
sublinguales ha incluido con anterioridad otros tipos de farmacos, tales como

nitroglicerina®, aspirina®, farmacos beta-2-miméticos* y calcitonina®.

En otro aspecto, y esta vez refiriéndonos a la absoluta falta de novedad de la
solicitud colombiana en cuestion, es importante exponer la existencia de
documentos que contienen informacién que describe con anterioridad la esencia

de todo lo contenido en el capitulo reivindicatorio de la solicitud colombiana en
tramite, veamos:

' Vila Jato J.L. Tecnologia Farmacéutica. Volumen II. Paginas 142 y 143.

j Patente americana US3789119: STABILIZED MOLDED SUBLINGUAL NITROGLYCERIN TABLETS.
Patente americana US4206209: Sublingual aspirin tablet.

* Patente Europea EP0306422B1: Galenical forms of 2-beta-mimetics for perlingual and sublingual

administration.

3 Patel:nte Europea EP0438147A2: Pharmaceutical compositions and dosage forms for the oral administration
of calcitonin.



REYES & REYES

La patente americana US 2003/0161875 publicada el 28 de agosto de 2003 y
titulada “FAST DISSOLVING TABLETS OF CYCLOOXYGENASE- ENZYME
INHIBITORS’ revela:

The present invention relates to fast dissolving tablets for
oral administration comprising a therapeutically effective
amount of drug(s) that acts selectively as a cyclooxyge-
nase-2 (COX-2) enzyme inhibitor, which disintegrate
quickly in mouth. The tablets are- particularly suitable for
patients who have difficulty in swallowing.

(...)

5. The tablet according to claim 4 wherein the COX-2
inhibitor is selected from the group con51st1ng of:;f loxi:

) tone 'mmesuhde and etodolac

()
28 The tablethaccordmg to claun 2 wherem the pharma-

Como se puede apreciar claramente, en esta anterioridad se hace mencién
explicita de formulaciones farmacéuticas de Meloxicam de rapida disolucién en la
boca, las cuales estan compuestas por exactamente los mismos excipientes que
se mencionan en la solicitud colombiana en tramite, con lo cual queda en

evidencia la ausencia de novedad de la composicion alli descrita.

La publicacion internacional WO 02/085331 publicada el 31 de Octubre de 2002 y
titulada “FAST DISINTEGRATING MELOXICAM TABLET” revela:
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A tablet , fast disintegrating in water, consisting essentially of meloxicam or a
pharmaceutically acceptable salt thereof, starch or various starches, a glidant and
at least one additional excipient, characterized in that at least one of the

additional excipients is water soluble.

(...)

7. A tablet according to one of claims 1 to 5, consisting essentially of meloxicam or a

pharmaceutically;acceptablessaltithere izezand
riceistarch,-hydratedisilicon:dioxide ilactc

8. A tablet according to one of claims 1 to 7%com

form of the free base.

Como se puede apreciar en esta anterioridad, nuevamente se menciona de
manera explicita una tableta de facil desintegracidn bucal, en donde los
excipientes que hacen parte de dicha formulacién corresponden nuevamente a los
mismos mencionados por la solicitud colombiana en tramite, y ademas, la cantidad
de Meloxicam que pueden contener las formulaciones de esta anterioridad
incluyen las cantidades del mismo principio activo que se reivindican en la solicitud
en cuestion.

Para finalizar, en la reivindicacion 5 de la solicitud colombiana en cuestion, el
solicitante hace mencion de las caracteristicas que pueden hacer parte del envase
que contiene las formulaciones farmacéuticas que describe en el mismo capitulo
reivindicatorio. Sea lo primero resaltar, que de ninguna manera las caracteristicas
de un envase pueden sustentar algun tipo de novedad o de nivel inventivo, al
menos que dichas caracteristicas correspondan a un envase no convencional, y
cuyas caracteristicas busquen sustentar la invencién de un nuevo tipo de envase,
lo que claramente no corresponde al caso de la solicitud colombiana. Por el
contrario, y como cualquier persona medianamente versada en la materia debe
reconocer, los materiales tales como el polietileno de alta o baja densidad,
polietileno tereftalato, cloruro de polivinilo, polipropileno, poliestireno, vidrios tipo |,
N, 1l o IV, corresponden a los materiales de mayor uso en la industria
farmacéutica, y su eleccidon corresponde a las caracteristicas y clase de
formulacién que van a ser contenidas en el envase.
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En conclusion, la solicitud colombiana en tramite, carece irrefutablemente de los
requisitos fundamentales para otorgarsele el privilegio de patente de invencion, en
primer lugar porque carece de nivel inventivo al involucrar formulaciones
farmacéuticas cuyas caracteristicas y métodos de obtencion se encuentran
ampliamente descritos en el mismo estado de la técnica, y en segundo lugar,
porque dichas formulaciones carecen de novedad, tanto porque el contenido de
Meloxicam, como los excipientes que componen dichas formulaciones, ya se
habian descrito en el mismo estado de la técnica para obtener formulaciones

farmacéuticas del mismo tipo.

Por todo lo anterior, ruego se analicen los argumentos expuestos con el rigor y
detenimiento habituales, y que en consecuencia el Despacho decrete, ademas de
la negacidn de la solicitud en comento, el archivo del expediente que lo contiene.

ill. ANEXOS
& La patente americana US 2003/0161875 publicada el 28 de agosto de 2003 y
titulada "FAST DISSOLVING TABLETS OF CYCLOOXYGENASE- ENZYME
INHIBITORS”.
% La publicacion internacional WO 02/085331 publicada el 31 de Octubre de
2002 y titulada “FAST DISINTEGRATING MELOXICAM TABLET".
< Vila Jato José Luis. Tecnologia Farmacéutica. Volumen II. Paginas 142 y 143.

< Portadas de las patentes americanas US3789119 y las patentes europeas
EP0306422B1 y EP0438147A2.

Sefior Superintendente,

JOSE LUIS REYES VILLAMIZAR

C.C. 79.152.473 de Usaquén
T.P. 44655 del C. S de la J.
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The present invention relates to fast dissolving tablets for
oral administration comprising a therapeutically cffective
amount of drug(s) that acis selectively as a cyclooxyge-
nase-2 (COX-2) enzyme inhibitor, which disintegrate
quickly in mouth. The tablets are particularly suitable for
paticats who have difficulty in swallowing.
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FAST DISSOLVING TABLETS OF
CYCLOOXYGENASE-2 ENZYME INHIBITORS

FIELD OF THE INVENTION

[0001] The present invention relates to fast dissolving
tablets for oral administration comprising a therapeutically
effective amount of drug(s) that acts selectively as a
cyclooxygenase-2 (COX-2) enzyme inhibitor, which disin-
tegrate quickly io mouth. The Lablets are particularly suitable
for patients who have difficulty in swallowing.

BACKGROUND OF THE INVENTION

[0002] Nonsteroidal anti-inflammatory drugs (NSAIDs)
exert anti-inflammatory and analgesic effects through the
inhibition of prostaglandia synthesis by blocking cyclooxy-
genase (COX) enzyme activity. COX enzyme has two
isoforms: COX-1 and COX-2. COX-2 enzyme is inducible
by inflammation, whereas COX-1 is present in most tissues
as the house keeper enzyme. The inhibition of COX-1 is
therefore undesirable whereas on the other hand inhibition
of COX-2 enzyme accounts for the therapeutic benefits.

[0003] COX-2 inhibitors arc the latest addition to the
growing armamentaricm of anti-inflammatory drugs. Much
of the recent research has focussed upon efficacious methods
for development of drug delivery of COX-2 enzyme inhibi-
tors to teeat inflammation associated maladies.

[0004] The ability of COX-2 inhibitors to selectively
block formation of pro-inflammatory prostaglandins while
sparing those that guard the gasirointestinal tract makes
them an attractive choice for long term use, such as in
rheumatoid anhritis or osteoarthritis.

[0005] Rheumatoid arthritis and ostcoarthritis are old age
diseases associated with joint pain, stiffness, inflammation
or swelling. Many elderly persons have difficulty in taking
conventional oral dosage forms like solutions, suspensions,
tablets and capsules, because of hand tremors and dysph-
agia. Moreover, increase iniake of water for swallowing
conventional dosage forms resulis in frequeat vrination and
nocturia.

{0006] Swallowing problems are also common in mentally
ill, the developmentally disabled, and patients who are
uncooperative, on reduced liquid-intake plans, or are nau-
secated, In cases such as motion sickness, sudden episodes of
allergic attack or coughing, and an unavailability of water,
swallowing the conventional tablets becomes difficult. Con-
sequently, there is a need to provide a fast dissolving dosage
form of COX-2 ichibitors for oral administration which
disintegrates and dissolves rapidly in saliva without ihe need
for drinking water.

SUMMARY OF THE INVENTION

[0007] 1t is an object of the present invention 1o provide a
fast dissolving tablet which comprises a therapeutically
cffective amount of drug(s) that acis as a cyclooxygenasc-2
cnzyme (COX-2) inhibitor for oral administration which
disintegrate quickly in the mouth. The tablets prepared by
the present invention disintcgrate and dissolve in the oral
cavity in less than about 30 seconds without the need of
water. The fast dissolving tablet of COX-2 of the present
invention process has pleasant mouth feel and there is no
after taste or griltiness.
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[0008) The fast dissolving tablets according to the prescnt
inventions compriscs a therapeutically cffective amount of
COX-2 inhibitor, 2 filler, and optionally other pharmaceu-
tical excipients.

[0009] Dircct compression is the preferred method
becausc of the above advantages. Accordingly, the present
invention provides a process for the preparation of fast
dissolving tablets comprising a therapeutically effective
amount of drug(s) that acts as a cyclooxygenase-2 (COX-2)
iohibitor for oral administration.

[0010] The fast dissolving tablets of the present invention
can cither be produced by conventional methods like wet
granulation, dry granulation and direct compression or by
specialized techniques like 1ablet molding and freeze drying.

[6011] Since the pharmaceutical industry is constantly
making cfforts to increase the efficiency of tabletiing opera-
tions and reduce costs by utilizing the smallest amount of
floor space and labor as possible for a given operation,
increasing attention is being given 1o direct compression of
tablet preparation.

[0012] Direct compression is regarded as a relatively
quick process where the powdcered materials are compressed
directly without changing the physical and chemical prop-
ertics of the drug. The advanlages of direct compression
1nclude

[0013] (i) few manufacturing steps, as granulation
step is eliminated

[0014] (ii) elimination of heat and moisture and
therefore better

[0015] a. physical stability such as no change in
crystallinity and polymorphic form of the drug,
and

[0016] b. chemical stability

{0017] (iii) use of conventional equipment and com-
monly available excipients; and

[0018] (iv) low cost and lcss manpower.
[0019] The process comprises:

[0020] a) blending a therapeutically cfective amount
of COX-2 inhibitors with filler and optionally, other
pharmaceutical acceptable excipients, for a time
sufficient to form a homogeneous mixture,

[0021] .b) compressing the homogeneous mixture
obtained in step (a) to form the fast dissolving tablet
of COX-2Z inhibitor.

DETAILED DESCRIPTION QF THE
INVENTION

[0022] According to the present invention, the “COX-2
inhibitor” as used herein to embrace compounds that spe-
cifically/sclcctively, or prefereniially inhibits cyclooxyge-
nasc-2 over cyclooxygenase-1. [lustrative cxamples of
COX-2 enzyme inhibitors that ar¢ advantageously adminis-
tered by the pharmaceutical compositions of 1his invention
include “specific inhibitors™ such as celecoxib, rofecoxib,
parecoxib, valdecoxib, and the like or “preferential inhibi-
lors” such as meloxicam, nimesulide, etodolac, nabumeione,
and the like.
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[0023] “Therapeutically effective amount” means that
amount of a drug or pharmaceutical agent that will elicit the
biclogical or medical response of a tissue, a system, animal
or human that is being sought by a researcher, veterinarian,
medical doctor or other clinician.

[0024] Fillers of the present invention can be selected
from any such pharmaceutically acceptable excipient, which
gives bulk to the COX-2 inhibitor composition and which is
physically and chemically compatible with COX-2 inhibi-
tor; preferably those fillers may be selected from alkali earth
metal salts such as directly compressible dicaleium phos-
phate dihydrate, tricalcium phosphate, calcium sulfate, cal-
cium carbonale, calcium hydroxide, aluminium hydroxide,
magnesium silicate, aluminium magnesium hydroxide; car-
bohydrates such as directly compressible maltose, maltitol,
sorbitol, mannitol, glucose, sucrose, xylitol, lactose, lactose
monobydrate, erythritol, {ruciose, mahiodextrins; celluloses
such as microcrystalline cellulose, calcium carboxy methyl
cellulose; starches such as pregelatinized starch, potato
slarch, maize starch; clays such as kaolin and polyethylene
glycols (PEG) such as PEG 4000; or mixtures thercof.

[0025] The effective amount of the fillers found useful in
the present invention is in the range of about 10 to about 95
weight percent, preferably about 25 to about 85 weight
percent, and most preferably about 80 weight percent of the
COX-2 inhibitor compositioas of this inveation. One of the
preferred fillers is directly compressible mannitol.

[0026] The direct compression excipients are chosen such
that they have good flow and compressible characteristics
and prevent segregation of powders in the hopper and
thereby help in dircct compression.

[0027] The optional pharmaceutical excipients of this
invention may be selected from the binders, disintegrants,
lubricants, glidants, colouring agents, Aavouring agents and
sweeteners which are chemically and physically compatible
with COX-2 enzyme inhibitors.

[0028] The direct compression method for preparing, tab-
lets requires a material thal not only is free-flowing but also
sufficiently cohesive to act as a binder. Matedals such as
microcrystalline cellulose, microcrystalline dextrose, man-
nitol, dircctly compressible dicalcium phosphate, amylose
and polyvinylpyrrolidone have such properties.

[0029] Disinegrants preferred for the present invention
may be sclected from starches or modified starches such as
sodium starch glycolate, carn starch, potato starch or prege-
latinized starch; clays such as bentonite, montmerilionite or
veegum; cclluloses such as microcrystalline cellulose,
hydroxypropyl cellulose or carboxymethyl cellulose; algins
such as sodium alginate or alginic acid; cross-linked cellu-
lose such as crascarmellose sodium; gums such as guar gum
or xanthan gum; cross-linked polymers such as crospovi-
done; effervescent agent such as sodium bicarbonate and
citric acid; or mixtures thereof.

(0030] The cilective amount of a disintegrant found useful
for the COYX-2 inhibitor campositions of this invention is in
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the range of about 1.0 10 about 10.0 weight percent, pref-
erably about 1.5 to about 2.5 weight percent and most
preferably about 2.0 weight percent of the COX-2 inhibitor
compositions by this invention. The preferred disintegrant is
croscarmellose sodium.

{0031] The iubricants of the present invention may be
se¢lected from talc, magnesium stearate, calcium stearate,
stearic acid, magaesium lauryl sulphatc and hydrogcnated
vegetable oil. Soluble lubricants include sodium benzoate, a
mixture of sodivm benzoate and sodium acetate, sodium
chloride, leucine, sodium stearyl fumarate and PEG 4000,

[0032] The cffective amount of lubricant found useful in
the present inveatioa is in the range of about 0.25 to about
4 weight percent, preferably about 0.5 1o about 2 weight
percent, and most preferably 1.0 weight percent of the
COX-2 inhibitor composilions of this invention. The pre-
ferred lubricant is magnesium slearale.

[0033] The glidants of the present invention may be
selected from colloidal silicon dioxide and 1alc.

[0034] The coloring agent of the present invention may be
sclected from any colorant used in pharmaceuticals which is
approved and certified by the FDA.

[0035] The flavouring agent of the present invention
include both natural and artificial flavours such as artificial
vanilla, cinnamon, various fruit flavours, both individual and
mixed; mints such as peppermint, menthol; essential oils
such as thymol, eculyptol and methyl salicylate and the like.
The flavours are generally utilized in amounts that will vary
depending upon the individual flavour, and may range in
amounts of about 0.5% to about 3% by weight of the final
composition weight.

[0036] The sweeteners for the present invention include
both patural and anificial sweetners. The sweclpers may
include, among others, water-soluble sweetening agents
such as monosaccharides, disaccharides and polysaccha-
rides such as xylose, ribose, glucose, mannose, galactose,
fructose, dextrose, sucrose, maltose, partially hydrolyzed
starch, or corn syrup solids and sugar alcohols such as
sorbitol, xylitol, mannito]l and mixtures thereof, water-
soluble artificial sweeteners such as the soluble saccharin
salts, cyclamatc salts, accsulfam-K and the like, and frec
acid form of saccharin and dipeptide based sweeteners. The
amount of sweetener will vary with the desired sweeteners
selected for a particular tablet composition.

{0037] The process of the present invention compriscs
sieving of the COX-2 inhibitors, fillers, disintegrants, bind-
ers, glidants, colouring agents, flavouring agents and sweel-
cners, through a suitable sieve and admixing them to make
a uniform blend. The lubricant is also passed through the
suitable sieve and mixed with the blend. The blend is
directly compressed using the suitable tooling,

[0038] The tablets made by the present inventive process
disintegrate/dissolve in less than about 30 seconds prefer-
ably in about 25 seconds. The process of this invention for
preparing rapidly dissolving tablet may be used for any
strength of COX-2-inhibitor 1ablets without deviating from
this inventioa.
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[0039] The present invention is illustrated by, but by no
means limited to, the following exarmples:

EXAMPLE 1
[0040]

Rofecoxib mouth dissolving tablels-25 me.
Ingredicat Quaantity (mg)
Rofecoxib 25.28
Aspartame 0.35
Manaito! 166.67
Croscarmellose sedium 4.00
Colloidal silicon dioxide 1.00
Mixed fruit fiavour 0.70
Magnoesium stearate 2.00
Tota} 200.00

[0041] 1. Rofecoxib, aspartame, mannitol, croscar-

mellose sodium, colloidal silicon dioxide and mixed
fruit flavour are sifted through the sieve #44 BSS and
admixed for about 15 minutes to make a uniform
blend.

[0042] 2. Magnesium siearate is passed through sicve
#100 BSS and mixed with the blead of step 1 for
sufficient time.

[0043] 3. Uniform blend of step 2 is directly com-
pressed using 9 mm, round biconcave tooling to
make the tablcts of about 3.8+0.1 mm thickness.

[6044] Thc mouth dissolving tablcts prepared by the above
composition and process had hardness in the range of 2.2 10
about 4.0 Kp. The disintegralion time in water was less than
15 scconds, whereas the mouth dissolving time was less than
25 seconds. The friability was about 0.4% w/w. The moutk
dissolving, rofecoxib tablets are tesled in 1% sodium lauryl
sulphate (SLS) according to the procedure described in the
United States Pharmacopoeia XXIII, Apparatus 1 @ 100
rpm and found to have the following release profile:

Time (Minutes) % Rofecoxib dissolved

15 74
30 83
45 88
EXAMPLE 2
[0045]
Ingredient Quantity {mg)
Rofecoxib 50.56
Aspartame 0.70
Manaitol 333.34
Croscarmellose sodium 8.0
Colleidal silicon dioxide 2.0
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~continued
Ingredicat Quaatity (mg)
Mixed fruit flavour 14
Magnesium stearate 4.0
Tota) 400.0

[0046] The procedurc of Example 1 was followed to
prepare the tablets of above composition.

[0047] The rofecoxib mouth dissolving tablet of 50 mg
strength had an average weight of 400220 mg, thickness of
4.9+0.2 mm, hardness of 4.5-5.0 Kp, disintegration time of
less than 20 seconds, mouth dissolving time of about 25
seconds, friability of about 0.44% w/w and dissolution upto
86% in 45 minutes.

EXAMPLE 3
[0048]

Nimesulide mouth dissolving tablet-100 mg.

Ingredient Quantity (mg)

Nimesulide 100.00
Aspartame 4.5

Mannito! J18.75
Croscarmeliose sodium 10.8

Colloidal silicon dioxide 2.2§
Omnge flavour 4.5
Monasodium citrate 50
Magnesium stearate 4.5
Total 450.0

[0049] The proccdure of Example 1 was followed to

prepare the above tablets.

[6050] The nimesulide mouth dissolving tablet of 100 mg
strength had an average weight of 450222.5 mg, thickness of
5.7£0.2 mm, hardness of 2-5 Kp, disintegration time of less
than 20 seconds, mouth dissolving time of about 25 seconds
and friability of about 0.9% w/w.

[06051] While the present invention has been described in
terms of its specific embodiments, centain modifications and
equivalents will be apparcat to those skilled in the art and are
intended to be included within the scope of the present
invention.
We claim:

1. A fast dissolving tablet which comprises a therapeuti-
cally ciiective amount of drug(s) that acts as a cyclooxyge-
nase-2 (COX-2) inhibitor for oral adminisiralion.

2. The tablet according to claim 1 wherein the tablet
comprises a therapeutically effective amount of COX-2
inhibitor, a filler and optionally, other pharmaceutical
CXCIPIC[“S.

3. The tablet according to claim 1 whercin the fast
dissolving tablet dissolves in the mouth,

4. The tablet according to claim 1 or 2 whercin the drug(s)
that acts as a cyclooxygenase-2 (COX-2) inhibitor is specific
or preferential COX-2 inhibitor.

5. The tablet according to claim 4 wherein the COX-2
inhibitor is sclected from the group consisting of meloxi-
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cam, rofecoxib, celecoxib, valdecoxib, parccoxib, nabume-
tone, nimesulide and etodolac.

6. The tablet according to ¢laim 2 wherein the filler may
be selected from the group consisting of alkali earth metal
salts, carbohydrates, celluloses, starches, clays and polyeth-
vlene glycols, and mixtures thereof.

7. The 1ablet according to claim 9 wherein the filler may
be selected from the group consisting of directly compress-
ible dicalcium phaosphate dihydrate, tricalcium phosphate,
calcium sulfate, calcium carbonate, calcivm hydroxide, alu-
minium hydroxide, magpesium silicate, aluminium magne-
sium hydroxide, maltose, maltitol, sorbitol, mannitol, glu-
cosc, sucrose, xylitol, lactose, lactose monohydrate,
erythritol, fructose, maltodextrins, microcrystalline cellu-
lose, calcium carboxy methyl cellulose, pregelatinized
starch, potato starch, maize slarch, kaolin, polyethylene
glycol 4000, and mixtures thereof.

8. The 1ablet according to claim 2 wherein the pharma-
ceulical excipients comprises binders, disintegrants, lubri-
cants, glidaats, colouring agents, flavouring agents and
sweeleners,

9. The 1ablet according 10 claim 8 wherein the binders
may be selected from the group consisting of microcrystal-
line cctlulose, mannitol, microcrystalline dextrosc, dircctly
compressible dicalcium phosphate, amylose and polyvi-
nylpyrrolidone.

10. The tablet according to claim 8 whercin the disinte-
grant is sclected from the group consisting of starches or
modified starches, clays, celluloses, algins, cross-linked
celluloses, gums, cross-linked polymers, effervescent
agents, and mixtures thereof.

11. The tablet according to claim 10 wherein the disinte-
grant is selected from the group consisting of sodium starch
glycolate, corn starch, potato starch, pregelatinized starch,
bentonite, montmorillonite, veegum, microcrystalline cellu-
lose, hydroxypropyl cellulose, carboxymethyl cellulose,
sodium alginate, alginic acid, croscarmellose sodium, guar
gum, xanthan gum, crospovidone; sodium bicarbonate and
citric acid, and mixtures thereof.

12. The tablet according to claim 8 wherein the lubricants
may be selected from the group consisting of tale, magne-
sium stearate, calcium slearate, slearic acid, magnesium
lauryl sulphate and hydrogenated vegetable oil, sodium
benzoate, sodium acetate, sodium chloride, leucine, sodium
stearyl fumarate, PEG 4000, and mixtures thereof.

13. The tablet according to claim 8 wherein the glidants
may be sclecled from the group consisting of colloidal
silicon dioxide and talc.

Aug. 28, 2003

14. The 1ablet according 1o ¢laim 8 wherein the colouring
ageals may be selected from any colorant used in pharma-
ceuticals which is approved and centified by the FDA.

15. The tablet according to claim 8 wherein the flavouring
agent may he selected from the group consisting of natural
and artificial flavours, mints and essential oils or the mix-
tures thereof.

16. The tablet according to claim 15 wherein the flavour-
ing agent may be selected from the group consisting of
peppermint, menthol, artificial vanilla, cinnamon, various
fruit flavours, both individual and mixed, thymol, eculyptol
and methyl salicylate and the like.

17. The tablet according to the claim 8 wherein the
sweetener may be selected from the group consisting of
patural and artificial swecleners.

18. The tablet according to the claim 17 wherein the
sweetener may be selected from the group consisting of
monosaccharides, disaccharides, polysacchandes, partially
hydrolyzed starch, corn syrup solids, sugar alcohols, water-
soluble artificial sweetencrs, and mixtures thereof.

19. The tablet according to the claim 18 whercin the
sweelener may be selected from the group consisting of
xylose, ribose, glucose, mannose, galactose, fructose, dex-
trose, sucrose, maliose, sorbitol, xylitol, mannitol, soluble
saccharin salts, cyclamate salts, acesulfam-K and free acid
form of saccharin apd dipeptide based sweeteners, and
mixtures thereol.

20. A month dissolving tablet of COX-2 inhibiter con-
sisting of a COX-2 inhibitor, croscarmellose sodium, man-
nitol, aspartame, colloidal silicon dioxide, magnesium sicar-
ate and flavouring agent.

21. A process for preparing a fast dissolving tablet accord-
ing to claim 2 comprising the steps of:

(a) blending a therapeutically effective amount of COX-2
inhibitor, a filler, and optionally, other pharmaceutical
excipients;

(b) compressing the homogeneous mixture obtained in
step (a).

22_ The process according to claim 21 wherein the blend
is granulated before compression.

23. The process according to claim 22 wherein the granu-
lation is done by wet or dry granulation methods.

24, The process according to claim 23 wherein the dry
granulation is done by slugging or roller compaction.

. » . * -
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Fast disintegrating Meloxicam Tablet

Field of the invention

The present invention relates to a fast disintegrating tablet comprising meloxicam or
a pharmaceutically acceptable salt thereof, starch or various starches, glidant and at
least one additional excipient.

Background of the invention

Meloxicam [2H-1,2-benzothiazine-3-carboxamide, 4-hydroxy-2-methyl-N-(5-methyi-2-
thiazolyl}-1,1-dioxide] is a non-steroidal antiinflammatory drug (NSAID} with
antiinflammatory, antipyretic and analgetic activity.

Meloxicam has a low solubility in acidic or neutral medium.

The preparation of a pharmaceutical tablet formulation of meloxicam, is disclosed in
PCT/EP 98/05456 as a mixing of meloxicam with special additives using different
production processes { co-milling, co-grinding, co-kneading etc.) and several
processing steps to build a multilayered tablet which provides an improved solubility
and bioavailability of meloxicam.

EP 0 945 134 describes the preparation of a meloxicam tablet comprising various
additives and a salt of meloxicam, preferrably the meglumin salt or sodium sait of

meloxicam using the direct pressing method. However the disintegration thereof in
water is very slowly.

Description of the invention

The problem underlying the present invention is to provide a tablet of meloxicam,
which is able to fast disintegration in water and which is obtainable by a simple
method of manufacture.

Thus it has surprisingly been found that the problem underlying the invention is
solved by a tablet consisting essentially of meloxicam or a pharmaceuticaliy

17
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acceptable salt thereof, starch or various starcﬁés, a glidant and at least one
additional excipient, wherein at least one of the additional excipients is water soluble.
According to the invention furlher auxiliary agents known in the state of the art may
be used for the preparation of the tablets. Auxiliary agents are as a rule lubricants,
water soluble excipients, glidants, sweeteners, souring agents and flavouring agents,
which are known from the state of the art. Lubricants are preferably selected from the
group consisting of magnesium stearate, stearic acid, magnesium lauryl sulfate and
sodium stearyl fumarate, more preferably magnesium lauryl sulfate and magnesium
stearate. Water soluble excipients are preferably selected from the group consisting
of lactose, glucose, erythritol, dextrose, maltose, fructose, sucrose, serbitol and
mannitol. Glidants are preferably selected from the group consisting of hydrated
silicon dioxide, talc and synthetic aluminum silicate. Sweetners are preferably
selected from the group consisting of aspartame and monoammmonium
glycyrrhizinate. Souring agents are preferably selected from the group consisting of
mono sodium fumarate, anthydrous citric acid, citric acid, ascorbic acid and tartaric
acid. Flaveoring agents, which are natural or synthetic, are preferably selected from
the group consisting of 1-menthol, lemon oil and orange ol

According {o the invention the term pharmaceutically acceptable salt stands for a
meloxicam salt of an organic or inorganic base , as for example the meglumin,
sodium, potassium or ammonium salt. |

In a preferred embodiment the present invention relates to a tablet, wherein the water
soluble excipients are chosen from the group comprising lactose, glucose, erythritol,
dextrose, maltose, fructose, sucrose, sorbitol and mannitol, more preferably lactose
or glucose, most preferably lactose.

According to the invention the term lactose stands for native lactose, lactose
monohydrate or modified lactose, preferably granulated lactose monohydrate.

In a further preferred embodiment the present invention relates to a tablet, wherein

glidants are chosen from the group of hydrated silicon dioxide, talc and synthetic
aluminum silicate, preferably hydrated silicon dioxide.

13
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in a further preferred embodiment of the present invention the starch or various
starches are chosen from the group comprising native starch, gelatinized starch,
partly gelatinized starch , starch powder, starch granules, chemically modified starch
and swellable physically modified starch, preferably starch powder or pértly
gelatinized starch, more preferably starch powder.

Moreover the starch powder may be derived from any starch-containing plant source.
This includes normal maize, hybrids like white maize, waxy maize and high-amylose-
containing maizes, wheat, potato, rice, sorghum, tapioca or cassava.

In a further preferred embodiment of the present invention the starch or various
starches are chosen from the group comprising rice starch, maize starch and potato
starch, preferably rice starch or maize starch, most preferably maize starch or a
mixture of rice starch and maize starch.

In a particularly preferred embodiment of the present invention the meloxicam salt is
the sodium ar megiumin sait, preferably the meglumin salt.

In a mostly preferred embodiment of the present invention the tablet consists
essentially of meloxicam or a pharmaceutically acceptable salt thereof, maize starch,
hydrated silicon dioxide, lactose and magnesium stearate.

In a particularly preferred embodiment of the present invention the concentration of
meloxicam is 1 to 25 mg/tablet, preferably 4 to 18 mg/tablet, more preferably

5 moitablet, 7,5 mg/tablet, 10 mg/tablet or 15 mgftablet, wherein the amount given
relates to the active ingredient in form of the free base.

in another particularly preferred embodiment of the present invention the
concentration of starch in a tablet is in the range from 20 to 50 % (w/w), preferably 25

to 48 % (w/w), more preferably 35 to 45 % (w/w), particularly preferred about 40 %
(wiw).

In a further particularly preferred embodiment of the present invention the
concentration of the water soluble excipient, in particular of lactose, in a tablet is in

(#
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the range from 40 to 80% (w/w), preferrably 42 to 70% (w/w), more preferrably 45 to
65 % (wiw), particularly preferred about 50 % (wiw).

In a further particularly preferred embodiment of the present invention the
concentration of the lubricant, in particular of magnesium stearate, in a tablet is in
the range from 0,2 to 0,6% (w/w), preferrably 0,3 to 0,5% (w/w), more preferrably
0,4 % (wiw), and the concentration of glidant, in particular of hydrated silicon
dioxide, in a tablet is in the range from 0,05 to 1,0 % (w/w), preferrably 0,1 to 0,5%
(wiw), more preferrably 0,35 % (wiw).

More particularly preferred according to the present invention is a tabiet, which is
obtainable by a direct dry pressing method.

Most preferably the tablet according to the invention is free of cellulose.

As a rule the tablet according to the invention has a weight in the range of 20 to 800
mg/tablet, preferably 40 to 400 mg/tablet, more preferably 80 to 300 mg/tablet, most
preferrably 90 to 260 mg/tablet, particularly preferred about 170 mg/tablet or 255
mag/tablet.

The invention will be further illustrated by the examples of tablet compositions given
in Table 1. The invention should not be limited to these examples. According to the
present invention the compositions are manufacturable to tablets by the direct
pressing method, which is described for instance in DRUG AND THE
PHARMACEUTICAL SCIENCES, Vol.71, Goeran Alderborn and Chirister Nystroem,
Pharmaceutical Powder Compaction Technology, 419 - 428, Marcel Dekker, inc.,
Uppsala University, Sweden, 1996.

A suitable method of manufacturing the directly compressible composition is to
prepare e.g. a blend of meloxicam, lactose, starch and hydrated silicon dioxide by
mixing the ingredients 30 minutes in a conventional mixer. Subsequently magnesium
stearate is added and the composition is blended for further 5 minutes.
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Table 1 Compositions of meloxicam for fast disintegrating tablets.
Values are given in {mg].

Example 1 2 3 4 5 6
Meloxicam 10.0 10.0 10.0 10.0 15.0 15.0
Lactose 7 1
monohydrate 80.7 Q0.2 Q0.7 91.2 85. 36.0
Maize starch 68.0 68.0 51.0 34.0 81.0 76.5
Rice starch — — 17.0 34.0 17.0 255
Hydrated 0.6 1.1 06 0.1 0.6 0.9
silicon dioxide
Magnesium 07 0.7 0.7 07 0.7 1.1
stearate
Total weight 170.0 170.0 170.0 170.0 170.0 255.0

Disintegration experiments have been conducted according to the disintegration test ,

which is described in the Japanese Pharmacopoeia {(JP Xill). The tested tablets were |

prepared by the direct pressing method from the compositions shown in Table 1.

Test results are shown in Table 2.

Table 2. Test fluid: water (the volume of the fluid in the beaker is such that, at the
lowest point of the downward stroke, the top of the basket is on a level with the

surface of the fluid), temperature 37+/- 2 °C. The apparatus is adjusted so as to raise

and lower the basket smoothly at a constant frequency of 29 to 32 cycles per

minutes. 6 tablets were tested for each batch,

time [sec]

Example 1 2 3 4 5 6
Diameter [mm] 7 8 8 8 8 9
Average of

thickness [mm] 3.2 27 27 27 2.6 3.1
Disintegration 25 17 19 a7 24 - 29

[6
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Claims

. Atablet, fast disintegrating in water, consisting essentially of meloxicam or a

pharmaceutically acceptable salt thereof, starch or various starches, a glidant and
at least one additional excipient, characterized in that at least one of the
additional excipients is water soluble.

. Atablet according to claim 1, characterized in that the water soluble excipients

are chosen from the group comprising lactose, giucose, erythritol, maitose,

fructose, dextrose, sucrose, sorbitol and mannitol.

. Atablet according to claim 1 or 2, characterized in that the glidant is hydrated

silicon dioxide.

. A tablet according to one of claims 1 to 3, characterized in that the starch or

various starches are chosen from the group comprising native starch, gelatinized
starch, partly gelatinized starch , starch powder, starch granules, chemically
madified starch and swellable physically modified starch.

. A tablet according to one of claims 1 to 4, characterized in that the starch or

various starches are chosen from the group comprising rice starch, maize starch
and potato starch,

. Atablet according to one of claims 1 to 5, characterized in that the starch is maize

starch or a mixture of maize and rice starch.

. A tablet according to one of claims 1 to 5, consisting essentially of meloxicam or a

pharmaceutically acceptable salt thereof, maize starch or a mixture of maize and
rice starch, hydrated silicon dioxide, lactose and magnesium stearate.

. Atablet according to one of claims 1 to 7, comprising 1 to 20 mg of meloxicam in

form of the free base.

i 4
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9. Atablet according to one of claims 1 to 8, characterized in that the concentration
of starch in a tablet is in the range from 20 to 50 % (w/w).

10. A tablet according to one of claims 1 to 9, characterized in that the concentration

range of the water soluble excipient in a tablet is in the range from 40 to 80%
(wiw).

11. A tablet according to one of claims 1 to 10, characterized in that the tablet is
produced by a direct dry préssing method.

12. A tablet according to one of claims 1 to 11, characterized in that it is free of
cellulose.

13. A tablet according to one of claims 1 to 12, characterized in that the weight of the
whole tablet is in the range of 20 to 800 mg.
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C) Comprimidos efervescentes
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€N contacto con agua, se inicia la reaccién quimica entre el bicarbonato'y el dgd]
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Industria y Comercio
SUPERINTENDENCIA

2020
Bogota, D.C,,
Doctora: Oficio N°: 13873
Dilia Maria Rodriguez D'Aleman
Apoderada
ASUNTO: Radicacion PCT N° 08-12143
Tramite 011
Evento 378
Actuacion 440
Folios 008

Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comisiéon de
la Comunidad Andina, se le comunica que la oposicion presentada por la doctora Cielo
Angela Pefia Rodriguez, en su calidad de apoderada de Procaps S.A., reune 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 presénte oficio, para
que haga valer sus argumentaciones y presente pruebas.

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

ALIX CARME CESPEDES DE VERGEL
Directora de Muevas Creaciones (C).

El anterior oficio fue notificado por fijacion en lista de fecha, D 4 mc 20ﬂ§ )

202021

Sede Centra: Carrera 13 No. 27-00 Pisos 2, 5,7y 10
Sede CAN: Tr. 40A No. 38-50 Conmutador: 5870000
Fax: 5870284 Linea 018000-910165
Web: www.sic.qov.co e-mail: info@sic.gov.co
Bogota D.C. - Colombia
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2020
Bogota, D.C.,
Doctora: Oficio N°: .. -
Dilia Maria Rodriguez D'Aleman 13874
Apoderada
ASUNTO: Radicacion PCT N° 08-12143

Tramite 011

Evento 378

Actuacién 440

Folios 029

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 Jose
Luis Reyes Villamizar, en su calidad de apoderado del Laboratoric Franco Colombiano
S.A. Lafrancol S.A., relne 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 CARMENZA CESPEDES DE VERGEL
Directora d€¢ Nuevas Creaciones (C).

04 0IC. 29

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

202021

Sede Centro: Carrera 13 No. 27-00 Pisos 2,5, 7y 10
Sede CAN: Tr. 40A No. 38-50 Conmutador: 5870000
Fax: 5870284 Linea 018000-910165
Web: www sic.aov.co e-mail: info@sic.qov.co
Bogota D.C. - Colombia
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Ig Comunidad Andina, se le comunica que la oposiciéi
Angela Pefia Rodriguez, en su calidad de apodera
requisitos formales exigidos por 1a ley al momento de

En cumplimiento de lo dispuesto en la citada norma

sesenta (60) dias habiles siguientes a la fecha de nétiﬁi P
que haga valer sus argumentaciones y presente pi’heb X

e

Notifiqguese el presente oficio conforme a lo d:spueéto € -

capitulo quinto del titulo primero de la Clrcular Unic!

ALIX CARMENZA CESPEDES DE VERGEL
Directora de Muevas Creaciones (C).

El anterior oficio fue notificado por fijacién en lista ¢

202021
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Apoderada

ASUNTO: Radicacion PCJT N° 08-12143
Tramite 01
Evento - 378
Actuacién 440
Folios 029

Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comision de
fa Comunidad Andina, se le comunica que la oposicién 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 notificacidn 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 de! titulo primero de la Ciscular Unica N° 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
Directora d€ Nuevas Creaciones (C).

, 04 DIC, 70y

E!l anterior oficio fue notificado por fijacién en lista de fecha,
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